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Case Report / Olgu Sunumu

Pharyngeal squamous cell carcinoma with osteoclast-like
giant cells: a case report and review of the literature

Osteoklast benzeri dev hiicreler igeren faringeal skuamdz hiicreli karsinom:
Olgu sunumu ve literattrin g6zden gegirilmesi

Niliifer Onak KANDEMIR,' Sibel BEKTAS,' Gamze YURDAKAN,' Ebru TAS*

Zonguldak Karaelmas Universitesi Tip Fakdiltesi, 'Patoloji Anabilim Dali, ’Kulak Burun Bogaz Anabilim Dali

Benign osteoclast-like multinuclear giant cells are rarely
found in tumors other than bone and soft tissue neoplasms,
and they are even rarer in squamous cell carcinomas. We
examined a nasopharyngeal tumor from a 52-year-old female
who had undergone surgery one year earlier for hypopharyn-
geal squamous cell carcinoma. Histopathologically, in addi-
tion to tumor infiltration by atypical epithelial cells with
squamoid differentiation, giant cells with 10-20 nuclei and a
large amount of eosinophilic cytoplasm were seen infiltrating
the tumor. The giant cells did not show atypia or mitosis.
Immunohistochemically, the tumor cells stained for pan-ker-
atin and epithelial membrane antigen, and the giant cells were
positive for leukocyte common antigen, CD68, and Mac 387.
This case was diagnosed as moderately differentiated squa-
mous cell carcinoma with multinuclear giant cells. In this
case, the giant cells infiltrating the tumor were benign and of
monocytic/histiocytic origin. Studies including large case
series are needed to obtain reliable information on the clinical
and prognostic importance of this histological feature.
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Benign osteoclast-like multinuclear giant cells
are rarely found in tumors other than bone and soft
tissue neoplasms, and they are even rarer in squa-
mous cell carcinomas. As these giant cells are
similar to osteoclasts morphologically, they are
referred to as osteoclast-like giant cells (OLGCs).
There is no widely accepted theory on the histo-

Benign osteoklast benzeri multiniikleer dev hiicrelerin, kemik
ve yumusak doku tiimorleri digindaki tiimorlere eslik etmesi na-
dir bir histopatolojik bulgudur. Skuamoéz hiicreli karsinomlarda
ise ¢cok daha nadiren saptanmaktadir. Bir yil 6nce hipofarenge-
al skuamoz hiicreli karsinom nedeniyle opere olan 52 yasinda-
ki kadin hastada, nazofarinkste saptanan tiimore biyopsi yapil-
d1. Histopatolojik olarak skuamoid diferansiasyon gosteren ati-
pik epitelyal hiicrelerin olusturdugu tiimoral infiltrasyonun ya-
n1 sira tiimor dokusunu infiltre eden, genis eozinofilik sitoplaz-
mal1 ve ortalama 10-20 niikleus iceren dev hiicreler dikkati cek-
ti. Dev hiicrelerde atipi ve mitoz izlenmedi. Immiinhistokimya-
sal olarak tiimor hiicrelerinde pan- keratin ve EMA ile dev hiic-
relerde ise LCA, CD68 ve Mac 387 ile reaksiyon gozlendi. Ol-
guya, multiniikleer dev hiicrelerin eslik ettigi orta derecede di-
feransiye skuamoz hiicreli karsinom tams verildi. Olgumuzda
tiimorii infiltre eden dev hiicrelerin benign karakterde ve mono-
sitik/histiyositik kokenli oldugu saptand1. Genis olgu serilerin-
de yapilacak caligmalar, bu histolojik 6zelligin klinik ve prog-
nostik 6nemine yonelik giivenilir bilgiler saglayacaktir.
Anahtar sozciikler: Nazofarenks; osteoklast benzeri dev hiicre;
skuamoz hiicreli karsinom.

genesis of these cells. They might originate from
undifferentiated mesenchymal cells, histiocytic
cells, epithelial cells, or endothelial or reticuloen-
dothelial cells. Recently, several investigators
have proposed that carcinomas that contain
OLGCs are different clinicopathological entities
and that the presence of these cells indicates a
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good prognosis."” However, the clinical impor-
tance of this phenomenon is not clear due to the
small number of cases.

This article presents a patient with nasopharyn-
geal squamous cell carcinoma with OLGCs. The
histopathological and immunohistochemical
results are discussed along with the literature on
the origin, constitutional mechanisms, and clinical
importance of these cells.

CASE REPORT

Clinical History

A 52-year-old female presented to the
Otolaryngology Clinic with dysphagia for five
months. Indirect laryngoscopy revealed a vegetat-
ing mass filling the left sinus pyriformis and caus-
ing swelling in the posterior pharyngeal wall. An
incisional biopsy was performed with a working
diagnosis of a hypopharyngeal tumor. Histopatho-
logically, the biopsy material was diagnosed as
squamous cell carcinoma. Bilateral functional
neck dissection and total laryngopharyngoe-
sophagectomy with a gastric pull-up were per-
formed. No complications occurred postoperative-
ly, and the patient underwent radiotherapy. At her
12-month follow-up, a second primary tumor was
identified in the nasopharynx. Histopathologi-
cally, this tumor was a moderately differentiated
squamous cell carcinoma with OLGCs. The
patient underwent radiotherapy again for the sec-
ond primary tumor in the nasopharynx.
Unfortunately, she died 10 months later because
of carotid artery erosion due to osteoradionecro-
sis.

Histopathological and

Immunohistochemical Findings

Histologically, the initial incisional biopsy and
the material obtained at the subsequent operation
revealed atypical squamous cells that had abun-
dant eosinophilic cytoplasm with enlarged, vesic-
ular nuclei and marked nucleoli, and infiltrating
stroma as solid islets of centrally forming keratin.
Immunohistochemically, the tumor was positive
for pan-keratin and epithelial membrane antigen.
The tumor was diagnosed as well-differentiated
squamous cell carcinoma. Histopathologically, the
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biopsy of the nasopharyngeal tumor showed uni-
formly distributed infiltrating multinucleated
giant cells with an osteoclast-like appearance
alongside atypical squamous cells. The multinu-
cleated giant cells had abundant eosinophilic cyto-
plasm each containing 10-20 oval-to-round nuclei.
The cytoplasm of some of the multinucleated
giant cells contained hemosiderin, indicating
phagocytic activity. No mitotic activity or atypia
was found in the multinucleated giant cells (Fig.
1). Immunohistochemically, the giant cells reacted
strongly for vimentin, leukocyte common antigen,
CD68, and Mac 387, but not for the pan-keratin,
epithelial membrane antigen, P53, or Ki67 detect-
ed in the tumor cells (Fig. 2). The tumor was diag-
nosed as moderately differentiated squamous cell
carcinoma with OLGCs.

DISCUSSION

This report presents a case of nasopharyngeal
squamous cell carcinoma with OLGCs, an uncom-
mon histological feature. OLGCs are multinucle-
ated cells with a monomorphic appearance and
abundant eosinophilic cytoplasm. These cells are
so named because they are similar to osteoclasts
morphologically, immunohistochemically, and
ultrastructurally."

OLGCs may be found in various sites and in
different epithelial and mesenchymal tumors.
Although they are most commonly reported in
breast*”! and pancreas'’ carcinomas, they can also
be seen in carcinomas of the gallbladder,” stom-
ach,” and urinary system,"® or stromal tumors of
the uterus.” They are extremely rare in squamous
cell carcinomas™ and have never been reported in
tumors in the nasopharynx.

There are two theories explaining the origin of
OLGC:s. The first is the transformation of malig-
nant cells into giant cells. Studies of pancreas car-
cinomas suggest that OLGCs are related to pre-
cursor dysplastic ductal epithelial cells.”
Alternatively, it has been proposed that OLGCs
originate from reactive stromal cells."! Because
the morphological findings, including the pres-
ence of hemosiderin and cell remains, indicate
phagocytic activity, and the immunoprofile (posi-
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Fig. 1. Osteoclast-like giant cells intermingled with atypical squamous cells (A, x60; B, x80). Cellular debris
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engulfed by osteoclast-like giant cells (C, x100; D, x120); hematoxylin and eosin.

tive for CD68, leukocyte common antigen, and
Mac 387) is consistent with a monocytic/histio-
cytic origin, the theory suggesting that OLGCs are
a subtype of macrophages is more widely accept-
ed.

Recently, studies have examined the similari-
ties between osteoclasts and OLGCs found in
extraskeletal tumors. The two cell types cannot be
distinguished from each other under light micro-
scope. They are also similar ultrastructurally in
terms of their cellular surface structures, Golgi ap-
paratus, and lysosomes. Immunophenotypically,
OLGCs contain alpha-1 antitrypsin, CD68, and
acid phosphate activity, indicative of a mono-
cyte/macrophage origin. Both cell types have the
ability to resorb bone, although the activity of
OLGC:s is not influenced by parathormone or cal-
citonin levels. Based on the findings, OLGCs
found in extraskeletal tumors appear to be specif-
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ic macrophage subtypes different from osteoclasts
and foreign-body-type giant cells.'"” Sakai et al."’
studied pancreas carcinomas containing OLGCs
and reported that the giant cells expressed histio-
cytic markers and did not include the ki-ras muta-
tion. The morphologic attributes and immunopro-
files of the giant cells found in the current patient
are both suggestive of the benign, monocytic/his-
tiocytic nature of these cells. These cells are
thought to be histiocytes that had migrated into the
tumor tissue as a result of chemotactic factors
released from the tumor cells and that coalesced
there to form giant cells. However, further studies
are required to clarify the specific mechanism
involved.

Squamous cell carcinomas with sarcomatous
differentiation may contain multinuclear giant
cells. However, the morphological and immuno-
histochemical characteristics of those cells differ
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Fig. 2. Osteoclast-like giant cells expressing (A) Mac 387 and (B) CD68. (C) Keratin and (D) Ki67 immunore-
activity in atypical squamous cells (BSA-DAB).

from those of OLGCs. We considered sarcoma-
tous differentiation of squamous cell carcinoma in
the differential diagnosis of our patient’s nasopha-
ryngeal tumor, as it contained giant cells.
However, the benign morphology and the expres-
sion of histiocytic markers indicated the reactive
nature of the giant cells and revealed the mono-
cytic/histiocytic origin.

Although the giant cells accompanying carci-
nomas belong to a different morphological spec-
trum, the clinical and prognostic importance of the
presence of these cells is not known. Studies of
breast and pancreas carcinomas, which are the
most common carcinomas to present with
OLGC:s, indicate that these tumors have a better
prognosis than typical carcinomas.">'*"
However, the limited number of cases and the lack
of long follow-up studies hinder the clarification
of the importance of this observation. There are
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also contradictions regarding the identification of
the tumors associated with OLGCs. Whether or
not this histologic feature should be mentioned in
reports remains controversial.

The presence of OLGCs may cause some diffi-
culties in reaching a diagnosis. While in some
cases it may be confused with sarcomatous trans-
formation, in others it is difficult to discern from
giant cell tumors. A detailed histomorphological
examination, comprehensive immunohistochemi-
cal profile analysis, and many samples are
required to discriminate such cases.

To our knowledge, the presence of OLGCs in
nasopharyngeal tumors has not been reported pre-
viously in the English literature. In this case, the
giant cells infiltrating the tumor were benign and
had a monocytic/histiocytic origin. Studies includ-
ing large case series should supply reliable infor-
mation on the clinical and prognostic importance
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of this histological feature. Denoting the presence
of OLGCs in pathology reports is important in
terms of forming a database for future studies.
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