OLGU SUNUMU / CASE REPORT

Aggressive Angiomyxoma of Vulva: Case Report
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Aggressive angiomyxoma (AA) is a rare mesenchimal tumor
mostly involves female pelvis and perineum in the reproductive age
group with tendency to common recurrence and local invasiveness.

A 44-year old woman diagnosed as Bartholin duct cyst and un-
derwent surgical excision. Pathology report described as non-
neoplastic cyst without lining epithelium. Six months after surgery;
pelvic examination revealed a size of 6 x 6 cm mass with deep stromal
invasion on the left side. MRI scan confirmed the presence of a large
ill-defined mass consisting entirely of myxomatous tissue and patient
undergone second surgery. Tumor resected incompletely because of
deep stromal invasion. Pathology report described as aggressive
angiomyxoma. Monthly injections of GnRH agonist commenced
(Goserelin acetate 3.6 mg, Zoladex® Depot 3.6 mg sc implant, Astra-
Zeneca). After 3 months, patient was asymptomatic. MRI scan was
repeated, which showed a drastic decrease in size of the lesion with
scarring and also complete resolution of the myxomatous tissue was
seen without any evidence of residual AA.

Occuring predominantly in premenopausal woman, rapidly
growing during pregnancy and immunoreactivity to estrogen receptor
and progesterone receptor provide a rationale for the management of
AA with GnRH agonists. GnRH agonist therapy may help complete
resection of large tumors and provide avoidance to radical surgery
when administered pre-operatively. Post-operative administration may
be usefull for the treatment of residuel tumors or recurrences.
Eventhough many questions waiting for the answer such as dose,
duration and side effects of therapy, we think that GnRH agonists will
be more popular in near future for the treatment of AA.
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Agresif anjiyomiksoma (AA), reprodiiktif yas grubunda kadin
pelvis ve perineumunu tutan, yaygin rekiirrens ve lokal invazyon
egilimi olan, olduk¢a nadir goriilen bir mezenkimal tiimordiir.

Kirk dort yasinda bir kadin Bartholin kanal kisti tanisiyla opere
edildi. Patoloji, spesmeni doseyici epiteli olmayan non-neoplastik kist
olarak rapor etti. Cerrahiden 6 ay sonra, pelvik muayenede, sol vulvar
bolgede 6 x 6 cm boyutunda derine dogru invazyon gosteren kitle
saptandi. Manyetik rezonans goriintilemede (MRG) iyi sinirli, genis
miksomatoz doku izlendi ve hastaya ikinci kez cerrahi uygulandi.
Derin stromal invazyon nedeniyle timor inkomplet olarak rezeke
edildi. Patoloji sonucu agresif anjiyomiksoma olarak rapor edildi.
Hastaya ayllk GnRH agonisti (Goserelin asetat 3.6 mg, Zoladex®
Depot 3.6 mg subkiitan implant, AstraZeneca) enjeksiyonuna baslan-
di. Ug aylik tedavi sonrasi kontrolde hastanin semptomu yoktu. MRG
tekrarlandiginda, lezyonun boyutunun skar olusumuyla ileri derecede
geriledigi ve herhangi bir rezidiiel AA bulgusu olmaksizin
miksomatdz dokunun komplet rezolusyona ugradig gozlendi.

AA’nin daha ¢ok premenopozal donemde goriilmesi, gebelikte
hizli biiyiimesi, Ostrojen ve progesteron reseptorleri icermesi, yoneti-
minde GnRH agonistlerinin kullanilmasinin mantifin1 olusturmakta-
dir. GnRH agonistleri pre-operatif uygulandifinda biiyiik tiimorlerin
tam rezeksiyonuna yardimci olabilir ve radikal cerrahi girisimden
kagimma imkani saglayabilirken, post-operatif uygulama rezidiiel
tiimorlerin ya da rekiirrenslerin tedavisinde etkili olabilir. Tedavinin
siiresi, dozu, yan etkileri gibi cevaplanmay1 bekleyen bir ¢ok soru
olmasina ragmen, yakin gelecekte GnRH agonistlerinin AA tedavi-
sinde daha populer olacagini diisiintiyoruz.
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ggressive angiomyxoma (AA) was first
described by Steeper and Rosai in
1983." This rare mesenchimal tumor
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mostly involves female pelvis and perineum in
the reproductive age group. This tumor termed as
AA because of its common recurrence and local
invasiveness.” In very occasional cases, metasta-
sis has been described.” Misdiagnosis of AA as
other female pelvic soft tissue mesenchimal tu-
mors is not rare and clinicians must be aware of
this rare tumor pre-operatively because of deter-
mining degree of infiltration. Surgical manage-
ment of primary or recurrent tumor may be prob-
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lematic because of that reason, some medical
management methods might be needed. In this
case we reported gonadotropin-releasing hor-
mone (GnRH) agonist treatment after surgery in
the management of AA.

Case Report

A 44-year old gravida 2, para 2 woman was
referred to our gynecology out-patient department
with a history of recent onset swelling on the left
side of vulva. She diagnosed as Bartholin duct
cyst and underwent surgical excision first on 24"
of May 2004. Pathology report described as non-
neoplastic cyst without lining epithelium. Six
months after surgery; patient invited for check up
and pelvic examination revealed a diffuse swell-
ing on the left side. Magnetic resonance imaging
(MRI) scan confirmed the presence of a large ill-
defined mass consisting entirely of myxomatous
tissue with high signal intensity. Patient under-
gone second surgery on 13" of December 2005.
Tumor resected incompletely because of deep
stromal invasion by vaginal approach. This time
pathology report described as AA and she re-
ferred to gynecological oncology department.
Monthly injections of GnRH agonist (Goserelin
acetate 3.6 mg, Zoladex ® Depot 3.6 mg sc im-
plant, AstraZeneca) commenced. After 3 months,
patient was asymptomatic. The MRI scan was
repeated, which showed a drastic decrease in size
of the lesion with scarring and also complete
resolution of the myxomatous tissue was seen
without any evidence of residual AA.

Pathological Findings

Macroscopically; tumoral tissue was 8 cm in
highest diameter. It is ill defined, polypoid, gelati-
nous mass.

Histopathological examination revealed a hy-
pocellular myxomatous tumor composed from spin-
dle fibroblastic cells (Figure 1). There is no cellular
atypia or mitosis. There are numerous large caliber
vessels having thickened wall in tumor.

Spindle fibroblastic cells were immunoreac-
tive to muscle specific actin. Nuclear Ki-67 and
cytoplasmic vascular endothelial growth factor
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Figure 1. Hypocellular myxomatous tumor composed from
spindle fibroblastic cells (Hematoxylen-Eosin x 100).

receptor (VEGFR) immunoreactivity were positive
only in the endothelial cells of vessels (Figure 2).

Discussion
AAs are very rare tumors and frequently clini-
cally mistaken for cysts of the Bartholin duct or for

¥
Figure 2. Vascular endothelial growth receptor (VEGFR)
immunoreactivity were positive only in the endothelial cells of
vessels (Immunohistochemistry x 200).
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abscesses, vaginal cysts, lipomas, vulvar masses or
abscesses, vaginal cysts or hernias,” as we assumed
as the Bartholin duct cyst in this case. Differential
diagnosis of AA is important because of its ten-
dency for recurrence. The true size of the tumor was
often significantly underestimated by physical ex-
aminations.” The treatment of choice is wide local
excision which was performed in our case. The local
recurrence rates in the range of 50-70% for AA in
reports"®’ and recurrence could occur after 10-15
years of primary excision. Close long-term follow
up is important for these patients in order to asses
for local recurrence. MRI scanning of the pelvis is
usefull for determining the extent of disease, the
suitability for surgery and following up patients
with AA.® Experiences of radiologist is crucial for
evaluation of AA on MRI scan.

Pathologically, AAs are nonencapsulated ge-
latinous tumors with infiltrative edge. Histologic
examination shows hypocellular tumor with small
ovoid, spindled or stellate cells that exhibit mini-
mal, if any, nuclear atypia. Mitotic figures are not
common. Numerous blood vessels are present and
vary from thin-walled, capillary-like vessels to
large vessels with thick muscular walls.” There is
no specific immunohistochemical marker of AA
yet. Tumor cells uniformly express vimentin and
heterogeneously express muscle-specific actin and
desmin. AA has no immunohistochemical reacti-
vity for alpha-smoot muscle actin, myoglobin,
cytokeratin, type IV collagen, CD 68 or S-100.* In
this case, tumor showed immunohistochemical
reactivity to muscle specific actin, Ki-67 and
VEGEFR as emphasized above.

Occuring predominantly in premenopausal
woman, rapidly growing during pregnancy and
immunoreactivity to ER and PR provide a rationale
for the management of AA with GnRH agonists.
GnRH agonists initially stimulate pituitary gland
and increase production of follicle-stimulating
hormone (FSH) and luteinising hormone (LH) than
desensitize and decrease production of them with
resultant hypoestrogenic state. Several authors
reported drastic decrease in size of AA following
GnRH agonist therapy.*'*"!
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GnRH agonist therapy may help complete re-
section of large tumors because of shrinkage and
provide avoidance to radical surgery when admin-
istered pre-operatively. It can also be an alternative
if patient is reluctant to radical surgery or when
surgery is not feasible. Post-operative administra-
tion may be usefull for the treatment of residuel
tumors or recurrences. On the other hand, GnRH
agonists also have some disadvantages such as
menopausal symptoms and bone loss especially
associated with long-term therapy.'” Resistance to
GnRH agonists is another worry. Duration of
GnRH agonist therapy remains unclear and fur-
thermore concern is that withdrawal of the medica-
tion may also result in re-growth of the tumor.

In conclusion, clinician should be aware of AA
when face off a perineal tumor. If pre-operative
diagnosis is possible MRI study necessary for the
determining complete extent and location. Today,
wide surgical excision seems to be treatment of
choice if possible. Close long-term follow-up is
crucial to detect recurrence. Even-though many
questions waiting for the answer such as duration of
therapy, side effects and long-term outcomes. We
think that GnRH agonists will be more popular in
near future for the treatment of AA.
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