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ABSTRACT

WT1 plays a critical role in biological functions including cell growth, differentiation, survival and apoptosis. 
WT1 possesses functional complexity due to the presence of numerous isoforms which play diverse functions 
in the cells. Moreover, the activity of WT1 is largely dependent on specific WT1 interactive proteins such as 
p53 and Par4. Therefore, the role of WT1 was shown to be cellular context specific. The established cellular 
functions of WT1 are mediated by transcriptional regulator as a transcription factor and post-transcriptional 
control through protein-protein interaction. WT1 alterations were found in certain developmental disorders 
and several human cancers. The role of WT1 in prostate cancer is implicated due to the potential role of WT1 
in regulation of critical genes involved in tumor development and progression including growth factors and 
growth factor receptors. Moreover, WT1 has been shown to be able to transcriptional regulate E-cadherin 
and VEGF, the proteins critically involved in cancer progression and metastasis. These data support the role 
of WT1 in prostate carcinogenesis and the analysis of WT1 alteration in clinical samples is warranted. The 
information obtained from clinical study would be the foundation for the development of molecular-based 
therapy, new diagnostic and prognostic indicator for prostate cancer. 

Keyword: WT1; Prostate Cancer

Abbreviations: AR: Androgen Receptor; IGF-R1: Insulin-Like Growth Factor Receptor1; EGFR: Epidermal 
Growth Factor; IGFII: Insulin-Like Growth Factor2; EGF: Epidermal Growth Factor; TGF: Transforming Growth 
Factor-Beta; FGF: Fibroblast Growth Factor; EMT: Epithelial to Mesenchymal Transition

Chavaboon Dechsukhum1* and Wilairat Leeanansaksiri2

1School of Pathology, Institute of Medicine, Suranaree University of Technology, Thailand
2School of Preclinics, Institute of Science, Suranaree University of Technology, Thailand

*Corresponding author: Chavaboon Dechsukhum, School of Pathology, Institute of Medicine, 111 University Avenue, Suranaree University 
of Technology, Muang Nakhon Ratchasima 30000, Thailand

Introduction 
Prostate cancer is the second commonly diagnosed malignancy 

in men worldwide and the fifth leading cause of cancer death among 
men worldwide [1]. The incidence of prostate cancer greatly varies 
up 25 folds between races and geographic populations [2]. However, 
the mortality rate varies about 10-fold across the countries [3]. The 
incidence of prostate cancer has increased due to sensitive screen-
ing procedures. Current estimates suggest that as many as 40% of 
American men over the age of 50 years have histologically detectable 
prostate cancer. However, only 8% of these prostate cancer patients 
will develop clinically significant tumors. Unfortunately, about 10% of 
newly diagnosed prostate cancer patients already have metastatic le-
sions. Once metastases develop, the median survival of these patients 
is limited to 6-12 months [4]. Although prostate cancer is initially hor-
monally responsive, the subsequent development of hormone refrac-
tory phenotype in the majority of prostate cancer patients will limit 

the efficacy of this therapeutic measure. As prostate cancer becomes 
the major health problem worldwide, research work that can provide 
a better insight into the prostate carcinogenesis will be urgently re-
quired for the development of better tumor marker and prognostic 
indicators as well as the more effective treatment of patients.

Molecular Alterations in Prostate Cancer

Analysis of molecular characteristics of prostate cancer showed 
that several gene mutations are required for cancer development and 
progression. This process involves oncogenic activation and tumor 
suppressor genes inactivation. The common molecular changes in-
clude p53 mutation [5-8] Bcl2 overexpression [9-11], Androgen Re-
ceptor (AR) alteration [12-14], c-Myc amplification [15-17], MMCAI/
PTEN down regulation [18,19] and loss of heterozygosity at specific 
loci. As the growth-signaling pathway has been shown to be critical in 
malignant transformation, characterization of the deregulation of this 
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pathway has been intensively investigated. Among the major growth 
factors and growth factor receptors involved in prostate cancer de-
velopment are IGF-R1 (insulin-like growth factor receptor 1), EGFR 
(epidermal growth factor), IGFII (insulin-like growth factor 2), EGF 
(epidermal growth factor), TGF (transforming growth factor-beta) 
and FGF (fibroblast growth factor) [20,21]. Self-sufficient growth sig-
naling pathway initiated by autocrine loop has been implicated in the 
prostate cancer tumorigenesis as well as the androgen-independent 
phenotype. The salient example of this phenomenon is the binding 
of TGF to EGFR as an autocrine fashion [22]. Moreover, the change 
from androgen dependent to androgen independent phenotype has 
been shown to be related to the activation of growth factor signaling 
pathway as an alternative mechanism. This scenario is supported by 
the finding that the crosstalk between both pathways was demon-
strated [23-28]. Further studies to dissect molecular mechanism un-
derling the castration-resistant phenotype are ongoing. 

Biological Function of WT1

WT1 (Wilms’ tumor 1) was originally identified as a tumor sup-
pressor gene, which played a causative role for a subset of Wilms tu-
mors. Expression of the wild type WT1 gene is necessary for normal 
urogenital development [29,30]. The surway of WT1 expression and 
mutation in various human cancers showed frequent WT1 alterations 
in Wilms tumor [31], mesotheliomas [32], leukemias [33,34] and 
breast cancer [35]. Moreover, overexpression of WT1 was shown to 
be the indicator of aggressive clinical course in acute leukemia [36]. 
The Wilms’ tumor 1 gene (WT1) is located on chromosome 11p13. It 
spans about 50 kb, contains 10 exons, and transcribes a 3.1 kb mRNA 
[37,38]. WT1 protein is a transcription factor whose C terminal do-
main consists of four (Cys)2-(His)2 zinc fingers [39,40]. The N-ter-
minus of WT1 consists of two major functional domains: repression 
domain (residual 85-124) and activation domain (residual 181-250). 
WT1 can form homodimer, in which the first 182 residues are respon-
sible for this interaction [41,42]. There are at least 24 isoforms of 
WT1 that have been detected, developed by alternative splicing, al-
ternative translational start sites and RNA editing [43-46]. Moreover, 
a novel WT1 transcript was detected in an experimental model of hu-
man prostate cancer progression [47]. The truncated WT1 transcript 
is about 2.1 kb in size. This transcript consists of the coding region of 
WT1 encompassing exon 6-10 of WT1, combined with a portion of in-
tron 5 at its 5’ end. Subsequently, another novel truncated called Ex4a 
(+) WT1 isoform was detected in myeloid leukemia cells and certain 
solid cancer cells [48]. 

The overexpression of Ex4a (+) WT1 suppressed transcription 
of Bcl-xl gene and resulting mitochondrial damage and apoptosis. 
This truncated isoform likely interacted with major WT1 alternative-
ly spliced isoforms and modulated the functions of these wild type 
WT1 proteins [48]. Several target genes for WT1 have been increas-
ingly discovered and modulation of the WT1 target gene expression 
by WT1 is likely underlying mechanism for WT1-mediated biological 

functions including cellular proliferation, differentiation, survival and 
apoptosis. Among these, the growth factor (IGF-II) and growth factor 
receptor genes (IGF-1R and EGFR) have been shown to be the phys-
iologically relevant targets of WT1. The biological functions of WT1 
were shown to be modified by the mutational status of binding part-
ners including p53 [49] and PAR-4 [50]. Recently, WT1 was shown 
to play a role in gene expression modulation at epigenetic level. The 
molecular pathway underlying this function has been elucidated. 
Modification of histone protein and chromatin modifying enzymes by 
WT1 was demonstrated as WT1 was able to recruit DNA methyltrans-
ferase, DNMT1 and polycomb group protein protein enhancer of zesta 
homolog 2 (EZH2) and CREB-binding protein (CBP) a histone acetyl-
transferase [51]. These data indicate the diversity of WT1 functions 
that enhance the understanding of complex WT1-mediated carcino-
genesis pathway.

Role of WT1 in Human Cancer

The survey of WT1 gene expression in human cancer specimens 
further supports the contribution of WT1 in human malignancies. 
Whereas WT1 mutations were detected in a small subset of human 
malignancies, aberrant expression of WT1 has been detected in the 
majority of several types of tumors. In Wilms tumors, overexpression 
of WT1 was detected in a large proportion of the tumors. WT1 over-
expression was detected in 75% of ovarian tumors [52] and about 
80% of acute leukemias [53,54]. In contrast, WT1 expression was 
undetectable in normal peripheral blood and bone marrow cells. 
The prognostic value WT1 expression in acute leukemias was clearly 
shown, in that lower WT1 expression was correlated with a favorable 
clinical course [53]. WT1 overexpression was also shown in breast 
cancer [55,56]. By RT-PCR, WT1 mRNA was detected in most breast 
malignant samples but not in benign counterparts. On the other hand, 
downregulation of WT1 has been shown by immunohistochemical 
technique in in situ cancers of both ductal and lobular carcinoma 
types [56]. This pattern of expression is maintained during tumor 
progression. However, WT1 was more frequently detected in the 
ER-positive cancers as compared with ER-negative cancers.

Role of WT1 in Prostate Cancer

The role of WT1 in carcinogenesis of prostate cancer was support-
ed by both In vitro and In vivo data. WT1 has been shown to be a key 
transcriptional regulator of several genes involved in prostate tum-
origenesis, especially the genes encoding growth factors and growth 
factor receptors such as IGF1-R, EGFR, IGFII. By using in vitro cell cul-
ture model to measure the level of WT1 expression, WT1 mRNA was 
detected at a high level in some human prostate cancer cell lines [57-
61]. Moreover, the results of functional in vitro studies also supported 
the role of WT1 in prostate carcinogenesis. WT1 has been shown to 
repress IGF1-R promoter activity in the P69SV40TAg human prostate 
epithelial cell line [62]. Another study showed that WT1 can repress 
AR promoter activity in transient transfection assays [63]. Moreover, 
WT1 expression level was shown to be higher in androgen-insensitive 
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cell lines (PC3 and DU145) when compared with androgen-sensitive 
cell lines (LNCaP and MDAPCa2b). The inverse correlation between 
WT1 and AR expression suggested that WT1 likely contributed to the 
development of castration-resistant phenotype. The study for WT1 
expression in clinical prostate cancer specimen showed intriguing re-
sults. By using RNA microarray and validated quantitative RT-PCR on 
tumor cells obtained by laser captured microdissection tissue to sep-
arately detection of WT1 in epithelial and stromal cell components, 
higher level of WT1 expression at mRNA level in cancer epithelial 
cells was demonstrated [59]. 

The confirmation study in frozen cancer tissue and tissue mi-
croarray also provided a similar differential expression profile [59]. 
This data indicated that WT1 expression in prostate cancer cells con-
tributes to the metastatic characteristic in this cancer. To address the 
role of WT1 in providing the more aggressive and metastatic proper-
ty of prostate cancer, studies to test this hypothesis were reported. 
By using TMA WT1 gene expression analysis on tissue samples, WT1 
protein was shown to be higher in high Gleason grade as compared 
with low Gleason grade tumors [59]. Moreover, no WT1 is detected in 
non-tumor tissue. The microarray study for WT1 expression in a hor-
mone refractory LuCaP xenograft prostate cancer model also showed 
higher level of WT1 in cancer cells. The study for WT1 expression 
by quantitative RT-PCR on 40 paired tumor and adjacent non-tumor 
cells of biopsied tissue showed that WT1 mRNA levels were higher 
in invasive stage T3 tumors when compared to adjacent benign tis-
sue. Moreover, the study for WT1 detection by immunohistochemical 
study on formalin-fixed, paraffin embedded TMAs, showed that WT1 
was detected in 65% of tumor samples whereas no WT1 detectable 
in non-cancerous tissue including benign prostatic hyperplasia tis-
sue. As WT1 was likely expressed in high-grade prostate cancer, the 
possible mechanism underlying the involvement of WT1 in metastat-
ic process was elucidated. WT1 was shown to play a critical role in 
epithelial to mesenchymal transition (EMT) of epicardial cells of the 
heart [64]. 

This process was likely involved in the modulation of E-cadherin 
by WT1. According to this scenario, the possible role of WT1 in pro-
moting the epithelial to mesenchymal transition that occurs during 
prostate cancer metastasis was tested. Additionally, the role of WT1 
in modulation of important angiogenic regulatory gene (VEGF) was 
also investigated. By using the In vitro cell culture model (NIH-3T3), 
WT1 was shown to be the transcriptional regulator of E-cadherin 
gene [65]. Moreover, experimentally induced overexpression of WT1 
gene in Prostate cancer cell line (LNCaP) induced downregulation of 
E-cadherin and promoted migration ability of the cancer cells [66]. 
According to this WT1 function, the role of WT1 in driving the epi-
thelial to mesenchymal transition during prostate cancer progression 
is strongly supported. According to study in cardiac model, WT1 was 
shown to be able to transcriptionally repress E-cadherin expression 
[64]. Upregulation of Snail by WT1 also involved in this process [64]. 
WT1-induced E-cadherin expression was also demonstrated in non-

small cell carcinoma model [67] In the context of prostate cancer, the 
inverse relationship between WT1 and E-cadherin expression was 
shown in some prostate cancer cell lines and WT1 expression was 
associated with tumor cell motility [58]. In functional study, forced 
WT1 expression in LVCaP cells resulted in 2-folded downregulation 
of E-cadherin mRNA along with increased migration property [58].

Moreover, silencing of WT1 gene in PC, a metastatic cell line re-
sulted in decreased cell motility. Subsequently, would healing assay 
of PC3 also showed a similar result [58]. According to this evidence, 
WT1 is likely involved in epithelial to mesenchymal transition (EMT) 
via the modulation of E-cadherin expression in prostate cancer. WT1 
was shown to play critical role in neovascularization during ischemia 
of cardiac muscles likely via upregulation of VEGF gene expression in 
vascular cells [68,69]. Moreover, co expression of WT1 and VEGF was 
demonstrated in both podocytes and some Wilms tumor cells [70-
72]. Additionally, WT1 gene silencing in Ewing sarcoma cells led to 
downregulation of VEGF. As expected, WT1 induced expression in this 
cell resulted in upregulation of VEGF. According to this finding, the 
role WT1 as a transcriptional regulator of VEGF in this cell is strongly 
supported. To further elucidate the role of WT1 in VEGF regulation 
in prostate cancer cells, research works to address this issue were 
pursued. The functional study by reporter assay, WT1 was shown to 
upregulate VEGF promoter activity in LNCaP cell [73]. Moreover, the 
electrophoretic mobility shift assay and chromatin immunoprecipi-
tation also support the binding of WT1 to the VEGF promoter region 
in prostate cancer cells [74]. The site directed mutagenesis indicat-
ed that the proximal promoter of VEGF is the binding site for WT1 
[75]. The additional study in hormone responsive prostate cancer cell 
lines, C4-2 and CWR22Rv1 also showed a similar result. 

Further functional study to induce expression in LNCaP cells 
showed that WT1 was able to upregulate VEGF expression. However, 
the silencing of WT in this cell line did not significantly downregu-
late the VEGF expression. This finding implied that WT1 is sufficient 
for transcriptional activate the VEGF but is not necessary. The other 
transcription factor like SP1 may contribute to modulate VEGF pro-
moter activity. In contrast, WT1 was not able to activate the VEGF pro-
moter activity in PC3, a hormone-insensitive cell line and WT1 was 
shown to repress VEGF promoter activity in embryonic kidney cells, 
HEK293 [73]. AR was shown to be a potential transcriptional regula-
tor of VEGF in hormone-responsive prostate cancer cells. However, 
the mechanism of regulation was not fully elucidated. Site-directed 
mutagenesis of three AR half-sites did not abrogate the activation of 
VEGF promoter by hormone activation of VEGF promoter [76]. This 
finding led to the assumption that AR-WT1 interaction can activate 
the VEGF promoter activity via binding to other sites on the pro-
moter region. Intriguingly, non-classical AR half-sites were detected 
adjacent to WT1/EGR1/Sp1 sites in VEGF promoter [77]. Based on 
the data aforementioned, the multiple pathways for activation of the 
AR responsive VEGF promoter were postulated besides the classical 
pathway. One possibility is that AR dimers bind to the half-site ARE 
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and bridge to WT1 binding site. Another model proposed that AR is 
tethered via WT1 or other ZFTF and then bind to the G-rich VEGF 
promoter. 

The function study using reporter assay showed that VEGF pro-
moter was activated by hormone treatment at the similar level to 
induced WT1 expression (3- to 4-fold increased promoter activity). 
However, in the presence of both factors, the activity of the VEGF pro-
moter was more than 12-fold upregulation. This finding supported 
the hypothesis that WT1-AR complex bind to G-rich and AR half site 
on the VEGF promoter and resulted in strong enhancement of VEGF 
promoter activity. 

Conclusion
The role of WT1 in prostate cancer is strongly supported by evi-

dence in literature. The WT1-mediated carcinogenesis process is at-
tributable to complex molecular mechanisms including genetic and 
epigenetic gene regulatory function of WT1. WT1 was shown to be 
transcriptional regulator of key growth factors and growth factor re-
ceptors critically involved in prostate cancer proliferation, differenti-
ation, survival and apoptosis. Moreover, WT1 was shown to be able to 
transcriptionally regulate E-cadherin and VEGF, the key proteins in-
volved in cancer progression and metastasis. These data support the 
role of WT1 in prostate cancer and the analysis of WT1 alteration in 
clinical samples would verify the potential application of this knowl-
edge for management of the patients.

References 

1.	 Zhou CK, Check DP, Lortet Tieulent J, Laversanne M, Jemal A, et al. (2016) 
Prostate cancer incidence in 43 populations worldwide: An analysis of 
time trends overall and by age group. Int J Cancer 138(6): 1388-1400.

2.	 Bray F, Laversanne M, Sung H, Ferlay J, Siegel RL, et al. (2024) Global can-
cer statistics 2022: GLOBOCAN estimate of incidence and mortali-
ty worldwide for 36 cancers in 185 countries. CA Cancer J Clin 74(3): 
229-263.

3.	 Rawla P (2019) Epidemiology of Prostate Cancer. World J Oncol 10(2): 
63-89.

4.	 Siegel RL, Miller KD, Jema LA (2018) Cancer statistics. CA Cancer J Clin 
68: 7-30. 

5.	 Strickler HJ, Jay JK, Linder MD, Tamboli D, Amin MB, et al. (1996) Deter-
mining prognosis of localized prostate cancer by immunohistochemical 
detection of mutant p53. Urology 47: 366-369.

6.	 Bauer JJ, Sesterhenn IA, Mostofi KF, McLeod DG, Srivastava S, et al. (1995) 
p53 nuclear protein expression is an independent prognostic marker in 
clinically localized prostate cancer patients undergoing radical prostatec-
tomy. Clin Cancer Res 1(11): 1295-300.

7.	 Van Veldhuizen PZ, Sadasivan R, Cherian, Dwyer T, Stephens RL, et al. 
(1993) p53 mutation in incidental prostate cancer. Am J Med Sci 305: 275-
279.

8.	 Henke RP, Kruger E, Ayhan N, Hubner D, Hammerer P, et al. (1994) Immu-
nohistochemical detection of p53 protein in human prostatic cancer. J Urol 
152: 1296-1301.

9.	 Herrmann JL, Bruckheimer EM, Mcdonnell TJ (1996) Cell death signal 

transduction and bcl-2 function. Biochem Soc Trans 42: 1059-1066.

10.	 Kroemer (1996) The proto-oncogene bcl-2 and its role regulating apopto-
sis. Nat Med 3: 614-620.

11.	 Lowe SW, Schmitt EM, Smith SW, Osborne BA, Jacks T, et al. (1993) p53 
is required for radiation induced apoptosis in mouse thymocytes. Nature 
362: 847-849.

12.	 Irvine RA, Yu MC, Ross RK, Coetzee GA, et al. (1995) The CAG and GGC mi-
crosatellites of the androgen receptor gene are in linkage disequilibrium 
in men with prostate cancer. Cancer Res 55: 1937-1940.

13.	 Hardy DO, Scher HI, Bogenreider T, Sabbatini P, Zhang ZF, et al. (1996) An-
drogen receptor CAG repeat lengths in prostate cancer: Correlation with 
age of onset. J Clin Endocrinol Metab 81: 4400-4405.

14.	 Giovannucci E, Stampfer MJ, Krithivas K, Brown M, duhlD, et al. (1997) 
The CAG repeats within the androgen receptor gene and its relationship 
to prostate cancer. Proc Natl Acad Sci USA 94: 3320-3323.

15.	 Buttyan R, Cawczuk IS, Bensod MC (1997) Enhanced expression of c-myc 
protooncogene in high grade human prostae cancers. Prostate 11: 327-
337.

16.	 Flaming WH, Hamel A, MacDonald R, Ramsey E, Pettrigrew NM, et al. 
(1986) Expression of the c-myc protooncogene in human prostatic carci-
noma and benign prostatic hyperplasia. Cancer Res 46: 1535-1538.

17.	 Matusik RJ, Fleming WH, Hamel A, Westenbrink TG, Hrabarchuk B, et al. 
(1987) Expression of the c-myc-protooncogene in prostatic tissue. Prog 
Clin Biol Res 239: 91-112.

18.	 Cairns P, Okami K, Halachmi S, Halachmi N, Esteller M, et al. (1997) Fre-
quent inactivation of PTEN/MMCA1 in primary prostate cancer. Cancer 
Res 57: 4997-5000.

19.	 Teng DH, Hu R, Lin H, Davis T, Iliev D, et al. (1997) MMAC1/PTEN mutation 
in human primary specimens and tumor cell lines. Cancer Res 57: 5221-
5225.

20.	 Soulitzis N, Karyotis I, Delakas D, Spandidos DA (2006) Expression analy-
sis of peptide growth factors VEGF, FGF2, TGFB1, EGF and IGF1 in prostate 
cancer and benign prostatic hyperplasia. Int J Oncol 29(2): 305-314.

21.	 Kambhampati S, Ray G, Sengupta K, Reddy VP, Banerjee SK, et al. (2005) 
Growth factors involved in prostate carcinogenesis. Front Biosci 10: 1355-
1367. 

22.	 Cohen DW, Simak R, Fair WR, Melamed J, Scher HI, et al. (1994) Expression 
of transforming growth factor-alpha and the epidermal growth factor re-
ceptor in human prostate tissues. J Urol 152(6 Pt 1): 2120-2124.

23.	 Jenster G (2000) Ligand-independent activation of the androgen receptor 
in prostate cancer by growth factors and cytokines. J Pathol 191(3): 227-
228.

24.	 Nazareth LV, Weigel NL (1996) Activation of the human androgen recep-
tor through a protein kinase A signaling pathway. J Biol Chem 271(33): 
19900-19907.

25.	 Ye D, Mendelsohn J, Fan Z (1999) Androgen and epidermal growth factor 
down-regulate cyclin-dependent kinase inhibitor p27Kip1 and costimu-
late proliferation of MDA PCa 2a and MDA PCa 2b prostate cancer cells. 
Clin Cancer Res 5(8): 2171-2177.

26.	 Yeh S, Lin HK, Kang HY, Thin TH, Lin MF, et al. (1999) From HER2/Neu sig-
nal cascade to androgen receptor and its coactivators: a novel pathway by 
induction of androgen target genes through MAP kinase in prostate cancer 
cells. Proc Natl Acad Sci USA 96(10): 5458-5463.

27.	 Abreu Martin MT, Chari A, Palladino AA, Craft NA, Sawyers CL (1999) 
Mitogen-activated protein kinase kinase kinase 1 activates androgen re-

https://dx.doi.org/10.26717/BJSTR.2024.57.008947
https://pubmed.ncbi.nlm.nih.gov/26488767/
https://pubmed.ncbi.nlm.nih.gov/26488767/
https://pubmed.ncbi.nlm.nih.gov/26488767/
https://pubmed.ncbi.nlm.nih.gov/38572751/
https://pubmed.ncbi.nlm.nih.gov/38572751/
https://pubmed.ncbi.nlm.nih.gov/38572751/
https://pubmed.ncbi.nlm.nih.gov/38572751/
https://pubmed.ncbi.nlm.nih.gov/34181376/
https://pubmed.ncbi.nlm.nih.gov/34181376/
https://pubmed.ncbi.nlm.nih.gov/36633525/
https://pubmed.ncbi.nlm.nih.gov/36633525/
https://pubmed.ncbi.nlm.nih.gov/8633403/
https://pubmed.ncbi.nlm.nih.gov/8633403/
https://pubmed.ncbi.nlm.nih.gov/8633403/
https://pubmed.ncbi.nlm.nih.gov/9815924
https://pubmed.ncbi.nlm.nih.gov/9815924
https://pubmed.ncbi.nlm.nih.gov/9815924
https://pubmed.ncbi.nlm.nih.gov/9815924
https://www.nature.com/articles/s41419-022-05408-1
https://www.nature.com/articles/s41419-022-05408-1
https://www.nature.com/articles/s41419-022-05408-1
https://pubmed.ncbi.nlm.nih.gov/8072122/
https://pubmed.ncbi.nlm.nih.gov/8072122/
https://pubmed.ncbi.nlm.nih.gov/8072122/
https://pubmed.ncbi.nlm.nih.gov/8968512/
https://pubmed.ncbi.nlm.nih.gov/8968512/
https://www.nature.com/articles/nm0697-614
https://www.nature.com/articles/nm0697-614
https://www.nature.com/articles/362847a0
https://www.nature.com/articles/362847a0
https://www.nature.com/articles/362847a0
https://pubmed.ncbi.nlm.nih.gov/7728763/
https://pubmed.ncbi.nlm.nih.gov/7728763/
https://pubmed.ncbi.nlm.nih.gov/7728763/
https://pubmed.ncbi.nlm.nih.gov/8954049/
https://pubmed.ncbi.nlm.nih.gov/8954049/
https://pubmed.ncbi.nlm.nih.gov/8954049/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC20367/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC20367/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC20367/
https://www.nature.com/articles/modpathol2008111
https://www.nature.com/articles/modpathol2008111
https://www.nature.com/articles/modpathol2008111
https://pubmed.ncbi.nlm.nih.gov/2417706/
https://pubmed.ncbi.nlm.nih.gov/2417706/
https://pubmed.ncbi.nlm.nih.gov/2417706/
https://pubmed.ncbi.nlm.nih.gov/2417706/
https://pubmed.ncbi.nlm.nih.gov/2417706/
https://pubmed.ncbi.nlm.nih.gov/2417706/
https://pubmed.ncbi.nlm.nih.gov/9371490/
https://pubmed.ncbi.nlm.nih.gov/9371490/
https://pubmed.ncbi.nlm.nih.gov/9371490/
https://pubmed.ncbi.nlm.nih.gov/9393738/
https://pubmed.ncbi.nlm.nih.gov/9393738/
https://pubmed.ncbi.nlm.nih.gov/9393738/
https://pubmed.ncbi.nlm.nih.gov/16820871/
https://pubmed.ncbi.nlm.nih.gov/16820871/
https://pubmed.ncbi.nlm.nih.gov/16820871/
https://pubmed.ncbi.nlm.nih.gov/15769631/
https://pubmed.ncbi.nlm.nih.gov/15769631/
https://pubmed.ncbi.nlm.nih.gov/15769631/
https://pubmed.ncbi.nlm.nih.gov/7525998/
https://pubmed.ncbi.nlm.nih.gov/7525998/
https://pubmed.ncbi.nlm.nih.gov/7525998/
https://pubmed.ncbi.nlm.nih.gov/10878541/
https://pubmed.ncbi.nlm.nih.gov/10878541/
https://pubmed.ncbi.nlm.nih.gov/10878541/
https://pubmed.ncbi.nlm.nih.gov/8702703/
https://pubmed.ncbi.nlm.nih.gov/8702703/
https://pubmed.ncbi.nlm.nih.gov/8702703/
https://pubmed.ncbi.nlm.nih.gov/10473102/
https://pubmed.ncbi.nlm.nih.gov/10473102/
https://pubmed.ncbi.nlm.nih.gov/10473102/
https://pubmed.ncbi.nlm.nih.gov/10473102/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC21881/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC21881/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC21881/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC21881/
https://pubmed.ncbi.nlm.nih.gov/10373563/
https://pubmed.ncbi.nlm.nih.gov/10373563/


Copyright@ :  Chavaboon Dechsukhum | Biomed J Sci & Tech Res |   BJSTR.MS.ID.008947. 48826

Volume 57- Issue 1 DOI: 10.26717/BJSTR.2024.57.008947

ceptor-dependent transcription and apoptosis in prostate cancer. Mol Cell 
Biol 19(7): 5143-5154.

28.	 Mandel A, Larsson P, Sarwar M, Semenas J, Sajid Syed Khaja A, et al. (2018) 
The interplay between AR, EGF receptor and MMP-9 signaling pathways in 
invasive prostate cancer. Mol Med 24(1): 34. 

29.	 Pritchard Jones K, Fleming S, Davidson D, Bickmore W, Porteous D, et al. 
(1990) The candidate Wilms’ tumor gene is involved in genitourinary de-
velopment. Nature 346(6280): 194-197.

30.	 Schedl A, Hastie N (1998) Multiple roles for the Wilms’ tumor suppressor 
gene, WT1 in genitourinary development. Mol Cell Endocrinol 140(1-2): 
65-69.

31.	 Bruening W, Bardeesy N, Silverman BL, Cohn RA, Machin GA, et al. (1992) 
Germline intronic and exonic mutations in the Wilms’ tumour gene (WT1) 
affecting urogenital development. Nat Genet 1(2): 144-148.

32.	 Park S, Schalling M, Bernard A, Maheswaran S, Shipley GC, et al. (1993) 
The Wilms tumor gene WT1 is expressed in murine mesoderm-derived 
tissues and mutated in a human mesothelioma. Nat Genet 4(4): 415-420.

33.	 King Underwood L, Renshaw J, Pritchard Jones K (1996) Mutations in the 
Wilms’ tumor gene WT1 in leukemias. Blood 87(6): 2171-2179.

34.	 King Underwood L, Pritchards JK (1998) Wilms’ tumor (WT1) gene muta-
tions occur mainly in acute myeloid leukemia and may confer drug resis-
tance. Blood 91: 2961-2968.  

35.	 Zhang Y, Yan WT, Yang ZY, Li YL, Tan XN, et al. (2020) The role of WT1 in 
breast cancer: clinical implications, biological effects and molecular mech-
anism. Int J Biol Sci 16(8): 1474-1480. 

36.	 Inoue K, Sugiyama H, Ogawa H, Nakagawa M, Yamagami T, et al. (1994) 
WT1 as a new prognostic factor and a new marker for the detection of 
minimal residual disease in acute leukemia. Blood 84(9): 3071-3079.

37.	 Call KM, Glaser T, Ito CY, Buckler AJ, Pelletier J, et al. (1990) Isolation and 
characterization of zinc finger polypeptide gene at the chromosome11 
Wilms’ tumor locus. Cell 60(3): 509-520.

38.	 Gessler M, Koning A, Bruns GA (1992) The genomic organization and ex-
pression of the WT1 gene. Genomics 12(4): 807-813. 

39.	 Madden SL, Cook DM, Morris JF, Gashler A, Sukhatme VP, et al. (1991) 
Transcriptional repression mediated by the WT Wilms’ tumor gene prod-
uct. Science 253(5027): 1550-1552.

40.	 Madden SL, Cook DM, Rauscher FJ (1993) A structure-function analysis of 
transcriptional repression mediated by the WT1, Wilms’ tumor suppres-
sor protein. Oncogene 8(7): 1713-1720.

41.	 Reddy JC, Morris JC, Wang J, English MA, Haber DA, et al. (1995) WT1 me-
diated transcriptional activation is inhibited by dominant negative mutant 
protein. J Biol Chem 270(18): 10878-10884.

42.	 Englert C, Hou X, Maheswaran S, Bennett P, Ngwu C, et al. (1995) WT1 
suppresses synthesis of the epidermal growth factor receptor and induces 
apoptosis. EMBO J 14(19): 4662-4675.

43.	 Bruening W, Pelletier J (1996) A non-AUG translation initiation events 
generates novel WT1 isoforms. J Biol Chem 271(15): 8646-8654.

44.	 Scharnhorst V, Dekker P, Van der Eb AJ, Jochemsen AG (1999) Internal 
translation initiation generates novel WT1 protein isoforms with distinct 
biological properties. J Biol Chem 274(33): 23456-23462.

45.	 Sharma PM, Bowman M, Madden SL, Rauscher FJIII, Sukuma S (1994) RNA 
editing in the Wilms’ tumor susceptibility gene, WT1. Genens Dev 8(6): 
720-731.

46.	 Morris JF, Madden SL, Tournay OE, Cook DM, Sukhatme VP, et al. (1991) 

Characterization of the zinc finger protein encoded by the WT1 Wilms’ 
tumor locus. Oncogene 6(12): 2339-2348.

47.	 Dechsukhum C, Ware JL, Ferreira-Gonzalez A, Wilkinson DS, Garrett CT 
(2000) Detection of novel truncated WT1 transcription in human neopla-
sia. Mol Diag 5(2): 117-128.

48.	 Tatsumi N, Hojo N, Sakamoto H, Inaba R, Moriguchi N, et al. (2015) Iden-
tification of a novel C-terminal trancated WT1 isoform with antagonistic 
effects against major WT1 isoforms. PLOS one 10(6): e0130578.

49.	 Maheswaran S, Park S, Bernard A, Morris JF, Rauscher FJ, et al. (1993) 
Physical and functional interaction between WT1 and p53 proteins. Proc 
Natl Acad Sci USA 90(11): 5100-5104.

50.	 Johnstone RW, See RH, Sells SF, Wang J, Muthukkumar S, et al. (1996) A 
novel repressor, par 4, modulate transcription and growth suppressor 
function of the Wilms’ tumor suppressor WT1. Mol Cell Biol 19: 6945-
6956.

51.	 Xu B, Zeng DQ, Wu Y, Zheng R, Gu L, et al. (2011) Tumor suppressor Menin 
represses paired box gene 2 expression via Wilms tumor suppressor pro-
tein-poly comb group complex. J Biol Chem 286(16): 13937-13944. 

52.	 Bruening W, Gros P, Sato T, Stamimir J, Nakamura Y, et al. (1993) Analysis 
of 11p13 Wilms’ tumor suppressor gene (WT1) in ovarian tumors. Cancer 
Invest 11: 393-399.

53.	 Menssen HD, Renkl HL, Rodeck U, Maurer J, Notter M, et al. (1995) Pres-
ence of Wilms’ tumor gene (WT1) transcripts and the WT1 nuclear pro-
tein in the majority of human acute leukemias. Leukemia 9: 1060-1067.

54.	 Inoue K, Sugiyama H, Ogawa H, Nakagawa M, Yamagami T, et al. (1994) 
WT1 as a new prognostic factor and a new marker for the detection of 
minimal residual disease in acute leukemia. Blood 84: 3071-3079.

55.	 Loeb DM, Evron E, Patel CB, Sharma PM, Niranjan B, et al. (2001) Wilms’ 
tumor suppressor gene (WT1) is expressed in primary breast tumors de-
spite tumor-specific promoter methylation. Cancer Res 61(3): 921-925.

56.	 Silberstein GB, Van Horn K, Strickland P, Robert CT Jr, Daniel CW et al. 
(1997) Altered expression of WT1 Wilms’ tumor suppressor gene in hu-
man breast cancer. Proc Natl Acad Sci USA 94: 8132-8137.

57.	 Dong G, Rajah R, Vu T, Hoffman A, Rosenfeld R, et al. (1997) Decreased ex-
pression of the Wilm’s tumor suppressor gene WT1 and increased IGF-II 
and IGF-1R in the prostatic stroma of patients with benign prostatic hy-
perplasia. J Clin Endocrinol Metab 82: 2198-2203. 

58.	 Brett A, Pandey S, Fraizer G (2013) The Wilms’ tumor gene (WT1) regu-
lates E-cadherin expression and migration of prostate cancer cells. Mol 
Cancer 12(3).

59.	 Gregg J, Brown K, Mintz E, Piontkivska H, Fraizer G et al. (2010) Analysis of 
gene expression in prostate cancer epithelial and interstitial stromal cells 
using laser capture microdissection. BMC Cancer 10(1): 165.

60.	 Zaia A, Fraizer GC, Piantanelli L, Saunders GF (2001) Transcriptional regu-
lation of the androgen signaling pathway by the Wilms’ tumor suppressor 
gene WT1. Anticancer Res 21(1A): 1-10. 

61.	 Graham K, Li W, Williams BR, Fraizer G (2006) Vascular endothelial 
growth factor (VEGF) is suppressed in WT1-transfected LNCaP cells. Gene 
Expr 13(1): 1-14.

62.	 Damon SE, Plymate SR, Carroll JM, Sprenger CC, Dechsukhum C, et al. 
(2001) Transcriptional regulation of insulin-like growth factor-I receptor 
gene expression in prostate cancer cells. Endocrinology 142(1): 21-27.

63.	 Zaia A, Fraizer GC, Piantanelli L, Saunders GF (2001) Transcriptional regu-
lation of the androgen signaling pathway by the Wilms’ tumor suppressor 
gene WT1. Anticancer Res 21(1A): 1-10.

https://dx.doi.org/10.26717/BJSTR.2024.57.008947
https://pubmed.ncbi.nlm.nih.gov/10373563/
https://pubmed.ncbi.nlm.nih.gov/10373563/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6020326/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6020326/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6020326/
https://pubmed.ncbi.nlm.nih.gov/2164159/
https://pubmed.ncbi.nlm.nih.gov/2164159/
https://pubmed.ncbi.nlm.nih.gov/2164159/
https://pubmed.ncbi.nlm.nih.gov/9722170/
https://pubmed.ncbi.nlm.nih.gov/9722170/
https://pubmed.ncbi.nlm.nih.gov/9722170/
https://pubmed.ncbi.nlm.nih.gov/1302008/
https://pubmed.ncbi.nlm.nih.gov/1302008/
https://pubmed.ncbi.nlm.nih.gov/1302008/
https://pubmed.ncbi.nlm.nih.gov/8401592/
https://pubmed.ncbi.nlm.nih.gov/8401592/
https://pubmed.ncbi.nlm.nih.gov/8401592/
https://pubmed.ncbi.nlm.nih.gov/8630376/
https://pubmed.ncbi.nlm.nih.gov/8630376/
https://pubmed.ncbi.nlm.nih.gov/9531607/
https://pubmed.ncbi.nlm.nih.gov/9531607/
https://pubmed.ncbi.nlm.nih.gov/9531607/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7085227/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7085227/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7085227/
https://pubmed.ncbi.nlm.nih.gov/7949179/
https://pubmed.ncbi.nlm.nih.gov/7949179/
https://pubmed.ncbi.nlm.nih.gov/7949179/
https://pubmed.ncbi.nlm.nih.gov/2154335/
https://pubmed.ncbi.nlm.nih.gov/2154335/
https://pubmed.ncbi.nlm.nih.gov/2154335/
https://pubmed.ncbi.nlm.nih.gov/1572653/
https://pubmed.ncbi.nlm.nih.gov/1572653/
https://pubmed.ncbi.nlm.nih.gov/1654597/
https://pubmed.ncbi.nlm.nih.gov/1654597/
https://pubmed.ncbi.nlm.nih.gov/1654597/
https://pubmed.ncbi.nlm.nih.gov/8510918/
https://pubmed.ncbi.nlm.nih.gov/8510918/
https://pubmed.ncbi.nlm.nih.gov/8510918/
https://pubmed.ncbi.nlm.nih.gov/7738027/
https://pubmed.ncbi.nlm.nih.gov/7738027/
https://pubmed.ncbi.nlm.nih.gov/7738027/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC394563/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC394563/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC394563/
https://pubmed.ncbi.nlm.nih.gov/8621495/
https://pubmed.ncbi.nlm.nih.gov/8621495/
https://pubmed.ncbi.nlm.nih.gov/10438524/
https://pubmed.ncbi.nlm.nih.gov/10438524/
https://pubmed.ncbi.nlm.nih.gov/10438524/
https://pubmed.ncbi.nlm.nih.gov/7926762/
https://pubmed.ncbi.nlm.nih.gov/7926762/
https://pubmed.ncbi.nlm.nih.gov/7926762/
https://pubmed.ncbi.nlm.nih.gov/1662794/
https://pubmed.ncbi.nlm.nih.gov/1662794/
https://pubmed.ncbi.nlm.nih.gov/1662794/
https://pubmed.ncbi.nlm.nih.gov/11066013/
https://pubmed.ncbi.nlm.nih.gov/11066013/
https://pubmed.ncbi.nlm.nih.gov/11066013/
https://pubmed.ncbi.nlm.nih.gov/26090994/
https://pubmed.ncbi.nlm.nih.gov/26090994/
https://pubmed.ncbi.nlm.nih.gov/26090994/
https://pubmed.ncbi.nlm.nih.gov/8389468/
https://pubmed.ncbi.nlm.nih.gov/8389468/
https://pubmed.ncbi.nlm.nih.gov/8389468/
https://pubmed.ncbi.nlm.nih.gov/8943350/
https://pubmed.ncbi.nlm.nih.gov/8943350/
https://pubmed.ncbi.nlm.nih.gov/8943350/
https://pubmed.ncbi.nlm.nih.gov/8943350/
https://pubmed.ncbi.nlm.nih.gov/21378168/
https://pubmed.ncbi.nlm.nih.gov/21378168/
https://pubmed.ncbi.nlm.nih.gov/21378168/
https://pubmed.ncbi.nlm.nih.gov/8324644/
https://pubmed.ncbi.nlm.nih.gov/8324644/
https://pubmed.ncbi.nlm.nih.gov/8324644/
https://pubmed.ncbi.nlm.nih.gov/7596170/
https://pubmed.ncbi.nlm.nih.gov/7596170/
https://pubmed.ncbi.nlm.nih.gov/7596170/
https://pubmed.ncbi.nlm.nih.gov/7949179/
https://pubmed.ncbi.nlm.nih.gov/7949179/
https://pubmed.ncbi.nlm.nih.gov/7949179/
https://pubmed.ncbi.nlm.nih.gov/11221883/
https://pubmed.ncbi.nlm.nih.gov/11221883/
https://pubmed.ncbi.nlm.nih.gov/11221883/
https://www.nature.com/articles/srep45255
https://www.nature.com/articles/srep45255
https://www.nature.com/articles/srep45255
https://pubmed.ncbi.nlm.nih.gov/9215294/
https://pubmed.ncbi.nlm.nih.gov/9215294/
https://pubmed.ncbi.nlm.nih.gov/9215294/
https://pubmed.ncbi.nlm.nih.gov/9215294/
https://pubmed.ncbi.nlm.nih.gov/23298185/
https://pubmed.ncbi.nlm.nih.gov/23298185/
https://pubmed.ncbi.nlm.nih.gov/23298185/
https://pubmed.ncbi.nlm.nih.gov/20426842/
https://pubmed.ncbi.nlm.nih.gov/20426842/
https://pubmed.ncbi.nlm.nih.gov/20426842/
https://pubmed.ncbi.nlm.nih.gov/11299720/
https://pubmed.ncbi.nlm.nih.gov/11299720/
https://pubmed.ncbi.nlm.nih.gov/11299720/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6032449/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6032449/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6032449/
https://pubmed.ncbi.nlm.nih.gov/11145562/
https://pubmed.ncbi.nlm.nih.gov/11145562/
https://pubmed.ncbi.nlm.nih.gov/11145562/
https://pubmed.ncbi.nlm.nih.gov/11299720/
https://pubmed.ncbi.nlm.nih.gov/11299720/
https://pubmed.ncbi.nlm.nih.gov/11299720/


Copyright@ : Chavaboon Dechsukhum | Biomed J Sci & Tech Res |   BJSTR.MS.ID.008947.

Volume 57- Issue 1 DOI: 10.26717/BJSTR.2024.57.008947

48827

Submission Link: https://biomedres.us/submit-manuscript.php

Assets of Publishing with us

•	 Global archiving of articles

•	 Immediate, unrestricted online access

•	 Rigorous Peer Review Process

•	 Authors Retain Copyrights

•	 Unique DOI for all articles

https://biomedres.us/

This work is licensed under Creative
Commons Attribution 4.0 License

ISSN: 2574-1241
DOI: 10.26717/BJSTR.2024.57.008947

Chavaboon Dechsukhum. Biomed J Sci & Tech Res 

64.	 Martínez-Estrada OM, Lettice LA, Essafi A, Guadix JA, Slight J, et al. (2009) 
Wt1 is required for cardiovascular progenitor cell formation through tran-
scriptional control of snail and E-cadherin. Nat Genet 42(1): 89-93. 

65.	 Hosono S, Gross I, English MA, Hajra KM, Fearon ER (2000) E-cadherin is a 
WT1 target gene. J Biol Chem 275(15): 10943-10953.

66.	 Johnstone RW, See RH, Sells SF, Wang J, Muthukkumar S, et al. (1996) A 
novel repressor, par-4, modulates transcription and growth suppression 
functions of the Wilms’ tumor suppressor WT1. Mol Cell Biol 16(12): 
6945-6956.

67.	 Wu C, Zhu W, Qian J, He S, Wu C, et al. (2013) WT1 promotes invasion of 
NSCLC via suppression of CDH1. J Thorac Oncol 8(9): 1163-1169. 

68.	 Wagner KD, Wagner N, Vidal VPI, Schley G, Wilhelm D, et al. (2002) The 
Wilms’ tumor gene Wt1 is required for normal development of the retina. 
EMBO J 21(6): 1398-1405. 

69.	 Scholz H, Kirschner KM (2011) Oxygen-dependent gene expression in de-
velopment and cancer: lessons learned from the Wilms’ tumor gene, WT1. 
Front Mol Neurosci 4: 4. 

70.	 Armstrong JF, Pritchard-Jones K, Bickmore WA, Hastie ND, Bard JB (1993) 
The expression of the Wilms’ tumour gene, WT1, in the developing mam-
malian embryo. Mech Dev 40(1): 85-97. 

71.	 Baudry D, Faussillon M, Cabanis MO, Rigolet M, Zucker JM, et al. (2002) 
Changes in WT1 splicing are associated with a specific gene expression 
profile in Wilms’ tumour. Oncogene 21(36): 5566-5573.

72.	 Karth J, Ferrer FA, Perlman E, Hanrahan C, Simons JW, et al. (2000) Co 
expression of hypoxia-inducible factor 1-alpha and vascular endothelial 
growth factor in Wilms’ tumor. J Pediatr Surg 35(12): 1749-1753.

73.	 Hanson J, Gorman J, Reese J, Fraizer G (2007) Regulation of vascular endo-
thelial growth factor, VEGF, gene promoter by the tumor suppressor, WT1. 
Front Biosci 12: 2279-2290.

74.	 Eisermann K, Tandon S, Bazarov A, Brett A, Fraizer G, et al. (2008) Evo-
lutionary conservation of zinc finger transcription factor binding sites in 
promoters of genes co-expressed with WT1 in prostate cancer. BMC Ge-
nomics 9: 337. 

75.	 Dutton J, Lahiri D, Ward A (2006) Different isoforms of the Wilms’ tumour 
protein WT1 have distinct patterns of distribution and trafficking within 
the nucleus. Cell Prolif 39(6): 519-535. 

76.	 Eisermann K, Broderick CJ, Bazarov A, Moazam MM, Fraizer GC (2013) 
Androgen up-regulates vascular endothelial growth factor expression in 
prostate cancer cells via an Sp1 binding site. Mol Cancer 12: 7.

77.	 Eisermann K, Bazarov A, Brett A, Knapp E, Piontkivska H, et al. (2009) 
Uncovering androgen responsive regulatory networks in prostate cancer. 
Bioinformatics; 2009; Ohio Collaborative Conference, pp. 99-103.

https://dx.doi.org/10.26717/BJSTR.2024.57.008947
https://dx.doi.org/10.26717/BJSTR.2024.57.008947
https://pubmed.ncbi.nlm.nih.gov/20023660/
https://pubmed.ncbi.nlm.nih.gov/20023660/
https://pubmed.ncbi.nlm.nih.gov/20023660/
https://pubmed.ncbi.nlm.nih.gov/10753894/
https://pubmed.ncbi.nlm.nih.gov/10753894/
https://pubmed.ncbi.nlm.nih.gov/8943350/
https://pubmed.ncbi.nlm.nih.gov/8943350/
https://pubmed.ncbi.nlm.nih.gov/8943350/
https://pubmed.ncbi.nlm.nih.gov/8943350/
https://pubmed.ncbi.nlm.nih.gov/23945386/
https://pubmed.ncbi.nlm.nih.gov/23945386/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC125354
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC125354
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC125354
https://pubmed.ncbi.nlm.nih.gov/8382938/
https://pubmed.ncbi.nlm.nih.gov/8382938/
https://pubmed.ncbi.nlm.nih.gov/8382938/
https://pubmed.ncbi.nlm.nih.gov/12165855/
https://pubmed.ncbi.nlm.nih.gov/12165855/
https://pubmed.ncbi.nlm.nih.gov/12165855/
https://pubmed.ncbi.nlm.nih.gov/11101729/
https://pubmed.ncbi.nlm.nih.gov/11101729/
https://pubmed.ncbi.nlm.nih.gov/11101729/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2562899/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2562899/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2562899/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2515153/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2515153/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2515153/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2515153/
https://pubmed.ncbi.nlm.nih.gov/17109636/
https://pubmed.ncbi.nlm.nih.gov/17109636/
https://pubmed.ncbi.nlm.nih.gov/17109636/
https://pubmed.ncbi.nlm.nih.gov/23369005/
https://pubmed.ncbi.nlm.nih.gov/23369005/
https://pubmed.ncbi.nlm.nih.gov/23369005/
https://ieeexplore.ieee.org/document/5159171
https://ieeexplore.ieee.org/document/5159171
https://ieeexplore.ieee.org/document/5159171

