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“Introduction and Aim of the ‘Work =

Introduction

Ovarian cancer is the fifth cause of cancer related death
in women, the second most common gynecological cancer and
the leading cause of death from gynecological malignancies.
Although it may arise from all cell types composing the ovaries
as primary tumors of epithelial, sex cord-stromal, or germ cell
origin and metastatic tumors that frequently originate in the
gastrointestinal tract, the epithelial carcinomas are by far the
most common (85-90% of all ovarian cancer) (Kurman et al.,
2010).

Risk factors include nulliparity, early menarche, late
menopause, age and strong family history of breast and ovarian
cancer. About 10 % to 15% of woman with ovarian cancer has
genetic predispositions of BRCA1 and BRCAZ2 mutations
(Gayther et al., 2010).

Ovarian cancer is one of the least detectible cancers
because vague symptoms such as fatigue, abdominal swelling
or discomfort, trouble eating or frequent urination. So early
detection of cancer patients remains an important objective in
the field because over 70% of patients are diagnosed at late
stage disease, with dissemination of tumor implants throughout
the peritoneal cavity (Hennessy et al., 2009).

Only 10-15% of these patients maintain a complete
response to the initial therapy .The five-year survival of patients
that present with late stage disease, which is the case for most
patients, remains at < 30% with a mean survival of 39 months
(Cho et al., 2009).
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Treatment options and recommendations depend on
several factors, including the type and stage of cancer, possible
side effects, the patient’s preferences and personal
considerations, such as the woman's age, planning to have
children and the sexual function (Van Nagell et al., 2011).

The current standard treatment for advanced ovarian
cancer consists of cytoreductive (debulking) surgery, usually a
bilateral salpingo-oophorectomy (removal of the ovaries and
fallopian tubes) and hysterectomy are performed. The surgeon
may also remove the omentum to determine whether the cancer
has spread. Also remove lymph nodes, tissue samples, and fluid
from the abdomen (Safra et al., 2011).

Chemotherapy as Paclitaxel combined with platinum-
based regimen is the standard first-line chemotherapy used for
all patients with ovarian cancer. Although clear cell type is
categorized in indolent type, it is known to show relatively
strong resistance to carboplatin and paclitaxel regimen and thus
poor prognosis compared to serous adenocarcinoma, especially
in advanced stages. Irinotecan plus cisplatin therapy may be
effective for the clear cell adenocarcinoma (Monk et al., 2010).

Intraperitoneal ~ chemotherapy  possibly  improve
progression-free and overall survivals (PFS and OS). However,
it has not been universally accepted for the toxic effects and
intraperitoneal complications (Pujade-Lauraine et al., 2010).

Radiation treatment is not usually used to treat ovarian
cancer, but it may be used to relieve side effects. Which depend
on the dose and the area of the body being treated, but may
include fatigue, mild skin reactions, upset stomach, and loose
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bowel movements. Side effects of internal radiation therapy
may include abdominal pain and bowel obstruction. Most side
effects usually go away soon after treatment is finished
(Vencken et al., 2011).

Recurrence is associated with incurable diseases in most
cases. Thus, the main obstacle to an effective treatment is the
failure of the initial chemotherapy to eradicate a sufficient
number of tumor cells to prevent disease recurrence. In this
context, deficiency in the apoptotic cascade among tumor cells
is the key hallmark (Vergote et al., 2010).

Improved prognosis in ovarian carcinoma is related to
the use of the new biological agents. One of the most
investigated and promising molecular targeted drugs in ovarian
cancer is bevacizumab, a monoclonal antibody directed against
VEGF. A recent study demonstrated positive results of
bevacizumab on progression-free survival in ovarian cancer
patients. Two phase Il trials have recently evaluated the role of
bevacizumab in first-line chemotherapy as an adjunct to
carboplatin and paclitaxel (Katsumata et al., 2012). Other
molecular target therapies include EGFR tyrosine kinas, HER2
receptor, PARP inhibitors .Multiple PARP inhibitors in
development trials (Olaparib, Veliparib, Rucaparib, BMN 673,
others). Trials combining PARP inhibitors with chemotherapy
(Yoshino et al., 2012).

A phase 111 study of farletuzumab in combination with
carboplatin and a taxane in patients with platinum-sensitive
epithelial ovarian cancer in first relapse. The study did not meet
the study's primary endpoint of progression-free survival (PFS).
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