
Abstract. Aim: Flap endonuclease 1 (FEN1) is one of the
most important proteins in maintaining genome stability and
preventing carcinogenesis. In recent years, the contribution
of two variants of FEN1, rs174538 and rs4246215, regarding
cancer risk have been investigated in lung, breast, liver,
esophageal, gastric, colorectal cancer and glioma. However,
it has not been revealed whether rs174538 and rs4246215
are associated with leukemia. Therefore, in the present study
we aimed to evaluate the contribution of these genotypic
polymorphisms in FEN1 to childhood acute lymphoblastic
leukemia (ALL) risk in Taiwan. Materials and Methods: In
total, 266 patients with childhood ALL and an equal number
of recruited non-cancer controls were genotyped by
polymerase chain reaction-restriction fragment length
polymorphism (PCR-RFLP). Results: The FEN1 rs174538
genotype, but not rs4246215, was differently distributed
between childhood ALL and control groups. The AG and AA
of FEN1 rs174538 genotypes were significantly less
frequently found in childhood ALL patients than in controls
(odds ratio [OR]=0.68 and 0.48, 95%confidence intervals
[CI]=0.47-0.98 and 0.24-0.82, respectively). As for gender,
boys carrying the FEN1 rs174538 AG or AA genotype
conferred lower ORs of 0.55 and 0.36 (95%CI=0.33-0.91
and 0.18-0.73, p=0.0053) for childhood ALL. Regarding age,
those equal to or greater than 3.5 years of age at onset

carrying the FEN1 rs174538 AG or AA genotype were of
lower risk (ORs=0.53 and 0.32, 95%CI=0.31-0.90 and 0.15-
0.70, p=0.0042). Conclusion: The FEN1 rs174538 A allele
is a protective biomarker for childhood ALL and this
association is more significant in males and in patients at
onset age of 3.5 years or older.

Acute lymphoblastic leukemia (ALL) is the most common
pediatric leukemia, accounting for 25-30% of all childhood
malignancies (1). Worldwide, the annual incidence rate of
childhood ALL is approximately ten cases per 100,000, with
peak incidence occurring at the age of 2 to 5 years (2). While
the clinical, pathological and immunophenotypic features of
ALL are well-documented, its etiology has not been fully
clarified (1). In the literature, several environmental factors,
such as ionizing radiation, parental use of alcohol and tobacco,
and virus exposure, have been identified as potential risk
factors for the development of childhood ALL. But among
them, only ionizing radiation has been confirmed (3). Recently,
mounting evidence suggest that genetic factors play a
significant role in the development of childhood ALL. For
instance, inherited genetic disorders, such as Down syndrome
and Fanconi anemia, have been associated with an enhanced
ALL risk (4, 5). Additionally, genetic mutations in several
cancer-related genes, such as p53, N-ras, and PHF6, have
frequently been identified in ALL patients (6); and finally, only
a small fraction of children who are exposed to environmental
factors go on to develop ALL, indicating the potential for a
genetic predisposition to develop childhood ALL (1).

It is believed that DNA repair genes are encoding enzymes
closely-related to maintainance of genomic stability and
prevention of tumorigenesis. Among these genes, Flap
endonuclease 1 (FEN1) is a multiple-function endonuclease,
playing a role in both base excision repair (BER) and DNA
replication (7). In the BER pathway, FEN1 could efficiently
remove 5’ flap (8, 9). During the DNA replication process,
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FEN1 could promote the maturation of Okazaki fragments
(8, 9). Additionally, FEN1 could also act as a 5’ exonuclease
(10) and a gap-dependent endonuclease (11, 12), which
could promote apoptotic DNA fragmentation during
apoptotic processes. Elevated rate of spontaneous mutations
are observed in cells with functionally impaired yeast FEN1
(known as RAD27 in yeast) (12-14). In mouse models, loss
of function of FEN1 can lead to increased genomic
instability and carcinogenesis (15). In human cancer cells,
FEN1 mutations resulting in reduced nuclease activity have
been found, and about 70% of mice knocked-in with the
mutated FEN1 have developed tumors in multiple organs
(16). Therefore, dysregulated expression of FEN1 resulting
from genetic variations may contribute to susceptibility to all
types of cancers.

Previous investigations of FEN1 genomic variations
focused on the two polymorphisms, promoter -69G>A
(rs174538) and 3’UTR 4150G>T (rs4246215), both were
effective on influencing the expression level of FEN1 and
enzyme activity in transfected cells (17). In the literature, the
polymorphic genotypes of rs174538 and/or rs4246215 are
associated with the risk of lung cancer (17), gastrointestinal
cancer (18), esophageal cancer (19), breast cancer (20) and
glioma (21). However, the contribution of FEN1 genomic
variation to leukemia has never been investigated. 

The purpose of the present study was, therefore, to
analyze the genetic polymorphisms of FEN1 promoter -
69G>A (rs174538) and 3’UTR 4150G>T (rs4246215) in a
representative pediatric population sample (control/case=
266/266), to investigate the correlation between FEN1
genotypes and childhood ALL in Taiwanese children.

Materials and Methods

Study population and sample collection. The Institutional Review
Board of the China Medical University Hospital approved our study,
and written informed consent was obtained from one or both parents
of participants. Two hundred and sixty-six patients diagnosed with
childhood ALL (all patients under 18 years of age) were recruited
between 2005-2010 from the general surgery outpatient clinics
within the Pediatric Departments at China Medical University

Hospital and the National Taiwan University Hospital, Taiwan,
Republic of China. Clinical characteristics of patients, including
their histological details, were identified by expert surgeons. All
subjects voluntarily participated, completed a questionnaire with the
help of parents or guardians and provided peripheral blood samples.
The questionnaire recorded their disease history, diet and sleep
lifestyles and the disease history, diet and behavioral lifestyle,
social-economic status of the parents. An equal number of age-
matched non-cancer healthy volunteers were selected for use as a
control group following initial random sampling from the Health
Examination Cohort established from 2005 to 2010 as previously
published (22, 23). The registered health practitioners in the hospital
provided a multidisciplinary team approach of health assessment for
the volunteers. Most of the volunteers underwent health
examinations every 5 to 6 months. A total of 457 volunteers aged
under 18 years were recruited into the study. They were cancer-free
by the age of diagnosis according to International Classification of
Disease, ninth revision (ICD-9) codes. Finally, 266 participants were
included for analysis in the study since we had to match the
population structure (number, age and gender) with our case
population. The overall agreement rate in the study was above 85%.

Genotyping assays. Genomic DNA was prepared from peripheral
blood leukocytes using a QIAamp Blood Mini Kit (Blossom, Taipei,
Taiwan), stored at –80˚C, diluted and aliquotted for genotyping as
working stock at –20˚C (24, 25). Genotyping for FEN1 rs174538
and rs4246215 of all subjects was carried-out by polymerase chain
reaction restriction fragment length polymorphism (PCR-RFLP)
assays, as previously reported (26, 27). The primers were designed
by Terry Fox Cancer Research team and the PCR-RFLP conditions
for FEN1 rs174538 and rs4246215 were summarized in Table II.
The success rate of PCR-RFLP was 100%, and the genotypes of 5%
of the participants in both the control and patient groups were
analyzed by PCR direct sequencing (Genomics BioSci & Tech Co.,
Taipei). The consistency between direct sequencing and PCR-RFLP
was 100%.

Statistical analysis. Participants having both genotypic and clinical
data (control/case=266/266) were selected for the final analysis. The
descriptive statistics of patients and controls were presented as the
mean±standard deviations (SDs) or as percentages. The Pearson’s
Chi-square test or Fisher’s exact test (when any cell was less than
five) was used to compare the distribution of the genotypes.
Associations were expressed and evaluated as odds ratios (ORs)
with 95% confidence intervals (95%CIs). Statistical tests were
deemed significant when the p-value was less than 0.05.

CANCER GENOMICS & PROTEOMICS 13: 69-74 (2016)

70

Table I. Demographic data of 266 childhood ALL patients and 266 matched controls.

Characteristic Controls (n=266) Patients (n=266) p-Valuea

n % Mean (SD) n % Mean (SD)

Age (years) 8.3 (4.8) 7.0 (4.4) 0.64
Gender 1.00

Boys 148 55.6% 148 55.6%
Girls 118 44.4% 118 44.4%

aBased on Chi-square test.



Results

The frequency distributions for the age and gender of 266
childhood ALL patients and 266 non-cancer healthy controls
are shown in Table I. The characteristics of patients and
controls were well-matched (p>0.05) (Table I).

The genotypic and allelic frequencies for the FEN1
rs174538 and rs4246215 among the controls and childhood
ALL patients are shown in Table III. The genotypic
frequency distributions for FEN1 rs174538 were
significantly different between childhood ALL and control
groups (p=0.0115), while those for FEN1 rs4246215
polymorphism were not significantly different (p>0.05)
(Table III). Those who carried AG, AA, AG plus AA
genotypes had a significantly reduced risk of ALL with ORs
of 0.68, 0.48, and 0.62 respectively compared to those with
the wild-type GG genotype (95%CI=0.47-0.98, 0.24-0.82
and 0.44-0.88, respectively). From the results of allelic
frequency analysis, we can find that the A allele of FEN1
rs174538 seemed to be a protective factor for childhood ALL
(p=0.0020, OR=0.67, 95%CI=0.52-0.86), while the T allele
of FEN1 rs4246215 was not (p=0.4927, OR=1.09,

95%CI=0.85-1.39). The conclusion that can be deduced from
Table III is that the FEN1 AG and AA genotypes (A allele)
seemed to be a protective factor for childhood ALL in
Taiwan.

Because age and gender are predominant risk factors for
developing childhood ALL, the contribution of the FEN1
genotype to childhood ALL stratified by age and gender
were further analyzed and presented in Table IV. The average
age of onset for the 133rd and 134th subjects in the control
and patient groups was 3.5 years; thus, we further stratified
the groups into <3.5 and ≥3.5 year-old sub-groups.
Noticeably, in the elder-onset (≥3.5 years) group, subjects
with hetero-variant AG or homo-variant AA genotypes for
FEN1 rs174538 had lower risks for developing childhood
ALL than those with the wild-type GG genotype (p for
trend=0.0042, OR=0.53 and 0.32, CI=0.31-0.90 and 0.15-
0.70 for AG and AA, respectively), the combined AG with
AA group also has the similar results (OR=0.47, CI=0.29-
0.76); however, this was not the case for the younger (<3.5
years) group (Table IV). As for gender, boys with AG or GG
genotypes for FEN1 rs174538 were less likely to develop
childhood ALL than those with the homozygous GG
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Table II. Summary of the rs numbers, primers, amplicon lengths before and after enzyme digestion, restriction enzymes for FEN1 rs174538 and
rs4246215.

rs number Primer sequence Restriction enzyme Amplicon length Genotypes and enzymatic fragment sizes

rs174538 F: 5’-CCTAAGGAGTTCATGGCAAG-3’ Sal I 307 bp G: 307 bp
R: 5’-AATCGCAGGACTACAAGTCC-3’ A: 223 + 84 bp

rs4246215 F: 5’-GGTGGAGAGAGGATTCTAAG-3’ BcoD I 382 bp T: 382 bp
R: 5’-CATCTGCTAAGATGCGCCTT-3’ G: 234 + 148 bp

Table III. Distribution of the FEN1 genotypic and allelic frequencies among 266 childhood ALL patients and 266 healthy controls.

Genotype Controls % Cases % p-Valuea OR (95% CI)b

Promoter rs174538
GG 102 38.4% 133 50.0% 0.0115* 1.00 (Reference)
AG 119 44.7% 105 39.5% 0.68 (0.47-0.98)*
AA 45 16.9% 28 10.5% 0.48 (0.24-0.82)*
GA+AA 164 61.6% 133 50.0% 0.62 (0.44-0.88)*
G allele 323 60.7% 371 69.7% 0.0020* 1.00 (Reference)
A allele 209 39.3% 161 30.3% 0.67 (0.52-0.86)*

3’ UTR rs4246215
GG 99 37.2% 92 34.6% 0.7933 1.00 (Reference)
GT 122 45.9% 125 47.0% 1.10 (0.76-1.61)
TT 45 16.9% 49 18.4% 1.17 (0.71-1.92)
GT+TT 167 62.8% 174 65.4% 1.12 (0.79-1.60)
G allele 320 60.2% 309 58.1% 0.4927 1.00 (Reference)
T allele 212 39.8% 223 41.9% 1.09 (0.85-1.39)

aBased on Pearson’s chi-square test; bOR: odds ratio; CI: confidence interval. *Statistically significant.



genotype (p for trend=0.0053, OR=0.55 and 0.36, CI=0.33-
0.91 and 0.18-0.73 for AG and AA, respectively), but this
was not the case for the girls (Table III). As for the FEN1
rs4246215, there is no difference between the comparisons
of stratified age or gender groups. In summary, analyses
revealed an interaction between the age of onset and gender
among FEN1 rs174538 genotypes in childhood ALL
susceptibility.

Discussion

In the current study, we firstly examined the contribution of
FEN1 genotypes to childhood ALL susceptibility. Since
FEN1 plays an essential role in BER, DNA replication, and
cell apoptosis, it is very possible that the hereditary genomic
variations may determine the personal susceptibility to
carcinogenesis. In the literature, the polymorphic FEN1
genotypes may determine FEN1 enzyme activity and the rate
of tumorigenesis in cell and mice models (15, 16), that may
be linked to the risk of all types of cancers, including
childhood ALL. In the current study, we found that the A
variant genotypes of FEN1 rs174538 were significantly
associated with a lower susceptibility to childhood ALL
(Table III). These findings are consistent with previous

studies that identified the A allele to be a protective factor in
several other types of cancer, including lung (17),
gastrointestinal (18), esophageal (19), breast cancer (20) and
glioma (21). As far as we are concerned, the current study
was the first to reveal the genotypic contribution of FEN1
genotypes to (childhood) ALL, with the positive results for
FEN1 rs174538 and negative for FEN1 rs4246215 (Table III).

We further analyzed the relationship between the FEN1
rs174538 genotype and childhood ALL risk according to
onset age and gender of the investigated subjects.
Interestingly, children ≥3.5 years old with a AG or AA
genotype had a lower risk of childhood ALL than those with
the wild-type GG genotype. However, this relationship was
not found for the group of children <3.5 years old at onset
age of childhood ALL (Table IV). Additionally, no such age
difference was observed in analyses of the FEN1 rs4246215
genotype. The mechanisms of FEN1 protein involved in the
etiopathology of and progression of ALL may be different
for adults and children. Further investigation in adult ALL
was needed, to extend the value of our findings to ALL in
general. Although no statistical significance was found in the
girls-only analysis in Table IV, we could not exclude the
possibility that in thousand-level of population pools of ALL
patients, there will be a finding as for the girls similar to that
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Table IV. Distribution of the FEN1 promoter rs174538 and 3’ UTR rs4246215 genotypes stratified by age and gender 

Promoter rs174538 3’ UTR rs4246215

Characteristics Controls Cases Ptrenda OR (95% CI)b Controls Cases Ptrenda OR (95% CI)b
n (%) n (%) n (%) n (%)

Onset age
<3.5 years 0.6886 0.9127

Wild-type 52 (39.10) 58 (43.61) 1.00 (Reference) 51 (38.35) 48 (36.09) 1.00 (Reference)
Hetero-variant 61 (45.86) 59 (44.36) 0.87 (0.52-1.46) 59 (44.36) 60 (45.11) 1.08 (0.63-1.84)
Homo-variant 20 (15.04) 16 (12.03) 0.72 (0.34-1.53) 23 (17.29) 25 (18.80) 1.15 (0.58-2.30)
Hetero- + homo-variants 81 (60.90) 75 (56.39) 0.83 (0.51-1.35) 82 (61.65) 85 (63.91) 1.10 (0.67-1.81)

≥3.5 years 0.0042* 0.8641
Wild-type 50 (37.59) 75 (56.39) 1.00 (Reference) 48 (36.09) 44 (33.08) 1.00 (Reference)
Hetero-variant 58 (43.61) 46 (34.59) 0.53 (0.31-0.90)* 63 (47.37) 65 (48.87) 1.13 (0.66-1.92)
Homo-variant 25 (18.80) 12 (9.02) 0.32 (0.15-0.70)* 22 (16.54) 24 (18.05) 1.19 (0.59-2.42)
Hetero- + homo-variants 83 (62.41) 58 (43.61) 0.47 (0.29-0.76)* 85 (63.91) 89 (66.92) 1.14 (0.69-1.89)

Gender
Boys 0.0053* 0.8793

Wild-type 55 (37.16) 81 (54.73) 1.00 (Reference) 53 (35.81) 49 (33.11) 1.00 (Reference)
Hetero-variant 63 (42.57) 51 (34.46) 0.55 (0.33-0.91)* 68 (45.95) 70 (47.30) 1.11 (0.67-1.86)
Homo-variant 30 (20.27) 16 (10.81) 0.36 (0.18-0.73)* 27 (18.24) 29 (19.59) 1.16 (0.61-2.23)
Hetero- + homo-variants 93 (62.84) 67 (45.27) 0.64 (0.40-0.99)* 93 (64.19) 99 (66.89) 1.15 (0.71-1.86)

Girls 0.7326 0.8978
Wild-type 47 (39.83) 52 (44.07) 1.00 (Reference) 46 (38.98) 43 (36.44) 1.00 (Reference)
Hetero-variant 56 (47.46) 54 (45.76) 0.87 (0.51-1.50) 54 (45.76) 55 (46.61) 1.09 (0.62-1.91)
Homo-variant 15 (12.71) 12 (10.17) 0.72 (0.31-1.70) 18 (15.26) 20 (16.95) 1.19 (0.56-2.54)
Hetero- + homo-variants 71 (60.17) 66 (55.93) 0.84 (0.50-1.41) 72 (61.02) 75 (63.56) 1.11 (0.66-1.89)

aP for trend based on Chi-square test. bOR, odds ratio; CI, confidence interval. *Statistically significant.



observed for the boys in Table IV for the trend is much
similar, but the numbers of homo-variant AA genotypes are
somewhat small. The enlarged sample size may provide us
with a more realistic answer. Thus, regarding the gender
difference in contribution of FEN1 genotypes to ALL
susceptibility between boys and girls, further investigations
are required. In the present article, we can conclude that the
protective impact of the A allele at FEN1 rs174538 with
respect to ALL risk was more obvious for boys than the girls
(Table IV). From the epidemiological viewpoint, the
incidence of pediatric hematological malignancies worldwide
has increased for boys but not for girls (28, 29). While the
complete underlying mechanisms have not been discovered,
sexual hormones and steroids reportedly play an important
part in controlling the proliferation of leukemic cells. For
instance in supporting the idea of gender differences in
susceptibility to childhood ALL, 17-β estrogen was found to
conduct a stronger inhibitory effect than testosterone on
human monoblastic U937 cells (30). At the molecular level,
further measurement and analysis of the BER DNA repair
capacity among children of different FEN1 genotypes, ages,
and genders may help us further understand the interaction
and ALL carcinogenesis.

In conclusion, the present study documented evidence of a
positive association between the genotypes of FEN1 and
childhood ALL and examined the age- and gender-
interactions with the genotype, in order to determine
childhood ALL susceptibility. The presence of the A allele
of rs174538 was not only a novel detectable and predictive
biomarker for childhood ALL but a protective determinant
for boys and patients with onset age of equal to or older than
3.5 years old.

Acknowledgements
The Authors declare no conflicts of interest with any person or
company. This study was supported by research grants from
Taoyuan General Hospital, Ministry of Health and Welfare, Taiwan,
ROC (grant number: PTH10110) and the Taiwan Ministry of Health
and Welfare Clinical Trial and Research Center of Excellence
(MOHW104-TDU-B-212-113002).

References

1 Kaatsch P: Epidemiology of childhood cancer. Cancer Treat Rev
36: 277-285, 2010.

2 Barry EV and Silverman LB: Acute lymphoblastic leukemia in
adolescents and young adults. Curr Hematol Malig Rep 3: 161-
166, 2008.

3 Belson M, Kingsley B and Holmes A: Risk factors for acute
leukemia in children: a review. Environ Health Perspect 115:
138-145, 2007.

4 Zwaan CM, Reinhardt D, Hitzler J and Vyas P: Acute leukemias
in children with Down syndrome. Hematol Oncol Clin North Am
24: 19-34, 2010.

5 Mathew CG: Fanconi anaemia genes and susceptibility to cancer.
Oncogene 25: 5875-5884, 2006.

6 Szczepanski T, Harrison CJ and van Dongen JJ: Genetic
aberrations in paediatric acute leukaemias and implications for
management of patients. Lancet Oncol 11: 880-889, 2010.

7 Harrington JJ and Lieber MR: The characterization of a
mammalian DNA structure-specific endonuclease. Embo J 13:
1235-1246, 1994.

8 Lieber MR: The FEN-1 family of structure-specific nucleases in
eukaryotic DNA replication, recombination and repair. Bioessays
19: 233-240, 1997.

9 Shen B, Singh P, Liu R, Qiu J, Zheng L, Finger LD and Alas S:
Multiple but dissectible functions of FEN-1 nucleases in nucleic
acid processing, genome stability and diseases. Bioessays 27:
717-729, 2005.

10 Liu Y, Kao HI and Bambara RA: Flap endonuclease 1: a central
component of DNA metabolism. Annu Rev Biochem 73: 589-
615, 2004.

11 Reagan MS, Pittenger C, Siede W and Friedberg EC:
Characterization of a mutant strain of Saccharomyces cerevisiae
with a deletion of the RAD27 gene, a structural homolog of the
RAD2 nucleotide excision repair gene. J Bacteriol 177: 364-371,
1995.

12 Zheng L, Zhou M, Chai Q, Parrish J, Xue D, Patrick SM, Turchi
JJ, Yannone SM, Chen D and Shen B: Novel function of the flap
endonuclease 1 complex in processing stalled DNA replication
forks. EMBO Rep 6: 83-89, 2005.

13 Tishkoff DX, Filosi N, Gaida GM and Kolodner RD: A novel
mutation avoidance mechanism dependent on S. cerevisiae RAD27
is distinct from DNA mismatch repair. Cell 88: 253-263, 1997.

14 Parrish JZ, Yang C, Shen B and Xue D: CRN-1, a
Caenorhabditis elegans FEN-1 homologue, cooperates with
CPS-6/EndoG to promote apoptotic DNA degradation. Embo J
22: 3451-3460, 2003.

15 Kucherlapati M, Yang K, Kuraguchi M, Zhao J, Lia M, Heyer J,
Kane MF, Fan K, Russell R, Brown AM, Kneitz B, Edelmann W,
Kolodner RD, Lipkin M and Kucherlapati R: Haploinsufficiency
of Flap endonuclease (Fen1) leads to rapid tumor progression.
Proc Natl Acad Sci USA 99: 9924-9929, 2002.

16 Zheng L, Dai H, Zhou M, Li M, Singh P, Qiu J, Tsark W, Huang
Q, Kernstine K, Zhang X, Lin D and Shen B: Fen1 mutations
result in autoimmunity, chronic inflammation and cancers. Nat
Med 13: 812-819, 2007.

17 Yang M, Guo H, Wu C, He Y, Yu D, Zhou L, Wang F, Xu J, Tan
W, Wang G, Shen B, Yuan J, Wu T and Lin D: Functional FEN1
polymorphisms are associated with DNA damage levels and lung
cancer risk. Hum Mutat 30: 1320-1328, 2009.

18 Liu L, Zhou C, Zhou L, Peng L, Li D, Zhang X, Zhou M, Kuang
P, Yuan Q, Song X and Yang M: Functional FEN1 genetic
variants contribute to risk of hepatocellular carcinoma,
esophageal cancer, gastric cancer and colorectal cancer.
Carcinogenesis 33: 119-123, 2012.

19 Li WQ, Hu N, Hyland PL, Gao Y, Wang ZM, Yu K, Su H, Wang
CY, Wang LM, Chanock SJ, Burdett L, Ding T, Qiao YL, Fan
JH, Wang Y, Xu Y, Shi JX, Gu F, Wheeler W, Xiong XQ, Giffen
C, Tucker MA, Dawsey SM, Freedman ND, Abnet CC,
Goldstein AM and Taylor PR: Genetic variants in DNA repair
pathway genes and risk of esophageal squamous cell carcinoma
and gastric adenocarcinoma in a Chinese population.
Carcinogenesis 34: 1536-1542, 2013.

Pei et al: FEN1 Genotypes in Childhood Leukemia

73



20 Lv Z, Liu W, Li D, Liu L, Wei J, Zhang J, Ge Y, Wang Z, Chen
H, Zhou C, Yuan Q, Zhou L and Yang M: Association of
functional FEN1 genetic variants and haplotypes and breast
cancer risk. Gene 538: 42-45, 2014.

21 Chen YD, Zhang X, Qiu XG, Li J, Yuan Q, Jiang T and Yang M:
Functional FEN1 genetic variants and haplotypes are associated
with glioma risk. J Neurooncol 111: 145-151, 2013.

22 Pei JS, Lee YM, Lo HH, Hsu YN, Lin SS and Bau DT:
Association of X-ray repair cross-complementing-6 genotypes
with childhood leukemia. Anticancer Res 33: 5395-5399, 2013.

23 Pei JS, Hsu CM, Tsai CW, Chang WS, Ji HX, Hsiao CL, Miao
CE, Hsu YN and Bau DT: The association of
methylenetetrahydrofolate reductase genotypes with the risk of
childhood leukemia in Taiwan. PLoS One 10: e0119776, 2015.

24 Bau DT, Yang MD, Tsou YA, Lin SS, Wu CN, Hsieh HH, Wang
RF, Tsai CW, Chang WS, Hsieh HM, Sun SS and Tsai RY:
Colorectal cancer and genetic polymorphism of DNA double-
strand break repair gene XRCC4 in Taiwan. Anticancer Res 30:
2727-2730, 2010.

25 Bau DT, Wang HC, Liu CS, Chang CL, Chiang SY, Wang RF,
Tsai CW, Lo YL, Hsiung CA, Lin CC and Huang CY: Single-
nucleotide polymorphism of the Exo1 gene: association with
gastric cancer susceptibility and interaction with smoking in
Taiwan. Chin J Physiol 52: 411-418, 2009.

26 Hsu NY, Wang HC, Wang CH, Chang CL, Chiu CF, Lee HZ,
Tsai CW and Bau DT: Lung cancer susceptibility and genetic
polymorphism of DNA repair gene XRCC4 in Taiwan. Cancer
Biomark 5: 159-165, 2009.

27 Tsai MH, Tseng HC, Liu CS, Chang CL, Tsai CW, Tsou YA,
Wang RF, Lin CC, Wang HC, Chiu CF and Bau DT: Interaction
of Exo1 genotypes and smoking habit in oral cancer in Taiwan.
Oral Oncol 45: e90-94, 2009.

28 Cartwright RA, Gurney KA and Moorman AV: Sex ratios and
the risks of haematological malignancies. Br J Haematol 118:
1071-1077, 2002.

29 Pearce MS and Parker L: Childhood cancer registrations in the
developing world: still more boys than girls. Int J Cancer 91:
402-406, 2001.

30 Mossuz P, Cousin F, Castinel A, Chauvet M, Sotto MF, Polack
B, Sotto JJ and Kolodie L: Effects of two sex steroids (17beta
estradiol and testosterone) on proliferation and clonal growth of
the human monoblastic leukemia cell line, U937. Leuk Res 22:
1063-1072, 1998.

Received August 31, 2015
Revised October 1, 2015

Accepted October 16, 2015

CANCER GENOMICS & PROTEOMICS 13: 69-74 (2016)

74


