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Abstract
Ovarian cancer is one of the most deadly malignancies in women because of its poor prognosis and that a majority 

of patients are diagnosed at advanced stage. Therefore, chemotherapy becomes the most important treatment option 
in most ovarian cancer cases. However, chemoresistance in relapsed cases is the major obstacle for the clinical 
management of this disease. Mounting evidences have suggested the de novo (intrinsic) and acquired (extrinsic) 
chemoresistance are two major underlying mechanisms occurring in human cancers. The de novo chemoresistance 
is attributed to the existence of cancer stem cells, while the genetic and/or epigenetic alterations in dysregulation of 
oncogenes or tumor suppressor genes contribute to the acquired chemoresistance. In this review, we will summarize 
and discuss the recent findings of the above mechanisms in chemoresistance and particularly, we will focus on 
the significance of putative miRNAs expressions and their associated signaling regulations in the development of 
acquired chemoresistance in ovarian cancer.
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Editorial
Ovarian cancer is one of the most leading fetal gynaecological 

malignance in women worldwide [1,2]. The high mortality rate of 
this disease is because of its poor prognosis and that approximately 
75% of the patients are diagnosed at advanced stages (FIGO stages 
III and IV). Therefore, adjuvant chemotherapy is necessary for the 
clinical management of patients with advanced tumors [3]. Platinum-
based combination chemotherapy is the standard first-line strategy 
for ovarian cancer patients. Although initial treatment achieves high 
percentage in responses, most of the patients will eventually develop 
resistance to anti-cancer drugs [4,5]. Therefore, chemoresistance 
is the major clinical obstacle for the treatment of ovarian cancer 
patients nowadays. Mounting evidences have documented that de 
novo (intrinsic) and acquired (extrinsic) chemoresistance are two 
major most likely mechanisms in various human cancers. However, 
the precise mechanism for chemoresistance in ovarian cancer remains 
unclear.

The de novo  chemoresistance, also called as intrinsic 
chemoresistance, refers to cancer cells that are resistant to 
chemotherapeutic drugs from the very beginning of anti-cancer 
drug treatment. This type of chemoresistance originates from cells 
which have already had capacities of drug-resistance such as limiting 
drugs uptake, enhancing efflux, or activating detoxification of 
drugs [6]. Previous studies reported that the aberrant expressions of 
certain crucial proteins could lead to intrinsic chemoresistance. For 
instance, the reduced expression of BNIP3 (Bcl2/adenovirus E1B 19 
kDa protein interacting protein) and increased expression of ISG15 
(Interferon-Stimulated Gene 15) were associated with intrinsic 
gemcitabine resistance in pancreatic cancer patients [7,8]. Up to date, 
researchers have summarized that this subset of tumor cells with 
resistant properties against anti-cancer drugs is Cancer Stem Cells 
(CSC), which are also known as tumor initiating cells. This type of 
cells shows high cell survival rate under chemotherapeutic challenge, 
faster proliferation and high spreading capacity. Researchers believe 
such CSCs are responsible for the abilities of tumorigenesis, self-
renewal, differentiation and chemo/radio-resistance [9,10]. A very 
recent report showed that MYC-driven murine tumors contained a 
subset of cells that refluxed Hoechst 33342. Such onco-genotype of the 
hepatic tumor could promote a specific mechanism of chemoresistance 
that contributed to the survival of hepatic CSCs [11]. This evidence 
suggests that CSCs contribute to intrinsic chemoresistance in human 
cancer. However, the characteristics of CSCs and their functions in 

chemoresistance of a wide range cancer types need more evidences to 
prove and elucidate [12-14]. 

On the other hand, the mechanism of acquired chemoresistance, 
which is also called extrinsic chemoresistance, includes genetic and 
epigenetic alternations of crucial genes in cancer cells during the 
repetitive treatment of chemotherapy. The genetic and epigenetic 
changes in cells may gradually induce cancer cells to adapt the 
apoptotic stresses of anti-cancer drugs [15]. In ovarian cancer, the 
first-line chemotherapy with a combination of platinum-paclitaxel 
yields response rates of more than 80%; with 40–60% cases have 
complete response in advanced ovarian cancer. However, the median 
progression-free survival is only 18 months as most of these patients 
relapse ultimately [16]. Re-treating these patients with the same drugs 
(carboplatin and paclitaxel) always confers response rates of around 
50% in tumors that relapse more than 12 months after initial treatment. 
But this falls to 10–20% when the treatment-free interval is less than 6 
months [17]. This indicates that the chemoresistance of ovarian cancer 
is likely due to the existence of acquired chemoresistance.

Although the underlying mechanism leading to acquired 
chemoresistance is still unclear, numerous studies have documented 
that genetic or epigenetic alterations are frequently occurred and are 
the cause of chemorsistance development in cancers. The reasons are 
attributed to the mechanisms of most anti-cancer drugs for inhibiting 
cancer cell growth through impairing DNA synthesis, damaging the 
DNA in the nucleus or breaking down the mitotic spindles of the 
cells. These effects could cause genetic and epigenetic changes in gene 
expressions. Genetic changes refer to the changes in DNA sequence, 
including mutation, deletion, amplification, translocation, and so 
on. When these changes happen to genes, such as TP53, RB1 and 
KRAS, which are significant for controlling cell cycle, proliferation, 
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survival and apoptosis etc, they make cancer cells aggressive and 
chemoresistant [18-20]. Recently, abundant evidences have showed 
that the genetic alternations could be one of the causes of the acquired 
resistance in human ovarian cancer. For example, Shim et al. [21] 
reported that an elevation of a transcription factor NF-E2-Related 
Factor-2 (NRF2) activity might be a determining factor for resistance to 
doxorubicin in ovarian carcinoma cell lines and the adaptive activation 
of the NRF2 system could participate in the development of acquired 
resistance to anthracycline therapy. Fu et al. [22] found that the 
enhanced expression of Glycogen Synthase Kinase-3α (GSK-3α) was 
associated with acquired resistance to paclitaxel in ovarian carcinoma 
cells. Moreover, Ong et al. [23] using microarray analysis in a newly 
established arsenic-resistant ovarian cancer cell line OVCAR-3/AsR 
revealed that there was a dysregulation of multiple genes associated 
with the development of acquired chemoresistance to As(2)O(3) and 
increased tumor aggressiveness.

In the past few decades, emerging evidences have documented 
that the epigenetic alterations could be the novel mechanism leading 
to the acquired chemoresistance. Epigenetic changes, including DNA 
methylation, histone modifications and microRNA regulation, regulate 
crucial gene expressions critically in the development of drug-resistance 
[24-26]. Initially, researchers have focused on DNA methylation and 
histone modifications for gene expression regulation. This is because 
DNA hypermethylation, together with histone methylation and/
or histone deacetylation, in the promoter region cause chromosome 
remodeling and further inhibit the binding of transcription factors to 
the promoter region. This induces gene silence in the transcriptional 
level [27,28]. For instance, hypermethylation in the transcription factor 
AP2E downregulated its expression, induced overexpression of DKK4 
and further made colorectal cancer patients suffer to ineffectiveness to 
fluorouracil-based chemotherapy [29]. In ovarian cancer cells, MutL 
Hhomolog 1 (MLH1) and TAp73 are two well-known examples silenced 
by methylation and such gene silencing confers ovarian cancer cells to 
be acquired drug resistance [30,31]. Indeed, the recent comprehensive 
studies in methylation have been conducted and several drugs, such as 
5-azacitidine (Aza) and hydralazine, have been used in clinical trials 
for tackling chemoresistance in human cancers [32,33], suggesting the 
DNA methylation is one of the major causes in chemoresistance. 

Recently, researchers have found another type of epigenetic 
changes, microRNA (miRNA) playing a crucial role in gene regulation 
and chemoresistance. MiRNAs refer to a group of small, non-coding 
RNAs that bind to the 3’UTR of their target mRNAs under base 
complementarity via the miRNAs seed sequence. This induces the 
target mRNA degradation or translational repression, depending on 
the complementary level of the binding between miRNA and its target 
mRNAs [34,35]. Indeed, it’s well known that the regulation of miRNA 
plays an important role in the cell development and differentiation 
during embryonic development. In contrast, deregulation of miRNAs 
usually contributes to various diseases including cancers [36,37]. 
Emerging evidences have suggested that the deregulation of miRNAs is 
closely associated with the acquired chemoresistance in various human 
cancers including ovarian cancer. For example, up-regulation of miR-
21 enforced its function in HER2+ BT474, SKBR3, and MDA-MB-453 
breast cancer cells that were induced to the acquired trastuzumab 
resistance by long-term exposure to trastuzumab antibody [38]. In 
addition, loss of MiR-181a and miR-630 expressions might inhibit 
cisplatin-induced cancer cell death in Non Small Cell Lung Cancer 
(NSLC) [39]. Moreover, a recent study reported that the upregulation 
of miR-214 and miR-376c induced cell proliferation, cell survival 
and cisplatin resistance in ovarian cancer [40,41]. Therefore, further 

investigation of miRNA deregulation is a need to unveil the mechanism 
of chemoresistance in human cancers including ovarian cancer.

As the base complementarity between miRNA and its binding to 
the 3’UTR of mRNAs is not necessary to be 100%, one miRNA may 
regulate numerous target mRNAs. Hence, one miRNA may be involved 
in governing a network of signaling pathways such as the TGF-β, WNT 
and EGF signaling cascades. Considering these pathways act as very 
important roles in regulating cell proliferation, apoptosis, DNA repair 
etc., the deregulation of miRNAs expressions could cause dysfunction 
of these pathways in regulating cellular physiology and properties 
including increased resistance to anti-cancer drugs induced cell 
apoptosis [42-44]. There are several well-known pathways regulated 
by miRNAs found in ovarian cancer chemoresistance, such as PI3K/
AKT/mTOR and Phosphatase and Tensin Homolog (PTEN) signaling 
cascades [45,46]. For example, Nagaraja et al. [47] found that miR-22 
and miR-100 repressed AKT/mTOR signaling and enhanced sensitivity 
to the rapamycin analog RAD001 (everolimus) in clear cell ovarian 
cancer. In addition, Fu et al. [48] also found that miR-93 was inversely 
correlated with PTEN expression in CDDP-sensitive and induced 
resistant human ovarian cancer cells by activation of AKT signaling 
pathway. Apart from the above pathways, NOTCH signaling is one of 
the most famous pathways for the development of chemoresistance 
in various human cancers including ovarian cancer. The conserved 
ligand-receptor NOTCH, governing its signaling factors such as the 
HES family and the HEY family, plays critical roles in cell proliferation, 
survival, apoptosis as well as resistance to anti-cancer drugs [49-51]. 
Numerous reports found that miR-34 participated in the Notch pathway 
regulation and involved in the acquired drug resistance in prostate 
cancer and breast cancer, suggesting that miRNA mediated NOTCH 
signaling activity was involved in chemoresistance of cancers [52,53]. 
NOTCH pathway contains abundant signaling factors for regulating its 
gene expression and cross-talking with Wnt and Hedgehog pathways, 
indicating miRNAs modulate not only NOTCH but also other signaling 
pathways [54,55]. Apart from NOTCH pathway, recent findings also 
raise the importance of FOXM1 transcription factor network in human 
cancers including ovarian cancer [49]. Our laboratory have previously 
revealed that the aberrant activation of FOXM1 signaling cascade 
triggered cell migration in ovarian cancer cells, suggesting that FOXM1 
was associated with aggressive chemoresistant ovarian cancer [56]. 
Therefore, further investigations in miRNAs regulating of NOTCH 
and FOXM1 pathways may provide new insights in the mechanism 
of chemoresistance and assist in exploring molecular therapeutic 
strategies in ovarian cancer. 

In conclusion, although recent studies have suggested that 
the acquired resistant mechanism is the major chemoresistance 
in ovarian cancer, further investigations to support this notion is 
needed. Moreover, the understanding of miRNA regulated signaling 
pathways controlling cell proliferation, apoptosis, DNA repair 
etc. such as NOTCH and FOXM1 pathways may provide valuable 
insights in the molecular mechanisms of the development of acquired 
chemoresistance. 

References

1.	 Jemal A, Bray F, Center MM, Ferlay J, Ward E, et al. (2011) Global cancer 
statistics. CA Cancer J Clin 61: 69-90.

2.	 Siegel R, Naishadham D, Jemal A (2012) Cancer statistics, 2012. CA Cancer 
J Clin 62: 10-29.

3.	 Dinh P, Harnett P, Piccart-Gebhart MJ, Awada A (2008) New therapies for 
ovarian cancer: cytotoxics and molecularly targeted agents. Crit Rev Oncol 
Hematol 67: 103-112.

4.	 Hennessy BT, Coleman RL, Markman M (2009) Ovarian cancer. Lancet 374: 
1371-1382.

http://dx.doi.org/10.4172/2161-0932.1000e104
http://www.ncbi.nlm.nih.gov/pubmed/21296855
http://www.ncbi.nlm.nih.gov/pubmed/21296855
http://www.ncbi.nlm.nih.gov/pubmed/22237781
http://www.ncbi.nlm.nih.gov/pubmed/22237781
http://www.ncbi.nlm.nih.gov/pubmed/18342536
http://www.ncbi.nlm.nih.gov/pubmed/18342536
http://www.ncbi.nlm.nih.gov/pubmed/18342536
http://www.ncbi.nlm.nih.gov/pubmed/19793610
http://www.ncbi.nlm.nih.gov/pubmed/19793610


Citation: Liu MX, Chan DW, Ngan HYS (2012) Mechanisms of Chemoresistance in Human Ovarian Cancer at a Glance. Gynecol Obstet 2:e104. 
doi:10.4172/2161-0932.1000e104

Page 3 of 4

Volume 2 • Issue 3 • 1000e104
Gynecol Obstet
ISSN:2161-0932 Gynecology an open access journal 

5.	 Yap TA, Carden CP, Kaye SB (2009) Beyond chemotherapy: targeted therapies 
in ovarian cancer. Nat Rev Cancer 9: 167-181.

6.	 Gottesman MM (2002) Mechanisms of cancer drug resistance. Annu Rev Med 
53: 615-627.

7.	 Akada M, Crnogorac-Jurcevic T, Lattimore S, Mahon P, Lopes R, et al. 
(2005) Intrinsic chemoresistance to gemcitabine is associated with decreased 
expression of BNIP3 in pancreatic cancer. Clin Cancer Res 11: 3094-3101.

8.	 Ina S, Hirono S, Noda T, Yamaue H (2010) Identifying molecular markers for 
chemosensitivity to gemcitabine in pancreatic cancer: increased expression of 
interferon-stimulated gene 15 kd is associated with intrinsic chemoresistance. 
Pancreas 39: 473-485.

9.	 Boman BM, Wicha MS (2008) Cancer stem cells: a step toward the cure. J Clin 
Oncol 26: 2795-2799.

10.	Zhou BB, Zhang H, Damelin M, Geles KG, Grindley JC, et al. (2009) Tumour-
initiating cells: challenges and opportunities for anticancer drug discovery. Nat 
Rev Drug Discov 8: 806-823.

11.	Kai-Hua Chow E, Fan LL, Chen X, Michael Bishop J (2012) Oncogene-specific 
formation of chemoresistant murine hepatic cancer stem cells. Hepatology.

12.	Hemmings C (2010) The elaboration of a critical framework for understanding 
cancer: the cancer stem cell hypothesis. Pathology 42: 105-112.

13.	Li Y, Laterra J (2012) Cancer stem cells: distinct entities or dynamically 
regulated phenotypes? Cancer Res 72: 576-580.

14.	Vermeulen L, de Sousa e Melo F, Richel DJ, Medema JP (2012) The developing 
cancer stem-cell model: clinical challenges and opportunities. Lancet Oncol 13: 
e83-89.

15.	Szakács G, Paterson JK, Ludwig JA, Booth-Genthe C, Gottesman MM (2006) 
Targeting multidrug resistance in cancer. Nat Rev Drug Discov 5: 219-234.

16.	Greenlee RT, Hill-Harmon MB, Murray T, Thun M (2001) Cancer statistics, 
2001. CA Cancer J Clin 51: 15-36.

17.	Harries M, Kaye SB (2001) Recent advances in the treatment of epithelial 
ovarian cancer. Expert Opin Investig Drugs 10: 1715-1724.

18.	Sankala H, Vaughan C, Wang J, Deb S, Graves PR (2011) Upregulation of the 
mitochondrial transport protein, Tim50, by mutant p53 contributes to cell growth 
and chemoresistance. Arch Biochem Biophys 512: 52-60.

19.	Jardin F, Callanan M, Penther D, Ruminy P, Troussard X, et al. (2009) Recurrent 
genomic aberrations combined with deletions of various tumour suppressor 
genes may deregulate the G1/S transition in CD4+CD56+ haematodermic 
neoplasms and contribute to the aggressiveness of the disease. Leukemia 23: 
698-707.

20.	Wang Y, Ngo VN, Marani M, Yang Y, Wright G, et al. (2010) Critical role 
for transcriptional repressor Snail2 in transformation by oncogenic RAS in 
colorectal carcinoma cells. Oncogene 29: 4658-4670.

21.	Shim GS, Manandhar S, Shin DH, Kim TH, Kwak MK (2009) Acquisition of 
doxorubicin resistance in ovarian carcinoma cells accompanies activation of 
the NRF2 pathway. Free Radic Biol Med 47: 1619-1631.

22.	Fu Y, Hu D, Qiu J, Xie X, Ye F, Lu WG (2011) Overexpression of glycogen 
synthase kinase-3 in ovarian carcinoma cells with acquired paclitaxel 
resistance. Int J Gynecol Cancer 21: 439-444.

23.	Ong PS, Chan SY, Ho PC (2012) Microarray analysis revealed dysregulation 
of multiple genes associated with chemoresistance to As(2)O(3) and increased 
tumor aggressiveness in a newly established arsenic-resistant ovarian cancer 
cell line, OVCAR-3/AsR. Eur J Pharm Sci 45: 367-378.

24.	Wolffe AP, Matzke MA (1999) Epigenetics: regulation through repression. 
Science 286: 481-486.

25.	Jones PA (2002) DNA methylation and cancer. Oncogene 21: 5358-5360.

26.	Strathdee G, Brown R (2002) Aberrant DNA methylation in cancer: potential 
clinical interventions. Expert Rev Mol Med 4: 1-17.

27.	Suganuma T, Workman JL (2008) Crosstalk among Histone Modifications. Cell 
135: 604-607.

28.	Tyler JK, Kadonaga JT (1999) The “dark side” of chromatin remodeling: 
repressive effects on transcription. Cell 99: 443-446.

29.	Ebert MP, Tänzer M, Balluff B, Burgermeister E, Kretzschmar AK, et al. (2012) 

TFAP2E-DKK4 and chemoresistance in colorectal cancer. N Engl J Med 366: 
44-53.

30.	Zeller C, Dai W, Steele NL, Siddiq A, Walley AJ, et al. (2012) Candidate DNA 
methylation drivers of acquired cisplatin resistance in ovarian cancer identified 
by methylome and expression profiling. Oncogene.

31.	Ibrahim N, He L, Leong CO, Xing D, Karlan BY, et al. (2010) BRCA1-
Associated Epigenetic Regulation of p73 Mediates an Effector Pathway for 
Chemosensitivity in Ovarian Carcinoma. Cancer Res 70: 7155-7165.

32.	Raffoux E, Cras A, Recher C, Boëlle PY, de Labarthe A, et al. (2010) Phase 
2 clinical trial of 5-azacitidine, valproic acid, and all-trans retinoic acid in 
patients with high-risk acute myeloid leukemia or myelodysplastic syndrome. 
Oncotarget 1: 34-42.

33.	Candelaria M, Gallardo-Rincón D, Arce C, Cetina L, Aguilar-Ponce JL, et al. 
(2007 ) A phase II study of epigenetic therapy with hydralazine and magnesium 
valproate to overcome chemotherapy resistance in refractory solid tumors. Ann 
Oncol 18: 1529-1538.

34.	Bartel DP (2004) MicroRNAs: genomics, biogenesis, mechanism, and function. 
Cell 116: 281-297.

35.	Winter J, Jung S, Keller S, Gregory RI, Diederichs S (2009) Many roads to 
maturity: microRNA biogenesis pathways and their regulation. Nat Cell Biol 
11: 228-234.

36.	Lu J, Getz G, Miska EA, Alvarez-Saavedra E, Lamb J, et al. (2005) MicroRNA 
expression profiles classify human cancers. Nature 435: 834-838.

37.	Calin GA, Croce CM (2006) MicroRNA signatures in human cancers. Nat Rev 
Cancer 6: 857-866.

38.	Gong C, Yao Y, Wang Y, Liu B, Wu W, et al. (2011) Up-regulation of miR-21 
Mediates Resistance to Trastuzumab Therapy for Breast Cancer. J Biol Chem 
286: 19127-19137.

39.	Galluzzi L, Morselli E, Vitale I, Kepp O, Senovilla L, et al. (2010) miR-181a and 
miR-630 regulate cisplatin-induced cancer cell death. Cancer Res 70: 1793-
1803.

40.	Yang H, Kong W, He L, Zhao JJ, O’Donnell JD, et al. (2008) MicroRNA 
expression profiling in human ovarian cancer: miR-214 induces cell survival 
and cisplatin resistance by targeting PTEN. Cancer Res 68: 425-433.

41.	Ye G, Fu G, Cui S, Zhao S, Bernaudo S, et al. (2011) MicroRNA 376c 
enhances ovarian cancer cell survival by targeting activin receptor-like kinase 
7: implications for chemoresistance. J Cell Sci 124: 359-368.

42.	Lewis BP, Burge CB, Bartel DP (2005) Conserved seed pairing, often flanked 
by adenosines, indicates that thousands of human genes are microRNA 
targets. Cell 120: 15-20.

43.	Bartel DP (2009) MicroRNAs: target recognition and regulatory functions. Cell 
136: 215-233.

44.	Inui M, Martello G, Piccolo S (2010) MicroRNA control of signal transduction. 
Nat Rev Mol Cell Biol 11: 252-263.

45.	Abedini MR, Muller EJ, Bergeron R, Gray DA, Tsang BK (2010) Akt promotes 
chemoresistance in human ovarian cancer cells by modulating cisplatin-
induced, p53-dependent ubiquitination of FLICE-like inhibitory protein. 
Oncogene 29: 11-25.

46.	Wu H, Cao Y, Weng D, Xing H, Song X, et al. (2008) Effect of tumor suppressor 
gene PTEN on the resistance to cisplatin in human ovarian cancer cell lines 
and related mechanisms. Cancer Lett 271: 260-271.

47.	Nagaraja AK, Creighton CJ, Yu Z, Zhu H, Gunaratne PH, et al. (2010) A 
Link between mir-100 and FRAP1/mTOR in Clear Cell Ovarian Cancer. Mol 
Endocrinol 24: 447-463.

48.	Fu X, Tian J, Zhang L, Chen Y, Hao Q (2012) Involvement of microRNA-93, a 
new regulator of PTEN/Akt signaling pathway, in regulation of chemotherapeutic 
drug cisplatin chemosensitivity in ovarian cancer cells. FEBS Lett 586: 1279-
1286.

49.	(2011) Integrated genomic analyses of ovarian carcinoma. Nature 474: 609-
615.

50.	Hopfer O, Zwahlen D, Fey MF, Aebi S (2005) The Notch pathway in ovarian 
carcinomas and adenomas. Br J Cancer 93: 709-718.

51.	Wang Z, Li Y, Ahmad A, Azmi AS, Banerjee S, et al. (2010) Targeting Notch 
signaling pathway to overcome drug resistance for cancer therapy. Biochim 
Biophys Acta 1806: 258-267.

http://dx.doi.org/10.4172/2161-0932.1000e104
http://www.ncbi.nlm.nih.gov/pubmed/19238149
http://www.ncbi.nlm.nih.gov/pubmed/19238149
http://www.ncbi.nlm.nih.gov/pubmed/11818492
http://www.ncbi.nlm.nih.gov/pubmed/11818492
http://www.ncbi.nlm.nih.gov/pubmed/15837765
http://www.ncbi.nlm.nih.gov/pubmed/15837765
http://www.ncbi.nlm.nih.gov/pubmed/15837765
http://www.ncbi.nlm.nih.gov/pubmed/19959962
http://www.ncbi.nlm.nih.gov/pubmed/19959962
http://www.ncbi.nlm.nih.gov/pubmed/19959962
http://www.ncbi.nlm.nih.gov/pubmed/19959962
http://www.ncbi.nlm.nih.gov/pubmed/18539956
http://www.ncbi.nlm.nih.gov/pubmed/18539956
http://www.ncbi.nlm.nih.gov/pubmed/19794444
http://www.ncbi.nlm.nih.gov/pubmed/19794444
http://www.ncbi.nlm.nih.gov/pubmed/19794444
http://www.ncbi.nlm.nih.gov/pubmed/22505225
http://www.ncbi.nlm.nih.gov/pubmed/22505225
http://www.ncbi.nlm.nih.gov/pubmed/20085510
http://www.ncbi.nlm.nih.gov/pubmed/20085510
http://www.ncbi.nlm.nih.gov/pubmed/22298594
http://www.ncbi.nlm.nih.gov/pubmed/22298594
http://www.ncbi.nlm.nih.gov/pubmed/22300863
http://www.ncbi.nlm.nih.gov/pubmed/22300863
http://www.ncbi.nlm.nih.gov/pubmed/22300863
http://www.ncbi.nlm.nih.gov/pubmed/16518375
http://www.ncbi.nlm.nih.gov/pubmed/16518375
http://www.ncbi.nlm.nih.gov/pubmed/11577478
http://www.ncbi.nlm.nih.gov/pubmed/11577478
http://www.ncbi.nlm.nih.gov/pubmed/11772280
http://www.ncbi.nlm.nih.gov/pubmed/11772280
http://www.ncbi.nlm.nih.gov/pubmed/21621504
http://www.ncbi.nlm.nih.gov/pubmed/21621504
http://www.ncbi.nlm.nih.gov/pubmed/21621504
http://www.ncbi.nlm.nih.gov/pubmed/19158833
http://www.ncbi.nlm.nih.gov/pubmed/19158833
http://www.ncbi.nlm.nih.gov/pubmed/19158833
http://www.ncbi.nlm.nih.gov/pubmed/19158833
http://www.ncbi.nlm.nih.gov/pubmed/19158833
http://www.ncbi.nlm.nih.gov/pubmed/20562906
http://www.ncbi.nlm.nih.gov/pubmed/20562906
http://www.ncbi.nlm.nih.gov/pubmed/20562906
http://www.ncbi.nlm.nih.gov/pubmed/19751820
http://www.ncbi.nlm.nih.gov/pubmed/19751820
http://www.ncbi.nlm.nih.gov/pubmed/19751820
http://www.ncbi.nlm.nih.gov/pubmed/21436692
http://www.ncbi.nlm.nih.gov/pubmed/21436692
http://www.ncbi.nlm.nih.gov/pubmed/21436692
http://www.ncbi.nlm.nih.gov/pubmed/22178533
http://www.ncbi.nlm.nih.gov/pubmed/22178533
http://www.ncbi.nlm.nih.gov/pubmed/22178533
http://www.ncbi.nlm.nih.gov/pubmed/22178533
http://www.ncbi.nlm.nih.gov/pubmed/10521337
http://www.ncbi.nlm.nih.gov/pubmed/10521337
http://www.ncbi.nlm.nih.gov/pubmed/12154398
http://www.ncbi.nlm.nih.gov/pubmed/14987388
http://www.ncbi.nlm.nih.gov/pubmed/14987388
http://www.ncbi.nlm.nih.gov/pubmed/19013272
http://www.ncbi.nlm.nih.gov/pubmed/19013272
http://www.ncbi.nlm.nih.gov/pubmed/10589670
http://www.ncbi.nlm.nih.gov/pubmed/10589670
http://www.ncbi.nlm.nih.gov/pubmed/22216841
http://www.ncbi.nlm.nih.gov/pubmed/22216841
http://www.ncbi.nlm.nih.gov/pubmed/22216841
http://www.ncbi.nlm.nih.gov/pubmed/22249249
http://www.ncbi.nlm.nih.gov/pubmed/22249249
http://www.ncbi.nlm.nih.gov/pubmed/22249249
http://www.ncbi.nlm.nih.gov/pubmed/20807817
http://www.ncbi.nlm.nih.gov/pubmed/20807817
http://www.ncbi.nlm.nih.gov/pubmed/20807817
http://www.ncbi.nlm.nih.gov/pubmed/21293051
http://www.ncbi.nlm.nih.gov/pubmed/21293051
http://www.ncbi.nlm.nih.gov/pubmed/21293051
http://www.ncbi.nlm.nih.gov/pubmed/21293051
http://www.ncbi.nlm.nih.gov/pubmed/17761710
http://www.ncbi.nlm.nih.gov/pubmed/17761710
http://www.ncbi.nlm.nih.gov/pubmed/17761710
http://www.ncbi.nlm.nih.gov/pubmed/17761710
http://www.ncbi.nlm.nih.gov/pubmed/17761710
http://www.ncbi.nlm.nih.gov/pubmed/17761710
http://www.ncbi.nlm.nih.gov/pubmed/19255566
http://www.ncbi.nlm.nih.gov/pubmed/19255566
http://www.ncbi.nlm.nih.gov/pubmed/19255566
http://www.ncbi.nlm.nih.gov/pubmed/15944708
http://www.ncbi.nlm.nih.gov/pubmed/15944708
http://www.ncbi.nlm.nih.gov/pubmed/17060945
http://www.ncbi.nlm.nih.gov/pubmed/17060945
http://www.ncbi.nlm.nih.gov/pubmed/21471222
http://www.ncbi.nlm.nih.gov/pubmed/21471222
http://www.ncbi.nlm.nih.gov/pubmed/21471222
http://www.ncbi.nlm.nih.gov/pubmed/20145152
http://www.ncbi.nlm.nih.gov/pubmed/20145152
http://www.ncbi.nlm.nih.gov/pubmed/20145152
http://www.ncbi.nlm.nih.gov/pubmed/18199536
http://www.ncbi.nlm.nih.gov/pubmed/18199536
http://www.ncbi.nlm.nih.gov/pubmed/18199536
http://www.ncbi.nlm.nih.gov/pubmed/21224400
http://www.ncbi.nlm.nih.gov/pubmed/21224400
http://www.ncbi.nlm.nih.gov/pubmed/21224400
http://www.ncbi.nlm.nih.gov/pubmed/15652477
http://www.ncbi.nlm.nih.gov/pubmed/15652477
http://www.ncbi.nlm.nih.gov/pubmed/15652477
http://www.ncbi.nlm.nih.gov/pubmed/19167326
http://www.ncbi.nlm.nih.gov/pubmed/19167326
http://www.ncbi.nlm.nih.gov/pubmed/20216554
http://www.ncbi.nlm.nih.gov/pubmed/20216554
http://www.ncbi.nlm.nih.gov/pubmed/19802016
http://www.ncbi.nlm.nih.gov/pubmed/19802016
http://www.ncbi.nlm.nih.gov/pubmed/19802016
http://www.ncbi.nlm.nih.gov/pubmed/19802016
http://www.ncbi.nlm.nih.gov/pubmed/18657898
http://www.ncbi.nlm.nih.gov/pubmed/18657898
http://www.ncbi.nlm.nih.gov/pubmed/18657898
http://www.ncbi.nlm.nih.gov/pubmed/20081105
http://www.ncbi.nlm.nih.gov/pubmed/20081105
http://www.ncbi.nlm.nih.gov/pubmed/20081105
http://www.ncbi.nlm.nih.gov/pubmed/22465665
http://www.ncbi.nlm.nih.gov/pubmed/22465665
http://www.ncbi.nlm.nih.gov/pubmed/22465665
http://www.ncbi.nlm.nih.gov/pubmed/22465665
http://www.ncbi.nlm.nih.gov/pubmed/21720365
http://www.ncbi.nlm.nih.gov/pubmed/21720365
http://www.ncbi.nlm.nih.gov/pubmed/16136053
http://www.ncbi.nlm.nih.gov/pubmed/16136053
http://www.ncbi.nlm.nih.gov/pubmed/20600632
http://www.ncbi.nlm.nih.gov/pubmed/20600632
http://www.ncbi.nlm.nih.gov/pubmed/20600632


Citation: Liu MX, Chan DW, Ngan HYS (2012) Mechanisms of Chemoresistance in Human Ovarian Cancer at a Glance. Gynecol Obstet 2:e104. 
doi:10.4172/2161-0932.1000e104

Page 4 of 4

Volume 2 • Issue 3 • 1000e104
Gynecol Obstet
ISSN:2161-0932 Gynecology an open access journal 

52.	Kojima K, Fujita Y, Nozawa Y, Deguchi T, Ito M (2010) MiR-34a attenuates 
paclitaxel-resistance of hormone-refractory prostate cancer PC3 cells through 
direct and indirect mechanisms. Prostate 70: 1501-1512.

53.	Chen GQ, Zhao ZW, Zhou HY, Liu YJ, Yang HJ (2009) Systematic analysis 
of microRNA involved in resistance of the MCF-7 human breast cancer cell to 
doxorubicin. Med Oncol 27: 406-415.

54.	Rodilla V, Villanueva A, Obrador-Hevia A, Robert-Moreno A, Fernández-

Majada V, et al. (2009) Jagged1 is the pathological link between Wnt and Notch 
pathways in colorectal cancer. Proc Natl Acad Sci U S A 106: 6315-6320.

55.	Ranganathan P, Weaver KL, Capobianco AJ (2011) Notch signalling in solid 
tumours: a little bit of everything but not all the time. Nat Rev Cancer 11: 338-
351.

56.	Lok GT, Chan DW, Liu VW, Hui WW, Leung TH, et al. (2011) Aberrant 
Activation of ERK/FOXM1 Signaling Cascade Triggers the Cell Migration/
Invasion in Ovarian Cancer Cells. PLoS One 6: e23790.

Submit your next manuscript and get advantages of OMICS 
Group submissions
Unique features:

•	 User friendly/feasible website-translation of your paper to 50 world’s leading languages
•	 Audio Version of published paper
•	 Digital articles to share and explore

Special features:

•	 200 Open Access Journals
•	 15,000 editorial team
•	 21 days rapid review process
•	 Quality and quick editorial, review and publication processing
•	 Indexing at PubMed (partial), Scopus, DOAJ, EBSCO, Index Copernicus and Google Scholar etc
•	 Sharing Option: Social Networking Enabled
•	 Authors, Reviewers and Editors rewarded with online Scientific Credits
•	 Better discount for your subsequent articles

Submit your manuscript at: http://www.omicsonline.org/submission/

http://dx.doi.org/10.4172/2161-0932.1000e104
http://www.ncbi.nlm.nih.gov/pubmed/20687223
http://www.ncbi.nlm.nih.gov/pubmed/20687223
http://www.ncbi.nlm.nih.gov/pubmed/20687223
http://www.ncbi.nlm.nih.gov/pubmed/19412672
http://www.ncbi.nlm.nih.gov/pubmed/19412672
http://www.ncbi.nlm.nih.gov/pubmed/19412672
http://www.ncbi.nlm.nih.gov/pubmed/19325125
http://www.ncbi.nlm.nih.gov/pubmed/19325125
http://www.ncbi.nlm.nih.gov/pubmed/19325125
http://www.ncbi.nlm.nih.gov/pubmed/21508972
http://www.ncbi.nlm.nih.gov/pubmed/21508972
http://www.ncbi.nlm.nih.gov/pubmed/21508972
http://www.ncbi.nlm.nih.gov/pubmed/21858223
http://www.ncbi.nlm.nih.gov/pubmed/21858223
http://www.ncbi.nlm.nih.gov/pubmed/21858223

	Title
	Corresponding author
	Abstract
	Keywords
	Editorial
	References

