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Case Report
Complete response after  
chemotherapy and radiotherapy of a  
tonsillar histiocytic sarcoma with regional lymph node 
involvement: a case report and review of the literature
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Abstract: We describe a case of tonsillar histiocytic sarcoma (HS) with regional lymph node involvement and com-
plete response after multi-disciplinary therapy. Immunohistochemistry showed strong positive tumor staining for CD 
68, and negative staining for CD20, CD45R0 and CD30 and non-cohesive proliferation of neoplastic histiocytes. 
Systemic chemotherapy with cyclophosphamide, doxorubicin, vincristine, prednisone, and etoposide (CHOP-E) che-
motherapy followed by radiotherapy was delivered to the patient. No evidence of recurrent disease existed on regu-
lar follow up three years later. The diagnostic methods and the practical treatment solutions are discussed here. We 
believe that although HS has been regarded as a potentially fatal disease entity, there remain some cases that do 
not pursue such an aggressive clinical course.
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Case report

In January 2010, Mr. YW, a 23-year-old man, 
presented to the Fudan University Shanghai 
Cancer Center (FUSCC) with a two-week history 
of an enlarged lymph node in his left upper 
neck. The medical case notes from his referring 
local hospital indicated that he developed 
symptoms of pharyngitis (such as persistent 
discomfort and scratchiness of his throat) two 
months prior to his initial hospital admission. At 
that time, physical examination recorded that 
his left tonsil was asymmetrically enlarged and 
nodules of 0.5 cm in diameter were present on 
its surface. His past medical, social and family 
history were unremarkable. He was subse-
quently treated with a left tonsillectomy on 
December 16, 2009 at his local hospital. 
Following the surgery, he consulted for a sec-
ond opinion at the FUSCC. A histo-pathological 
review of the tonsillectomy specimen was per-

formed by the senior pathologist. All pathologi-
cal slides from the referring hospital were 
reviewed, and the diagnosis of histiocytic sar-
coma of the tonsil was confirmed. Immuno- 
histochemistry examination showed strong po- 
sitive tumor staining for CD 68 (Figure 1) and 
negative staining for CD20, CD45R0 and CD30.
Hematoxylin-eosin (HE) staining showed non-
cohesive proliferation of neoplastic histiocytes 
(Figure 2).

At his first clinic visit at the FUSCC, the patient 
presented with an enlarged lymph node in the 
left upper neck measuring 2.5 cm in diameter. 
A fine needle aspiration of the node was per-
formed, and cytological examination of the 
specimen indicated the presence of malignant 
tumor cells, consistent with the preceding diag-
nosis of histiocytic sarcoma of the left tonsil. 
Gadolinium-enhanced magnetic resonance 
imaging (MRI) of the head and neck showed evi-
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dence of previous left tonsillectomy. No abnor-
mal findings were found in the oropharynx and 
nasopharynx. Left cervical lymphadenopathy 
was noted, which was suspicious for metastatic 
lymph nodes (Figure 3). Computed tomography 
scans of the chest, abdomen, and pelvis did 
not reveal any distal metastases. The patient 
was subsequently referred to the lymphoma 
multi-disciplinary team (which consisted of 
hematologists, medical oncologists and radia-
tion oncologists) at the FUSCC. After extensive 
discussion, the panel recommended systemic 
chemotherapy with cyclophosphamide, doxoru-
bicin, vincristine, prednisone, and etoposide 
(CHOP-E) chemotherapy followed by radiothera-
py. The patient was scheduled to receive six 
cycles of CHOP-E from February to June 2010. 
After four cycles of chemotherapy, a gadolini-
um-enhanced MRI of the head and neck 
showed complete radiological remission with 
complete disappearance of left neck lymph-

adenopathy (Figure 4). Two additional cycles of 
CHOP-E were then delivered as consolidation 
treatment for a total of six cycles of chemother-
apy. Involved-field radiotherapy including 
Waldeyer’s ring and left neck was then applied 
two weeks after completion of chemotherapy to 
a dose of 50 Gy in 25 fractions at 2 Gy/fraction 
over five weeks. The patient tolerated the entire 
treatment very well, with Grade 3 mucositis and 
Grade 1 xerostomia immediately after the com-
pletion of radiotherapy (based on the Common 
Toxicity Criteria for Adverse Events Version 3.0). 
Three years later, the patient exhibited com-
plete resolution of xerostomia and no evidence 
of recurrent disease or remnants on regular 
follow-up.

Discussion

In accordance with the World Health Organi- 
zation classification [1], histiocytic sarcoma 
(HS) is defined as a malignant proliferation of 
cells with morphologic and immune-phenotypi-
cal features similar to mature histiocytes. HS 
represents a rare malignant entity that 
accounts for less than 1% of hematologic malig-
nancies. The majority of lesions were reported 
to present at extra-nodal sites, most frequently 
in the intestinal tract, soft tissues and skin 
[2-4], with sporadic cases arising from the cen-

Figure 1. Immunohistochemical examination showed 
strong positive tumor staining for CD 68.

Figure 2. Hematoxylin-eosin (HE) staining showed 
non-cohesive proliferation of neoplastic histiocytes.

Figure 3. Before treatment, the patient presented 
with an enlarged lymph node in the left upper neck 
measuring 2.5 cm in diameter.
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tral nervous system [5], thyroid [6] and other 
sites [7]. Other authors noted that HS may be 
associated with malignant lymphoma and leu-
kemia, presenting either before or subsequent 
to HS [8, 9]. Before the development and wide-
spread use of immunohistochemistry and the 
availability of molecular tools, the diagnosis of 
“histiocytic sarcoma” was ambiguous and 
uncommon and was sometimes referred to as 
“malignant histiocytosis” and “true histiocytic 
lymphoma.” In this context, although the term 
HS was first introduced by Mathe et al in 1970 
[10], it is difficult to retrieve and interpret the 
diagnosis and treatment information from 
papers published nearly two decades ago.

The development of immunohistochemistry 
facilitated the identification of the origin of the 
tumor tissue and led to a better understanding 
and refinement of diagnosis and treatment. 
Until now, the International Lymphoma Study 
Group emphasized the use of a panel of several 
immunophenotypic markers (e.g., CD68, CD1a, 
S-100, CD 21, CD35) to correctly identify cases 
of true HS and dendritic cell sarcomas. Most 
recently, Vos et al showed that the hemoglobin 
scavenger receptor (CD163) is a specific mark-
er for cells of histiocytic origin. To date, CD163 
and CD68 appear to be the best markers for HS 
[11].

The treatment protocols reported in the pub-
lished literature have been diverse, with 
patients being treated on an individual basis. 
This was attributed to the extremely low inci-
dence of HS in the general population and the 
lack of studies with sufficient patient numbers. 
Currently, there are limited treatment options 
for HS, and no standard treatment can be rec-
ommended. Surgery and/or chemotherapy are 
the most commonly employed treatment 
modalities for HS, while radiotherapy seems to 
be an effective option in patients with localized 
lesions.

Hornick et al reported a case series of 14 
patients in which the majority presented with 
localized disease [3]. All patients received 
upfront surgical intervention for either diagno-
sis or treatment. The initial adjuvant treatments 
consisted of radiotherapy (4 patients) and/or 
chemotherapy (6 patients) with a CHOP (cyclo-
phosphamide, doxorubicin, vincristine, and 
prednisone) regimen. Ten patients had suffi-
cient follow-up data (median follow-up of 24 
months; range, 4 months to 11 years). Of these 
10 patients, five patients (50%) developed dis-
tal metastases, and two patients with bulky pri-
mary tumors (20%) died of the disease. This is 
compared to a case series from the International 
Lymphoma Study Group, where 18 malignant 
histiocytic tumors were reported: 15 cases of 
histiocytic sarcomas and 3 of malignant histio-
cytosis with disseminated disease. Nine 
patients (50%) had stage III or stage IV disease, 
and seven patients (58%) eventually died of the 
disease [12]. The substantial differences in the 
overall survival between these two datasets 
could be attributed to the differing extent/
stage of disease of the enrolled patients, with 
the latter study enrolling more patients with 
advanced tumors.

The outcomes after treatment are poor for HS, 
especially in those with advanced or dissemi-
nated disease. Novel agents have been applied 
and appear to be promising. Recent reviews 
reported the use of thalidomide in patients with 
HS after systemic failure. Thalidomide is 
thought to mediate anti-tumor responses 
through a variety of mechanisms, including 
those involving anti-angiogenic, anti-prolifera-
tive, pro-apoptotic, and immune-modulating 
pathways. Following a relapse after chemother-
apy and allogeneic stem cell transplant for 
T-cell acute lymphoblastic leukemia and syn-

Figure 4. After four cycles of chemotherapy, a gado-
linium-enhanced MRI of the head and neck showed 
complete disappearance of the left neck lymphade-
nopathy.
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chronous HS, a 4-year-old child was treated 
with thalidomide for 33 months, with the disap-
pearance of the majority of the tumors [13]. 
Thalidomide also showed effectiveness in a 
48-year-old female presenting with disseminat-
ed HS and suffering a relapse after allogeneic 
stem cell transplantation [14]. Recently, a 
64-year-old female with multiple lymph nodes 
in her abdomen and thoracic cavity was diag-
nosed with HS and treated with thalidomide 
and CHOP, followed by autologous stem-cell 
transplantation. With maintenance thalidomide 
therapy, there was no evidence of disease 
recurrence after 6 months of follow-up [15].

The patient presented in this paper had clini-
cally localized disease with the involvement of 
a regional lymph node. To our knowledge, this is 
the first HS case with primary involvement of 
the tonsil that was successfully treated with a 
combination of CHOP-E chemotherapy and 
adjuvant radiotherapy. Although HS has been 
regarded as a potentially fatal disease entity, 
there remain some cases that do not pursue 
such an aggressive clinical course. The excel-
lent response and favorable outcome of our 
patient with combined chemotherapy followed 
by radiotherapy should promote future research 
to explore the use of novel treatment protocols 
in patients with localized or favorable subtypes 
of HS.

Acknowledgements

Written informed consent was obtained from 
the patient for publication of this Case report 
and any accompanying images. A copy of the 
written consent is available for review by the 
Editor-in-Chief of this journal.

Disclosure of conflict of interest

None.

Address correspondence to: Drs. Xiaoli Yu and 
Xiaomao Guo, Department of Radiation Oncology, 
Fudan University Shanghai Cancer Center, 270 Dong 
An Road, Shanghai 200032, China. Tel: 8621-
64175590; Fax: 8621-64174774; E-mail: stepha-
nieyxl@hotmail.com (XLY); guoxm1800@163.com 
(XMG)

References

[1] Swerdlow SH, Campo E, Harris NL. WHO 
Classification of Tumours of Haematopoietic 

and Lymphoid Tissues. 4th edition. Lyon, 
France: IARC Press; 2008. pp. 354-357.

[2] Zhang X, Kryston JJ, Michalak WA, Zhang K, Lin 
F, Schuerch C. Histiocytic sarcoma in the small 
intestine: a case report with flow cytometry 
study and review of the literature. Pathol Res 
Pract 2008; 204: 763-770.

[3] Hornick JL, Jaffe ES, Fletcher C. Extrano- 
dalhistiocytic sarcoma: clinicopathologic anal-
ysis of 14 of a rare epithelial malignancy. Am J 
Surg Pathol 2004; 28: 1133-1144.

[4] Schnettler K, Salomone C, Valbuena JR. 
Cutaneous histiocytic sarcoma: Report of one 
case [in Spanish]. Rev Med Chil 2009; 137: 
547-551.

[5] Toshkezi G, Edalat F, O’Hara C, Delalle I, Chin 
LS. Primary intramedullary histiocytic sarco-
ma. World Neurosurg 2010; 74: 523-527.

[6] Yu L, Yang SJ. A case of primary histiocytic sar-
coma arising from thyroid gland. Pathol Oncol 
Res 2010; 16: 127-132.

[7] Oka K, Nakamine H, Maeda K, Yamakawa M, 
Imai H, Tada K, Ito M, Watanabe Y, Suzuki H, 
Iwasa M, Tanaka I. Primary histiocytic sarcoma 
of the spleen associated with hemophagocyto-
sis. Int J Hematol 2008; 87: 405-409.

[8] Hure MC, Elco CP, Ward D, Hutchinson L, Meng 
X, Dorfman DM, Yu H. Histiocytic sarcoma aris-
ing from clonally related mantle cell lympho-
ma. J Clin Oncol 2012; 30: e49-53.

[9] Feldman AL, Minniti C, Santi M, Downing JR, 
Raffeld M, Jaffe ES. Histiocytic sarcoma after 
acute lymphoblastic leukaemia: A common 
clonal origin. Lancet Oncol 2004; 5: 248-250.

[10] Mathé G, Gerard-Marchant R, Texier JL, 
Schlumberger JR, Berumen L, Paintrand M. 
The two varieties of lymphoid tissue “reticulo-
sarcomas,” histiocytic and histoblastic types. 
Br J Cancer 1970; 24: 687-695.

[11] Vos JA, Abbondanzo SL, Barekman CL, Andriko 
JW, Miettinen M, Aguilera NS. Histiocytic sar-
coma: A study of five cases including the histio-
cyte marker CD163. Mod Pathol 2005; 18: 
693-704.

[12] Pileri SA, Grogan TM, Harris NL, Banks P, 
Campo E, Chan JK, Favera RD, Delsol G, De 
Wolf-Peeters C, Falini B, Gascoyne RD, Gaulard 
P, Gatter KC, Isaacson PG, Jaffe ES, Kluin P, 
Knowles DM, Mason DY, Mori S, Müller-
Hermelink HK, Piris MA, Ralfkiaer E, Stein H, 
Su IJ, Warnke RA, Weiss LM. Tumours of histio-
cytes and accessory dendritic cells: An immu-
nohistochemical approach to classification 
from the International Lymphoma Study Group 
based on 61 cases. Histopathology 2002; 41: 
1-29.

[13] Dalle JH, Leblond P, Decouvelaere A, Yakoub-
Agha I, Preudhomme C, Nelken B, Mazingue F. 
Efficacy of thalidomide in a child with histio-

mailto:stephanieyxl@hotmail.com
mailto:stephanieyxl@hotmail.com
mailto:guoxm1800@163.com


Treatment of tonsillar histiocytic sarcoma and review of literature

16812 Int J Clin Exp Med 2015;8(9):16808-16812

cytic sarcoma following allogeneic bone mar-
row transplantation for T-ALL. Leukemia 2003; 
17: 2056-2057.

[14] Abidi MH, Tove I, Ibrahim RB, Maria D, Peres E. 
Thalidomide for the treatment of histiocytic 
sarcoma after hematopoietic stem cell trans-
plant. Am J Hematol 2007; 82: 932-933.

[15] Gergis U, Dax H, Ritchie E, Marcus R, Wissa U, 
Orazi A. Autologous hematopoietic stem-cell 
transplantation in combination with thalido-
mide as treatment for histiocytic sarcoma: a 
case report and review of the literature. J Clin 
Oncol 2011; 29: e251-253.


