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Abstract

Endometriosis is a common and important pathology among patients of reproductive age. Outside the
issues of affecting quality of life and fertility, a big concern is given to the possibility of malignant transformation. In
recent years this issue was granted an important consideration, but despite numerous studies, this process is far from
being understood.

Description of cellular atypia present in some parts of histologic specimens from ovarian endometriosis are
of particular concern. Thus, we imagined a cross-sectional study which aims to assess the incidence and possible
association of the presence of histological atypia with clinical and demographic characteristics of patients with
ovarian endometriosis.

The study included 73 patients with ovarian endometriosis, we have revealed a 14% rate of cellular atypia
described in some parts cystectomy specimens. The presence of cellular atypia was not statistically significantly
associated with patients age, infertility, endometrioma diameter or the relapse of the disease.

Rezumat: Semnificaţia atipiilor citologice în endometrioza ovariană - un raport preliminar

Endometrioza reprezintă o patologie importantă şi frecventă în rândul pacientelor de vârstă reproductivă.
În afara problemelor legate de afectarea calităţii vieţii şi infertilitate, o mare preocupare se acordă posibilităţii de
transformare malignă. În ultimii ani acestui aspect i s-a acordat o importantă atenţie, însă în ciuda numeroaselor
studii procesul este departe de a fi înţeles.

Descrierea atipiilor celulare prezente în piesele operatorii la pacientele cu endometrioză ovariană
reprezintă un aspect particular. În acest sens am imaginat un studiu cross-secţional care şi-a propus să evalueze
incidenţa şi eventualele asocieri ale prezenţei atipiilor cu caracteristicile clinice şi demografice ale pacientelor cu
endometrioză ovariană.

Studiind un lot de 73 de paciente cu endometrioză ovariană am decelat o rată de 14% a atipiilor celulare
descrise pe piesele operatorii de chistectomie. Prezenţa atipiilor celulare nu s-a asociat statistic semnificativ cu
vârsta pacientelor, asocierea infertilităţii, diametrul endometriomului sau recidiva acestuia.
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INTRODUCTION

Over the years, extensive research has been
undertaken in order to successfully explain the
presence of cytologic atypia and the potential role it
plays in the genesis of ovarian cancer. However, the
significance of atypia remains unknown. The
prevalence of endometriosis is unknown in Romania

but in the medical literature estimates range from 2
to 10% of women of reproductive age, respectively
50% of infertile women, worldwide [1]. Ovarian
endometrioma prevalence goes up to 44% [2]. Yet
we do not know with certainty the development
mechanism of all of these conditions. Although many
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studies have been pointed in this sphere, none of them
has elucidated its formation process. This has given
rise to certain questions such as why do certain
individuals develop endometriosis and why others
don’t or what factors cause endometriosis to progress
into some specific forms of ovarian cancer.

MATERIALS AND METHODS

We performed a prospective cross sectional
study from July 2014 to March 2016 on a cohort of
seventy three patients diagnosed with endometrioma,
admitted to Department of Obstetrics and Gynecology
Tîrgu Mure’ - Emergency County Hospital.

The patients were admitted with complaints
of pelvic pain, dysmenorrhea, dyspareunia and
infertility. After the diagnosis of ovarian endometriosis
had been established based on each patient’s history,
physical examination of the pelvis, ultrasound, CT
scan, IRM and on the visualization of diagnostic
laparoscopy, the patients were proposed for
laparoscopic cystectomy. After cystectomy, samples
were sent to the Department of Pathology where
they were studied on hematoxilin-eosin stained slides
to evaluate the morphological particularities of the
endometrial cysts.

Statistical analysis was performed using Stata
11.0 Software (Stata Corporation, 4905 Lakeway
Drive, TX, USA). Median values, percentiles, mean
values and SD were calculated for continuous
variables, and numbers and percentages for
categorical variables.

A multivariate model was used to identify
the independent predictors for the presence of atypia.
A P-value inferior to 0.05 was considered to be
statistically significant.

RESULTS

The median age of our group of patients was
35 years old, among them 28% being infertile and
9% having recurrent ovarian endometrioma. During
the laparoscopic examination  performed through
insertion of a 10-mm intraumbilical trocar and three
5-10 mm trocars in the lower abdomen it was revealed
that 78% of the patients had one sided endometriotic

cysts and 22% bilateral, ranged in size from 1 to 10
cm. Also 65% had associated adhesion syndrome.

After analyzing the histopathological findings
of the 73 patient’s endometrioma cysts, it was
observed that 14% of the specimens portrayed focal
atypia or focal microscopic atypia, nuclear to
cytoplasmic ratio, cellular crowding and stratification
or tufting.

These patients were aged between 27 and
40 years, 15% of them with a diagnosis of infertility
and 8% with recurrent ovarian cysts (50% bilateral
and the rest one-sided with diameters ranged
between 1,5 to 7 cm). The adhesion syndrome was
present in 75% of the patients.

There were no statistical significant
relationships between the ovarian atypia and
respectively bilateral endometrioma (P = 0.66), and
infertility status (P =0.59) despite a 35.4% rate of
identification during microscopic examination.

We observed no statistical significance
between the age and the increase rate of ovarian
atypia, nor between the diameter of the cyst and the
atypia occurrence. Also no significant relationship was
found between the presence of adhesions and the
presence of ovarian atypia (P=0.18). Conversely,
there was a significant statistical relationship between
the presence of ovarian atypia and an endometrioma-
cyst-diameter greater than 5 cm.

DISCUSSION

Endometriosis is acknowledged as a benign
condition defined by the presence of endometrial
glands and stroma outside of the endometrial lining
and uterine musculature [5]. Similar to cancer,
endometriosis has the capacity to spread, attach to,
invade and damage affected tissues [6]. In addition,
numerous studies indicate that women with
endometriosis have an increased risk of developing
epithelial ovarian cancer [7]. While epidemiologic
studies have extensively evaluated the relationship
between endometriosis and ovarian cancer, the
underlying mechanism and factors involved in the
malignant progression of endometriosis remain weakly
understandable [8]. However, it is generally accepted
that endometriosis has a multifactorial etiology,
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including genetic, hormonal and immunological factors
[9].

Cytologic atypia was staged according to the
criteria reported by LaGrenade and Silverberg [3]
and Czernobilsky and Morris [4] which include
features of eosinophilic cytoplasm, large
hyperchromatic or pale nuclei with moderate to
marked pleomorphism, an increased nuclear to
cytoplasmic ratio, cellular crowding and stratification
or tufting. As we reported, 14% of the patients
fulfilled all of these atypia criteria.

Atypical endometriosis is reported to possess
precancerous potential attributed to premalignant
changes characterized by cytological atypia and
architecture proliferation. Czernobilsky and Morris
[4] report the incidence of atypical endometriosis
without neoplasm to be 3.6% (7/194), Fukunaga et
al. [10] report it to be 1.7% (4/255), Seidmann [11]
reports it to be 32.3% (34/105) and Bayramoglu and
Duzcan [12] report it to be 5.8% (7/120). In contrast,
the incidence of atypical endometriosis with neoplasm
was reported as follows: 22.8% (29/127) by Ogawa
et al. [13], 14.7% (33/224) by Fukunaga et al. [10]
and 4.4% (8/183) by Oral et al. [14].

Moll et al. [16] reported a chronological
association between ovarian endometriosis showing
atypical foci and subsequent large clear-cell
carcinoma arising in the same ovary 3 years later.
Their case was the first documented description of
atypical endometriosis that underwent complete
malignant transformation within 3 years and
subsequently gave rise to invasive clear-cell
carcinoma.

Two patients reported by Hyman [17]
developed extragonadal endometrioid carcinoma 7
and 17 years, respectively, after bilateral salpingo-
oophorectomy for focally atypical endometriosis.

In a follow-up study by Fukunaga et al. [10],
3 of 4 patients with atypical endometriosis did not
develop malignant epithelial tumors, although the fourth
patient developed endometrioid carcinoma in the
abdominal wall 18 months after left oophorectomy, with
an average overall survival period for all patients of
2.5 years (range, 1.5-3.5). Because of our short follow-
up period we are not able to provide information about
those outcome in this preliminary report.

These studies agreed that the so-called
“atypical endometriosis” may represent a step in the
carcinogenic pathway. However, factors leading up
to atypia remain poorly understood [15].

In the literature, the incidence of atypical
endometriosis in ovarian cancer reportedly ranges
from 4.4 to 22.8% and without neoplasm involvement
from 1.7 to 32.3%. [15] A subset of atypical
endometriosis is considered to possess the capacity
to transform into ovarian carcinoma. Atypical
endometriosis is reported to possess precancerous
potential attributed to premalignant changes
characterized by cytological atypia and architecture
proliferation. However, atypical endometriosis is
considered as a reactive change to inflammation.

In this regard, in cases of atypical
endometriosis, it is necessary to consider the
possibility of ovarian cancer and carefully follow these
cases. [15]

CONCLUSIONS

The association between endometriosis and
ovarian cancer is established by years of
epidemiological studies. Our current knowledge about
the mechanism of this molecular process remains an
area of great interest which still needs deepening in
understanding. In tandem with the efforts performed
by other researchers, we endeavor to contribute in
elucidating these pathways which still remain a
mystery to medical science.  However  the
microscopic histopathological examination of the
endometrial cysts revealed lesions whose meaning is
unknown.

Nevertheless, the issue of how to conduct a
follow-up of women who underwent surgery for
endometriosis and for whom the final diagnosis was
atypical endometriosis remains. This is because there
are no guidelines regarding the postoperative
monitoring of these women, such as counseling for
hormonal therapy and luteal hormonal therapy, oral
contraceptives or the role of definitive total
hysterectomy and bilateral salpingo-oophorectomy
following conservative primary surgery.

M. Stanca
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