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Abstract

Benign Cutaneous Lymphoid Hyperplasia (CLH) is a B-cell pseudolymphoma of an unknown origin. The face is
the most affected site in CLH. This report presents the cases of 3 patients with CLH who were treated with rituximab.

It is a hypothesis that rituximab is useful for treating resistant-to-relapsing forms of CLH that do not respond to
previous therapies but must be checked with appropriate designs research.
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Case Report

Cutaneous Lymphoid Hyperplasia (CLH) is a benign lymphoid
reactive process resulting from various antigenic stimuli and may
progress to overt lymphoma [1]. Patients with CLH typically present
with macules or papules on the face with or without any recipitating
cause. CLH is diagnosed by performing biopsies of facial lesions. CLH
usually regresses after removing the offending agent. In some cases,
intralesional corticosteroid injections or radiotherapy is used [2]. In
this study, we used intralesional rituximab therapy for treating 3
patients with CLH.

Patient Presentation

Case 1: A 4l-year-old white woman presented with a 7-month
history of itchy papules and erythematous plaques on the face. During
this period, she was treated using intralesional injections of
corticosteroids and showed relative improvement. However, her
treatment was stopped because of atrophy induced by corticosteroid
injections. She did not have a history of any other disease (Figure 1A).

Physical examination detected erythematous papules and plaques
on the cheeks and sides of the face. She did not have lymphadenopathy
and organomegaly and yielded normal results for other laboratory
tests.

Skin biopsy of the lesions was performed. Histopathological analysis
of the biopsied skin samples showed dense infiltration of lymphocytes
into the dermis surrounding the vessels and adnexa. In addition,
follicles with germinal centers were observed. These findings indicated
the presence of CLH (Figure 1B and 1C).

Figure 1: Patient with itchy papules and erythematous plaques on
the face treated with intralesional rituximab (10 mg/lesion) per
week for 18 weeks.

The patient was treated with intralesional rituximab (10 mg/lesion)
per week for 18 weeks. The patient developed side effect associated
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with rituximab, such as severe pain during injection, dizziness, hair
loss, and forgetfulness. The patient showed complete remission after
the treatment; however, recurrence was not observed at 6-month
evaluation (Figure 1 D).

Case 2: A 65-year-old woman with multiple erythematous papules
on the arm, which appeared approximately a month previously and for
which no treatment was administered, was referred to Al-Zahra
Medical Center. The patient had a history of high blood pressure for 10
years and was treated with amlodipine and sotalol during this period
(Figure 2A).

Physical examination detected multiple stiff erythematous papules
on the arm. The patient did not have lymphadenopathy and
organomegaly and yielded normal results for other laboratory tests.

Skin biopsy of the lesions was performed. Histopathology analysis
of the biopsied samples showed diffuse infiltration of basophils and
lymphocytes into the dermis. Immunostaining detected CD20+ and
CD3+ lymphocytes in the germinal centers of the follicles, indicating
the presence of CLH (Figure 2B and 2C).

The patient was treated with intralesional rituximab (10 mg/lesion)
per week for 6 weeks. She experienced rituximab-associated side effects
such as pain during injection. Her lesions were treated completely, and
no recurrence was observed at 6-month evaluation (Figure 2D).

Figure 2: Patient with multiple erythematous papules on the arm
treated with intralesional rituximab (10 mg/lesion) per week for 6
weeks.

Case 3: A 62-year-old woman with a 2-year history of itchy
erythematous papules and plaques was treated using corticosteroids
and oral antihistamines. However, this treatment did not lead to
recovery, and the number of lesions increased. The lesions present on
the ear progressed to the cheek and forehead.

The patient had undergone pancreatic surgery approximately 10
years previously and received chemotherapy and radiotherapy for
pancreatic cancer, which resulted in improvement and no side effects
(Figure 3A).

Physical examination detected multiple erythematous papules and
plaques on the forehead, sides of the face, and the cheeks. The patient
did not have lymphadenopathy and organomegaly and did not yield
any other abnormal results. Furthermore, the patient yielded normal
results for laboratory tests. Analysis of biopsied skin samples indicated
CLH.

The patient was treated with intralesional rituximab (10 mg/lesion)
per week for 18 weeks. Rituximab infusion induced side effects such as
severe pain during injection, dizziness, headache, lethargy, limb pain,
and nausea, which decreased after oral antihistamine treatment (Figure
3B). However, the patient showed recurrence of the papules and
plaques after 1 month.

L]

Figure 3: Patient with multiple erythematous papules and plaques
on the forehead, sides of the face and the cheeks treated with
intralesional rituximab (10 mg/lesion) per week for 18 weeks.

Discussion

CLH is a lymphoproliferative disorder characterized by the
infiltration of polyclonal and polymorphic T and B lymphocytes [3-5].
After the identification of its cause, the initial treatment of CLH
includes the elimination of the triggering factor. Persistent skin lesions
show malignant potential. Different treatments of these lesions with
different levels of success are Antibiotics (oral doxycycline), Biological
agents (interferon-alfa-2b and TNF-antibodies), Corticosteroids
(topical, intralesional, and systemic), External beam radiation,
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Immunosuppressants (azathioprine and cyclosporine) and Ultraviolet
B phototherapy [5-10].

Rituximab, a monoclonal antibody that targets the CD20 marker on
B cells, became commercially available in 1998 [11]. This drug is
currently approved for treating non-Hodgkin lymphoma and
rheumatoid arthritis and is well tolerated [3]. The most common
adverse effect associated with the systemic administration of rituximab
is flushes and moderate pain during local injection [11-13]. Recent
studies involving small sample size have used systemic administration
(375 mg/m? per week for 4 weeks) or intralesional injection of
rituximab (10-30 mg/lesion 3 times a week for 4 weeks) for treating
CD20 PCBCL and have reported no obvious improvement with the
latter mode of treatments [11,13,14]. Stephanie et al. used the
intralesional injection of rituximab (10 mg/ml) per week for 18 weeks.
This dose was well tolerated, with no side effects. Despite the
improvement, relapse was observed gradually after 2 months for
erythematous lesions and treatment was changed to 0.1% tacrolimus,
which resulted in significant improvement after 4 weeks. Intralesional
rituximab therapy seems to be an appropriate remedy for treating
refractory and recurrent CD20+ lesions that do not respond to
previous therapies [15].

Conclusion

NEH is a neutrophilic dermatosis characterized by neutrophilic
infiltrates within and around eccrine glands. It should be considered in
the differential diagnosis of eroded, erythematous plaques, especially
in patients receiving high-dose chemotherapy for primary CNS
lymphoma. A diagnosis of NEH should be based on histological
findings to avoid unnecessary use of antibiotics and changes in
chemotherapy regimens.
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