A Case of Kaposiform Hemangioendothelioma
of the Pterygopalatine Fossa
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Introduction

Kaposiform hemangioendothelioma(KHE) is a rare, recen-
tly described, locally aggressive, endothelium-derived spin-
dle cell neoplasm that occurs exclusively in infants and chil-
dren." It was previously described as hemangioma with Ka-
posi-sarcoma-like features, Kaposi-like infantile hemangio-
endothelioma, locally metastasizing vascular tumor and sim-
ply hemangioendothelioma."” The current term, kaposiform
hemangioendo- thelioma, was provide by Zukerburg, Nickol-
off, and Weiss” due to its focal histologic similarities to Ka-
posi’s sarcoma.

Due to its significant rates of systemic metastases and tu-

mor-related deaths, the classification of the epitheloid heman-

Received : April 5, 2013 / Revised : April 22,2013
Accepted : April 22,2013

WAIAAY - AT, 442-749 7%= 94| 5
ofzrfstaL ofutdist ofu <l Faksial

g} 1 (031) 219-5269 - A : (031) 219-5264
E-mail : ostium@ajou.ac.kr

YHE AbS

LAYt 71 A)

shiz ol

gioedothelioma as either low-grade malignancy or borderline
vascular neoplasm is still in debate.” However, recently it has
been widely accepted that spindle cell hemangioendothelio-
ma is characterized as a benign, reactive condition or possi-
bly hamartomatous vascular lesion.” Thus, to avoid confu-
sion, spindle cell hemangioma may be the correct term for this
type of tumor. Furthermore, kaposiform hemangioendotheli-
oma is known to be associated with lymphangimatosis and Ka-
sabach-Merritt Syndrome.>”

This report presents a case of a 5 month-old male infant di-
agnosed as kaposiform hemangioendothelioma in the ptery-
gopalatine fossa, treated with intramuscular injection of in-
terferon alpha 2a(Intermax alpha”, LG pharmaceutical, Ko-
rea) for 7 months, followed by tumor excision via transoral

approach.

Case Report

The patient was a healthy 5 month-old male infant who pre-
sented with right cheek swelling. He was born to healthy par-
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ents after an uneventful delivery. Through physical examina-
tion, we detected diffuse swelling on the right cheek that caus-
ed facial asymmetry. However, no specific findings were no-
ticed in the oral cavity and the results of his laboratory tests
were within normal limits. Computed tomography(CT) and
magnetic resonance imaging(MRI) image demonstrated a
4X4cm-sized mass with bony destruction of the right mandi-
bular coronoid process in the pterygopalatine fossa(Fig. 1A
and 1B). Further evaluation using ultrasonography of the ab-
domen and pelvis showed non-specific findings. Laboratory
tests demonstrated no evidence of coagulopathy. Incisional
biopsy via peroral approach was done for pathological verifi-
cation and initial histology report by H&E and immunostain-
ing for CD34 revealed kaposiform hemangioendothelioma
with some aggressive potential. After the treatment with in-
tramuscular injection of interferon alpha 200,000 TU/m” ev-
ery other day for 7 months, the mass decreased to 2x2 sized
lesion confirmed by CT scan(Fig. 1C and 1D). The residual
lesion was completely excised via transoral approach(Fig. 2).
Mucosal incision was designed along the posterior alveolar
bone and dissection of the soft tissue was done by bovie. Af-
ter identification of mass contour, mucosa around the tumor
was incised, buccal fat pad was dissected using an electrocau-
tery, and destructed coronoid process was resected by bone
cutter. Then, the tumor was dissected off the pharyngobasi-

lar fascia through blunt dissection technique. Irregular bloody

soft tissue mass along with destructed coronoid process were
avulsed.

The nodules with epitheloid cells were separated by dense
hyaline sclerosis where irregular tumor infiltrated skeletal mu-
scle and capillary sized vessels with attenuated lumina were
noticed on histologic analysis(Fig. 3). Between these vascu-
lar spaces, the proliferation of spindled cells resembled Ka-
posi sarcoma. In contrast to Kaposi sarcoma, however, occa-
sional rounded and somewhat epithelioid endothelial cells were
also recognized simulating epitheloid hemangioendothelio-
ma. These cells formed small nests or larger nodules surround-
ing the cavernous spaces. Immunohistochemically, epitheloid
cells showed positive reaction to kaposiform hemangioendo-
thelioma specific immunostain(CD34) and negative reaction
to neuronal immunostain(S-100). The patient was discharged
from the hospital on postoperative day 5 without any compli-
cations. In his 8 years of follow-up, the patient is free from dis-
ease with no residual tumor proven by MRI imaging until pre-
sent time(Mar. 14, 2013)(Fig. 4).

Discussion

Kaposiform hemangioendothelioma, a recently delineated
disorder that is frequently associated with Kasabach-Merritt
syndrome and lymphangiomatosis, is characterized by local
aggressive growth. For this reason, the tumor has been classi-

Fig. 1. A cmd B: Temporol bone CT shows a 4 X 4cm sized mass shodow in right pterygopalatine fossa destructing mondlble bone
(arrow)(A : Coronal view, B : Axial view). C and D : Temporal bone CT shows decreased mass size(2 x 2cm) after interferon alpha

therapy(arrow)(A : Coronal view, B : Axial view).

Fig. 2. Operative findings. A : Right facial swelling due to mass in pterygopalatine fossa. B : After intfraoral mucosal incision, iregular
tumor with destruction of coronoid process of mandible was detected. The buccal fat pad, tumor, and coronoid process of mandi-
ble were removed. C : Specimen shows buccal fat(upper) and tumor(lower).



Fig. 3. A : The nodules with epitheloid cells are separated by Dense hyaline sclerosis(H&E x 40). B : The iregular tumor nodules infilirat-

ing skeletal muscle with capillary sized vessels with attenuated lumina(H&E x 40). C : Epitheloid cells show positive reaction to kaposi-

form hemangio- endothelioma specific immunostain(CD34).

Fig. 4. Follow up image of 8-year post operation. Temporal MRI of
shows no recurrence or complication such as inflammation or de-
formity from defect(A : T2 weighted coronal view. B : T2 weight-
ed axial view).

fied as a borderline malignant vascular neoplasm.** Kapo-
siform hemangioendothelioma is also known to occur domi-
nantly in infants and young children, with a wide anatomic dis-
tribution,” possibly occurring in the skin, subcutis, and deep
soft tissues, including retroperitoneum. The diagnosis is sus-
pected through clinical manifestation and confirmed by mag-
netic resonance imaging or pathology. In the case of our pa-
tient, we initially suspected other diseases such as lymphoma
or sarcoma through diagnostic workup where chemotherapy
is the treatment of choice. Thus, incisional biopsy was perfor-
med before operation for differential diagnosis and patholo-
gy confirmation.

Histologically, kaposiform hemangioendothelioma is a le-
sion considerably distinct from other childhood vascular tu-
mors. It consists of infiltrating nodules of slit-like or crescen-
tic vessels containing hemosiderin and fragmented erythro-
cytes, unlike distinct nodules of well-formed capillaries that
characterize cellular hemangioma in infancy. The vessels are
often shown with poorly canalized structures lacking com-
plete structure of basal lamina and pericytes, and lined by en-
dothelium devoid of Weibel-Palade bodies which are the stor-
age granules of endothelial cells.”

Kaposiform hemangioendothelioma must be differentiat-
ed from other vascular neoplasms, including Kaposi’s sarco-
ma, cellular hemangiomas(infantile and juvenile hemangio-
endotheliomas), tufted angioma, spindle cell hemangioendo-
thelima, and angiosarcoma. Kaposiform hemangioendo- the-
lioma shares distinct similarities to Kaposi’s sarcoma. They are
both displayed with slit-like vessels, accompanied in some cas-
es by intracellular and extracellular hyaline globules, which
presumably are remnants of erythrocytes. The immunophe-
notypic profile of both tumors express CD34, usually lack fac-
tor VIII-AG, and are surrounded by a population of factor XI-
ITA-positive cells.” However, several histologic features of ka-
posiform hemangioendothelioma contrast to Kaposi’s sarcoma.
In addition to the spindled endothelial cells, Kaposiform he-
mangioendothelioma includes a population of more rounded
or epitheloid endothelium. More commonly, lesions of Kapo-
si’s sarcoma are surrounded by chronic inflammatory infil-
trates, in contrast to the dense hyaline fibrosis that character-
izes infiltrating nodules of kaposiform hemangioendothelioma
in the skin.

Several treatments for kaposiform hemangioendothelioma
have been attempted. Best results are seen in patients that un-
derwent wide surgical excision.*” Unfortunately, many le-
sions are technically difficult to resect and are prone to recur
because of their potential of wide infiltrative growth. Gluco-
corticoids have been effective in two cases complicated by con-
sumptive coagulopathy, one in combination with cyclophos-
phamide. Another case was successfully treated with combi-
nation of chemotherapy, interferon, and vascular ligation.”
Increasing evidence demonstrate the effect of interferon for
managing kaposiform hemangioendothelioma which does
not response to other forms of treatment such as inhibition of
proliferation and transformation of fibroblast.™"” However,
treatment with steroid is successful in only 10% and interfer-
on is known to effective in only 50—60%."” A recent report
demonstrated a new therapeutic strategy including paclitaxel



for the treatment of KHE, particularly aggressive KHE of the
head and neck.” Apparently, radiation therapy is ineffective.
Prognosis depends on the extent and location of disease. Tu-
mors that are localized to skin are benign, whereas those that
invade viscera are fatal. All forms are associated with platelet
trapping(Kasabach-Merritt syndrome), however, lymphangi-
omatosis seems to be limited to cutaneous variants.” Despite
aggressive treatment, 66% of retroperitoneal and 30% of cu-
taneous lesions are fatal. In comparison, surgically resectable
tumors maintain much lower mortality. Supportive therapy is
limited to control coagulopathies and for surgical debulking
of tumor masses.

This case demonstrated that intramuscular injection of in-
terferon alpha therapy for 7 months alone was partially effec-
tive in controlling tumor progression. The main concern of in-
terferon alpha treatment is the uncertainty of long time effects
or occurrence of major complications'” However, based on the
result from this case, we cautiously suggest interferon alpha
treatment as an option for nonoperative management or pre-
operative treatment to decrease the operation risk such as fa-
tal bleeding and patient related morbidity in kaposiform he-

mangioendothelioma.
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