A . .
(o) http://www.cjmb.org doi) 10.34172/cjmb.2023.31

Open Access Original Article

Crescent Journal of Medical and Biological Sciences
Vol. 11, No. 1, January 2024, 38-42
eISSN 2148-9696

Comparison of Clinico-Pathological Features Between
Epithelial Ovarian Cancer Patients With and Without
Endometriosis: A Cross-Sectional Study

Mebhri Jafari Shobeiri" ™, Navideh Hajagaei Saeidi’, Heidar Ali Esmaeili?, Ali Dastranj Tabrizi?, Yasmin
Pouraliakbar', Parvin Mostafa-Gharabaghi', Manizheh Sayyah-Melli', Maryam Vaezi', Vahideh Rahmani’,
Sajjad Pourasghari’

Abstract

Obijectives: Women with endometriosis have a high risk of developing ovarian carcinoma that may occur due to endometriosis
lesions. There is few research have so far focused on the clinical factors in patients with endometriosis-associated ovarian cancer
(EAOQ). Accordingly, this study aimed at comparing the demographic and obstetric characteristics between ovarian cancer with
and without endometriosis

Materials and Methods: This cross-sectional study was conducted on 20 EAOC patients and 140 non-EAOC individuals who had
gone under surgery from 2011-17 at Al-Zahra hospital. Clinico-pathological characteristics of the two groups including first group
only had malignant epithelial ovarian tumor (non-EAOC) and second group had both malignant epithelial ovarian tumor and
endometriosis (EAOC). P value less than 0.05 was considered statistically significant.

Results: EAOC cases were significantly younger (P=0.002) and had lower number of pregnancy (P=0.002), parity (P=0.004),
and term pregnancy (P=0.005) than non-EAOC patients. A large proportion of EAOC cases had clear cell and endometrioid
histopathology in comparison to non-EAOC individuals (P<0.001) and most of the tumors in these cases were unilateral (P=0.01).
Conclusions: We found that age, parity, gravidity, and term pregnancy as well as laterality and histopathologic type of epithelial
ovarian cancers vary in EAOC and non-EAOC individuals. Further research is required to identify these differences.
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Introduction

Endometriosis as a common gynecologic benign condition
involves around 5%-10% of women in reproductive age.
Endometriosis has been known as a tissue similar to
endometrial tissue outside the uterine cavity. Through
inflammation, endometriosis causes symptoms such as
dysmenorrhea, dyspareunia, chronic pelvic pain and
infertility. Ovarian endometriosis (endometrioma) where
an ectopic endometrial tissue bleeds inside the ovary,
causes hematoma restricted to the ovarian tissue (1,2).
Although endometrioma is a benign disease, it may
increase the risk of epithelial ovarian cancers especially in
people with long-term endometriosis (3,4). The cause of
these malignant changes in the cysts is iron production in
the cystic fluid of endometrioma and oxidative stress that
can lead to genetic mutation (5).

Based on the previous studies, atypical endometriosis has
been introduced as a progressive lesion for endometriosis-
associated ovarian cancer (EAOC) (6). Its co-occurrence
with clear cell and endometrioid ovarian cancer has been
reported at 54% and 42% respectively (7, 8).

Endometriosis is mostly related to specific ovarian

cancer histologic types like endometrioid, clear cell
and low grade serous (9-12). Research has proved the
presence of ovarian carcinoma in 5%-10% of individuals
with endometriosis while some studies have reported
malignant changes through atypical endometriosis in 0.7-
1.6% of the patients (13).

Endometriosis-associated ovarian carcinomas are
mostly have low stage and grade, which occur in
individuals often before menopause age and at younger
ages with low parity. These lesions are mainly unilateral
and have a better survival rate than non-endometriosis-
associated types (14-19). It was shown that ovarian clear
cell adenocarcinoma (CCC) cases with concomitant
ovarian endometriosis have a poorer prognosis compared
with endometriosis-negative CCC cases (20).

Given the high prevalence of endometrioma in
reproductive age women especially infertile women, and
since the small size of such cysts will decrease the ovarian
reserve in the case of surgical intervention, endometrioma
is generally treated conservatively by fertility specialists.
To date there is no firm clinico-pathologic association
between endometriosis and concurrent epithelial ovarian
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Key Messages

»  Endometriosis can be a risk factor for epithelial ovarian

cancer.
»  Gynecologists should be alert in the management of
ovarian  endometrioma.

cancers; therefore, we tried to examine the concurrent
endometrioma with ovarian tumors and determine the
odds of developing EAOC in terms of demographic
and obstetric characteristics to draw the attention
of gynecologists, especially fertility specialists to the
importance of endometriosis and meticulous surveillance
of these patients.

Materials and Methods

Setting Study

This cross-sectional, descriptive-comparative study draws
on the files of individuals who had undergone surgery at
Al-Zahra hospital of Tabriz University of Medical Sciences
from 2011-2017 years due to malignant epithelial ovarian
tumors.

Data Sources and Measurement

Cases with pathology results of epithelial ovarian cancers
of the serous, mucinous, clear cell, undifferentiated,
Brenner, and endometrioid types were included in the
study with no age limits.

Participants

Individuals with malignant germ cell, sex cord, and
metastatic tumors and patients with history of ovarian
cancer were excluded. Qualified cases were divided into
two groups: the first group only had malignant epithelial
ovarian tumor (non-EAOC). The second group had both
malignant epithelial ovarian tumor and endometriosis
(EAOCQ).

Quantitative Variables/ Bias and Sample Size

An information collection form was developed to
record some clinical information such as age, history of
infertility, duration of infertility, history and duration
of oral contraceptive (OCP) consumption, history
of taking fertility aids, and family history of ovarian
cancer, parity, gravidity, abortion, term pregnancy.
Furthermore, pathologic information including tumor
size, histopathology, concurrent endometrial hyperplasia
and cancer, and the side of the involved ovary with tumor
and endometriosis was collected for each participant.

Data Analysis

Clinical and histopathologic data were analyzed in the
SPSS version 17.0 using descriptive statistics (frequency,
percentage, mean and standard deviation). To compare
the qualitative variables, chi-square test or Fisher’s exact
test was used and for quantitative variables, independent

t test or Mann-Whitney U test and calculation of odds
ratio (OR) with a 95% confidence interval (CI) were used.
Significance level was P<0.05.

Results

Of the 190 ovarian cancer cases who had underwent
surgery from 2011 to 2017, 30 individuals were excluded
from the study because of metastatic and non-epithelial
ovarian cancer and 160 individuals with epithelial ovarian
cancer were studied. Of these, 20 were EAOC and 140
were non-EAOC cases (Figure 1).

Clinical characteristics of the two groups are shown
in the (Table 1). The mean age of the EAOC cases was
lower than the non-EAOC ones (P=0.002). The gravida
of a large number of the EAOC individuals was less than
3 (P=0.002) and the odds ratio of developing EAOC in
women with gravida less than 3 was 4.3 times greater
than in the other groups (OR=4.3, 95% CI=1.6-11).
The number of term pregnancies <3 in the EAOC group
was higher than in the non-EAOC group (P=0.005)
(OR=3.9, 95% CI=1.4-10.9). About parity in the EAOC
group, the number of over-5-month pregnancies >3 was
lower than in the non-EAOC group (P=0.004) (OR=4,
95% CI=1.4-11). OCP consumption in the EAOC group
was significantly higher than in the non-EAOC group
(P=0.013). However, no difference was found between
the two groups in terms of the number of abortion, history
of infertility and using fertility aids, duration of OCP
consumption, presence of hyperplasia or endometrial
cancer, presence of atypical endometriosis, and family
history of ovarian cancer. Pathological characteristics of
the participants are shown in (Table 2). The histopathologic
types of cancers were different between the two groups.
A high percentage of the EAOC individuals had clear cell
and endometrioid types of epithelial ovarian cancer while
in the non-EAOC group, the serous type was the most
frequent histopathologic type (P<0.001). In 50% of the
EAOC cases, right ovarian endometriosis was higher than
left ovary (P<0.001). In these women, the side of tumor-
affected ovary was more in the right part and in 16 (80%)
EAOC individuals, endometriosis was observed on the

Ovarian cancer
(n=190)

Non-epithelial and metastatic
ovarian cancer

(n=30)

Epithelial ovarian cancer
(n=160)
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| |
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(n=140) (n=20)

Figure 1. Flow Diagram of the Study.
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Table 1. Clinical Characteristics of the Participants

Characteristics EAOC (n=20) Non-EAOC (n=140) P Value*
Age (y), Mean + SD 46.5+5.9 55+13.1 0.002
Gravidity, n (%)

<3 13 (65) 42 (30) 0.002

>3 7 (35) 98 (70) 0.002
Parity, n (%)

<3 14 (70) 51(36.4) 0.004

>3 6 (30) 89 (63.6) 0.005
Term Pregnancy, n (%)

<3 14 (70) 52 (37.1) 0.005

>3 6 (30) 88 (62.9) 0.005
Abortion, n (%)

<1 16 (80) 96 (68.6) 0.2

>1 4 (20) 44 (31.4) 0.3
Infertility, n (%) 0 (0) 14 (10) 0.13
OCP users, n (%) 10 (50) 33 (23.6) 0.013
Familial history of ovarian cancer, n (%) 1(5) 3(2.1) 1
Endometrial cancer, n (%) 1(5) 4(2.9) 1

* The data were analyzed by one-way ANOVA and Tukey post hoc test in SPSS version 17.0. Calculation of odds ratio (OR) with a 95% confidence interval were

used and significance level was P<0.05.

Table 2. Pathological Characteristics of the Participants

Characteristics EAOC (n=20) Non-EAOC (n=140) P Value*
Tumor grade, n (%)
High grade 17 (85) 116 (82.9) 0.8
Low grade 3(15) 24 (17.1) 0.72
Histologic type, n (%)
Clear cell 5(25) 7 (5) <0.001
Endometrioid 7 (35) 6(4.3) <0.001
Serous 7 (35) 111 (79.3) 0.031
Mucinous 0(0) 8 (5.7) 0(0)
Mixed epithelial 1(5) 00 0(0)
Laterality of tumor n (%)
Right 12 (60) 40 (28.6) 0.024
Left 5(25) 37 (26.4) 0.9
Bilateral 3(16) 63 (45) 0.021
Tumor size (cm), mean + SD 12+59 10.5 £ 5.5 0.26

*The data were analyzed by one-way ANOVA and Tukey post hoc test in SPSS version 17.0. Calculation of odds ratio (OR) with a 95% confidence interval were

used and significance level was P<0.05.

same side of the cancer-afflicted ovary (P<0.001). Most
of the EAOC cases had unilateral tumors while the non-
EAOC cases mainly had bilateral tumors (P=0.01) (Table
2). However, no statistically significant difference was
found in tumor size and grade between the two groups.

Discussion

Our finding showed that the odds ratio of extending
EAOC in women with gravida >3 compared to the
other groups was remarkably increased. In addition,
the mentioned group has higher pregnancies number
than the non-EAOC group. Moreover, our pathological
characteristics results indicated that the percentage of the
EAOC individuals with clear cell and endometrioid types
of epithelial ovarian cancer were significantly more than

the non-EAOC group. For decades, studies have shown the
relationship between endometriosis and ovarian cancer.
One theory in this regard is that during menstruation,
endometrial cells that enter the pelvic cavity retrogradely
through the fallopian tubes cause the development of
endometriosis there and ovarian cancer will develop over
time because of mutation in cells of the formed tissue (17).

Clear cell and endometrioid histologic types are the
less aggressive subtypes of epithelial ovarian cancers that
have been shown in the literature and the present study
to be associated with endometriosis. The possible theory
behind this is that the mechanism and pathogenesis of the
malignancy in these patients are different from those of
individuals with non-endometriosis-associated tumors
and these differences are the reason for predominance of
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some histologic subtypes in these patients (10-12,14).

These histologic types of endometriosis-associated
ovarian tumors often occur in young ages, which is also
supported by the present findings; these types usually
have lower grade and stage and better prognosis at the
time of diagnosis (13-15). However, our results were not
the same as to pathologic grade.

Similar to another study, endometriosis-associated
tumors were generally unilateral in the present study.
Researcher believe that the possible reason for unilaterality
of these tumors and the young age of patients is that these
tumors are diagnosed early due to their concurrence
with endometriosis and related symptoms, while non-
endometriosis-associated tumors are mostly asymptomatic
(2). In this study, most of the EAOC patients had lower
rates of gravidity, parity and term pregnancy than the
non-EAOC patients. In a similar study with similar results
about parity rate, it was assumed that this difference might
be attributed to the different pathogenesis of such tumors
(13). Although some studies on endometriosis-associated
tumors have reported the increased risk of concurrent
cancers especially endometrial cancer, we did not achieve
the same results.

There is proof that OCP consumption for more than
5 years reduces the risk of ovarian cancer by 50% (19)
and the theory proposed for such effect is that increased
concentration of cervical mucus can prevent the entry of
inflammatory factors that cause disturbance in protective
cells against ovarian cancer (20). One meta-analysis that
reported a 50% decrease in clear cell and endometrioid
types of ovarian cancer through tubal ligation, confirms
that theory (21). In the present study, despite the
significant difference in OCP users between the two
groups, no noticeable result was achieved as to the effect
of OCP on prevention of EAOCs and non-EAOCs because
the duration of OCP consumption was very short.

Limitations

Although the results of this study revealed the
considerable difference of clinico-pathological features
between epithelial ovarian cancer patients with and
without endometriosis, we have encountered with some
problems during the managing of the project that cannot
be neglected. For instance, In spite of the proficient staff in
disease diagnosis and patient care parts and the performing
of strict methods with high quality measures followed by
them, we have found that there was an inadequate data
recording at the patient’s reports. Furthermore, it seems
that the patients’ follow-up has not always been adequate
and was shorter than the standard. However, more recently,
based on our finding, we suggest that the epithelial ovarian
cancer classification methods should be revisited and it is
of importance to emphasize that epithelial ovarian cancer
analysis in the Iranian Public Health Systems and in most
of the hospitals need to change.

Conclusions

Endometriosis-associated ovarian tumors develop in
young ages and have unique histologic subtypes. These
tumors are usually unilateral and the rate of parity and
pregnancy is lower in these patients. These differences
are probably an indication of different mechanism and
pathogenesis of malignancy development.

Suggestions

o Patients with endometriosis and especially
endometrioma should receive closed follow-up so
that in case of severity of clinical symptoms and
sonographic changes such as change in size and
development of parietal nodules, surgical decisions
would be made instead of conservative treatments.

o Conducting more research with larger sample size
on the impact of OCPs on reducing ovarian cancers
especially of clear cell and endometrioid types in
patients with endometriosis, and if confirmed, long-
term OCP consumption could be used to reduce the
possibility of developing associated ovarian cancers.

o Conducting cohort studies on patient survival and
prognosis.

o Conducting more research on pathological and
molecular pathways of EAOC development in order
to find pathological pathways and thus prevent the
development of ovarian cancers.

Authors’ Contribution

MJS and NHS designed the study and conducted the research. HF, ADT,
YP, PMG, MS, MV and VR monitored, evaluated, and analyzed the
result of the study. Further, MJS, and SP reviewed the article. All authors
approved the final manuscript and take responsibility for the integrity
of the data.

Conflict of Interests
Authors have no conflict of interest.

Ethical Issues

This research was managed based on regulatory and ethics committee
approval in Iran and the ethical approval of this research was
obtained from the Ethics Committee of teaching Al-Zahra hospital in
Tabriz University of Medical Sciences, Tabriz, Iran. Written informed
consent for all living patients was obtained at Al-Zahra hospital in
Tabriz University of Medical Sciences site. The experimental protocol
conformed in accordance with the National Institutes of Health guide
were approved by the Ethical Committee of Tabriz University of Medical
Sciences, Tabriz, Iran (Permit Number: IR.TBZMED.REC.1397.292).

Financial Support
This study was financially supported by Women'’s Reproductive Health
Research Center, Tabriz University of Medical Sciences, Tabriz, Iran.

Acknowledgments
The authors would like to thank all individuals who participated and
cooperated in this study.

References

1. Ballouk F, Ross JS, Wolf BC. Ovarian endometriotic cysts. An
analysis of cytologic atypia and DNA ploidy patterns. Am J Clin
Pathol.  1994;102(4):415-419. doi:10.1093/ajcp/102.4.415

2. Brinton LA, Gridley G, Persson I, Baron J, Bergqvist A. Cancer
risk after a hospital discharge diagnosis of endometriosis. Am

Crescent Journal of Medical and Biological Sciences, Vol. 11, No. 1, January 2024 |41



Jafari Shobeiri et al

11.

12.

J Obstet Gynecol. 1997;176(3):572-579. doi:10.1016/s0002-
9378(97)70550-7

Brinton LA, Sakoda LC, Sherman ME, et al. Relationship of benign
gynecologic diseases to subsequent risk of ovarian and uterine
tumors. Cancer Epidemiol Biomarkers Prev. 2005;14(12):2929-
2935. doi:10.1158/1055-9965.EPI-05-0394

Czernobilsky B, Morris WJ. A histologic study of ovarian
endometriosis with emphasis on hyperplastic and atypical
changes. Obstet Gynecol.  1979;53(3):318-323.

Davis M, Rauh-Hain JA, Andrade C, et al. Comparison of
clinical outcomes of patients with clear cell and endometrioid
ovarian cancer associated with endometriosis to papillary serous
carcinoma of the ovary. Gynecol Oncol. 2014;132(3):760-766.
doi:10.1016/j.ygyno.2014.01.012

Eskenazi B, Warner ML. Epidemiology of endometriosis. Obstet
Gynecol Clin North Am. 1997;24(2):235-258. doi:10.1016/
s0889-8545(05)70302-8

Kobayashi H, Sumimoto K, Moniwa N, et al. Risk of developing
ovarian cancer among women with ovarian endometrioma:
a cohort study in Shizuoka, Japan. Int J Gynecol Cancer.
2007;17(1):37-43. doi:10.1111/j.1525-1438.2006.00754.x
LaGrenade A, Silverberg SG. Ovarian tumors associated with
atypical endometriosis. Hum Pathol. 1988;19(9):1080-1084.
doi:10.1016/s0046-8177(88)80090-x

Mangili G, Bergamini A, Taccagni G, et al. Unraveling the two
entities of endometrioid ovarian cancer: a single center clinical
experience. Gynecol Oncol. 2012;126(3):403-407. doi:10.1016/j.
ygyno.2012.05.007

Matsumoto T, Yamazaki M, Takahashi H, et al. Distinct B-catenin
and PIK3CA mutation profiles in endometriosis-associated ovarian
endometrioid and clear cell carcinomas. Am J Clin Pathol.
2015;144(3):452-463.  doi:10.1309/AJCPZ5T2POOFMQVN
Melin A, Sparén P, Persson |, Bergqvist A. Endometriosis and the
risk of cancer with special emphasis on ovarian cancer. Hum
Reprod. 2006;21(5):1237-1242.  doi:10.1093/humrep/dei462
Ness RB, Cottreau C. Possible role of ovarian epithelial inflammation
in ovarian cancer. ] Natl Cancer Inst. 1999;91(17):1459-1467.

20.

21.

doi:10.1093/jnci/91.17.1459

Pavone ME, Lyttle BM. Endometriosis and ovarian cancer: links,
risks, and challenges faced. Int ] Womens Health. 2015;7:663-
672. doi:10.2147//WH.S66824

Pearce C, Templeman C, Rossing M, et al. Ovarian Cancer
Association Consortium Association between endometriosis and
risk of histological subtypes of ovarian cancer: a pooled analysis of
case-control studies. Lancet Oncol. 2012;13(4):385-94.

Risch HA, Weiss NS, Lyon JL, Daling JR, Liff JM. Events of
reproductive life and the incidence of epithelial ovarian cancer. Am
J Epidemiol. 1983;117(2):128-139. doi:10.1093/oxfordjournals.
aje.al13523

Rossing MA, Cushing-Haugen KL, Wicklund KG, Doherty JA,
Weiss NS. Risk of epithelial ovarian cancer in relation to benign
ovarian conditions and ovarian surgery. Cancer Causes Control.
2008;19(10):1357-1364.  doi:10.1007/s10552-008-9207-9
de la Cuesta RS, Eichhorn JH, Rice LW, Fuller AF Jr, Nikrui N, Goff
BA. Histologic transformation of benign endometriosis to early
epithelial ovarian cancer. Gynecol Oncol. 1996;60(2):238-244.
Scarfone G, Bergamini A, Noli S, et al. Characteristics of clear cell
ovarian cancer arising from endometriosis: a two center cohort
study. Gynecol Oncol. 2014;133(3):480-484. doi:10.1016/j.
ygyno.2014.03.017

Schnack TH, Hoegdall E, Thomsen LN, Hegdall C. Demographic,

Clinical, and Prognostic Factors of Ovarian Clear Cell
Adenocarcinomas According to Endometriosis  Status. Int
J Gynecol Cancer. 2017;27(9):1804-1812.  doi:10.1097/

1GC.0000000000001102

Sieh W, Salvador S, McGuire V, et al. Tubal ligation and risk of
ovarian cancer subtypes: a pooled analysis of case-control studies.
Int J Epidemiol. 2013;42(2):579-89.

Wang S, Qiu L, Lang JH, et al. Clinical analysis of ovarian
epithelial carcinoma with coexisting pelvic endometriosis. Am |
Obstet Gynecol. 2013;208(5):413.e1-413.e4135. doi:10.1016/j.
ajog.2012.12.004

Copyright © 2024 The Author(s); This is an open-access article distributed under the terms of the Creative Commons Attribution License
(http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in any medium, provided the
original work is properly cited.

42

| Crescent Journal of Medical and Biological Sciences, Vol. 11, No. 1, January 2024





