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ABSTRACT

Biomarkers as characterizing agents of patient colony and quantifying factors to a specific degree to which
developing drugs reach the intended targets, induce alternation of proposed pathophysiological mechanism and
obtain desirable clinical results. These specific molecular signatures have been emerged rapidly in cancer research
and cancer related drug development programs and have been helped vigorously in validation of novel drug targets
and prediction of drug response which together lead to precise and strong treatment of cancer diseases. In this paper
we have discussed emergence of biomarkers in drug development linked to cancer treatment and highlighted their
significant role in the mentioned area. The purpose of this review is to redefine the biomarker evolution in drug
development related to different types of cancers and a brief background about their classification, their assessment
and technologies used for their identification in order to encourage scientists for strong focus on biomarkers in their
research programs related to cancer treatment. Several types of biomarkers are discussed in this paper are such as
biomarkers for breast, prostate, colon, ovarian, lung, cervical cancers, hepatocellular carcinoma, nasopharyngeal
carcinoma and myeloid leukaemia.
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I. INTRODUCTION

Cancer as the second cause of death among high risk
human diseases developed due to alternation of genome,
hence tumour growth dynamics and diagnosis at
molecular level are essential elements for supporting
therapeutics .Although classification of human tumours
is based on the site of origin and their morphological and
anatomical assessment relied on tumor node metastasis
(TNM) with the help of histopathological methods |,
monitoring progression of diseases is supplemented by
application of prognostic biomarkers which are able to
predict the clinical results of a therapy .So the
emergence of biomarkers in drug development is
prominent from this point that they play an important
role in characterization of cancers and quantifying of
new drugs to an specific extent in order to reach the
proposed targets, change intended pathophysiological
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systems of the body and obtain desirable clinical
outcomes .Biomarkers are diagnostic which are
considerately measured and assessed as an indicator of
normal biological and pathophysiological conditions or
pharmacological therapeutic

mediation .[1,2]. They also help in determination of

responds to a

surrogate endpoint and facilitate rational basis for lead
compound selection .Generally biomarkers based on
their clinical application classified in the following
groups: Type 0: These group of biomarkers supposedly
measure innate history of a disease and correspond over
time with known clinical indicators. Type I: These types
of biomarkers indicate the mediation effect of, for
example a remedial drug and Type Il: These biomarkers
are seen to be both surrogate endpoint markers and
clinical endpoints. Another classification of biomarkers
relied on quantitative indicators of common biological
or pathogenic conditions, or drug responses. These
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biomarkers are useful for prediction and treatment of
diseases and furnished with one or more of the following
assets : 1: Biomarkers that are particularly linked with
disorders in a population 2: those are inherited 3:
Independence and presence state , regardless of the
presence of clinical phenotype of the disorder .4: Co-
dissociation with illness within families and, 5: presence
in family's relatives with illness at a higher rate than in
the common population
discussed biomarkers which are in association with

.Classification of above

diseases are as follow: 1: Protein biomarkers: Proteomic
assessment provides a direct measurement of the
alternation in levels of protein in biological samples 2:
NA-base molecular biomarkers : Utilization of mMRNA —
expression  profiling gives highly proper
reproducible estimation of mRNA in patients 3:small
molecule as biomarker : Metabolomics can provide
understanding intracellular
molecules such as proteins , amino acid, organic acids ,
sugar and other small molecules which are associated
with diseases phenotypes 5: Single
polymorphism (SNP): As single base pair loci in
genome that show variation among individuals in one or
numerous populations , these biomarkers are used to
determine common diseases such as cancer , heart
diseases and diabetes which are susceptible in
contribution to the traits that make them unique
individuals. In attempts
classified in the following way: Preventive biomarkers:
These types of biomarkers diagnose individuals at
increased risk for pathology development. Diagnostic
biomarkers: Their role is identification of the disease
presence at the earliest stage before clinical symptoms.
Prognostic biomarker: Their role is stratification of risk
of diseases progression in patients experiencing actual
therapy Their
identification of patients who are mostly expected to
respond to particular therapy. Therapeutic biomarkers:
Their role is measurement of response in patients
experiencing therapy .Special biomarkers: Their role is
identification of patients at the risk of development of
adverse reactions to specific drug and therapy . We

and

concentrations of small

nucleotide

clinical biomarkers are

.Predictive  biomarkers: role is

already discussed different classification of biomarkers,
the current biomarkers are widely used are mRNA,
proteins,SNP, expression profiling and small molecules .
The most important and basic issues supported their
emergence in biomarker discovery filed are cost, time
and appropriate and suitable technologies .Identification
of biomarkers
technologies which together help in investigation of
disease stages at all levels. The stages in biomarker
identification are as follow: analysis of samples, target
discovery, target validation, preclinical development,
clinical development and approval. Assessment of
biomarkers are carried out by following assays: single
nucleotide polymorphism, bioimagaing, immunoassays ,
mass spectrometry and quantitative polymerase chain
reaction. biomarker discovery some genomic
technologies are applicable which are such as SNP
genotyping by DNA microarray which is used for
identification of disease gene, microsatellite instability
through linkage analysis and positional cloning which
are used for mapping disease positions, expression
arrays which is used for identification of deregulated
genes and signalling routs , comparative genomic
hybridization arrays and exon arrays which are used for
loss of heterozygosity and amplification of gene .
Moreover proteomic and metabolic technologies are
used in biomarker discovery for example ,proteomic
platforms are such as HPLC, ICAT-MS,LC-MS,
MALDI-TOF, MALDI-QTOF Liquid
chromatography which participate in identification of
hydrophilic and hydrophobic proteins using blood, urine,
saliva , CSF and affected tissues as their samples . Gel
electrophoresis, DI GE-MS, 2DE and tissue microarrays
participate in detection differences between proteins of
two different samples, analysis of protein biomarkers,
identification of targets and biomarker validation. All
these techniques use affected tissue as their analysing
samples. Metabolic platforms are used in biomarker
discovery are NMR for identification of small molecules
such as amino acids, organic acids, sugars and so on and
MS used in identification and characterization of small
molecules . The metabolic technologies used saliva,

involves combination of several

For
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urine, blood, CSF, serum and cells as their analysing
samples. [2-4] Although these techniques are helpful in
identification of biomarkers but new technologies have
emerged in last decay which are very helpful in
identification of biomarkers and saving the time and cost
for example , bioinformatics tools for SNP detection [5]
and emergence of new animal model of zebra fish and
it's biomarkers for screening the developing drugs .[6].

II. METHODS AND MATERIAL

Role of biomarkers in cancer research and drug
development:

Biomarkers play significant role in drug development
and especially in cancer research. In this section we
focus on previous and recent discoveries related to
cancer specific biomarkers to demonstrate their broad
area of wuse in cancer research .Cancer specific
biomarkers are discussed here are such as biomarkers
are associated in detection of prostate cancer,
hepatocellular carcinoma, colon cancer, breast cancer,
ovarian cancer,myeloid leukaemia ,nasopharyngeal
carcinoma, lung cancer and cervical cancer.[2].

Role of alpha-methylacyl CoA racemase in prostate
cancer: Alpha-methylacyl CoA racemase (AMACR) is a
cancer specific biomarker which is show overexpression
in prostate cancer as compared to benign prostatic tissue.
Researchers explored the use of alpha-methylacyl CoA
racemase as a biomarker for prostate cancer. They have
used immunohistochemistry for determination of
AMACR protein expression. In their research, they have
used an image analysis system on two localized prostate
cancers groups including radical prostatectomy treated
group (204 men ) and 188 men followed waiting . In this
research, the end points for the groups were the time to
prostate-specific antigen (PSA) failure and time to
prostate cancer death in the attentive expectant group.
For best differentiation prostate cancer outcome in each
of the groups, a regression tree method used to
determine optimal AMACR protein expression cut-
points separately. For examination of the effect of the
AMACR cut-point on prostate cancer outcome, and
adjusting for clinical variables, Cox proportional hazard
models were used. Their results shown that lower
expression of AMACR tissue was in association with
worse prostate cancer results. Their research was the

first one which showed that significant association of
AMACR expression with prostate cancer and defined it
as biomarker of aggressive prostate cancer.[7]

Role of alfa-fetoprotein (AFP) biomarker in detection of
Hepatocellular carcinoma (HCC): HCC as a large cause
of cancer death is usually diagnosed after developing
clinical retrogression at which measurement of time
survival is carried out in months. Control of high risk
patients for HCC is usually carried out using the serum
marker  alfa-fetoprotein (AFP) along  with
ultrasonography. Initial elevation of AFP levels is seen
in the early stages of HCC and then decline or even
normalizes before increasing again as disease
progression follows. [8, 9].

Role of adenomatous polyposis coli (APC) in colon
cancer :Mutation in the adenomatous polyposis coli
(APC) sometimes result in sporadic colorectal
cancers.Colorectal cancers are raised through a regular
course of histological alternations named as ‘adenoma-
carcinoma' sequence , each associated by a genetic
change in a particular oncogene or tumor suppressor
gene . Failure in APC function activates this chain of
molecular and histological alternations. Generally, an
intestinal cell requires to come around with two essential
conditions to develop into a cancer. These two
requirements are initial colon cancer expansion, and
genetic instability which are fulfilled by inactivation of
APC.[10].

Role of biomarkers in breast cancer research: Recently
several biomarkers associated with breast cancer are
identified, in this part we explained some of them which
are both established and emerging .Estrogen receptor
(ER) : It is the most significant biomarker in breast
cancer, because it provides the indication for endocrine
therapy sensitivity . ER-positive tumors which contain
approximately 80% of breast cancer use the steroid
hormone estradiol as their critical growth cause,
therefore ER is the direct target of endocrine treatments.
The studies have been confirmed that ER-negative
breast cancer patients have no profit from five year
adjuvant therapy with tamoxifen, but some profit may be
obtained in the exceptional group of ER-negative and
progesterone receptor (PgR)-expressing breast tumors.
Such therapy decreases the annual breast cancer death
by 31% in ER-positive cases.[11].Another biomarkers
associated with breast cancer is progesterone receptor
(PgR) .Progesterone receptor expression highly
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dependent on the ER presence. Tumors exhibit PgR
expression but not the Er are rare and exhibit <1% of all
breast cancer patients. [12]. Because of this reason,
tumors expressing PgR without ER expression should be
retested for their ER status for elimination of false ER
negativity. In some uncommon cases when PgR -
expression without ER expression present, Sometimes
tamoxifen is described , but endocrine treatment is still
highly recommended.[13].HER?2 is another breast cancer
related biomarker. HER2 is overexpressed in about 15%
of all primary breast cancer .The best treatment for such
cases is significant benefit from anti-HER2 therapies.
Assessment of HER2 status in every detected case of
breast cancer should be done. [14,15].Some other
biomarkers related to breast cancer are Breast cancer
anti —estrogene 1 resistance (BCAR 1) , Glutathion S-
transferase 1 (GSTP_1), Urokinase type plasminogene
activator (UPA) and Tyrosine kinase receptor (HER-2).
Some emerging biomarkers in cancer research have been
developed such as ki67 which is first investigated by
scientists [16]. In this investigation , scientist used a
mouse monoclonal antibody in contrast to a nuclear
antigen which is derived from a Hodgkin's lymphoma
cell line.ki67 is a proliferation biomarker and its
prominent characteristic is universal expression among
proliferating cells and its absence in quiescent cells
[17].Cyclin D1 is another emerging biomarker for breast
cancer .lts characteristic is its overexpression at the
mMRNA and protein levels in about 50% of breast cancer
patients containing 15% in which occurrence of a gene
amplification exist, [18-20].Cyclin E is another
emerging biomarker for breast cancer .Its act is similar
to cyclin D1 and its gene amplification has been
identifried in several breast cancer cell lines[21]. It is
strongly evidenced that Cyclin E play an important role
in tumorigenesis [22,23]. Another emerging biomarker
related to breast cancer is ERS.[24,25]

Role of biomarkers in ovarian cancer: Cancer antigen
125 (CA 125) and cancer antigen 15.3 (CA 15.3) are
ovarian cancer biomarkers. Cancer antigen 125 is a
protein which is present on the surface od many ovarian
cancer cells .This protein can be present in other type of
cancer as well as healthy tissue in small amounts. Due to
this presence Ca-125 is used as a biomarker for
identification of ovarian cancer. In a research study,
determination of CA 125 and CA 15.3 antigens is
carried out by enzyme immunoassay in 78 cases with
ovarian cancer for a total of 540 determinations

.Investigation of the antigens in sera from 100 women
with other gynaecological diseases is done. Evaluation
of CA 15.3 reference values in 91 normal healthy
women is carried out . The results showed that the
sensitivity of CA15.3 at diagnosis and its relapse
detection were lower than that of CA 125. Aspecific
mesothelial cell reaction does not increase Ca 15.3
which showed that more specificity of CA 15.3 than CA
125. Combination use of both biomarkers are helpful in
early detection of relapse which demonstrated their
significant role as biomarkers for ovarian cancer.[26,27].

Role biomarker in Myeloid leukaemia ,: A prognostic
marker known as of BCR-ABL play an important role in
Chronic myeloid leukemia (CML). A chimeric oncogene
Bcr-Abl is formed due to fusion between the Abelson
(Abl) tyrosine kinase gene at chromosome 9 and the
break point cluster (Bcr) gene at chromosome 22, which
after activation result in development of Chronic
myeloid leukemia . this activated chimeric oncogene
Bcr-Abl is employed as biomarker in detection of
CML.[28].

Nasopharyngeal carcinoma(NPC) is detected at early
stage using combination of ENO1 and CYPA by
guantitative proteomic analysis. In this study , scientists
combined 2D-DIGE with MALDI-TOF-MS analysis for
identification novel biomarkers for early detection of
NPC. In this approach they performed the experiment
for identification of expressed proteins in the cancer
development and progression of NPC via LCM-purified
normal nasopharyngeal epithelial tissues and various
stages of NPC biopsies. They identified 26 differentially
expressed proteins , of two proteins show direct
expression change in the carcinogenesis process they
named as ENO1 and CYPA,and their validation carried
out by western blot analysis. They identifies as
biomarkers for detection of early stage of
nasopharyngeal carcinoma (NPC). [29]

Other cancer specific biomarkers are epidermal growth
factor receptor (EGFR) which is biomarker for lung
cancer identification when mutated. [30].Human
papilloma virus DNA (HPV) for invasive cervical
cancer, in this case induction of deregulation of miRNA
expression is carried out by HPV and this deregulation is
through E6 and E7 proteins targeting mMiRNA
transcription factors including p53. [31].Detection of
primary tumours of bladders, found in urine sample is
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done using microsatellite alternations, Mutl.homologue
1(MLH 1). MLH-2 and MLH-6 are biomarkers of
hereditary nonpolyposis cancer and Epstein —Bar virus
DNA (EBV) serves as biomarker for detection of
nasopharyngeal carcinoma. [2].Although number of
established and emerging biomarkers specific to cancer
diseases are not limited to above mentioned biomarkers
but these are most important and well-studied examples
to support the significant role of biomarkers in cancer
research and drug development. Additionally biomarkers
are helpful in assessment of harmful effects of new
drugs; they also are used for determination of potential
toxicity of drugs. This broad area of use of biomarkers
in cancer research and drug development can be
integrated with new technologies and bioinformatics and
biostatics methodologies which result in efficient
contribution to better cancer control via biomarker and
drug discoveries.[2,3]

III. CONCLUSION

The fact that the cancer is a flexible disease and consists
of various types with different biological behaviour,
molecular and risk profiles. Flexibility nature of the
cancer requires different factors such as prognostic and
predictive factors for individualized therapy of cancers.
Biomarkers are the most important prognostic and
predictive factors in cancer research and drug
development in order to achieve individualization of
cancer therapy. Biomarker discovery furnish a broad
area of use in cancer research and drug development
such as early diagnosis of cancers, progression
monitoring of cancer, anti-cancer drug responses
validation, providing low risk profiles from extra side
effects of over-treatment and establishing endpoints.
Although biomarker discovery have been currently
improved but due to sensitivity of this research area ,
special attention requires to be paid for designing and
conduction of related clinical trials which support
validation of emerging biomarkers for cancer diseases .
Careful and appropriate assessment for designing,
validation methods and collection of appropriate
samples such as blood, quality tissues are actual
requirement to address the clinical question for which
the biomarker have been emerged and selected. Despite,
advancement in biomarker discovery and suitable
strategy support identification of biomarkers at all levels
such as RNA, DNA, proteins and small molecules but
compiling of the brad data resulting from this attempt

will require comprehensive bioinformatics and biostatics
methods. Integration of all these requirements will be
helpful in providing important contribution to biomarker
discovery. For individualized cancer therapy all aspects
and essential elements should be employed not only
biomarker identification  will be result in
individualization of therapy but also all types of drug
targets such as CDKs,[32] ion channels,[33] GPCRs
[34] and aquaporins [35] should be assessed and their
assessment and validation should be correlated in all
biological aspects to cover all points of treatment in
order to reach a comprehensive specific individualized
therapy.

IV. REFERENCES

[1]  Jorge A. Tavel, M.D. What are Biomarkers? Curr Opin
HIV AIDS. 2010 Nov; 5(6): 463-466.

[2] Rastogi .S. C., Rastogi P and Mendiratta N.,2008.
Bioinformatics Methods and Applications: Genomics
.Proteomics And Drug Discovery PHI Learning Pvt. Ltd

[3] Richard Mayeux .Biomarkers: Potential Uses and
Limitations: NeuroRx. 2004 Apr; 1(2): 182-188.

[4]  Anunchai Assawamakin,Supakit Prueksaaroon,2 Supasak
Kulawonganunchai,  Philip  James Shaw,3 Vara
Varavithya, Taneth Ruangrajitpakorn,5 and Sissades
Tongsima Biomarker Selection and Classification of"-
Omics” Data Using a Two-Step Bayes Classification
Framework .BioMed Research International Volume 2013
(2013), Article ID 148014, 9 pages.

[5] Ghorbani M ,Karimi H ,Ten Bioinformatics Tools for
Single Nucleotide Polymorphisms , American Journal of
Bioinformatics ;2014:3(2):45-48

[6] Ghorbani M.Iranian traditional medicine for treatment
ofanxiety, hypertension and diabetes type I
andintroduction of zebrafish a model system for their
screening: International Journal of Herbal Medicine 2014;
2 (5): 13-19

[71  Rubin MA, Bismar TA, Andrén O, Mucci L, Kim R, Shen
R, Ghosh D, Wei JT, Chinnaiyan AM, Adami HO,
Kantoff PW, Johansson JE. Decreased alpha-methylacyl
CoA racemase expression in localized prostate cancer is
associated with an increased rate of biochemical
recurrence and cancer-specific death. Cancer Epidemiol
Biomarkers Prev. 2005 Jun;14(6):1424-32.

[8] Eldad S. Bialecki and Adrian M. Di Bisceglie.Diagnosis
of hepatocellular carcinoma .HPB (Oxford). 2005; 7(1):
26-34.

[99] Tara Behne and M. Sitki Copur,"Biomarkers for

Hepatocellular Carcinoma,” International Journal of

Hepatology, vol. 2012, Article ID 859076, 7 pages, 2012.

d0i:10.1155/2012/859076

Fodde R.The APC gene in colorectal cancer. Eur J Cancer.

2002 May;38(7):867-71.

[10]

International Journal of Scientific Research in Science and Technology (www.ijsrst.com)



[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

Byar DP, Sears ME & McGuire WL1979 Relationship
between estrogen receptor values and clinical data in
predicting the response to endocrine therapy for patients
with advanced breast cancer. European Journal of Cancer
15 299-310

Viale G,Regan MM, Maiorano E, Mastropasqua MG,
Dell'Orto P, Rasmussen BB, Raffoul J, Neven P,Orosz Z,
Braye Set al.2007 Prognostic and predictive value of
centrally reviewed expression of estrogen and
progesterone receptors in a randomized trial comparing
letrozole and tamoxifen adjuvant therapy for
postmenopausal early breast cancer: BIG 1-98. Journal of
Clinical Oncology 25 3846-3852.

Dowsett M, Ebbs SR, Dixon JM, Skene A, Griffith C,
Boeddinghaus I, Salter J, Detre S, Hills M, Ashley Set
al.2005b  Biomarker changes during neoadjuvant
anastrozole, tamoxifen, or the combination: influence of
hormonal status and HER-2 in breast cancer - a study from
the IMPACT trialists. Journal of Clinical Oncology 23
2477-2492

Romond EH, Perez EA, Bryant J, Suman VJ, Geyer CE
Jr., Davidson NE, Tan-Chiu E, Martino S, Paik S &
Kaufman P2005 Trastuzumab plus adjuvant chemotherapy
for operable HER2-positive breast cancer. New England
Journal of Medicine 353 1673-1684

Smith I, Procter M, Gelber RD, Guillaume S, Feyereislova
A, Dowsett M, Goldhirsch A, Untch M, Mariani G,
Baselga J et al.2007 2-year follow-up of trastuzumab after
adjuvant chemotherapy in HER2-positive breast cancer: a
randomised controlled trial. Lancet 369 29-36

Gerdes J, Schwab U, Lemke H & Stein H1983 Production
of a mouse monoclonal antibody reactive with a human
nuclear antigen associated with cell proliferation.
International Journal of Cancer 31 13-20

Lopez F, Belloc F, Lacombe F, Dumain P, Reiffers J,
Bernard P & Boisseau MR1991 Modalities of synthesis of
Ki67 antigen during the stimulation of lymphocytes.
Cytometry 12 42-49

Buckley MF, Sweeney KJ, Hamilton JA, Sini RL,
Manning DL, Nicholson RI, deFazio A, Watts CK,
Musgrove EA & Sutherland RL.1993 Expression and
amplification of cyclin genes in human breast cancer.
Oncogene 8 2127-2133.

Gillett C, Smith P, Gregory W, Richards M, Millis R,
Peters G & Barnes D.1996 Cyclin D1 and prognosis in
human breast cancer. International Journal of Cancer 69
92-99.

Ormandy CJ, Musgrove EA, Hui R, Daly RJ & Sutherland
RL2003 Cyclin D1, EMS1 and 11913 amplification in
breast cancer. Breast Cancer Research and Treatment 78
323-335.

Koff A, Giordano A, Desai D, Yamashita K, Harper JW,
Elledge S, Nishimoto T, Morgan DO, Franza BR &
Roberts JM1992 Formation and activation of a cyclin E-
cdk2 complex during the G1 phase of the human cell
cycle. Science 257 1689-1694

[22]

[23]

[24]

[25]

[26]

[27]

[28]

[29]

[30]

[31]

[32]

[33]

[34]

[35]

Keyomarsi K, Tucker SL, Buchholz TA, Callister M, Ding
Y, Hortobagyi GN, Bedrosian I,Knickerbocker
C,Toyofuku W, Lowe Met al.002 Cyclin E and survival in
patients with breast cancer. New England Journal of
Medicine 347 1566-1575

Bortner DM & Rosenberg MP1997 Induction of
mammary gland hyperplasia and carcinomas in transgenic
mice expressing human cyclin E. Molecular and Cellular
Biology 17 453-459

Emily M. Fox,Rebecca J. Davis, and Margaret A.
ShupnikERp in Breast Cancer - Onlooker, Passive Player,
or Active Protector? Steroids. 2008 Oct; 73(11): 1039-
1051.

Marion T Weigell and Mitch Dowsett, Current and
emerging biomarkers in breast cancer: prognosis and
prediction.Endocr Relat Cancer December 1, 2010 17
R245-R262

Bei Zhang, Feng Feng Cai and Xiao Yan Zhong .An
overview of biomarkers for the ovarian cancer diagnosis
European Journal of Obstetrics & Gynecology and
Reproductive Biology, 2, 158, pages 119 - 123

Lotzniker M, Pavesi F, Scarabelli M, Vadacca G, Franchi
M, Moratti R.Tumour associated antigens CA 15.3 and
CA 125 in ovarian cancer. Int J Biol Markers. 1991 Apr-
Jun;6(2):115-21.

Yeung DT, Hughes TP. Therapeutic targeting of BCR-
ABL: prognostic markers of response and resistance
mechanism in chronic myeloid leukaemia. Crit Rev
Oncog. 2012;17(1):17-30.

Yang J, Zhou M, Zhao R, Peng S, Luo Z, Li X, Cao L,
Tang K, Ma J, Xiong W, Fan S, Schmitt DC, Tan M, Li X,
Li G Identification of candidate biomarkers for the early
detection of nasopharyngeal carcinoma by quantitative
proteomic analysis. J Proteomics. 2014 Sep 23;109:162-
75. .

Sharma SV, Bell DW, Settleman J, Haber DA. Epidermal
growth factor receptor mutations in lung cancer. Nat Rev
Cancer. 2007 Mar;7(3):169-81.

Jiménez-Wences H, Peralta-Zaragoza O, Fernandez-
Tilapa G.Human papilloma virus, DNA methylation and
microRNA expression in cervical cancer (Review). Oncol
Rep. 2014 Jun;31(6):2467-76.

Ghorbani M and Karimi H. Cyclin-Dependent Kinases as
valid targets for cancer treatment. Journal of Pharmacy
Research 2015,9(6),377-382

Ghorbani M , Karimi H , 'lon Channels Association with
Diseases and their Role as Therapeutic Targets in Drug
Discovery', International Journal of Scientific Research in
Science and Technology(IJSRST), 1(3):65-69,July-August
2015.

Marinissen MJ, Gutkind JS: G-Protein-coupled receptors
and signaling networks: emerging paradigms. Trends
Pharmacol Sci 22: 368-376, 2001

Ghorbani M, Karimi H , 'Role of Aquaporins in Diseases
and Drug Discovery', International Journal of Scientific
Research in Science and Technology(IJSRST),1(3):60-64,
July-August 2015.

International Journal of Scientific Research in Science and Technology (www.ijsrst.com)



