Lymph node involvement in histiocytic sarcoma:
A report of two cases with previous misdiagnoses
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ABSTRACT

Histiocytic sarcoma (HS) is an unusual rare but controversial neoplasm. Here, we report two cases of HS initially misdiagnosed as other
entities and with initial wrong treatment. The first case was a 29-year-old male with right cervical lymphadenopathy. The patient was
misdiagnosed as nodular sclerosis variant of Hodgkin disease. The second case was a 12-year-old male child with axillary and mediastinal
lymph nodes. This case was misdiagnosed as tuberculosis. Both these two cases were initially treated according to their primary
diagnosis, but without any treatment success. Subsequently, repeat biopsies of these cases were done. Histopathologic examination
showed these cases to be HS. The tumor cells were immunoreactive for CD68, CD163, and immunonegative for cytokeratin, epithelial
membrane antigen, CD15, CD30, and other markers. Focal positivity of S-100 was noted in one case. Thus, confirmed diagnosis of HS
was established. Patients were treated for HS and were kept well in 1-year follow-up period.
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INTRODUCTION

CASE REPORT

Histiocytic sarcoma (HS), formerly designated as true
histiocytic lymphoma is a rare aggressive hematopoietic
neoplasm, representing <1% of allnonHodgkin lymphomas.™
HS can present as localized disease confined to lymph nodes,
skin and intestinal tract, or as disseminated disease.!"!

Neoplasms originally classified as “reticulum cell sarcomas”
and later as “histiocytic lymphomas” by Rappaport have
encompassed a biologically heterogeneous group of disorders,
most of them are now classified as high-grade T- or B-cell,
nonHodgkin’s lymphomas. The term “HS” was introduced by
Mathé et al. which was based on histologic similarities of these
cells, to macrophages.” Most of the patients of HS are adult
males (median age 46 years). Awareness of HS is important,
as the tumor mimics other nonHodgkin lymphomas in their
clinical presentation and morphologic appearance.
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Case 1

A 29-year-old male presented with right cervical
lymphadenopathy for last 3 months along with generalized
weakness and low-grade fever. Histopathologic
examination of the lymph node was made, and diagnosis
of nodular sclerosis variant of Hodgkin lymphoma was
given. The patient was treated with chemotherapy. But the
patient’s condition did not improve, and lymph node did
not regress. A repeat biopsy was done for histopathologic
examination. Microscopical examination revealed
complete effacement of the lymph nodes and composed
of diffuse proliferation of large round to oval cells with
pleomorphic vesicular nuclei, prominent nucleoli, and
abundant eosinophilic cytoplasm [Figure 1]. Mitotic
figures and large multinucleated cells were also noted.
Immunohistochemistry (IHC) showed tumor cells were
positive for CD68, CD163, NSE, and vimentin. The tumor
cells were immunonegative for CD30, CD43, epithelial
membrane antigen (EMA), CD21, CD35, cytokeratin, CD1a,
CD99, SMA, CD117, Melan A, and HMB45. Weak positivity
seen for CD4, S-100, and CD45. Reactive lymphocytes
but not the tumor cells were positive for CD3, CD4,
CD8, and to a lesser degree for CD20. After morphologic
examination and IHC evaluation, a final diagnosis of HS
was established.
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Figure 1: (a) Microphotograph showing effacement of the lymph node. The
tumor is composed of large pleomorphic cells with eccentric nuclei. Occasional
clusters of residual lymphoid cells are seen (H and E, x100). (b) High power
view showing the large tumor cells having eccentric vesicular nuclei, prominent
nucleoli, and abundant eosinophilic cytoplasm. Binucleated cells are also present
(H and E, x400). (c) Immunohistochemistry showing CD68 positivity among
tumor cells (x400). (d) Immunohistochemistry showing the vimentin positivity
among tumor cells (x400)

Case 2

A 12-year-old male child presented with axillary and
mediastinal lymph node enlargement. The boy was also
suffering from fever, loss of weight, and generalized
weakness. Histopathologic examination of axillary lymph
nodes was done, and diagnosis of tuberculous lymphadenitis
was made. The patient was given anti-tuberculous drug for
6 months but of no use. Then a repeat biopsy from axillary
lymph nodes was done and specimen sent for histologic
diagnosis. Morphologic examination and IHC showed
almost similar results as in case 1. But in this case, necrosis
was present unlike case 1. Hence, a final diagnosis of HS
was rendered.

Modified CHOEP-14 chemotherapy was administered
intravenously in both these patients (cyclophosphamide
750 mg/m? day 1, doxorubicin 50 mg/m? day 1, vincristine
1.4 mg/m? day 1, etoposide 100 mg/m? day 1, and
prednisolone 50 mg/m?* days 1-5 followed by Rh G-CSF
[filgrastim] at a dose of 300 pg/day) along with intravenous
heparin to prevent disseminated intravascular coagulation.
A total of six cycles of chemotherapy was employed at an
interval of 2 weeks. Local radiotherapy in a dose of 40 Gy
was given to the cervical and axillary lymph nodes after
chemotherapy. Both the patients showed improvement and
1-year follow-up period is uneventful.

DISCUSSION

Histiocytic sarcoma is a rare malignant neoplasm that
occurs in lymph nodes, skin, and the gastrointestinal
tract.'*1 Many previously published cases may have been
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misdiagnosed examples of nonHodgkin lymphoma. In
the WHO classification, HS was defined as a malignant
proliferation of cells showing similar morphologic and
immunophenotypic features as in mature histiocytes.
Hence, diagnosis of HS rests on morphologic features
of the histiocytic lineage among the tumor cells and
exclusion of other differential diagnosis by IHC.
Differential diagnoses of HS include diffuse large B-cell
lymphoma, Langerhans cell sarcoma, anaplastic large
cell lymphoma (ALCL), metastatic carcinoma, and
melanoma. In our cases, the tumor cells showed the
histiocytic lineage by IHC (CD68, CD163) but negative
for CD21, CD35, CD1a (dendritic cell and Langerhans
cell marker), CD20/CD79a (B-cell marker), CD30, EMA
(ALCL marker), cytokeratin/EMA (carcinoma marker),
and HMB45/5-100 (melanoma marker). This matched
with other workers’ findings.*® Thus, the diagnosis of
HS was established.

Immunohistochemistry is a key to the diagnosis of
HS. Immuno-markers once thought to be specific for
histiocytic differentiation, like alpha-1-antichymotrypsin,
alpha-1-antitrypsin, lysozyme have been shown to
have low specificity and may be positive in many
other neoplasms, including other nonHodgkin’s
lymphomas.”! The recent characterization of CD163, a
hemoglobin scavenger receptor protein, has offered a
means of identifying histiocytic neoplasm with greater
specificity.”#®

Histiocytic sarcoma can present at extranodal sites such
as skin, gastrointestinal tract, spleen, bone marrow,
and central nervous system.®! Some patients may have
systemic manifestations, with features of malignant
histiocytosis. Most of the cases of HS demonstrate high
proliferative rate and extranodal spread.l'! Stage of
disease and possibly tumor size are considered prognostic
factors as in most other lymhomas.!! But both our cases
presented with lower clinical stage and there was no
extranodal spread. Our patients responded to therapy
and were kept well in the 1% year follow-up period,
unlike in other studies where patients succumbed to the
disease early.

Histiocytic sarcoma may also be associated with other
hematological disorders such as acute leukemia and
myelodysplasia.’! Genetic or epigenetic inactivation of
PTEN, p14ARF, and p16INK4A has been observed in
HS, which provides insight into the pathogenesis of this
neoplasm.[%

Primary treatment of HS consists of radical surgery with
wide surgical margins, frequently combined with elective
radiotherapy. With no evidence-based data, several
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chemotherapeutic regimens have been added to surgery and
radiotherapy, primarily for local control of the disease.!"!!
Recently, thalidomide and allogenic hematopoietic stem cell
transplantation showed some success in therapy.!'” Pileri
etal.reported thatamong 12 cases treated with chemotherapy
with or without radiotherapy, only two cases maintained
complete remission and seven patients died of HS.["¥ Recent
data have shown promising results with the addition
of etoposide to conventional CHOP chemotherapy on
complete remission with increase in survival rate in patients
suffering from aggressive lymphoma under 60 years old.!"!
In our patients also, modified CHOP or CHOEP-14 was
administered.

CONCLUSION

Optimal management of HS is still debated due to limited
chemotherapeutic trials in a small number of cases and
poor survival. Whatever be the final outcome with newer
drugs, correct diagnosis at an early stage can only prolong
patient’s disease free survival.
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