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Hypoxia-inducible factors (HIFs) play a crucial role in cancer progression. Several epidemi-
ological studies have demonstrated that HIFs polymorphisms can influence the suscep-
tibility of multiple cancers. However, the relationship of HIFs polymorphisms (rs11549467
and rs17039192) and breast cancer (BC) risk was still unknown. Thus, we performed a
case-control study based on 560 BC patients and 583 healthy controls to explore the
association between them. Our results indicated a boardline connection between HIF-1
rs11549467 and BC risk (AG compared with GG: OR = 1.61, 95% CI = 1.05–2.49, P=0.03;
AG + AA compared with GG: OR = 1.64, 95% CI = 1.08–2.51, P=0.02; AG compared with
GG + AA: OR = 1.61, 95% CI = 1.04–2.48, P=0.03; OR = 1.64, 95% CI = 1.09–2.45,
P=0.02), while HIF-2 rs17039192 had no influence on breast cancer. Considered the com-
parison of sample size and potential heterogeneity of previous case–control studies, we
concluded that HIF-1 rs11549467 has a marginal effect on BC risk. Further well-designed
studies with larger sample size were required.

Introduction
From the evidence supplied by Cancer Statistics, 2018, a total of 266, 120 new breast cancer (BC) cases
and 40,920 BC-related deaths were expected to happen in American women in 2018 [1]. Like in most other
countries, BC has possessed the highest incidence of all malignancies in Chinese women, for which nearly
268,600 new cases were estimated to occur in 2015 [2]. Besides, BC incidence rate in Chinese women has
increased more than twice as fast as global average since 1900s, especially in urban areas [3]. As is well
known, breast carcinogenesis comprises multiple and complicated processes, in which cellular adaption
to hypoxia was identified as a crucial step for BC progression [4,5].

It has been a common finding that intratumoral hypoxia indicates poorer prognosis, higher metastasis
risk, and lower sensibility to radiotherapy and chemotherapy for cancer patients [6-9]. Hypoxia-inducible
factors (HIFs) were exactly the crucial oxygen-sensitive transcription factors to facilitate hypoxia adaption
of cells through mediating function of the genes involving in angiogenesis, erythropoiesis, metabolic re-
programming, metastasis etc. [10]. HIFs are heterodimers formed by a stably expressed subunit HIF-1β
and an oxygen-regulated subunit HIF-1α (encoded by HIF-1A) or HIF-2α (encoded by HIF-2A), and
they controlled activities of over 1000 target genes [11]. Both HIF-1α and HIF-2α have been found over-
expressing in various cancers, including BC [12,13]. And overexpression of HIF-1α/HIF-2αwas generally
associated with short-term survival and increased mortality in cancer cases [14].

To date, several epidemiological studies have demonstrated the influence of HIFs polymorphisms on
multiple cancers susceptibility, such as lung, breast, pancreatic, gastric etc. [15] Thereinto, two missense
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Table 1 Primers used for the present study.

SNP ID 1st-PCRP 2nd-PCRP UEP SEQ

rs11549467 ACGTTGGATGTTGAGGACTTGCGCTTTCAG ACGTTGGATGCTTCCAGTTACGTTCCTTCG gtccCCATTAGAAAGCAGTTCC

rs17039192 ACGTTGGATGACACTGCCGAGGATTGTACG ACGTTGGATGTTTACACTCGCGAGCGGAC aggcCCGCCACACGGGTCCGGTG

mutation loci rs11549467 and rs11549465 on HIF-1A, and HIF-2A polymorphism rs17039192 were most fre-
quently discussed. As yet, there was no epidemiological study exploring the association between the rs11549467 and
rs17039192 C111A polymorphisms in HIFs and cancer risk among Chinese women. Because we previously per-
formed a meta-analysis to investigate the role of rs11549465 in breast cancer progression and found no correlation
between them [16], this case–control designed study is aimed to investigate the association between the two remain-
ing HIFs polymorphisms (rs11549467 and rs17039192) and breast cancer risk in Northwest Chinese women.

Materials and methods
Study population
Breast cancer cases (n=560) were enrolled in the Department of Oncology, The Second Affiliated Hospital, Xi’an
Jiaotong University, from January 2013 to October 2014. All BC patients were newly diagnosed using pathology and
detailed immunohistochemical analysis, as was described previously [17-19]. Patients with history of malignant dis-
eases or those who received preoperative chemotherapy or radiotherapy were excluded. The controls were randomly
recruited from healthy females, who underwent annual physical examinations in the medical examination center of
the same hospital during the same period. Controls (n=583) were matched to cases based on age (+−5 years). All
participants were Han Chinese women and supplied a written informed consent to provide us detailed data about
self-administration. The present study was approved by the Institutional Review Board of Xi’an Jiaotong University
(Xi’an, China).

Genotyping assay
Samples of peripheral blood were collected into EDTA-coated tubes and conserved at −80◦C. We used the Univer-
sal Genomic DNA Extraction Kit (version 3.0, TaKaRa Bio Inc., Japan) to extract genomic DNA from whole blood
samples, according to the manufacturer’s instructions. DNA concentration was confirmed by the DU530 UV/VIS
spectrophotometer (Beckman Instruments, Fullerton, CA, U.S.A.). For candidate SNPs in HIFs, we used data from
HapMap database of Chinese population and finally elected two SNPs (rs11549467 in HIF-1A, rs17039192 in HIF-2A)
included in our study. SNP genotyping was conducted with Sequenom MassARRAY RS1000 according to the stan-
dard protocol recommended by the manufacturer. The corresponding primers used for each SNP in our study are
listed in Table 1. Sequenom Typer 4.0 Software (Sequenom, San Diego, CA, U.S.A.) was used to manage the data.

Statistical analysis
Fisher’s exact test was used to exam the Hardy–Weinberg equilibrium (HWE) among controls for each polymorphism.
Two-sided Pearson’s chi-square tests were adopted to evaluate the differences in allelic frequencies for each SNP
between patients and controls, and it was considered statistically significant if the P value less than 0.05. Five different
genetic models were used to evaluate the association between SNPs and breast cancer risk (‘A’ and ‘a’ are used to
represent the major and the minor alleles, respectively): the allele model (a compared with A); the co-dominant
model (homozygote model: aa compared with AA; heterozygote model: Aa compared with AA); the recessive model
(aa compared with AA + Aa); the dominant model (AA compared with Aa + aa); and the overdominant model (AA
+ aa compared with Aa). We employed SPSS software to access odds ratios (ORs) and 95% confidence intervals (CIs).

Results
Characteristics of the patients and controls
The present study contained 560 BC patients and 583 healthy controls, the characteristics of which were described
in our previous studies [17-19], the detailed information was displayed in Supplementary Table S1. Sporadic breast
cancer patient recruited in this case–control study was diagnosed by histopathology. The average age of cancers group
was 49.09 +− 11.02. The control group was matched depending on age (0.612) and menopausal status (P=0.716).
However, the body mass index (BMI) of control groups was significantly higher than BMI of patient groups (22.52 +−
2.84 compared with 22.95 +− 3.21; P=0.038); thus, all results were adjusted to BMI.
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Table 2 Genotype frequencies of HIF polymorphisms in cases and control

Model Genotype Case (560) Control (583) OR (95% CI) P-value

HIF-1α SNP: rs11549467 HWE: P=0.1183

Codominant G/G 501 (89.5%) 544 (93.4%) 1 –

A/G 55 (9.8%) 37 (6.3%) 1.61 (1.05–2.49) 0.03

A/A 4 (0.7%) 2 (0.3%) 2.17 (0.40–11.91) 0.37

Dominant G/G 501 (89.5%) 544 (93.4%) 1 -

A/G–A/A 59 (10.5%) 39 (6.6%) 1.64 (1.08–2.51) 0.02

Recessive G/G–A/G 556 (99.3%) 581 (99.7%) 1 -

A/A 4 (0.7%) 2 (0.3%) 2.09 (0.38–11.46) 0.40

Overdominant G/G–A/A 505 (90.2%) 546 (93.7%) 1 -

A/G 55 (9.8%) 37 (6.3%) 1.61 (1.04–2.48) 0.03

Allele G 1057 (94.4%) 1125 (96.5%) 1 -

A 63 (5.6%) 41 (3.5%) 1.64 (1.09–2.45) 0.02

HIF-2α SNP: rs17039192 HWE: P=0.4976

Codominant C/C 542 (96.8%) 552 (94.7%) 1 -

C/T 18 (3.2%) 31 (5.3%) 0.59 (0.33–1.07) 0.08

T/T 0 (0%) 0 (0%) NA -

Allele C 18 (1.6%) 31 (2.7%) 1 -

T 1102 (98.4%) 1135 (97.3%) 0.60 (0.33–1.08) 0.09

Table 3 Characteristics of studies included in this meta-analysis.

Year First author Country Ethnicity
Source of
controls Cases Controls Cases Controls HWE

GG GA AA GG GA AA

2014 Sharma [24] India Asian Hospital 200 0 0 200 0 0 200 200 NA

2013 Ribeiro [29] Portugal Caucasian Hospital 96 0 0 74 0 0 96 72 NA

2009 Naidu [30] Malaysia Asian Hospital 332 72 6 222 50 3 410 275 0.92

2008 Apaydin [23] Turkey Caucasian Population 102 0 0 98 4 0 102 102 0.84

2008 Kim [31] Korea Asian Hospital 87 3 0 92 7 1 90 102 0.06

Association between HIF polymorphisms and breast cancer risk
We genotyped the two SNPs (rs11549467 and rs17039192) in 1143 included subjects (560 cancer cases and 583 healthy
control), and the genotyping success rates of the two SNPs were 100%. The genotype distribution of control groups
accorded with HWE (P=0.1183 and 0.74 for rs11549467 and rs17039192, respectively) presented statistically signif-
icance between breast cancer patients and control subjects. Statistical analysis showed that rs11549467 had an in-
creased influence on breast cancer risk in the codominant, dominant, overdominant, and allele model (AG compared
with GG: OR = 1.61, 95% CI = 1.05–2.49, P=0.03; AG + AA compared with GG: OR = 1.64, 95% CI = 1.08–2.51,
P=0.02; AG compared with GG + AA: OR = 1.61, 95% CI = 1.04–2.48, P=0.03; OR = 1.64, 95% CI = 1.09–2.45,
P=0.02), while rs17039192 was not associated with breast cancer (Table 2).

The results of meta-analysis for rs11549467 and breast cancer
Since boardline connection was found between HIF-1 rs11549467 and BC risk, we conducted a meta-analysis based
on five articles including 898 BC cases and 751 healthy controls (Table 3). Pooled analysis indicated that G1790A
polymorphism was not associated with the risk of breast cancer in all three comparisons (all P>0.05). In subgroup
analyses, no significant association was found with the risk of breast cancer among Asians and in the hospital-based
studies (all P>0.05).

Discussion
HIFs play a critical role in facilitating cells to adapt to hypoxia. Existing evidences proved that HIFs took part in many
pivotal aspects of cancer progression. In this case–control study, we aimed to investigate the association between
HIFs polymorphisms and breast cancer risk among Northwest Chinese women. The results indicated a boardline
connection between HIF-1 rs11549467 and BC risk, while HIF-2 rs17039192 had no influence on breast cancer.
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HIF-1 rs11549467 is a missense mutation polymorphism leading to an amino acid of alanine substituted by threo-
nine. This amino acid change may significantly enhance the transcription activity of HIF-1A and effect on the down-
stream target genes expression [20,21]. The overexpression of HIF-1α might sequentially lead to an increased cancer
susceptibility and metastasis [22]. In the past few years, several molecular epidemiological studies were performed
to explore the relationship between HIF-1 rs11549467 and breast cancer in different regions and ethnicities. How-
ever, no credible conclusion was obtained because of their small sample size (presented in Table 3). For instance,
Apaydin et al. [23] conducted a case–control study based on 102 BC cases and 102 healthy controls to access the
correlation of rs11549467 and BC. There are 98 GG type and 4 GA type in 102 healthy controls and 102 GG type in
102 BC patients. Genotype frequencies of rs11549467 in their study present no statistical significance between BC
patients and healthy controls. Another Indian study performed by Sharma genotyped rs11549467 among 200 breast
cancers and 200 healthy controls, the minor allele frequency was zero [24]. Considered the sample size of single study
was excessively small, we pooled previous relative case–control studies together as a meta-analysis. Based on five
articles including 898 BC cases and 751 healthy controls, our meta-analysis demonstrated no association between
rs11549467 and BC risk. In view of the potential heterogeneity may exist in this meta-analysis, the consequence of
our case–control study seemed more authentic and reliable.

Rs17039192 is a functional polymorphism in HIF-2α, which was encoded by the human EPAS1 (for endothelial
PAS domain protein 1) gene [25]. Previous studies found that HIF-2α expression was associated with BC patients
prognosis [13,26]. Giatromanolaki et al. [27] reported that HIF-2α may induce angiogenesis in breast carcinomas.
Compared with HIF-1α, the role of HIF-2α in solid tumors was less known. According to the study performed by
Nakajima et al. [25], rs17039192 in HIF-2α was only reported to be connected with knee osteoarthritis. This is the
first case–control study aimed to investigate the relationship between HIF-2α and breast cancer. The results suggested
HIF-2 rs17039192 have no influence on breast cancer risk.

Breast cancer is a multiple-factorial disease with complicated etiopathogenesis, genetic factors only occupy a part of
these. Focusing oncology research on genetic factors, 70 SNPs were identified as BC-related by large-scale replication
studies and genome wide association studies. As a focus area of oncological research into genetic factors, 70 SNPs
were identified as BC-related mutation by large-scale replication studies and genome wide association [28]. SNPs may
influence cancer in many aspects involving susceptibility, diagnosis, treatment, and prognosis. Since the phenotypic
effect of SNPs was depended on complex interaction of gene–gene or/and gene–environment, we failed to obtain
a certain conclusion about the association between HIFs polymorphisms (rs11549467 and rs17039192) and breast
cancer. Further well-designed studies with larger sample size were required.

The present study has some potential limitations. First, all the included subjects came from the same hospital name
Xi’an Jiaotong University, thus selection bias may exist inevitably in the present study. Second, we failed to consider
other significant risk factories such as lifestyle, living environment, and family history because of lack of data. Third,
all analyses in our study were based on the genotype distribution of the two SNPs, functional studies revealed the
molecular mechanism were absent.

In conclusion, our results suggest that HIF-1 rs11549467 has a marginal effect on BC risk, while no association was
found between HIF-2 rs17039192 and BC risk.

Author contribution
CY Shan, Y Zheng, and ZJ Dai conceived and designed the study. S Lin, T Tian, YJ Deng, P Xu, Q Hao, and Y Wu collected and
processed data. CY Shan, Y Zheng, and M Wang analyzed data. M Wang, Y Zheng, P Xu, YJ Deng, and TL Yang prepared tables.
Y Zheng drafted the manuscript. ZJ Dai and Y Guo revised the manuscript. All authors read and approved the final manuscript.

Funding
The present study was supported by National Natural Science Foundation, People’s Republic of China [grant number 81471670];
the Key research and development plan, Shaanxi Province, People’s Republic of China [grant number 2017ZDXM-SF-066];
and Science and Technology Branch Project of Xinjiang Uygur Autonomous Region, People’s Republic of China [grant number
2017E0262]. The sponsors had no role in study design, data collection, data analysis, data interpretation, or writing of the report.

Competing interests
The authors declare that there are no competing interests associated with the manuscript.

4 c© 2018 The Author(s). This is an open access article published by Portland Press Limited on behalf of the Biochemical Society and distributed under the Creative Commons
Attribution License 4.0 (CC BY).



Bioscience Reports (2018) 38 BSR20180950
https://doi.org/10.1042/BSR20180950

Abbreviations
BC, breast cancer; BMI, body mass index; CI, confidence interval; EPAS1, endothelial PAS domain protein 1; HIF,
hypoxia-inducible factor; HWE, Hardy-Weinberg equilibrium; OR, odds ratio.

References
1 Siegel, R.L., Miller, K.D. and Jemal, A. (2018) Cancer statistics, 2018. CA Cancer J. Clin. 68, 7–30, https://doi.org/10.3322/caac.21442
2 Chen, W., Zheng, R., Baade, P.D. et al. (2016) Cancer statistics in China, 2015. CA Cancer J. Clin. 66, 115–132, https://doi.org/10.3322/caac.21338
3 Fan, L. et al. (2014) Breast cancer in China. Lancet Oncol. 15, e279–e289, https://doi.org/10.1016/S1470-2045(13)70567-9
4 Dang, C.V. and Semenza, G.L. (1999) Oncogenic alterations of metabolism. Trends Biochem. Sci. 24, 68–72,

https://doi.org/10.1016/S0968-0004(98)01344-9
5 Gatenby, R.A. and Gillies, R.J. (2008) A microenvironmental model of carcinogenesis. Nat. Rev. Cancer 8, 56–61, https://doi.org/10.1038/nrc2255
6 Schito, L., Rey, S., Tafani, M. et al. (2012) Hypoxia-inducible factor 1-dependent expression of platelet-derived growth factor B promotes lymphatic

metastasis of hypoxic breast cancer cells. Proc. Natl. Acad. Sci. U.S.A. 109, E2707–E2716, https://doi.org/10.1073/pnas.1214019109
7 Liu, Z.J., Semenza, G.L. and Zhang, H.F. (2015) Hypoxia-inducible factor 1 and breast cancer metastasis. J. Zhejiang Univ. Sci. B 16, 32–43,

https://doi.org/10.1631/jzus.B1400221
8 Osinsky, S., Zavelevich, M. and Vaupel, P. (2009) Tumor hypoxia and malignant progression. Exp. Oncol. 31, 80–86
9 Mees, G., Dierckx, R., Vangestel, C. and Van de Wiele, C. (2009) Molecular imaging of hypoxia with radiolabelled agents. Eur. J. Nucl. Med. Mol.

Imaging 36, 1674–1686, https://doi.org/10.1007/s00259-009-1195-9
10 Ke, Q. and Costa, M. (2006) Hypoxia-inducible factor-1 (HIF-1). Mol. Pharmacol. 70, 1469–1480, https://doi.org/10.1124/mol.106.027029
11 Semenza, G.L. (2012) Hypoxia-inducible factors: mediators of cancer progression and targets for cancer therapy. Trends Pharmacol. Sci. 33, 207–214,

https://doi.org/10.1016/j.tips.2012.01.005
12 Zhong, H., De Marzo, A.M., Laughner, E. et al. (1999) Overexpression of hypoxia-inducible factor 1α in common human cancers and their metastases.

Cancer Res. 59, 5830–5835
13 Wang, H.X., Qin, C., Han, F.Y., Wang, X.H. and Li, N. (2014) HIF-2α as a prognostic marker for breast cancer progression and patient survival. Genet.

Mol. Res. 13, 2817–2826, https://doi.org/10.4238/2014.January.22.6
14 Liao, D., Corle, C., Seagroves, T.N. and Johnson, R.S. (2007) Hypoxia-inducible factor-1α is a key regulator of metastasis in a transgenic model of

cancer initiation and progression. Cancer Res. 67, 563–572, https://doi.org/10.1158/0008-5472.CAN-06-2701
15 Paek, J., Oh, Y., Kim, J. and Lee, J.H. (2015) Single nucleotide polymorphisms in HIF-1α gene and residual ridge resorption (RRR) of mandible in

Korean population. Gene Expr. 16, 137–144, https://doi.org/10.3727/105221615X14181440065490
16 Ren, H-T, Wang, X-J, Kang, H-F, Lin, S., Wang, M. and Dai, Z-J (2014) Associations between C1772T polymorphism in hypoxia-inducible factor-1α

gene and breast cancer: a meta-analysis. Med. Sci. Monit. 20, 2578–2583, https://doi.org/10.12659/MSM.892374
17 Dai, Z.J., Liu, X.H., Kang, H.F. et al. (2016) Genetic variation in metastasis-associated in colon cancer-1 and the risk of breast cancer among the

Chinese Han population: a STROBE-compliant observational study. Medicine 95, e2801, https://doi.org/10.1097/MD.0000000000002801
18 Dai, Z.J., Liu, X.H., Ma, Y.F. et al. (2016) Association between single nucleotide polymorphisms in DNA polymerase kappa gene and breast cancer risk in

Chinese Han population: a STROBE-compliant observational study. Medicine 95, e2466, https://doi.org/10.1097/MD.0000000000002466
19 Wang, M., Wang, X., Fu, S.W. et al. (2016) Single-nucleotide polymorphisms in PSCA and the risk of breast cancer in a Chinese population. Oncotarget

7, 27665–27675
20 Tanimoto, K., Yoshiga, K., Eguchi, H. et al. (2003) Hypoxia-inducible factor-1α polymorphisms associated with enhanced transactivation capacity,

implying clinical significance. Carcinogenesis 24, 1779–1783, https://doi.org/10.1093/carcin/bgg132
21 Yamada, N., Horikawa, Y., Oda, N. et al. (2005) Genetic variation in the hypoxia-inducible factor-1α gene is associated with type 2 diabetes in

Japanese. J. Clin. Endocrinol. Metab. 90, 5841–5847, https://doi.org/10.1210/jc.2005-0991
22 Vaupel, P. (2004) The role of hypoxia-induced factors in tumor progression. Oncologist 9, 10–17, https://doi.org/10.1634/theoncologist.9-90005-10
23 Apaydin, I., Konac, E., Onen, H.I., Akbaba, M., Tekin, E. and Ekmekci, A. (2008) Single nucleotide polymorphisms in the hypoxia-inducible factor-1α

(HIF-1α) gene in human sporadic breast cancer. Arch. Med. Res. 39, 338–345, https://doi.org/10.1016/j.arcmed.2007.11.012
24 Sharma, S., Kapahi, R., Sambyal, V. et al. (2014) No association of hypoxia inducible factor-1α gene polymorphisms with breast cancer in North-West

Indians. Asian Pac. J. Cancer Prev. 15, 9973–9978, https://doi.org/10.7314/APJCP.2014.15.22.9973
25 Nakajima, M., Shi, D., Dai, J. et al. (2012) A large-scale replication study for the association of rs17039192 in HIF-2α with knee osteoarthritis. J.

Orthop. Res. 30, 1244–1248, https://doi.org/10.1002/jor.22063
26 Bordoli, M.R., Stiehl, D.P., Borsig, L. et al. (2011) Prolyl-4-hydroxylase PHD2- and hypoxia-inducible factor 2-dependent regulation of amphiregulin

contributes to breast tumorigenesis. Oncogene 30, 548–560, https://doi.org/10.1038/onc.2010.433
27 Giatromanolaki, A., Sivridis, E., Fiska, A. and Koukourakis, M.I. (2006) Hypoxia-inducible factor-2α (HIF-2α) induces angiogenesis in breast

carcinomas. Appl. Immunohistochem. Mol. Morphol. 14, 78–82, https://doi.org/10.1097/01.pai.0000145182.98577.10
28 Michailidou, K., Beesley, J., Lindstrom, S. et al. (2015) Genome-wide association analysis of more than 120,000 individuals identifies 15 new

susceptibility loci for breast cancer. Nat. Genet. 47, 373–380, https://doi.org/10.1038/ng.3242
29 Ribeiro, A.L. et al. (2013) Lack of relevance of HIF-1α polymorphisms in breast cancer in a Portuguese population. Anticancer Res. 33, 2549–2555
30 Naidu, R., Har, Y.C. and Taib, N.A. (2009) Associations between hypoxia-inducible factor-1α (HIF-1α) gene polymorphisms and risk of developing breast

cancer. Neoplasma 56, 441–447, https://doi.org/10.4149/neo˙2009˙05˙441
31 Kim, H.O., Jo, Y.H., Lee, J., Lee, S.S. and Yoon, K.S. (2008) The C1772T genetic polymorphism in human HIF-1α gene associates with expression of

HIF-1α protein in breast cancer. Oncol. Rep. 20, 1181–1187

c© 2018 The Author(s). This is an open access article published by Portland Press Limited on behalf of the Biochemical Society and distributed under the Creative Commons Attribution
License 4.0 (CC BY).

5

https://doi.org/10.3322/caac.21442
https://doi.org/10.3322/caac.21338
https://doi.org/10.1016/S1470-2045(13)70567-9
https://doi.org/10.1016/S0968-0004(98)01344-9
https://doi.org/10.1038/nrc2255
https://doi.org/10.1073/pnas.1214019109
https://doi.org/10.1631/jzus.B1400221
https://doi.org/10.1007/s00259-009-1195-9
https://doi.org/10.1124/mol.106.027029
https://doi.org/10.1016/j.tips.2012.01.005
https://doi.org/10.4238/2014.January.22.6
https://doi.org/10.1158/0008-5472.CAN-06-2701
https://doi.org/10.3727/105221615X14181440065490
https://doi.org/10.12659/MSM.892374
https://doi.org/10.1097/MD.0000000000002801
https://doi.org/10.1097/MD.0000000000002466
https://doi.org/10.1093/carcin/bgg132
https://doi.org/10.1210/jc.2005-0991
https://doi.org/10.1634/theoncologist.9-90005-10
https://doi.org/10.1016/j.arcmed.2007.11.012
https://doi.org/10.7314/APJCP.2014.15.22.9973
https://doi.org/10.1002/jor.22063
https://doi.org/10.1038/onc.2010.433
https://doi.org/10.1097/01.pai.0000145182.98577.10
https://doi.org/10.1038/ng.3242
https://doi.org/10.4149/neo_2009_05_441

