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The occurrence of lymphoma and Langerhans cell his-
tiocytosis (LCH) in the same individual, either sequential-
ly or simultaneously is not common [1, 2]. Several cases in
which malignant lymphoma occurred prior to LCH are re-
ported [3, 4]; however, a few cases can be found with LCH
followed by malignant lymphomas [5]. We report a rare
accompaniment of LCH followed by folliculotropic my-
cosis fungoides (FMF). Due to another diagnosis of the
patient described previously in Advances of Dermatology
and Allergology [6], we would like to present a continua-
tion of her diagnostic and therapeutic process, because
it changes the look on the current course of the illness,
forcing clinicians to be vigilant. A 41-year-old woman was
admitted to the Department of Dermatology, Venereol-
ogy and Allergology in 2011 due to diffuse edematous
skin lesions and numerous nodules localized on the face.
The physical examination revealed also a 2 x 2 cm-sized
ulcer covered with necrotic tissue on the skin of the left
lower extremity and generalized lymphadenopathy. The
diagnostic tests (magnetic resonance imaging (MRI) of
the craniofacial area, computed tomography (CT) of the
chest, bone marrow biopsy, chest X-ray, immunopheno-
typic examination of peripheral blood, ultrasonography
of lymph nodes) were performed, but they did not re-
veal any abnormalities. Cervical lymph node biopsy was
taken and on the basis of histopathological examina-
tion, diagnosis of LCH was made. The neoplastic cells
showed the following phenotype: CDla+, S100-, CD2-,
CD3-, CD68—, CD56—, thiaphorin-1-, CD21-, Granzyme
B—, CD5-. The final diagnosis of LCH was based on the
clinical picture, histopathological examination of the
skin and lymph node. The diagnosis was confirmed by
immunohistochemical staining, which revealed the pres-
ence of aggregates of CD1la+ cells. Prednisone therapy
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at the initial dose of 1 mg/kg/day was started. During
the treatment, rapidly growing facial edema occurred,
resulting from compression by enlarged carotid lymph
nodes on the blood vessels. In the Department of Oncol-
ogy and Radiotherapy, the chemotherapy with cladribine
was initiated (5 mg/m?/day for 5 days every 4-6 weeks).
The patient was given 6 courses of chemotherapy with
a significant improvement. Unfortunately, 2 months af-
ter completion of treatment, papular lesions localized on
the trunk occurred. Their histopathological examination
revealed LCH. The chemotherapy with vinblastine 6 mg/
m? and prednisone 40 mg/m?/day was initiated with par-
tial improvement. Due to the progression after 2 years of
the disease and as a result of further investigations, the
diagnosis was modified. Initially, the coexistence of LCH
and peripheral blood T cells lymphoma, and ultimately,
after a pathological consultation in the United States of
America, folliculotropic mycosis fungoides (FMF) was di-
agnosed (Figure 1). The patient remained under the care
of the Department of Hematology and Transplantology
and because of life-threatening disease progression was
treated with chemotherapy regimens: CHOED, GDP and
after verification of the diagnosis: CHOED+ PUVA-therapy
+IFN a.2a (3,000,000 1U 3 times a week) with a very good
partial remission. The patient underwent allogeneic he-
matopoietic cell transplantation (HCT) with total skin and
total nodal irradiation, with FMF progression 100 days
after HCT. Immunosuppression tapering was complicat-
ed with acute graft-versus-host disease (GvHD) grade 3
(skin and gastrointestinal tract involvement), treated
successfully with steroids, methotrexate and extra-
corporeal photopheresis (ECP) performed every week
(2 consecutive days), with initial regression of FMF. The
ECP was continued twice a month but due to FMF pro-
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Figure 1. Histopathological examination of the skin biopsy
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Figure 2. Progression of folliculotropic mycosis fungoides
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gression (Figure 2) bexarotene and IFN a.2a (3,000,000 1U
3 times a week), followed by palliative radiotherapy on
the scalp and interscapular region, were implemented.
Despite the partial remission within the skin, the patient
died 36 months after diagnosis due to a septic shock.

Cells of the hematopoietic system are derived from
common precursors that differentiate into lineages with
distinct morphologic, immunophenotypic, and functional
characteristics. The lineage of the cell origin is the ma-
jor criterion used to classify hematopoietic neoplasms.
Langerhans cells (LCs) have been classically considered
of myeloid origin, but recent reports, which demon-
strate the existence of lymphoid dendritic cells (DCs)
derived from multipotent lymphoid precursors devoid of
myeloid differentiation potential, raise the question of
the lymphoid or myeloid origin of LCs [7]. Some clinical
data have shown that two hematopoietic populations in
the same patient may share identical genetic changes
or abnormalities, raising the possibility that tumors ex-
pressing the phenotype of one hematopoietic lineage
might “transdifferentiate” into a genetically similar but
phenotypically distinct tumor of a different lineage [3, 4].
Langerhans cell histiocytosis has a complex association
with malignant lymphoma: it may precede, occur with,
or follow it [8]. A clonal relationship between histiocytic/
dendritic cell neoplasms and lymphoid malignancies
was first suggested by Wetzler et al. [9]. Common clonal
origins were subsequently demonstrated by molecular
genetic techniques between precursor T-lymphoblastic
lymphoma/leukemia and histiocytic sarcoma [10], Lang-
erhans cell histiocytosis [1], and most recently, follicular
lymphoma and histiocytic/dendritic neoplasms [3, 4].
We reported a patient in whom LCH was diagnosed and
3 years later FMF was seen as well. Some physicians may
assume that these two disorders may have occurred con-
currently, and one was not diagnosed. The arguments
confirming the primary occurrence of LCH are: initial
goaod response to LCH therapy alone for 2 years, the re-
sult of histopathological examination of the skin and
lymph node, and also the result of immunohistochemical
staining, which revealed the presence of aggregates of
CDla+ cells. Feldman et al. reported a series of 8 patients
with both follicular lymphomas and histiocytic/dendritic
cells (H/DC) tumors, and provided evidence for the first
time of the same underlying molecular oncogenetic al-
teration in both neoplasms, but in no case the H/DC tu-
mor preceded the diagnosis of FL [4]. According to our
knowledge, it is the first report in which the diagnosis of
LCH preceded FMF. It is important to consider the prob-
ability of occurrence of these two conditions in the same
patient and using an appropriate technique to differenti-
ate them to avoid misdiagnosis. An accurate diagnosis
in such situations helps the physician to choose the ap-
propriate therapy.
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