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INTRODUCTION

Ovarian cancer is alate-onset affection, with a non-specific symptomatology with a rapid natural
evolution and frequent recurrence of arelapse after aradical treatment. Currently, ovarian cancer
is the fourth cause of female cancer mortality. Therefore, new methods are being sought to detect
this neoplasia as early as possible. Ovarian cancer most affects young and middle-aged women,
but can occur at any age, including girls. At birth, each little girl has a 5-7% risk of developing
ovarian cancer during life, and about 15% of these will be malignant.

GENERAL PART

CHAPTER |

In this chapter information about embryology, anatomy, histology and physiology of the ovaries
CHAPTERIII

2.1. EPIDEMIOLOGY OF OVARIAN CANCER

Ovarian cancer is the fifth female neoplasia as a frequency (20). Cindy Quinton Gladstone et al.
(Toronto, 1994) report ovarian cancer as the fifth cause of malignancy in women after breast,
colon, lung and uterine cancer and estimates incidence in Canada in 1993 at ca. 2,100 new cases
per year, approximately 4% of all new cases of female cancer (21,22).

2.2. OVARIAN CANCER ETIOPATOGENE

221, RISK FACTORS INVOLVED IN OVARIAN TUMOR PROLIFERATION
2.2.1.1. GENETICAL FACTORS

Hereditary breast and ovarian cancer syndrome (HBOC) originates in a genetic predisposition to

develop malignancy and is characterized by:
e Having a family of many cases of ovarian cancer, breast cancer, or both;
® Associating the same person with both ovarian and breast cancers;

e Early onset breast cancer. Although most cases of ovarian and breast cancer are not inherited,
about 10% of ovarian cancers and 3-5% of breast cancers are incurable in breast and ovarian
cancer syndrome. Severa studies have shown that BRCA1 and BRCA2 gene mutations that are
of interest to the germline are common for most cancers of the ovary and breast (28,29).

2.2.1.2. NON-GENETIC FACTORS



2.2.1.2.1. FACTORI GENERALI

2.2.1.2.1.1. Age. Most ovarian cancers (80%) are diagnosed in postmenopausal women over 50
years of age. The maximum incidence is between 40 and 65 years (23).

2.2.1.2.1.2. Race

The white race is most affected by ovarian cancer while the black race has the lowest incidence
reported.

Ovarian cancer is more common in the Caucasian (white) race and especialy in the Ashkenazi
Jews. Narod and collaborators, like other authors, reported that the BRCA1 or BRCA2 mutation
was found in 40% of the Ashkenazi Jewish women. Today, in medica practice, genetic tests are
performed on these women (16,22).

2.2.1.2.1.3. Socio-economic situation

Residency in industrialized urban centers is also associated with a greater chance of developing
ovarian neoplasm (16,22).

2.2.1.2.2. REPRODUCTIVE FACTORS

Multipurpose women are at alower risk than those with fewer pregnancies, which in turn have a
lower risk than niggas. Also, early menarhas and late menopause seem to contribute to an
increased risk of ovarian cancer. Ovarian cancer is less likely to develop in women who have
fewer ovulations during their lives. Especialy in pregnant women, the risk of ovarian cancer is
almost two times lower than in women who have never been pregnant. The risk of developing
ovarian cancer is lower in women who have had multiple pregnancies and who have suckled.
2.2.1.2.3. EXOGENE HORMONES

2.2.1.2.3.1. Ora contraceptives Modern research has shown that the use of oral contraceptivesin
young women reduces the risk of ovarian cancer.

2.2.1.2.3.2. Hormone replacement therapy. Female sex hormone medications given to
menopausal women may increase the risk of developing ovarian cancer regardless of treatment
duration, dose, or type of hormone components of the medication used.

2.2.1.2.3.3. Fertilizing medication. Patients who have received fertility medication are more
likely to devel

2.2.1.2.4. ENVIRONMENTAL FACTORS

2.2.1.2.4.1. Factorsrelated to lifestyle

2.2.24.1.1. Diet. Some studies suggest that a diet rich in lactose could increase the risk of
devel oping ovarian cancer (38,39).

2.2.1.2.4.1.2. Alcohol consumption is associated with an increased risk of ovarian cancer (40).
2.2.1.2.4.1.3. Smoking increases the risk of ovarian cancer (40).

2.2.1.24.1.4. Physica activity. Active lifestyle without risk behaviors will not prevent the
cancer itself, but it will stimulate the body to fight against the possible changes that occur. The
competent cells of the immune system have the ability to monitor and destroy the cells that begin
to anarchically divide and begin to alter their functional characteristics (38, 39, 40).

2.2.1.2.4.2. Occupational exposure

Exposure to asbestos increases the risk of developing ovarian cancer (41)

2.2.1.2.4.3. Environmenta contaminants

Chronic exposure to talc (perineal applications) is associated with a higher percentage of ovarian
neoplasia (40).
2.2.1.2.5. ANTROPOMETRIC FACTORS

2.2.1.2.5.1. Body Mass Index Studies that support obesity as arisk factor in the ovary neoplasm
suggest that excessive androgenic stimulation of ovarian epithelial cells occurs. Obesity, which



characterizes 80% of people with type 2 diabetes, increases the rate of progression of cancer after
initial treatment (17,19).

2.2.1.2.5.2. Height We have not found studies correlating height with a high risk of ovarian
cancey.

2.2.1.2.6. GYNECOLOGICAL SURGERY. Certain gynecologica surgeries may constitute
protective agents against ovarian neoplasm: prophylactic ovariectomy, hysterectomy, tubal
ligation.

2.2.1.2.7. OTHER FACTORS

2.2.1.2.7.1. Endometriosis. Some authors consider endometriosis as a factor that increases the
risk of ovarian cancer (42,43,44).

2.2.1.2.7.2. Polycystic ovarian syndrome may be a risk factor due to the increased secretion of
androgenic hormones that characterize this condition (42,43,44);

2.2.1.2.7.3. Pelvic inflammatory diseases as well as anti-inflammatory drugs may pose risks for
the development of ovarian cancer (42,43,44,45).

2.2.1.2.7.4. Consumption of green tea is cited as a protective factor against ovarian neoplasm
(40,46).

2.2.2. THE PATHOGENIC THEORY

1. Growth factors of ovarian epithelia cells (uninterrupted ovulation theory)

Severa studies have shown that the frequency of ovulation is associated with an increased risk
for developing ovarian cancer.

1. Hormonal Factors (Hormonal Theory)

Observations that ovarian cancer is a more common disease in the period following the climax
and associated with nullity have led to the formulation of the hypothesis of hormone involvement
in the onset of the disease. Thus, steroid hormones, peptide hormones and peptide growth factors
have the potential to influence normal growth or neoplasia of ovarian epithelial cells.

3. Oncogenes

In ovarian cancer, aberrant expression of some oncogenes was reported: ras, myc, fms, HER-2 /
neu, jun, myb

4. Antioncogenes

Another genetic lesion involved in the genesis and development of ovarian cancer is the loss of
normal p53 gene function. This gene, located on the 17p chromosome, is a tumor suppressor
gene.

5. Chromosomal abnormalities

In ovarian cancer, the most damaged chromosomes were 1 and 11 (explains the particular
biological aggressiveness of these cancers), then bb b chromosomes 3 and 7 (50, 51).

2.3. OVAR CANCER MORPHOPATHOLOGY

In the primitive urogenital crest, the development of the ovary (which consists of: surface
epithelium, germ cells and support cells) is closely related to the primordial Mulerian,
mesonefrotic and adrenal structures, which gives cancerous tumors a complex origin and
extreme histological diagnosis delicate.

2.3.1.PATHOLOGICAL ANATOMY

l. Epithelial Tumors. These tumors derive from the Muedler duct or the
parametrosonephrotic duct. Malignant tumors originating in the epithelial surface of the
ovary are the most common 85-90%: - serous chistheno-carcinoma 50% - mucosal



chisthenicarcinoma 15-20% - endometroid 15-20% - Clear Cells (mezonefroid) 5% -
undifferentiated 10-15%

. Tumors from germ cells. They are derived from primordial germ cells, either directly
(disgerminoma) or indirectly by embryonic differentiation, involving one or three
embryonic (teratoma) foci or extraembryonic differentiation (coriocarcinoma,
endodermal sinus tumor). Malignant forms are rare, only 3% of ovarian cancers.

1. Specia mesenchymal stromal gonads tumors. They have a complex histological
structure of epithelial cells in beaches in a fibrous tree atmosphere. The malignant
potential depends on the cell type.

CHAPTER IlI
ACTUAL STAGE OF DIAGNOSISAND TREATMENT OF OVARIAN CANCER
3.1. CLINICAL DIAGNOSIS

3.1.1. Symptomatically. Ovarian cancer is often discovered by chance and very often in
advanced stages. Early symptoms for ovarian cancer are rare, except hormone-secreting tumors.
Symptoms are not acute, specific, and often start with symptoms due to complications
(metastasis in the liver, lung, intestinal occlusion). With some exceptions, malignant tumors are
in the asymptomatic initial phase or with a confusing, misleading symptomatology.

1) Digestive disorders: vague pains, especially postprandia, in the lower abdomen, feeling full,
flatulence, dyspeptic disorders, constipation.

2) Abdominal volume increase: it is usualy a late sign, although some benign tumors may be
giant and some barely palpable carcinomas. Generally, the rapid increase of abdomen through
the tumor or ascites, plus transit disorders, suggests to a known tumor the possibility of
malignancy.

3) Menstrual cycle disorders: do not occur except for hormone-secreting tumors. Menstrual cycle
disorders can be generated by stroma hormone secretion stimulated by tumor proximity.
Otherwise, metrorrhagia can be caused by endometrial hyperplasia, associated endometrial
adenocarcinoma or tumor invasion in the endometrium. Dyspareunia or dysmenorrhea may
occur.

4) Urinary disorders: they may appear by compression or bladder tumor invasion, but these are
late signs.

5) Progressive weakening until emulation. It is noticeable in the advanced stages, in which fat
and muscle mass melting is characteristic, in contrast to the impressive distension of the
abdomen.

6) Uniform or bilateral thrombophlebitis of lower limbs. It is a serious prognostic factor (4).

3.1.2. CLINICAL EXAM

Genera Objective Examination: Identifies in advanced stages the abdominal and ascites tumors,
possibly a right pleural effusions (Demon Meigs) and superficial and inguinal adenopathies.
Thrombophlebitis or increased unilateral volume of a inferior member is a serious prognostic
factor.

Pelvic Examination: It includes both vaginal and rectal tact.



3.1.3. OTHER EXAMINATIONS

3.1.3.1. LAPAROSCORPIA is vauable in the case of small tumors and for obtaining peritoneal
lavage for cytology. Certain ovarian cancer is contraindicated because it promotes dissemination.
Laparoscopy is aso vauable in evauating some chemotherapy treatments. Biopsy of
encapsulated ovarian cysts may cause tumor cells to be sent to the peritoneal cavity, so they
should be avoided.

3.1.3.2. EXPLORATORY LAPAROTHOMY solves diagnostic uncertainties, allows for tumor
inspection, extraction and extemporaneous examination of primary lesions and metastases,
assessment of tumor extension, correct staging of the case as well as surgical resolution of
tumors and metastases. Second-look laparotomies allow the dynamic evaluation of atherapy and
confirm healing or progression of the disease.

3.1.3.3. PELVISCOPY - the endoscopic method required in ovarian tumors (especially in young
women). It is useful for early detection of ovarian cancer, not indicated in advanced stages. It is
indicated in benign tumors, in borderline tumors, in high-risk groups of women, or in young
women.

3.1.3.4. HISTEROSCOPIA provides information about the uterine cavity, especialy in the case
of metrorrhagia or menorrhagia, in the adult or postmenopausal period. Biopsy through
hysteroscopy and histopathological examination of the fragments can trans ate the diagnosis.
3.1.3.5. UTERIN CHURCH is useful for hysteroscopy, but it is a blind maneuver. In the absence
of hysteroscopy it is necessary for diagnostic and hemostatic purposes.

3.1.3.6. CULDOCENTEZA

3.1.3.7. THE ECOGIED POINT can be performed in the abdominal or vagina probe
sonography. It is preferable to puncture pelvic formations with a diameter of more than 5 cm.
3.1.3.8. BIOPSY. LAPAROSCOPY BIOPSY OR ASPIRATIONAL PUNCTURE of an intact
ovarian tumor may result in the suturing of malignant cells in the peritoneal cavity, and
intracisternal fluid aspiration and cytological examination are not a diagnostic method in ovarian
cancer. It can be argued that positive laparoscopy (positive biopsy) is relevant, and negative
laparoscopy subsequently requires an exploratory laparatomy.

3.2. BIOLOGICAL DIAGNOSIS ...ttt ssiee s sieeesiee s aesieeessesesssesssseeesseessnsens

3.2.1. HEMATOLOGICAL DETERMINATION

Routine lab exams are of little value. Thereis an increasein VSH and reactive C protein.

3.2.2. DETERMINATION OF TUMORAL MARKERS

3.2.2.1. trophoblast

- human placental alkaline phosphatase (PAP) - occurs in serum at high levels in ovarian cancer
but also in other cancers.

- human ovarian gonadotropin (HCG) is present in embryonic cell carcinoma (coriocarcinoma,
disgerminoma).

- Placental breast lactogen (HPL) is a polypeptide hormone present in coriocarcinoma.

- Specific pregnancy globulin (SPI)

- TPA (tissue polypeptide antigen) is a polypeptide with specific antigenic properties produced in
human placenta, human malignant tumors and cancer patient fluids. It is used as a tumor marker
especially for monitoring the progression of breast or ovarian cancer patients during therapy
(58).

3.2.2.2. Embryo - Carcinoembryonic antigen (CEA) is a glycoprotein found in the serum of
ovarian cancer patients and increases with disease status. CEA was found in the serum of
patients with stage 111-1V ovarian cancer in a proportion of 60-80%, with a higher frequency in



the types of mucin carcinoma (Di Saia). It can also have elevated values in both colon and gastric
cancers.

- embryonic prealbum

- oncofetal antigen

- A fetoprotein (AFP) has been used with some success in monitoring the treatment and follow-
up of patients. AFP is increased in ovary teratocarcinoma and endodermal sinus tumor (58).
3.2.2.3. enzyme

- urokinase

- glycosyltransferase

- glycosidases

3.2.2.4. Ovarian antigens These are either on the surface of the cell membrane, either inside the
tumor cell or in body fluids (11,15). The antigenic tumor markers used in ovarian cancer are:

- ovarian cancer antigen (OCA-A)

- OCA-1 (associated ovarian chistinocarcinoma)

- ovarian cancer 1 (OVC-1)

- ovarian cancer 2 (OVC-2)

- CA 19-9, CA 15-3, TAG 72, CA 54/61, NB / 70 K

- CA 125.
3.23. THE ROMAN SCORES (RISK OF OVARIAN MALIGNANCY ALGORITHM)
Premenopausal women:

ROMA score >11.4% = increased risk of ovarian cancer epithelial

ROMA score <11.4% = low risk of epithelial ovarian cancer

Postmenopausal women:

ROMA score >29.9% = increased risk of epithelial ovarian cancer

ROMA score <29.9% = low risk of epithelial ovarian cancer.

3.2. IMAGISTIC DIAGNOSIS

3.3.1. RADIOLOGICAL EXAMINATIONS

3.3.1.1. Simple abdomina radiography: calcifications in fibroids, benign teratomas,; can give
indications about associated ascites or intestinal occlusion; opague images in disgerminom.
3.3.1.2. Pulmonary X-ray: shows the presence of pleurisy or pulmonary metastases.

3.3.1.3. The baritone test, as well as cystoscopy and pelvicography, helps to establish the
existence of external compressions or tumor invasion.

3.3.1.4. Limphangiography was proposed to detect lymph node invasion. However, the
sengitivity of the method is too low to be wused in the therapeutic plan.
3.3.2. ULTRASONOGRAPHY

Transvaginal Doppler ultrasound is used as the first method in the initial assessment of anexal
masses. It has a sensitivity of 86% and a specificity of 91%. It has been extensively tested in
screening studies with good performance characteristics, athough it is risky to extrapolate from
the screening population to the symptomatic population. Transvaginal ultrasound is superior to
abdominal ultrasound for details of structure and size of the ovaries.

3.3.3 COMPUTERIZED TOMOGRAPHY Computed tomography is used in preoperative or
post-operative assessment with 90% sensitivity and 75% specificity.

3.3.4. NUCLEAR MAGNETIC Examination Examination of MRI of the pelvis can provide
information about the tumor's relationship with neighboring organs and about the nature of an
ovarian mass, especialy if echography could not reveal the benign or malignant appearance of



the tumor. It is useful in determining the stage of the disease and especially in following the
progression of postoperative and post-chemotherapy disease.

34. CITOLOGICAL AND MORPHOPATOLOGICAL DIAGNOSIS Histopathological
examination of biopsied tissue or resections is the cornerstone of oncology diagnosis. The
microscopic examination of the tumor tissue determines the histological type and degree of
tumor differentiation.

3.5. STAY DIAGNOSIS OF OVAR CANCER Staging is usualy clinicaly established by
preoperative examinations, but ultimately is established postoperatively. The international
staging of ovarian cancer is established by FIGO in 1995 along with the staging of TNM.

3.6. OVAR CANCER ACTUAL TREATMENT

3.6.1. PROFILACTIC TREATMENT According to some authors, ovarian cancer prophylaxis is
illusory. After all, access to information, health education, peridical genital counseling in tandem
with ultrasound, real hormona contraception would be safe prevention factors and a real
possibility of high risk group selection.

3.6.2. CURATIVE TREATMENT It is complex, therefore requires collaboration between
several specialties (surgeon, oncologist, radiotherapist, anesthetist-reanimator). The treatment is
determined by clinical staging, malignancy, extravascular extension, histological type and may
be associated with:

- surgery,

- chemotherapy

- radiotherapy,

- hormone therapy,

- immunotherapy,

- genetic therapy,

- other types of complementary or adjuvant treatment.

3.6.2.1. SURGICAL TREATMENT Surgical treatment remains, after Dargent D. (1992), Di Saia
J. Ph. (1990), MacKay T. H. (1998), Chiricuta I. (1981), the fundamental technical means in the
treatment of ovarian cancer. Surgical treatment depends on TNM / FIGO pre-therapeutic staging.
a) For stages | and Il in developed countries, the approach pathway is more frequent through
surgical / operative pelvic surgery / operative laparoscopy. In Stage IA there are authors
indicating only unilateral annexectomy, but depending on certain conditions (86). Adjuvant
chemotherapy is not necessary in all cases. The second-look |aparotomy can be practiced for 6
months per pan-pelviscopy and addresses patients who appear to have completely responded to
chemotherapy or surgery alone

b) For Stage Il and IV, technical problems are all the more complex as far as hyperbaric
interventions are concerned (hysterectomy + bilateral anexectomy + omentectomy adds large
locoregional and visceral extensions) from where the need to study the risk / benefit ratio.
3.6.2.2. CHEMOTHERAPY It calls for a combination of individually active drugs on ovarian
cancer: akylating agents, antimetabolites, antibiotics, organo-metallic compounds, plant
derivatives (alkaloids). These drugs can be administered systemically or intraperitoneally.

PERSONAL CONTRIBUTIONS
MOTIVATION



By the theme of "Diagnostic and Therapeutic News in Ovarian Cancer”, | have proposed a
multidisciplinary approach to this topical issue with the selection of optimal diagnostic and
treatment pathways, which are aso a magjor clinica and surgical challenge. Starting from the
desire and the need to identify a possible solution to the problems raised by the complex aspect
of the tumor of the ovary, the incidence of which is increased during the reproductive and
postmenopausal period, we considered it necessary to deepen the clinical-therapeutical
interrelation and the physiological, pathophysiological, histopathol ogical, immunohistochemicals
by carrying out the present work. The complexity and the great importance of the analyzed
problems have led me to study a detailed study in this direction because the diagnostic over-
evauation is frequent and the impact of the nosological classification as well as the
interrelationship with the quality of woman's life (post-surgical status and loss of reproductive
potential) major concept to be taken into consideration. The aim was to specify the correlation of
the early diagnosis of ovarian cancer, postoperatively, depending on the morphological and
histopathological aspect, but also preoperatively with the malignancy scores by using tumor
markers with high specificity and sensitivity.

OBJECTIVES

The present study has proposed the following objectives:

1. Epidemiological evaluation and evaluation of ovarian tumor pathology in Dobrudja, a region
characterized by a particular geographic position and ethnic heterogeneity of the population.

2. Prospective-observative analysis of cases of ovarian cancers operated at the Surgery Clinic
and Obstetrics and Gynecology Clinic of Constanta County Emergency Clinical Hospital in
2011-2015 in order to make a correlation between prognostic and survival factors.

3. Researching a correlation between clinical and paraclinical parameters and malignancy of an
ovarian tumor

4. The Impact of Modern CT and MRI Imaging Technologies on the Accuracy of Ovarian
Cancer Diagnosis

5. Correlation of tumor marker values with the histopathological appearance of the ovarian
lesion.

6. Develop an algorithm for the diagnosis and management of ovarian tumors using modern
means of investigation to increase ovarian cancer. Predictability of Ovarian Cancer to Be
Malignant The Key to Impact of Modern CT and MRI Imaging Technologies on the Accuracy of
Ovarian Cancer Diagnosis

7. Correlation of tumor marker values with histopathol ogical appearance of ovarian lesion.

8. Elaborate an algorithm for diagnosis and management of ovarian tumors using modern means
of investigation in order to increase the detection of ovarian cancer. The predictability of an
ovarian tumor to be malignant is the keystone of this pathology, as the therapies of a benign
tumor differ fundamentally from those of a malignant tumor, as well as prognosis.

9. Develop a questionnaire / protocol for assessing the factors that influence the risk of ovarian
cancer.

CHAPTER IV.

MATERIAL AND METHOD

In my study on ovarian cancer we started from a thorough theoretical study, based on the
Romanian and foreign bibliography, in which | consulted the specialized textbooks and journals
on this subject.



The study is prospective and took place over a period of 5 years (1.01.2011-31.12.2015), at the
Surgery Clinic and Gynecology Obstetrics Clinic of Constanta County Emergency Clinical
Hospital.

The study group consisted of 985 patients with at least one genital spina pelvic tumor formation
that were operated at the Surgery Clinic and the Obstetrics and Gynecology Clinic of the
Constanta County Clinical Hospital and come from several sources. patients sent out of the
ambulatory specialty (remarkable excellent cooperation with the gynecologists in Constanta
County following the expression of the desire to collaborate in the realization of this study);
patients sent by family doctors (both urban and rural) and echographers following a collegiate
letter recommending a more careful echographic assessment of the pelvis and sel ecting potential
cases of ovarian tumor formations; patients presented on their own initiative in the clinic or in
the emergency service.

The selection criterion for patients was the presence of at least one genital pelvic tumor at the
clinical / echographic examination.

Data collection:

In order to better centralize the data, we compiled a personal follow-up file for each of the
patients enrolled in the study, in which we noted the parameters considered important in the
study (ANEXA 1).

Each case went into study once (at the initial evaluation), the results of subsequent evaluations
being described in the "follow-up"” chapter.
Age: Depending on the age of the patients at the time of recording, they were divided into three
age groups:. under 30, between 30 and 60, over 60 years of age. We calculated the average age of
the various study subgroups that resulted from the analysis of a particular parameter.

Residence: | have marked the county and the home town, with the administrative / urban
category.

The presence of heredo-collateral antecedents of ovarian and mammalian pathology was
considered important in the overall study considering the possibility of familial aggregation of
ovarian cancers.

We have noted the presence of personal physiological and pathological antecedents, mentioning
possible contraceptive or hormone replacement medication.

Through the genital clinical examination, we appreciated the presence of an ovarian formation,
mobility, sensitivity, consistency, locoregional adenopathy. At the same time, we noted the
presence of signs from neighboring organs (dysuria, hematuria, constipation, rectangles) and
compressive phenomena. In some cases, patients were also evaluated by cystoscopy and
colonoscopy.

Tumor markers were dosed for monitoring ovarian cancer patients or for differential diagnosis
purposes. Depending on the histopathological type of the neoplasm, there were dosed: CEA,
CA19-9, CA 15-3, CA 125 and ROMA score.

The echocardiography was performed in all patients included in the study using a LOGIQ 500
marker echograph equipped with a transducer with a variable frequency of 7.5-10MHz. The
echocardiographic examination was performed both at the study entry of each patient and later
on periodic examinations in re-evaluated patients.

Computed tomography (CT) and magnetic resonance imaging (MRI) was performed for
preoperative diagnosis in al patients and for postoperative re-evaluation in some patients with
neoplastic rel apses.




Intraoperative and paraffin histopathological examination was performed on the whole lot
studied

Immunohistochemistry has been used to differentiate certain benign cellular changes from
neoplastic atipes or to indicate a cell line within the same type of neoplasm.

The therapeutic decision was based on the data obtained at the clinica examination and the
results of the clinical and paraclinical examinations. | have to mention that in some cases the
decision was made taking into account the patients wishes.
Patients were followed periodically, the number of re-evaluations depending on the year of study
entry; so most re-evaluations were in the patients highlighted in 2011. On the occasion of
reassessments, the treatment of some of the patients was reconsidered. It is worth mentioning
that some of the patients were lost from observation during the follow-up period. We aso
considered it necessary to study the characteristics of the group of patients lost in the study (age,
domicile, ethnicity) to see if there are differences in treatment compliance according to these
characteristics.

All of these data have been entered into a work table in Excel, sorted and filtered according to
different criteria; 1 have tried comparing different subsets of data to see if there are notable
differences. We calculated the statistical significance of some differences observed across the
study between the various parameters.

We have developed a diagnostic algorithm and a postoperative and follow-up algorithm that
takes into account the outcome of the histopathological examination on paraffin, the degree of
risk and the postoperative biological status.
The processing of information corresponded to the following steps: ¢ Material collection - for
each case, atype sheet (ANEXA 1) was made.

* Quantitative and qualitative valorisation of collected data was then carried out. The
presentation of the information for the analysis was done as follows:

* The data were collected in a complex way, based on several grouping characteristics (data
processed in datasheets), aiming at the correlation study of the object of the research. The
research has shown the following characteristics:

* volume delineation of the surveyed community: 985 cases

* delimitation in space: people in the counties of Constanta and Tulcea.

* The selection criterion for individuals was the presence of at least one tumor formation in the
anterior throat of the throat at the clinical / echographic examination.

* the research was integral, studying the entire volume of the researched collectivity.

* time delineation: research over the period 2011-2015. Mathematical processing of collected
data The data were systematized as experimental tables (by batches). The presentation of the data
was done through "column" and "sectoral” graphic representations according to the scientific
reguirements existing in the field

CHAPTER V. RESULTS

It includes the results of our research on ovarian neoplasms. These results were presented in the
form of tables and graphs.

CHAPTER VI.

DISCUSSIONS

In this chapter we compared the results obtained in our study with the results of other studiesin
the literature concerning the epidemiologica aspects of ovarian cancer, the risk factors and the
protective factors for this disease, its diagnosis and treatment as well as factors influencing
survival and prognosis.



| have shown how the patients under study were monitored.

Since one of the purposes of this paper was to develop an early ovarian cancer screening
program, we aso conducted a study of 840 women who each completed two questionnaires. the
OSCI questionnaire and the questionnaire for finding risk factors for ovarian cancer . After
completing the risk factor questionnaire, it was found that 263 women (31.30%) had 3 or more
risk factors.

At the end of this chapter we have presented an evaluation agorithm for the prevention of
ovarian cancer that we have developed from this paper.

CHAPTER VII.

CONCLUSIONS

1. Our study revealed alower incidence of ovarian cancer compared to the incidence reported in
the European Union, probably due to the lower addressability of women, amid a lower quality
education coupled with lower levels of material resources. We noticed a gradual increase in the
number of patients from year to year, explained by increasing the awareness of other specialists
about ovarian tumors, as well asimproving the technical evaluation possibilities.

2. The risk for ovarian cancer is clearly associated with: over 50 years of age, nuliparity, early
menarrh, late menopause, use of fertility medication and hormone replacement, body mass index
greater than 28. Ovarian cancer was more common urban women versus those from rural aress,
women smokers with non-smokers and women with gynecological pathology associated with
women in whom this pathology was non-existent but the differences were not statistically
significant. Multiparty, prolonged breastfeeding, early menopause, and contraceptive use have
been associated with alower risk of ovarian cancer.

3. Personal or family history of colon cancer, ovarian cancer or breast cancer increase suspected
malignancy in patients who are investigated for an ovarian tumor, BRCA-1 and BRCA-2 genes
being those involved in the hereditary line.

4. Symptomology of ovarian cancer as evidenced by the studied group is often noisy but non-
specific. The classic name of silent killer is not found in this context, but rather the name of the
noisy killer can be attributed to this condition. In this study, only 34.17% of the patients had no
symptoms, the rest had a nonspecific symptom that was reported to the family doctor.

5. Nonspecific symptom of ovarian neoplasm causes it to be diagnosed late, sometimes by
chance, in various medical or surgical specialties. Therefore, our peer review recommendation is
not to exclude the diagnosis of ovarian cancer in any specialty.

6. Vaginal bruising and palpation of the abdomen have proved to be the best maneuvers in the
clinical examination for the detection of an ovarian tumor, which is why we recommend that
they be done by all doctors who are in front of a patient with abdominal or pelvic
symptomatology.

7. From the analysis of the tests of different tumor markers whose values change in ovarian
cancer, we can conclude that in the presence of a clinically or ultrasound pelvic massage it is
recommended to dose a tumor marker pack (CA 125, CEA, a Fetoproteina, CA 19 -9, CA 15-3)
and not a single marker (CA 125) since CA has elevated levels especially in epithelial cancers
and the pelvic mass may be a cancer of non-papillary origin (7.17% in our study) that may have
expression in the growth of other markers (CEA, aphapetoprotein, CA19-9, CA 15-3).
8. We believe that the ROMA score today is the most useful tool in framing clinically diagnosed
or pelvic ultrasound patients in a low risk or increased risk of ovarian cancer epithelial cancer
surgery.



9. Without accurately establishing the etiology of the tumor, surgical punishment may not bring
the expected benefits if it is not performed in a qualified center (extemporaneous examination,
peritoneal biopsy, cytology, staging, or radical intervention).

10. Ultrasound is preferred for investigating ovarian pathology. It can be supplemented by other
imaging methods (CT, MRI) and tumor markers (CA 125, ROMA score) in suspicious cases of
malignancy. The sensitivity and specificity of ultrasound, but especially the benefits of the
method justify its widespread use, even in a screening event. Transvaginal ultrasound is
considered the method of choice for evaluating ovarian tumor formations as it can make
ecomorphological correlations of benignity or malignancy. CT and MRI examinations are very
useful in highlighting tumor metastasis and in establishing the preoperative stage of the
neoplasm as well as in following the response to treatment or in the detection of tumor
recurrences. These investigations have a small contribution to the initial discovery of ovarian
tumors, the vast majority of these tumors being made by echographic examinations.
11. We consider the diagnostic value of cytology in peritoneal lavage to be low.

12. As for the biopsy puncture of an annexe mass, our opinion is that this puncture can only
serve to delay the diagnosis and treatment of ovarian cancer. Instead we recommend that if a
clinical suggestion of ovarian cancer is present, the patient should undergo a surgical assessment
for diagnosis and staging. We believe that fine needle aspiration, percutaneous biopsy or
diagnostic paracentesis should be performed in patients with diffuse or ascitic carcinomatosis
without obvious ovarian mass and in patients who are to be treated with neoadjuvant
chemotherapy.

13. The gold standard in the diagnosis of ovarian cancer remains the histopathological
examination of paraffin supplemented with the immunohistochemical study.

14. Surgery plays an essential role in all stages of ovarian cancer when applied as a sequence of
multimodal therapy, constituting the first (diagnosis / therapeutic) treatment schedule in any of
the following: radical, conservative, cytoreductive first-order, cytoreductive interval, palliative or
exclusively exploratory.

15. Cytoreductive surgery is an important prognostic factor (maximum residual disease diameter
correlates with disease-free survival and overal survival).

16. We did not see any better results in the patients with the second look, and those with
reintervention for exesize the percentages in which the complete excercise was successful (2 out
of the 79 reinterventions).

17. By correlating the observed intraoperative appearance in second look operations as well asin
reinterventions with the results of histopathological examination of ovarian malignancies, we
noticed that serum adenocarcinoma responded best to surgical treatment combined with
chemotherapy. The worst response was germina tumors and undifferentiated adenocarcinoma.
18. Three prognostic variables correlate with longer survival after cytoreductive surgery for
recurrent disease: good performance status of the patient, absence of ascites fluid, and complete
cytoreduction during primary surgery.

19. | noticed that despite the response rates increased after chemotherapy, the number of patients
with ovarian cancers receiving a full therapeutic response demonstrated by negative second-look
interventions remained low (28.26%).

20. In the SCJU Surgery Clinic Constanta we had the possibility to administer cytostatic
intraperitoneally, which is why 17 of the ovarian cancer patients benefited from this therapy.
Intraperitoneal chimiohiperthermia applied in the Surgery clinic, using the patented ANTIMETA
device, increased the survival rate of patients operated for ovarian cancer. 10 of the 17 cases to



which this therapy was applied survived at 3 years (58.8%), but our casuistry islow and we think
it should be much better researched in later research.
21. Predictive factors for the unfavorable development of CO are: age> 50 years on diagnosis,
impaired performance status (ECOG >2), IC stage of disease (with ovarian cancer rupture) or
more advanced diagnosis, increased tumor volume before and after dulking surgery, presence of
dense tumor adhesions, presence of large amounts of ascites, clear cell / mucous cell histology,
tumors with G3-4 differentiation, mutations in genesBRCA1, elevated CA 125 (1,2,7).
22. Patients treated for ovarian cancer should be closely monitored clinically and paraclinically.
23. Survival at 5 years in early stages is good, but 75-80% of patients present with advanced
disease, with alife expectancy of only 5 years of only 20%.
24. The best survival was in patients with two of the following three criteria: complete resection
at first surgery, good performance score and absence of ascites.
25. The family doctor has a very important role in early detection of ovarian cancer because it
can establish the target population for screening, evaluate persistent dyspeptic symptoms and
perform abdominal-pelvic ultrasound. A good method of early detection is to fill in the annual
guestionnaire by women who present themselves to family medical care.
26. Combating ovarian cancer and increasing survival chances is only through early detection of
high-risk groups at age 30 (women who have a heredo-collateral history of breast cancer or
maternal breast cancer, women without pregnancy , with benign tumors in the past, with
endocrine pathology or other neoplasias). In these groups, the annual clinical examination, high
resolution ultrasound coupled with doppler color and power doppler, eco-guided puncture,
dosing of tumor markers (CA 125, CA 19-9, CA 15-3, BRCA-1 oncogene) alows early
detection, a decrease in morbidity and mortality through ovarian cancer.
CHAPTER VIII It includes several cases from persona case, with intraoperative images and
histopathol ogical examinations.
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ANEXA1

PERSONAL OBSERVATION FILE
Date of study entry

Name surname

CNP

Home

Heredocolateral history

- Neoplastic pathology in the family

- Breast cancer in the family

- Gynecological Pathology in the Family
- Neoplastic gynecological pathology in the family
Per sonal physiological antecedents

- Menarche

- Number of tasks

- Breastfeeding (number and duration)
- Menopause

- Contraceptive medication

- Fertility medication

- Hormone replacement medication
Personal pathological history

- Infectious diseases

- Chronic diseases

- Breast Pathology

- Gynecological Pathology

General clinical examination

Clinical genital exam

Dosage of tumor markers Abdominal

- pelvic ultrasound

Transvaginal ultrasound

CT

MRI

Puncturetumor formation

EX. intraoperatively histopathologically
Ex. histopathologically to paraffin
immunohistochemistry

Therapeutic decision

Surgery reinterventions chemother apy
- Systemic

- Intraperitoneal Control

- Control date—

EXx. general and genital clinic

- Ex. ultrasound

- Dosage of tumor markers

-CT, MRI

- The therapeutic decision



