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Do we have enough knowledge to win the fight against  
ovarian cancer?

Kenny Chitcholtan

What is ovarian cancer? 

Epithelial ovarian cancer is a malignancy of the 
ovaries. The exact origin of ovarian cancer cells is still 
under ongoing scientific debate. Early detection is 
very crucial for a favorable prognosis in ovarian cancer 
patients, and that will increase the chance of survival 
by 90% [1]. However, it is uncommon for patients to be 
diagnosed at the early stage of the disease because the 
signs and symptoms are easily dismissed. As a result, 
most patients has been presented at the advanced stage 
3 or stage 4 ovarian cancer. At these stages, patients will 
have a slim survival rate below 30% [1].  Ovarian cancer  at 
stages 3 and 4 displays an extensive spread of cancer cells 
within the abdominal cavity, and tumor nodules reside 
on the internal organs [2]. The choice of chemotherapy 
is very limited to treat advanced ovarian cancer. There 
are several cytotoxic agents used in the treatment of other 
cancers which potentially slow down tumor growth, but 
we cannot predict the efficacy of these agents in advanced 
ovarian cancer because selective clinical trials showed 
ineffectiveness of some of these agents and variation in 
patient’s responses [3].

What knowledge do we have so 
far? 

Ovarian cancers are derived from epithelial cells in the 
ovary, but there are different subtypes of ovarian cancer 
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which are notable. This may suggest that the origin of each 
ovarian cancer subtype may be from a different location 
of the ovaries [4]. Ovarian tumors are classified entirely 
based on tumor cell morphology. There are four major 
subtypes of ovarian tumors; serous, endometrial, clear 
cells and mucinous [5, 6]. These subtypes can be sub-
divided, based on tumor differentiation, into low grade 
and high grade. In general, the low grade ovarian tumor 
shows slow growth potential and does not respond well 
to common used cytotoxic agents.  High grade ovarian 
tumors, on the other hand, grow rapidly but show rapid 
growth reduction after cycles of taxane and platinum 
drugs [7]. The high grade serous ovarian tumors are 
highly prevalent in the advanced stage.

High grade serous cancer is genetically distinctive 
from low grade serous cancer. For example, TP53 gene 
is frequently mutated in high grade serous tumors but 
this mutation is rarely observed in low grade serous 
tumors [8, 9]. There is strong evidence to suggest 
that the mutation of TP53 occurs in the early stages of 
serous carcinoma pathogenesis. Mutations of KRAS and 
BRAF genes are more prevalent in low grade tumors 
than high grade tumors [5]. The mutation of these two 
genes constitutively activates the MAPK pathways found 
in a majority of low grade serous tumors. However, 
the activation of the MAPK pathway in ovarian tumors 
without the KRAS and BRAF mutations is also noted in 
patient samples and ovarian cancer cell lines activated 
by growth factors [10–14]. This may suggest that the 
microenvironment within the tumor’s niche could elicit 
the MAPK activation independently from the activation 
of KRAS and BRAF mutations. 

Analyzed global DNA copy number alterations in high 
grade and low grade serous tumors revealed higher levels 
of chromosomal instability in high grade than low grade 
serous tumors [12]. Gene amplifications were found in 
CCNE1 (cyclin E1), AKT2, NOTCH3 and PI3K loci [14, 15]. 
These gene amplifications may have a critical impact on 
the diagnostic evaluation and subsequently the selective 
treatment with advanced ovarian cancers. However, in 
the current clinical practice, the prediction and the use 
of protein signaling molecular profiles associating with 
chemotherapeutic resistance have been ignored in the 
routine treatment of ovarian cancer. 
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Endometrioid low grade and high grade of the ovary 
share common features with the uterus endometrioid 
cancer. Furthermore, these two cancers share genetic 
fingerprints in common. Both endometrioid carcinoma 
of the ovaries and the uterus have significant numbers 
of the PTEN tumor suppressor gene mutation [16]. The 
concomitant PIK3CA and PTEN mutations in ovarian 
endometrioid carcinoma are also noted [17]. Interestingly, 
the β-catenin mutation co-exists with the mutation of 
PI3K/PTEN, and these are present in low-grade and 
low-stage ovarian endometrioid tumors [17, 18]. The P53 
mutations are also common in ovarian endometrioid 
carcinomas. These mutations are used to divide ovarian 
endometrioid carcinoma into low-grade, where tumor 
cells have no P53 mutations and high-grade for tumors 
with P53 mutations [19–21]. 

Clear cell and mucinous ovarian carcinomas are 
rare tumors, and their molecular changes have not 
been investigated in great detail. However, there are 
a few studies that have looked at molecular alteration 
in the pathogenesis of these two subtypes. Mutations 
of P53, KRAS and BRAF are not prevalent in clear cell 
carcinomas. However, PI3KCA mutations are reasonably 
evident at 20–25%. In primary ovarian mucinous 
carcinomas, the mutation of KRAS is a very common 
event. Gene expression analyses of clear cell carcinoma 
are quite distinct from the other subtypes of ovarian 
cancer. The most prominent expression is hepatocyte 
nuclear factor-1 beta (HNF-1β), which is responsible for 
the metabolism of glucose and glycogen. The cytological 
feature of clear cell carcinoma is based on the presence 
of the glycogen-rich, clear-appearing cytoplasm. 
Napsin A, an aspartic protease, is a protein marker 
also associating with the ovarian clear cell carcinoma. 
The gene expression of mucinous carcinomas is largely 
different from other subtypes. Proteins of various mucin 
families are highly expressed in mucinous carcinoma. 
Furthermore, intestinal type differentiation genes, 
including the caudal type homeobox transcription factor 
CDX2 which is present in an intestinal cell surface, are 
found in mucinous carcinomas [22–31].

What knowledge are we still 
lacking? 

Heterogeneity of ovarian cancer cells in 
tumor tissue

The heterogeneity of cells in tumor tissue associating 
with the progression of solid tumors is an ongoing 
problematic issue regarding its role in sensitivity towards 
anti-cancer drugs. This hurdle is also notable in the field 
of ovarian tumor research. So far, we acknowledge that 
not only malignant cells are present in tumor tissue but 
also non-cancerous cells including immune cells, stromal 
cells and the composition of extracellular matrix (ECM), 
which play an important role in the dynamic turnover 

of the microenvironment [32–34]. We are facing great 
challenges to understand behavior of tumor cells in vivo 
because cancer at primary and secondary sites may be 
surrounded with various types of bystander cells. For 
instance, metastatic ovarian cancer cells residing at the 
omentum may encounter large numbers of adipose cells 
or fat cells, which secrete various adipokines that can have 
cancer cell growth promoting effects which is distinctive 
from cancer cells at the primary sites [35]. Therefore, it 
is scientifically sound to assume that gene and protein 
expressions of cancer cells at the primary and secondary 
nodules must have differential expressions and functions 
due to a specific microenvironment.

Investigating and understanding the profiles of gene 
expressions, and importantly the functions of protein 
products in ovarian cancer that are regulated by the 
modulation of microenvironment, will be a forefront 
research avenue. This is very crucial to advance our 
understanding to ensure our proper use of effective 
chemotherapy that will be targeting the bystander 
non-cancerous cells. Recent findings in some solid 
tumors suggest that a small population of cancer cells’ 
genotypical and phenotypical profiles mimic normal 
stem cell behavior  and may be responsible for tumor 
relapse [36, 37]. This idea is increasingly becoming 
recognized in ovarian cancer research [38, 39]. However, 
the research in the cancer stem cells in ovarian cancer is 
still early to know whether these cancer-like stem cells 
are the primary source of cancer cells that have ability to 
acquire resistance to chemotherapy. Therefore, the first 
priority now is that we should study and understand the 
hallmark of molecular and biological landscapes of these 
cancer-like stem cells by using an advanced analysis tool 
that accurately pinpoints the cells that are responsible for 
a relapse and for the recurrence of the disease. A single 
cell analysis may provide us with the answer to identify 
cancer stem cells in ovarian tumors. This concept can be 
implemented using sophisticated cell biology techniques 
including a flow cytometry and immunofluorescence to 
identify the stem cell protein markers.

Tumor subtypes
The other ongoing challenge that we are encountering 

today in the clinical end is the identification and 
classification of ovarian cancer subtypes. The routine 
examination of ovarian cancer subtypes is based on a 
pathologist’s expertise using morphological features of 
tumor cells and on attempting to decide the subtype of 
tumor. Unfortunately, morphological appearance does 
not reflect the genetic and proteomic footprints of ovarian 
tumors given that a primary tumor might be different 
from a metastatic counterpart. And even though, using 
tumor morphology as a rapid clinical tool to differentiate 
tumor subtypes and subsequently provide appropriate 
chemotherapy for patients after the primary diagnosis, 
this does not suggest that all patients should receive a 
similar chemotherapy. Some patients might not receive 
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any chemotherapy if, for instance, a low grade ovarian 
cancer is diagnosed; a low grade ovarian cancer may grow 
very slowly. Cytotoxic drugs working on proliferative cells 
will not work in this subtype of tumor. These challenges 
will not be solved quickly overnight but it may be 
transiently improved if more knowledge regarding the 
molecular profiles of ovarian tumors is available for a 
clinician to help with decision making prior to delivery of 
an appropriate chemotherapy for each patient. 

Tumor resistant phenomenon
Chemotherapeutic regimens, including taxane and 

carboplatin, are common cytotoxic drugs available for 
ovarian cancer patients [40, 41]. The rationale using 
these agents is to slow down tumor growth and induce cell 
death; both necrosis and apoptosis.  However, a relapse 
is very common in patients who receive the regimen, and 
we still do not know the possible cause of the tumor being 
resistant to commonly used anticancer drugs. Clearly, it is 
a complicated event that is happening within tumor cells 
when they are exposed to these drugs. Cancer cells may 
use various cellular activities to overcome the cytotoxic 
insult from these drugs. Furthermore, the autocrine 
and paracrine axis in the microenvironment may play 
a pivotal role in an induced drug resistance. Questions 
are: Do we know how cancer can adapt to the toxicity of 
anticancer drugs? 

How can we overcome drug resistance in tumor cells?
How can we select an alternative chemotherapeutic 

drug if patients fail to respond to the first choice of anti-
cancer drugs? 

This makes it very clear that an oncologist and cancer 
scientists must not ignore these questions when relapse 
patients are treated. Again as aforementioned, if we know 
the profile of gene and protein expressions of cancer 
cells in drug resistant patients we may be able to utilize 
chemotherapy that is tailored specifically to the individual 
proteins in a well-designed and controlled fashion. 

Epigenetic modification in ovarian  
cancer

So far, we think that genetic aberrations, such as 
mutations of tumor suppressor genes and oncogenes, 
have largely attributed to the onset and progression 
of ovarian cancer, and we know that each subtype of 
ovarian cancers possesses unique molecular alterations. 
Each patient may have varying degrees of mutations and 
alterations, and the magnitude of disease progression 
and prognosis is shown with a broad variation among 
patients. So the question is what is the crucial factor(s) 
to determine the different disease progression if patients 
have identical genetic mutations? Do we overlook other 
factors that may contribute to the disease progression 
apart from the genetic mutations and aberrations? 

Post modification of DNA or epigenetic alteration of 
DNA is an important step that can regulate the function 

of cell behavior. Epigenetic modification is caused by the 
processes of DNA methylation, histone modification, and 
non-coding microRNAs (miRNAs). Methylation of DNA is 
the most widely studied epigenetic event in recent years. 
DNA methylation occurs in cytosine-guanine (CpG) rich 
regions refereed to as “CpG islands” [42].  In cancer cells, 
DNA hypermethylation is associated with gene silencing 
and DNA hypomethylation with gene expression [42]. 
DNA hypermethylation is usually associated with the 
silencing tumor suppressor genes [43]. On the other 
hand, DNA hypomethylation associated with unsilenced 
oncogenes becomes transcriptional active [43]. The 
post-modification of DNA is a reversible process 
and is regulated by environments, including diets, 
chemotherapy, and tumor tissue microenvironment 
[44]. If these factors are amended for any reasons, then 
these will affect the outcome of tumor progression. It is 
worth mentioning that diets can play an important role 
in the onset and progression of cancers [44]. All available 
anti-cancer drugs used today are designed to inhibit a 
machinery of cell division and proteins that are involved 
in cell signaling pathways. Research that is searching 
for a novel drug that regulates DNA modification will be 
an exciting area and it is needed to be explored so that 
an optional chemotherapy may be available for selected 
women with ovarian cancer.

Functions of Proteins: Post-modifica-
tions of proteins are the fuel engine of 
cells 

We always think that a tumor is a disease associated 
with the fundamental dysfunction of genomic 
expressions, and it is not surprising that the genomic 
research into cancers has been expanding at a rapid 
pace. The cancer genetic has provided us with useful 
and meaningful information that has been exploited to 
explain the biological activity of cancers. Many questions 
still deserve to have definite answers which will address 
whether the onset and the progression of cancers strongly 
correlate with either the genomic aberration, or functions 
of proteins that are the end products of those genes or the 
combination of both. Can the genomic expression and the 
alteration predict the expression and the function of their 
proteins? There is some evidence to suggest that the levels 
of transcription of mRNA are not entirely correlated with 
the levels of proteins [45–48].

Every cell in man comprises similar genetic materials, 
but there are various types of cells in various tissues that 
regulate the human body to function in a proper manner. 
This suggests that the local environment in tissues has a 
unique way to command specific gene expressions that 
trigger for specific tissues to function properly. All cells 
in the human body can function properly due to protein 
functions, and these functions are regulated by the post-
modification of proteins. These include protein-protein 
interactions [49–51], protein phosphorylations [52–
54], protein degradation [55–57], protein glycosylation 
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[58–61], and the endocytosis pathway [62–65]. These 
processes are absolutely not dependent on the gene 
expression. The post-modifications of proteins are very 
crucial in the fundamental basis of tumor growth, survival 
and metastasis, and subsequently will determine the fate 
of disease. It is encouraging that the most important factor 
that regulates the function, expression and activation of 
proteins is the cancer tissue microenvironment.

Ascitic fluid: Is it a key component in the 
progression of advanced ovarian cancer?

Women in the advanced stage of ovarian cancers 
often show signs of the accumulation of body fluid in the 
abdominal cavity, a medical term known as ascites. In 
normal physiological conditions, body fluid is absorbed 
from the abdominal cavity into the vascular network 
lying beneath the abdominal wall [66]. In the case of 
advanced ovarian cancer patients, normal and tumor 
cells secrete vascular endothelial growth factor (VEGF) 
and that subsequently disrupts the vascular endothelial 
cell integrity of blood vessels beneath the abdominal wall, 
leading to increased leakage of fluid from the vascular 
and lymphatic systems into the abdominal cavity [67]. 
Patients associated with ascites have a poor prognosis. 
Blocking the VEGF activity can restore the function of 
blood and lymphatic vessels, and can diminish ascites, 
suggesting the VEGF is a key factor in ascites [68]. 

Ascitic fluid is the carrier of ovarian malignant cells 
and allows these cells to circulate within the abdominal 
cavity and subsequently increase the chance of cancer cell 
metastases. Patients with ascitic fluid always display the 
spread of cancer into various internal organs, suggesting 
ascitic fluid plays an important role in the contribution to 
the secondary growth of ovarian cancer. Current ovarian 
cancer research is mainly focused on the studies of tumors 
at the primary and metastatic sites, but is largely ignore 
the importance of ascitic fluids being a valuable biological 
clinical sample which is routinely obtained from patients 
and discarded during the clinical procedure. Ascitic 
fluids are comprised  an heterogeneity of growth factors, 
cytokines, chemokines, bioactive fatty acids, immune 
cells, mesenchymal stem cells, and ovarian cancer cells 
[69]. The levels of these mixture components are varied 
among ovarian cancer patients suggesting the biological 
activity of  the tumor microenvironment may be unique 
in individual patients [70].  Little is known about the 
mechanisms underlying ovarian cancer progression from 
the primary to the peritoneal seeding. Furthermore, the 
biological profiles of cancer cells during the exposure 
to the ascitic fluid are not discernible to target cancer 
cells with novel intervention chemotherapy. More 
importantly, we do not yet understand the effects of 
ascitic fluids during chemotherapy, via intravenous (IV) 
and intraperitoneal (IP), in ovarian cancer patients. It is 
very tempting to speculate that ovarian cancer cells in 
women in the advanced stage have acquired resistance to 
commonly used cytotoxic agents, carboplatin and taxol 
due to the presence of ascitic fluids. 

Certainly, there is an urgent need for a preclinical 
study to conduct the hypothesis:“ascitic fluid can decrease 
the efficacy of chemotherapy”. There are a few targeted 
agents that have been trialing in advanced ovarian 
cancer, and most of these agents show a lack of clinical 
activity except for bevacizumab, an antibody scavenger 
VEGF and subsequently reducing its levels causes ascites 
to be reduced dramatically. Studying specific protein 
activation following the exposure of cancer cells to ascetic 
fluid is also a very exciting area and may potentially 
provide us with a mechanistic basis which can be used 
to treat ovarian cancer with any potential targeted 
agents in a well-designed randomized trial. In preclinical 
studies, there are some reports showing  that the ascitic 
fluid induces the activation of Erk, Akt,  focal adhesion 
kinase (FAK) and integrin engagement in ovarian cancer 
cell lines [71–74]. Understanding the unique signaling 
proteomic profiles of tumor cells in each patient is very 
crucial for the clinical evaluation, as the devised targeted 
chemotherapy can be given to each patient and that will 
tailor patient disease in a control manner. 

CONCLUSION

Advanced ovarian cancer is very difficult to treat 
because the tumor quickly develops drug resistance. 
There is limited success achieved by the use of targeted 
agents in this type of tumor. We are lacking the knowledge 
to understand the tumor biology of advanced ovarian 
cancer. Ascitic fluids are the major source of metastatic 
malignant cells, and nutrients that support cancer cells 
viability in the peritoneal cavity. To successfully eradicate 
and effectively treat patients in the advanced stage, we 
must understand the mechanism underlying ascitic 
fluids and how they support the progression of advanced 
ovarian cancer. There is research opportunity to discover 
the signaling protein cascades activated by ascitic fluids. 
Clearly, the possibility of biologically targeted agents is 
emerging at a rapid pace and this class of drug will be in 
the forefront of weapons to fight the war against ovarian 
cancer.  

Keywords: Ascitic fluid, High grade serous, Ovarian 
cancer, p53

How to cite this article

Chitcholtan K. Do we have enough knowledge to win 
the fight against ovarian cancer? Edorium J Gynecol 
Obstet 2016;2:1–7.

Article ID: 100007G06KC2016

*********



Edorium Journal of Gynecology and Obstetrics, Vol. 2, 2016.

Edorium J Gynecol Obstet 2016;2:1–7. 
www.edoriumjournalofgyneobst.com

Chitcholtan  5

doi:10.5348/G06-2016-7-ED-1

*********

Acknowledgements
I would like to thank Ovarian Cancer Research 
Foundation (OCRF) Melbourne Australia for ongoing 
grant funding.

Author Contributions
Kenny Chitcholtan – Substantial contributions to 
conception and design, Acquisition of data, Analysis 
and interpretation of data, Drafting the article, Revising 
it critically for important intellectual content, Final 
approval of the version to be published

Guarantor
The corresponding author is the guarantor of submission.

Conflict of Interest
Authors declare no conflict of interest.

Copyright
© 2016 Kenny Chitcholtan. This article is distributed 
under the terms of Creative Commons Attribution 
License which permits unrestricted use, distribution 
and reproduction in any medium provided the original 
author(s) and original publisher are properly credited. 
Please see the copyright policy on the journal website for 
more information.

References

1.	 Burges A, Schmalfeldt B. Ovarian cancer: 
diagnosis and treatment. Dtsch Arztebl Int 2011 
Sep;108(38):635–41. 

2.	 Sodek KL, Murphy KJ, Brown TJ, Ringuette MJ. 
Cell-cell and cell-matrix dynamics in intraperitoneal 
cancer metastasis. Cancer Metastasis Rev 2012 
Jun;31(1-2):397–414. 

3.	 Markman M. Current status of cytotoxic drug 
treatment of epithelial ovarian cancer. CME Journal 
of Gynecologic Oncology 2002;7(1):5–9.

4.	 Levanon K, Crum C, Drapkin R. New insights into the 
pathogenesis of serous ovarian cancer and its clinical 
impact. J Clin Oncol 2008 Nov 10;26(32):5284–93.

5.	 Kurman RJ, Shih IeM. The origin and pathogenesis of 
epithelial ovarian cancer: a proposed unifying theory. 
Am J Surg Pathol 2010 Mar;34(3):433–43. 

6.	 Rescigno P, Cerillo I, Ruocco R, Condello C, De Placido 
S, Pensabene M. New hypothesis on pathogenesis of 
ovarian cancer lead to future tailored approaches. 
Biomed Res Int 2013;2013:852839.

7.	 Romero I, Sun CC, Wong KK, Bast RC Jr, Gershenson 
DM. Low-grade serous carcinoma: new concepts 
and emerging therapies. Gynecol Oncol 2013 
Sep;130(3):660–6. 

8.	 Moreno CS, Matyunina L, Dickerson EB, et al. 
Evidence that p53-mediated cell-cycle-arrest inhibits 

chemotherapeutic treatment of ovarian carcinomas. 
PLoS One 2007 May 16;2(5):e441.

9.	 Cai KQ, Wu H, Klein-Szanto AJ, Xu XX. Acquisition 
of a second mutation of the Tp53 alleles immediately 
precedes epithelial morphological transformation 
in ovarian tumorigenicity. Gynecol Oncol 2009 
Jul;114(1):18–25. 

10.	 Pohl G, Ho CL, Kurman RJ, Bristow R, Wang TL, Shih 
IeM. Inactivation of the mitogen-activated protein 
kinase pathway as a potential target-based therapy in 
ovarian serous tumors with KRAS or BRAF mutations. 
Cancer Res 2005 Mar 1;65(5):1994–2000.

11.	 Sundov D, Caric A, Mrklic I, et al. P53, 
MAPK, topoisomerase II alpha and Ki67 
immunohistochemical expression and KRAS/BRAF 
mutation in ovarian serous carcinomas. Diagn Pathol 
2013 Feb 6;8:21. 

12.	 Nakayama N, Nakayama K, Yeasmin S, et al. KRAS 
or BRAF mutation status is a useful predictor of 
sensitivity to MEK inhibition in ovarian cancer. Br J 
Cancer 2008 Dec 16;99(12):2020–8. 

13.	 Zhang S, Yuan Y, Hao D. A genomic instability score in 
discriminating nonequivalent outcomes of BRCA1/2 
mutations and in predicting outcomes of ovarian 
cancer treated with platinum-based chemotherapy. 
PLoS One 2014 Dec 1;9(12):e113169. 

14.	 Huang J, Zhang L, Greshock J, et al. Frequent genetic 
abnormalities of the PI3K/AKT pathway in primary 
ovarian cancer predict patient outcome. Genes 
Chromosomes Cancer 2011 Aug;50(8):606–18.

15.	 Nakayama K, Nakayama N, Jinawath N, et al. 
Amplicon profiles in ovarian serous carcinomas. Int J 
Cancer 2007 Jun 15;120(12):2613–7.

16.	 Martins FC, Santiago Id, Trinh A, et al. Combined 
image and genomic analysis of high-grade serous 
ovarian cancer reveals PTEN loss as a common driver 
event and prognostic classifier. Genome Biol 2014 
Dec 17;15(12):526. 

17.	 McConechy MK, Ding J, Senz J, et al. Ovarian and 
endometrial endometrioid carcinomas have distinct 
CTNNB1 and PTEN mutation profiles. Mod Pathol 
2014 Jan;27(1):128–34. 

18.	 Tanwar PS, Zhang L, Kaneko-Tarui T, et al. 
Mammalian target of rapamycin is a therapeutic target 
for murine ovarian endometrioid adenocarcinomas 
with dysregulated Wnt/ß-catenin and PTEN. PLoS 
One 2011;6(6):e20715. 

19.	 Kupryjanczyk J, Thor AD, Beauchamp R, et al. p53 
gene mutations and protein accumulation in human 
ovarian cancer. Proc Natl Acad Sci U S A 1993 Jun 
1;90(11):4961–5.

20.	 Wen WH, Reles A, Runnebaum IB, et al. p53 
mutations and expression in ovarian cancers: 
correlation with overall survival. Int J Gynecol Pathol 
1999 Jan;18(1):29–41.

21.	 Chan WY, Cheung KK, Schorge JO, et al. Bcl-2 and 
p53 protein expression, apoptosis, and p53 mutation 
in human epithelial ovarian cancers. Am J Pathol 
2000 Feb;156(2):409–17.

22.	 Campbell IG, Russell SE, Choong DY, et al. Mutation 
of the PIK3CA gene in ovarian and breast cancer. 
Cancer Res 2004 Nov 1;64(21):7678–81.

23.	 Sato N, Tsunoda H, Nishida M, et al. Loss of 
heterozygosity on 10q23.3 and mutation of the tumor 
suppressor gene PTEN in benign endometrial cyst of 



Edorium Journal of Gynecology and Obstetrics, Vol. 2, 2016.

Edorium J Gynecol Obstet 2016;2:1–7. 
www.edoriumjournalofgyneobst.com

Chitcholtan  6

the ovary: possible sequence progression from benign 
endometrial cyst to endometrioid carcinoma and 
clear cell carcinoma of the ovary. Cancer Res 2000 
Dec 15;60(24):7052–6.

24.	 Auner V, Kriegshäuser G, Tong D, et al. KRAS 
mutation analysis in ovarian samples using a high 
sensitivity biochip assay. BMC Cancer 2009 Apr 
9;9:111. 

25.	 Wu RC, Ayhan A, Maeda D, et al. Frequent somatic 
mutations of the telomerase reverse transcriptase 
promoter in ovarian clear cell carcinoma but not in 
other major types of gynaecological malignancy. J 
Pathol 2014 Mar;232(4):473–81.

26.	 Li Q, Zeng X, Cheng X, et al. Diagnostic value of 
dual detection of hepatocyte nuclear factor 1 beta 
(HNF-1ß) and napsin A for diagnosing ovarian 
clear cell carcinoma. Int J Clin Exp Pathol 2015 Jul 
1;8(7):8305–10.

27.	 Skirnisdottir I, Bjersand K, Akerud H, Seidal T. 
Napsin A as a marker of clear cell ovarian carcinoma. 
BMC Cancer 2013 Nov 5;13:524.

28.	 Frumovitz M, Schmeler KM, Malpica A, Sood AK, 
Gershenson DM. Unmasking the complexities of 
mucinous ovarian carcinoma. Gynecol Oncol 2010 
Jun;117(3):491–6.

29.	 Mavanur AA, Parimi V, O’Malley M, Nikiforova 
M, Bartlett DL, Davison JM. Establishment and 
characterization of a murine xenograft model of 
appendiceal mucinous adenocarcinoma. Int J Exp 
Pathol 2010 Aug;91(4):357–67.

30.	 Hirabayashi K, Yasuda M, Kajiwara H, et al. 
Alterations in mucin expression in ovarian mucinous 
tumors: immunohistochemical analysis of MUC2, 
MUC5AC, MUC6, and CD10 expression. Acta 
Histochem Cytochem 2008 Apr 26;41(2):15–21.

31.	 Kim MJ. The usefulness of CDX-2 for differentiating 
primary and metastatic ovarian carcinoma: 
an immunohistochemical study using a tissue 
microarray. J Korean Med Sci 2005 Aug;20(4):643–
8.

32.	 Ingber DE. Can cancer be reversed by engineering the 
tumor microenvironment? Semin Cancer Biol 2008 
Oct;18(5):356–64. 

33.	 Kenny HA, Krausz T, Yamada SD, Lengyel E. Use 
of a novel 3D culture model to elucidate the role 
of mesothelial cells, fibroblasts and extra-cellular 
matrices on adhesion and invasion of ovarian 
cancer cells to the omentum. Int J Cancer 2007 Oct 
1;121(7):1463–72.

34.	 Shaw KR, Wrobel CN, Brugge JS. Use of three-
dimensional basement membrane cultures to model 
oncogene-induced changes in mammary epithelial 
morphogenesis. J Mammary Gland Biol Neoplasia 
2004 Oct;9(4):297–310.

35.	 Nieman KM, Kenny HA, Penicka CV, et al. Adipocytes 
promote ovarian cancer metastasis and provide 
energy for rapid tumor growth. Nat Med 2011 Oct 
30;17(11):1498–503.

36.	 Borst P. Cancer drug pan-resistance: pumps, cancer 
stem cells, quiescence, epithelial to mesenchymal 
transition, blocked cell death pathways, persisters or 
what? Open Biol 2012 May;2(5):120066. 

37.	 Bapat SA. Human ovarian cancer stem cells. 
Reproduction 2010 Jul;140(1):33–41.

38.	 Ma L, Lai D, Liu T, Cheng W, Guo L. Cancer stem-
like cells can be isolated with drug selection in human 
ovarian cancer cell line SKOV3. Acta Biochim Biophys 
Sin (Shanghai) 2010 Sep;42(9):593–602. 

39.	 Hu L, McArthur C, Jaffe RB. Ovarian cancer stem-
like side-population cells are tumourigenic and 
chemoresistant. Br J Cancer 2010 Apr 13;102(8):1276–
83. 

40.	 Sugiyama T, Konishi I. Emerging drugs for 
ovarian cancer. Expert Opin Emerg Drugs 2008 
Sep;13(3):523–36. 

41.	 Kelland LR. Emerging drugs for ovarian cancer. 
Expert Opin Emerg Drugs 2005 May;10(2):413–24.

42.	 Maldonado L, Hoque MO. Epigenomics and ovarian 
carcinoma. Biomark Med 2010 Aug;4(4):543–70. 

43.	 Matei DE, Nephew KP. Epigenetic therapies for 
chemoresensitization of epithelial ovarian cancer. 
Gynecol Oncol 2010 Feb;116(2):195–201. 

44.	 Link A, Balaguer F, Goel A. Cancer chemoprevention 
by dietary polyphenols: promising role for epigenetics. 
Biochem Pharmacol 2010 Dec 15;80(12):1771–92. 

45.	 Ning K, Fermin D, Nesvizhskii AI. Comparative 
analysis of different label-free mass spectrometry 
based protein abundance estimates and their 
correlation with RNA-Seq gene expression data. J 
Proteome Res 2012 Apr 6;11(4):2261–71. 

46.	 Wang H, Wang Q, Pape UJ, et al. Systematic 
investigation of global coordination among mRNA 
and protein in cellular society. BMC Genomics 2010 
Jun 9;11:364.

47.	 Tian Q, Stepaniants SB, Mao M, et al. Integrated 
genomic and proteomic analyses of gene expression 
in Mammalian cells. Mol Cell Proteomics 2004 
Oct;3(10):960–9.

48.	 Vogel C, Abreu Rde S, Ko D, et al. Sequence signatures 
and mRNA concentration can explain two-thirds of 
protein abundance variation in a human cell line. Mol 
Syst Biol 2010 Aug 24;6:400. 

49.	 Chu LH, Chen BS. Construction of a cancer-perturbed 
protein-protein interaction network for discovery 
of apoptosis drug targets. BMC Syst Biol 2008 Jun 
30;2:56. 

50.	 Fontaine F, Overman J, François M. Pharmacological 
manipulation of transcription factor protein-protein 
interactions: opportunities and obstacles. Cell Regen 
(Lond) 2015 Mar 12;4(1):2.

51.	 Kar G, Gursoy A, Keskin O. Human cancer protein-
protein interaction network: a structural perspective. 
PLoS Comput Biol 2009 Dec;5(12):e1000601. 

52.	 Chen TC, Liu YW, Huang YH, et al. Protein 
phosphorylation profiling using an in situ proximity 
ligation assay: phosphorylation of AURKA-elicited 
EGFR-Thr654 and EGFR-Ser1046 in lung cancer 
cells. PLoS One 2013;8(3):e55657. 

53.	 Smith KP, Gifford KM, Waitzman JS, Rice SE. Survey 
of phosphorylation near drug binding sites in the 
Protein Data Bank (PDB) and their effects. Proteins 
2015 Jan;83(1):25–36. 

54.	 Mayya V, Han DK. Phosphoproteomics by mass 
spectrometry: insights, implications, applications 
and limitations. Expert Rev Proteomics 2009 
Dec;6(6):605–18.

55.	 Deschênes-Simard X, Lessard F, Gaumont-Leclerc 
MF, Bardeesy N, Ferbeyre G. Cellular senescence 



Edorium Journal of Gynecology and Obstetrics, Vol. 2, 2016.

Edorium J Gynecol Obstet 2016;2:1–7. 
www.edoriumjournalofgyneobst.com

Chitcholtan  7

and protein degradation: breaking down cancer. Cell 
Cycle 2014;13(12):1840–58.

56.	 Stintzing S, Lenz HJ. Molecular pathways: turning 
proteasomal protein degradation into a unique 
treatment approach. Clin Cancer Res 2014 Jun 
15;20(12):3064–70.

57.	 Carraway KL 3rd. E3 ubiquitin ligases in ErbB 
receptor quantity control. Semin Cell Dev Biol 2010 
Dec;21(9):936–43.

58.	 Stowell SR, Ju T, Cummings RD. Protein glycosylation 
in cancer. Annu Rev Pathol 2015;10:473–510.

59.	 Allam H, Aoki K, Benigno BB, et al. Glycomic 
analysis of membrane glycoproteins with bisecting 
glycosylation from ovarian cancer tissues reveals 
novel structures and functions. J Proteome Res 2015 
Jan 2;14(1):434–46.

60.	 Kim K, Ruhaak LR, Nguyen UT, et al. Evaluation 
of glycomic profiling as a diagnostic biomarker 
for epithelial ovarian cancer. Cancer Epidemiol 
Biomarkers Prev 2014 Apr;23(4):611–21.

61.	 Saldova R, Wormald MR, Dwek RA, Rudd PM. 
Glycosylation changes on serum glycoproteins 
in ovarian cancer may contribute to disease 
pathogenesis. Dis Markers 2008;25(4-5):219–32.

62.	 Van Gool B, Dedieu S, Emonard H, Roebroek AJ. 
The Matricellular Receptor LRP1 Forms an Interface 
for Signaling and Endocytosis in Modulation of the 
Extracellular Tumor Environment. Front Pharmacol 
2015 Nov 10;6:271.

63.	 Mellman I, Yarden Y. Endocytosis and cancer. Cold 
Spring Harb Perspect Biol 2013 Dec 1;5(12):a016949.

64.	 Jo U, Park KH, Whang YM, et al. EGFR endocytosis 
is a novel therapeutic target in lung cancer with wild-
type EGFR. Oncotarget 2014 Mar 15;5(5):1265–78.

65.	 Grandal MV, Madshus IH. Epidermal growth 
factor receptor and cancer: control of oncogenic 
signalling by endocytosis. J Cell Mol Med 2008 Sep-
Oct;12(5A):1527–34.

66.	 Saif MW, Siddiqui IA, Sohail MA. Management of 
ascites due to gastrointestinal malignancy. Ann Saudi 
Med 2009 Sep-Oct;29(5):369–77.

67.	 Masoumi Moghaddam S, Amini A, Morris DL, 
Pourgholami MH. Significance of vascular endothelial 
growth factor in growth and peritoneal dissemination 
of ovarian cancer. Cancer Metastasis Rev 2012 
Jun;31(1-2):143–62.

68.	 Miyake TM, Sood AK, Coleman RL. Contemporary 
use of bevacizumab in ovarian cancer. Expert Opin 
Biol Ther 2013 Feb;13(2):283–94.

69.	 Peterson VM, Castro CM, Chung J, et al. Ascites 
analysis by a microfluidic chip allows tumor-
cell profiling. Proc Natl Acad Sci U S A 2013 Dec 
17;110(51):E4978–86.

70.	 Matte I, Lane D, Laplante C, Rancourt C, Piché A. 
Profiling of cytokines in human epithelial ovarian 
cancer ascites. Am J Cancer Res 2012;2(5):566–80.

71.	 Puiffe ML, Le Page C, Filali-Mouhim A, et al. 
Characterization of ovarian cancer ascites on cell 
invasion, proliferation, spheroid formation, and gene 
expression in an in vitro model of epithelial ovarian 
cancer. Neoplasia 2007 Oct;9(10):820–9.

72.	 Lane D, Goncharenko-Khaider N, Rancourt C, Piché 
A. Ovarian cancer ascites protects from TRAIL-
induced cell death through alphavbeta5 integrin-
mediated focal adhesion kinase and Akt activation. 
Oncogene 2010 Jun 17;29(24):3519–31.

73.	 Goncharenko-Khaider N, Matte I, Lane D, Rancourt 
C, Piché A. Ovarian cancer ascites increase Mcl-
1 expression in tumor cells through ERK1/2-Elk-1 
signaling to attenuate TRAIL-induced apoptosis. Mol 
Cancer 2012 Nov 17;11:84.

74.	 Ahmed N, Riley C, Oliva K, Rice G, Quinn M. Ascites 
induces modulation of alpha6beta1 integrin and 
urokinase plasminogen activator receptor expression 
and associated functions in ovarian carcinoma. Br J 
Cancer 2005 Apr 25;92(8):1475–85.

Access full text article on
other devices

Access PDF of article on
other devices


