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Background: Recently, three coding polymorphisms in X-ray cross complementing gene 1 (XRCC1) have
been identified; with probable effect on DNA repair capacity and thus modulation of cancer susceptibil-
ity. Moreover, association of these polymorphisms with the cancer risk are reported to be population
dependent. Therefore, in this case control study we aimed to investigate the polymorphism at codon
194 (Arg to Trp) in XRCC1 gene and the possible association of its polymorphic genotypes with skin can-
cer in the ethnically different population of Kashmir.
Aim: To study if there is any possible association of Arg194Trp XRCC1 polymorphism with risk of devel-
oping skin cancer in ethnically different Kashmir population.
Subjects and methods: For this study 68 skin cancer patients and 60 healthy controls, matched for age and
gender were recruited. PCR-RFLP followed by statistical analysis was employed to check for the C194T
polymorphism and its possible association with the skin cancer risk in the population.
Result: An insignificant association among skin cancer patients with respect to the wild (Arg/Arg) versus
variant (Trp/Trp) genotypes (OR = 0.34, 95% CI = 0.10–1.05, p = 0.06) was observed. However, individually
homozygous and heterozygous variant alleles were observed to be associated with risk of developing skin
cancer. As far as, individual allelic ratio among cases and controls is concerned Trp allele of codon194
showed a remarkably high frequency in cases (67.7% vs. 32.3%) in comparison with controls
(OR = 1.94, 95% CI = 1.22–3.0, p = 0.004).
Discussion: These findings suggest that the combined homozygous and heterozygous variants of each
codon and the 194Trp allele are associated with the disease, however when genotypes were compared
individually, the association turned out to be insignificant.
� 2017 Ain Shams University. Production and hosting by Elsevier B.V. This is an open access article under

the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).
1. Introduction

Skin cancer, like any other cancer, involves unaccountable
growth of skin cells, having ability to invade or spread to other
parts of body. It occurs when unrepaired DNA damage to skin cells
(most often caused by ultraviolet radiation from sunshine) triggers
mutations, or genetic defects, that lead the skin cells to multiply
rapidly and form malignant tumors [1]. Skin cancers are now rep-
resenting a major public health concern with nearly 15,000 deaths,
3.5 million new cases, and more than 3 billion dollars a year in
medical costs in the United States alone [2]. In Kashmir, skin can-
cers ranks sixth among all cancers in males, corresponding to 3.46%
of all cancers for the year 2000–2012 [3]. The major external cause
of melanoma, as with all skin cancers, is sun exposure, but this is
heavily modified by other personal risk factors such as the number
and type of benign melanocytic naevi or moles (lesions of pigment
forming skin cells), the character and intensity of skin pigmenta-
tion, and skin sensitivity to sunlight [4]. Extensive epidemiological
and experimental data suggests that it is Ultraviolet (UV) radiation
which is an important environmental carcinogen involved in the
initiation and progression of skin cancer [5]. Currently, it is esti-
mated that UV exposure is associated with 65% of melanoma cases
and 90% of non-melanoma skin cancers, including basal cell carci-
noma and squamous cell carcinoma [6]. Direct absorption of UVA
radiations at short wavelengths (280–320 nm) cause DNA damage
in the form of cyclobutane pyrimidine dimmers and generates
pyrimidine photoproducts [7], while as UVB at short wavelengths
(320–400 nm) causes single-stranded breaks, DNA-protein cross

http://crossmark.crossref.org/dialog/?doi=10.1016/j.ejmhg.2017.07.003&domain=pdf
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://dx.doi.org/10.1016/j.ejmhg.2017.07.003
http://creativecommons.org/licenses/by-nc-nd/4.0/
mailto:roufthakur714@gmail.com
http://dx.doi.org/10.1016/j.ejmhg.2017.07.003
http://www.sciencedirect.com/science/journal/11108630
http://www.sciencedirect.com


92 R. Maqbool et al. / The Egyptian Journal of Medical Human Genetics 19 (2018) 91–95
linking, and also generates free radicals that cause oxidative dam-
age to DNA [8]. Cells respond to this damage through the activation
of various DNA repair pathways, including the base excision repair
(BER) pathway.

DNA repair gene X-ray repair cross-complementing group-1
(XRCC1), the member of the base excision repair pathway, corrects
defective DNA strand-break repair and sister chromatid exchange
following treatment with ionizing radiation and alkylating agents
[9]. Polymorphisms in several DNA repair genes have been
described affecting DNA repair capability and modulate cancer sus-
ceptibility by means of gene-environment interactions [10] and
studies have been reported that link it with the risk of various
types of cancer including lung cancer [11], squamous cell carci-
noma (SCC) of head and neck [12], pancreatic adenocarcinoma
[13], bladder cancer [14], and breast cancer [15]. At least three
genetic variants have been recognized in the multi-protein inter-
acting regions of DNA repair gene XRCC1 gene that result in amino
acid changes from Arginine (Arg) to Tryptophan (Trp) at codon 194
(Arg/Trp), from Arginine (Arg) to Histidine (His) at codon 280 (Arg/
His) and from Arginine (Arg) to Glutamine (Gln) 399 (Arg/Gln),
respectively, thereby weakening the DNA repair capacity [16].

While XRCC1 has been seen to be important in DNA repair and a
number of studies have been carried out regarding the role of poly-
morphic forms of XRCC1 in susceptibility to cancer, the effect of
genetic polymorphisms on the risk of disease may vary from one
population to the others due to the differences of the frequencies
and types of polymorphisms as well as the exposed carcinogens
in a studied population [17–19]. Kashmir valley is distinct from
rest of India as far as its geography, climate, social and dietary
habits are concerned. Till date no data exists, to our knowledge,
on the association of XRCC1 polymorphism in susceptibility to skin
cancer among Kashmiri population. This study is therefore the first
investigative effort in describing the association between XRCC1
polymorphism and skin cancer susceptibility.
2. Subjects and methods

2.1. Sample selection and collection

After obtaining the necessary ethical clearance from the institu-
tional ethics committee, 68 histopathologically confirmed skin
cancer patients were recruited for the study at the Department
of Dermatology, Shri Maharaja Hari Singh Hospital, Srinagar, Kash-
mir. The recruited subjects had no earlier history of any malig-
nancy and had not received any type of pre-operative chemo or
radiotherapy. Of the 68 recruited cases, 40 were male and rest
females. For control group, 60 healthy individuals were recruited,
of which 37 were males and 23 females. The subjects selected as
controls had no family history of any malignancy. About 3 ml of
peripheral blood was collected from each subject in sterilized vials
coated with EDTA (0.5 M; pH-8.0) and stored at �80 �C for further
analysis. All the necessary information for the study was collected
from the cases and the control subjects and properly documented.
The cases and control subjects were age and gender matched.
Table 1
PCR cycling parameters.

Steps Temperature �C Time Number of cycles

Initial Denaturation 95 5 min 1
Denaturation 95 30 s 30
Annealing 58 40 s
Extension 72 30 s
Final extension 72 5 min 1
2.2. Whole genomic DNA isolation

Whole genomic DNA was isolated from the blood cells by
phenol-chloroform method. The quality of the isolated genomic
DNA was examined by gel electrophoresis using 1% agarose gel.
Gel was visualized by a Gel doc system (Endura) under UV light.
The ratio of A260/A280 was also calculated and the DNA sample
for which the ratio was 1.7–1.9 was considered for the future
use. The DNA was stored at 4 �C for a short time but the vials were
kept at �20 �C for longer duration storage.
2.3. PCR amplification

The isolated whole genomic DNA was subjected to Polymerase
Chain Reaction (PCR) amplification in automated thermal cycler
(eppendorf) to amplify the desired target i.e. exon 6, codon 194
of XRCC1 gene, using the pair of primers (Forward primer: 50-GCC
CCGTCCCAGGTA-30 and Reverse primer: 50-AGCCCCAAGACCCTTT
CACT-30). PCR was performed in total volume of 25 ll volume
under the following set of conditions (Table 1):
2.4. Restriction digestion

The PCR product of 491 bp was digested with specific restriction
enzymes for detecting the codon 194 polymorphism of the XRCC1
gene. The standard protocol for restriction digestion was used.
Ten microliters of the PCR products were digested separately with
5 units (0.5 ll) of MspI (Fermantas, USA). The reaction mixture
included 2 ll of 10x buffer and 18 ll of Milli Q water. The mixture
was incubated at 37 �C for 24 h. The products were then resolved
on 3% agarose gels. DNA molecular weight marker of 100 bp was
used to assess the size of the PCR–RFLP (Restriction fragment
length polymorphism) products.
2.5. Statistical analysis

Results were statistically analyzed and data was expressed as
mean ± SD. Allele and genotype frequencies were compared
between groups using the v2-test. The association between XRCC1
genotype and the risk of Skin cancer was estimated by calculating
odds ratio (OR) and their 95% confidence intervals (95% CI). A P
value of <0.05 was used as a criterion for statistical significance.
For the analysis, statistical software Graph Pad Prism version 5.0
was used.
3. Results

3.1. General characteristics of study population

Present case-control study included 68 histopathologically con-
firmed skin cancer cases and 60 healthy controls, matched with
respect to age and gender. General characteristics of the skin can-
cer patients and controls are given in Table 2. Out of 68 cases, 40
were males with mean age (51.12 ± 7.8) and 28 were females with
mean age (50.85 ± 6.79) years. As far as age is concerned, 41
(60.3%) were found above 50 years of age and 27 (39.7%) were
found below 50 years of age. Similarly, in 60 healthy controls, it
was found that 37 were males with mean age (50.08 ± 8.01) and
23 were females with mean age (51.08 ± 8.23) years. Out of these
controls, 35 (58.3%) were found above 50 years of age while as
25 (41.7%) were found below 50 years of age. Of all the regions
of the Kashmir division, 35 (51.5%) cases turned out from the urban
area and 33 (48.5%) were from rural areas, while as in case of con-
trols 31 (51.6%) turned out from urban areas and 29 (48.4%) were
from rural areas.



Fig. 2. Representative gel picture showing RFLP analysis of PCR product on 3%
agarose gel. Lane M is the 100 bp DNA molecular weight marker. Lane no. 1 and 6
shows C/C wild genotype (292 bp and 174 bp). Lane no. 2 and 5 denotes T/T
homozygous mutants (313 bp and 174 bp). Lane no. 3 and 4 represents C/T
heterozygous variant respectively (313 bp, 292 bp and 174 bp).

Table 2
General characteristics of study population.

Demographic features Cases (n = 68) Controls (n = 60)

Age (mean ± SD) (mean ± SD)
Males 51.12 ± 7.8 50.08 ± 8.01
Females 50.85 ± 6.79 51.08 ± 8.23

Gender
Male 40 (58–8%) 37 (61.5%)
Female 28 (41.2%) 23 (38.5%)

Residence
Urban 35 (51.5%) 31 (51.6%)
Rural 33 (48.5%) 29 (48.4%)

Family history of cancer
Yes 17 (25%) 9 (15%)
No 51 (75%) 51 (85%)

X-ray radiation exposure
Yes 49 (72%) 38 (63.3%)
Never 19 (28%) 22 (36.7%)

n = no of subjects, SD = standard deviation.
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3.2. XRCC1 genotyping

Whole genomic DNA from 128 subjects was subjected to PCR
amplification as per the protocol given in methods section. The
PCR amplification of the desired target gene generated 491 bp pro-
duct (Fig. 1) which was then subjected to restriction digestion,
using Msp1 restriction enzyme. The product was then resolved
on 3% agarose gel. The wild type C (Arg) allele for codon 194 was
determined by the presence of a band at 292 bp, while the mutant
T (Trp) allele was determined by the presence of a band at 313 bp
(indicative of the absence of the MspI cutting site). In addition to
these bands, a 174 bp band, resulting from an additional invariant
cutting site for MspI in the 491 bp amplified fragment (codon 194)
is always present and serves as internal control for complete MspI
digestion. For homozygous wild type C/C (Arg/Arg), two bands
292 bp and 174 bp were identified, while as for heterozygous vari-
ant allele C/T (Arg/Trp), three bands 313 bp, 292 bp and 174 bp
were identified. Similarly for homozygous mutant T/T (Trp/Trp),
two bands 313 bp and 174 bp were identified. The digestion result
of this SNP is shown in Fig. 2. The three genotypes, C/C, C/T and T/T
are represented by the frequency of 52.99%, 29.4% and 17.6% in
Fig. 1. Representative gel picture showing XRCC1 exon 6 Amplicon on 2% agarose
gel. Lane M contains 50 bp DNA ladder. Lane 1–10 represent 491 bp amplicon of
exon 6.
cases where as in controls these are represented by the frequency
of 73.33%, 18.3% and 8.4%, respectively (Table 3). When the allelic
frequencies were compared, wild type Arginine (C allele) was pre-
sent in 67.7% of cases where as the mutant Tryptophan (T) allele
was present in 32.3% of cases as compared to the 82.5% of Arginine
and 17.5% of Tryptophan in controls (Table 3). The tryptophan
allele was significantly associated with the risk of skin cancer in
cases as compared to controls.
3.3. Comparison of XRCC1 genotypic frequency with respect to age and
gender of the study subjects

When XRCC1 genotypic frequency was stratified for age, below
and greater than 50 years (Tables 4 and 5), no significant associa-
tion was found when compared between cases and controls. Sim-
ilarly, when comparing the genotypic frequency among the
males and females, again no significant association was found with
the risk of developing skin cancer among cases as compared to
controls (Tables 6 and 7).
4. Discussion

There is increasing evidence that genetic variation leads to dif-
ferent DNA repair capacities in the human population, hence such
common polymorphisms can play a major role in an individual’s
genetic susceptibility to cancer [20]. In mammalian cells four dif-
ferent DNA repair mechanisms have been identified: base excision
repair (BER), nucleotide excision repair (NER), double-strand break
repair and mismatch repair [21]. The BER pathway has a primary
role in the repair of oxidative base lesions such as 8-
hydroxyguanine, formamidopyrimidines, and 5-hydroxyuracil
[22] produced by methylation, oxidation or reduction by ionizing
radiation or oxidative damage [23]. BER pathway serves as an
important gladiator against DNA damage, which could lead to can-
cer, resulting from many factors, including altered metabolism,
reactive oxygen species, and methylating and deaminating agents
[24]. One such candidate gene involved in the base excision repair
pathway is the X-ray repair cross-complementing group1 gene or
XRCC1 gene. Mutations in XRCC1 gene may lead to decrease or loss
of its DNA repair capacity and confer the variation in susceptibility
to diverse malignant tumors among individuals [16]. About sixty
validated single nucleotide polymorphisms (SNPs) in the XRCC1
gene have been identified till date among which three affect the
coding region of the gene namely codon 194 (Arg/Trp), 280



Table 3
Genotypic and allelic frequencies of XRCC1 gene codon 194 among cases and controls and their association with risk of skin cancer.

Gene Variants Cases n = 68 Controls n = 60 v2 OR (95% CI) p value

XRCC1 (codon 194) C to T C/C (Arg/Arg) 36 (52.94%) 44 (73.3%) 1 Referent
C/T (Arg/Trp) 20 (29.4%) 11 (18.3%) 3.4 0.45 (0.19–1.0) 0.09
T/T (Trp/Trp) 12 (17.6%) 5 (8.4%) 3.67 0.34 (0.10–1.05) 0.06
C 92 (67.7%) 99 (82.5%) 1 Referent
T 44 (32.3%) 21(17.5%) 8.18 1.94 (1.22–3.0) 0.004
C/T + T/T 32 (47%) 16 (26.7%) 5.66 0.4 (0.19–0.86) 0.02

n = no. of subjects. OR (odds ratio) calculated at 95% Confidence Interval (CI). p-value (two –sided) Pearson v2 chi square test. p < 0.05 is considered to be significant.

Table 4
Genotypic frequencies of XRCC1 gene codon 194 among cases and controls stratified for below 50 years age.

Gene Variants Cases (n = 27) Controls (n = 25) v2 OR (95% CI) p value

XRCC1 (codon 194) C to T C/C 13 (48.2%) 16 (64%) 1 Referent
C/T 9 (33.3%) 7 (28%) 0.54 0.63 (0.18–2.16) 0.54
T/T 5 (18.5%) 2 (8%) 0.32 (0.05–1.95) 0.40

n = no. of subjects. OR (odds ratio) calculated at 95% Confidence Interval (CI). p-value (two-sided) Pearson v2 chi square test. p < 0.05 is considered to be significant.

Table 5
Genotypic frequencies of XRCC1 gene codon 194 among cases and controls stratified for above 50 years age.

Gene Variants Cases (n = 41) Controls (n = 35) v2 OR (95% CI) p value

XRCC1 (codon 194) C to T C/C 23 (56.1%) 28 (80%) 1 Referent
C/T 11 (26.8%) 4 (11.4%) 3.7 0.29 (0.08–1.06) 0.07
T/T 7 (17.1%) 3 (8.6%) 0.35 (0.08–1.51) 0.18

n = no. of subjects. OR (odds ratio) calculated at 95% Confidence Interval (CI). p-value (two-sided) Pearson v2 chi square test. p < 0.05 is considered to be significant.

Table 6
Genotypic and allelic frequencies of XRCC1 gene among cases and controls stratified for males.

Gene Variants Cases (n = 40) Controls (n = 37) v2 OR (95% CI) p value

XRCC1 (codon 194) C to T C/C 22 (55%) 28 (75.7%) 1 Referent
C/T 11 (27.5%) 6 (16.2%) 2.18 0.42 (0.13–1.34) 0.16
T/T 7 (17.5%) 3 (8.1%) 0.33 (0.07–1.45) 0.17

n = no. of subjects. OR (odds ratio) calculated at 95% Confidence Interval (CI). p-value (two-sided) Pearsons v2 chi square test. p < 0.05 is considered to be significant.

Table 7
Genotypic and allelic frequencies of XRCC1 gene among cases and controls stratified for females.

Gene Variants Cases (n = 28) Controls (n = 23) v2 OR (95% CI) P value

XRCC1 (codon 194) C to T C/C 14 (50%) 16 (69.6%) 1 Referent
C/T 9 (32.2%) 5 (21.7%) 1.19 0.48 (0.13–1.79) 0.34
T/T 5 (17.8%) 2 (8.7%) 0.35 (0.07–2.09) 0.40

n = no. of subjects. OR (odds ratio) calculated at 95% Confidence Interval (CI). p-value (two-sided) Pearsons v2 chi square test. p < 0.05 is considered to be significant.
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(Arg/His) and 399 (Arg/Gln) [16,25]. These non-conservative amino
acid changes may alter XRCC1 function and may have an impact on
individual susceptibility to the development of cancers [26] .There
are previous reviews and meta-analyses that have been discussed
the association between XRCC1 polymorphisms and the risk of
developing cancer [27,28], but not skin cancer specifically. Even
though, several epidemiological studies have explored the rela-
tionship between XRCC1 polymorphisms and the development of
melanoma, basal cell carcinoma, and squamous cell carcinoma,
these studies have reached inconsistent conclusions on whether
any XRCC1 genetic variant could serve as a biomarker for skin can-
cer, with some studies showing an association [29,30] and some
studies failing to show any association [31,32]. There is another
study which reports that the Arg194Trp (C to T base change) vari-
ant increases the risk of basal cell carcinoma at sun-exposed sites
in a Japanese population [33].

In our case-control study, the overall association between the
XRCC1 Arg194Trp polymorphism and the skin cancer was found
to be insignificant (OR = 0.34, 95% CI = 0.10–1.05, p = 0.06)
(Table 5). On combining the homozygous and heterozygous vari-
ants of each codon, the variants seemed to be at a relatively higher
risk of developing skin cancer, and it was found statistically signif-
icant (OR = 0.4, 95% CI = 0.19–0.86, p = 0.02). We also assessed the
individual allelic frequencies among cases and controls, the T (Trp)
allele of codon194 showed a remarkably high frequency in cases
(67.7% vs. 32.3%) in comparison with controls (OR = 1.94, 95%
CI = 1.22–3.0, p = 0.004), this also showed a statistically significant
result. In this population-based case control study, we also
observed that most of the cases belong to the age group of over
50 years. Similarly while comparing gender we observed that
males are more affected than females. However, while assessing
the relationship between the genders across the genotypes of
XRCC1 Arg194Trp polymorphism, no statistically significant associ-
ation was observed. Moreover we also observed insignificant asso-
ciation of Arg194Trp polymorphic variants across various age
groups of the study subjects. The divergence in results from
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different studies on XRCC1 polymorphism may be related to varia-
tion in carcinogenic exposure and ethnic origin of the studied pop-
ulation [17,18,34]. Since carcinogenesis is a complex process and
inter related pathways of biological response to DNA damage exist
involving multiple genetic mechanisms, therefore such inconsis-
tency in results among different populations can be attributed to
the fact that polymorphism might have multiple effects on cancer
formation, which depend on other genetic factors or environmen-
tal exposures. The small sample size plus other confounding fac-
tors like age, gender, diet and lifestyle may attribute to such
differences.

The contradictory findings among different case-control studies
might be attributed to different sample size, source of controls,
genotyping method and matching criteria of subjects. In addition,
the potential gene-gene and gene-environment interactions may
also play vital roles in the pathogenesis.
5. Conclusion

In conclusion, this case-control study in Kashmiri subjects
shows that a C to T variation (Arg to Trp) of DNA repair gene XRCC1
is not associated with the risk of developing skin cancer, suggesting
that the variant genotype of XRCC1 at codon 194 may not play a
major role in the etiology of skin cancer. However, statistical anal-
ysis of the combined homozygous and heterozygous variants of
each codon showed a relatively higher risk of developing skin can-
cer and the individual 194Trp allele also showed a borderline sig-
nificance. This discrepancy can be attributed to relatively small
sample size analyzed in the study. To the best of our knowledge,
this is the first report on this XRCC1 Arg194Trp polymorphism in
a Kashmiri population. This association warrants further study in
larger population.
Conflict of interest

Authors declare no conflict of interest.

Acknowledgement

Authors are thankful to the study subjects for willing to take
part in the study.

References

[1] Parkin DM, Mesher D, Sasieni P. Cancers attributable to solar (ultraviolet)
radiation exposure in the UK in 2010. Br J Cancer 2010;105:S66–9.

[2] Rogers HW, Weinstock MA, Harris AR, Hinckley MR, Feldman SR, Fleischer AB,
et al. Incidence estimate of nonmelanoma skin cancer in the United States,
2006. Arch Dermatol 2010;146(3):283–7.

[3] Wani MA, Jan FA, Khan NA, Pandita KK, Khurshid R, Khan SH. Cancer trends in
Kashmir; common types, site incidence and demographic profiles: National
Cancer Registry 2000–2012. Indian J Cancer, 51(2):133.

[4] Tucker MA, Goldstein AM. Melanoma etiology: where are we? Oncogene
2003;22(20):3042–52.

[5] Armstrong BK, Kricker A, English DR. Sun exposure and skin cancer. Australas J
Dermatol 1997;38(S1):S1–6.

[6] Pleasance ED, Cheetham RK, Stephens PJ, McBride DJ, Humphray SJ, Greenman
CD, et al. A comprehensive catalogue of somatic mutations from a human
cancer genome. Nature 2010;463(7278):191–6.

[7] Lehmann AR. Dual functions of DNA repair genes: molecular, cellular, and
clinical implications. BioEssays 1998;20(2):146–55.

[8] Elmets CA, Mukhtar H. Ultraviolet radiation and skin cancer: progress in
pathophysiologic mechanisms. Prog Dermatol 1996;30:1–16.

[9] Lamerdin JE, Montgomery MA, Stilwagen SA, Scheidecker LK, Tebbs RS,
Brookman KW, et al. Genomic sequence comparison of the human and
mouse XRCC1 DNA repair gene regions. Genomics 1995;25(2):547–54.
[10] Seedhouse C, Bainton R, Lewis M, Harding A, Russell N, Das-Gupta E. The
genotype distribution of the XRCC1gene indicates a role for base excision
repair in the development of therapy-related acute myeloblastic leukemia.
Blood 2002;100(10):3761–6.

[11] Ratnasinghe D, Yao S-X, Tangrea JA, Qiao Y-L, Andersen MR, Barrett MJ, et al.
Polymorphisms of the DNA repair gene XRCC1 and lung cancer risk. Cancer
Epidemiol Prev Biomarkers 2001;10(2):119–23.

[12] Sturgis EM, Castillo EJ, Li L, Zheng R, Eicher SA, Clayman GL, et al.
Polymorphisms of DNA repair gene XRCC1 in squamous cell carcinoma of
the head and neck. Carcinogenesis 1999;20(11):2125–9.

[13] Duell EJ, Holly EA, Bracci PM, Wiencke JK, Kelsey KT. A population-based study
of the Arg399Gln polymorphism in X-ray repair cross-complementing group 1
(XRCC1) and risk of pancreatic adenocarcinoma. Cancer Res. 2002;62
(16):4630–6.

[14] Stern MC, Umbach DM, van Gils CH, Lunn RM, Taylor JA. DNA repair gene
XRCC1 polymorphisms, smoking, and bladder cancer risk. Cancer Epidemiol
Prev Biomarkers 2001;10(2):125–31.

[15] Kim S-U, Park SK, Yoo K-Y, Yoon K-S, Choi JY, Seo J-S, et al. XRCC1 genetic
polymorphism and breast cancer risk. Pharmacogenet Genomics 2002;12
(4):335–8.

[16] Shen MR, Mohrenweiser H, Thompson LH, Thelen MP, Zdzienicka MZ.
Mutations in hamster single-strand break repair gene XRCC1 causing
defective DNA repair. Nucleic Acids Res 1998;26(4):1032–7.

[17] Berndt SI, Huang W-Y, Fallin MD, Helzlsouer KJ, Platz EA, Weissfeld JL, et al.
Genetic variation in base excision repair genes and the prevalence of advanced
colorectal adenoma. Cancer Res 2007;67(3):1395–404.

[18] Sliwinski T, Krupa R, Wisniewska-Jarosinska M, Lech J, Morawiec Z, Chojnacki
J, et al. No association between the Arg194Trp and Arg399Gln polymorphisms
of the XRCC1 gene and colorectal cancer risk and progression in a Polish
population. Exp Oncol 2008;30(3):253–4.

[19] Aaliya Bhat AM, Wani KA, Bhat Younus Ahmad, Nissar Bushra, Khan Nuzhat
Shaheen, Ganai BA. Promoter methylation and gene polymorphism are two
independent events in regulation of GSTP1 gene expression. Tumor Biol
2017;39(4). 1010428317697563.

[20] Berwick M, Vineis P. Markers of DNA repair and susceptibility to cancer in
humans: an epidemiologic review. J Natl Cancer Inst 2000;92(11):874–97.

[21] Yu Z, Chen J, Ford BN, Brackley ME, Glickman BW. Human DNA repair systems:
an overview. Environ Mol Mutagen 1999;33(1):3–20.

[22] Maynard S, Schurman SH, Harboe C, de Souza-Pinto NC, Bohr VA. Base excision
repair of oxidative DNA damage and association with cancer and aging.
Carcinogenesis 2009;30(1):2–10.

[23] Duarte MrC, Colombo J, Rossit ARB, Caetano A, Borim AA, Wornrath D, et al.
Polymorphisms of DNA repair genes XRCC1 and XRCC3, interaction with
environmental exposure and risk of chronic gastritis and gastric cancer. World
J Gastroenterol 2005:6593–600.

[24] Friedberg EC. DNA damage and repair. Nature 2003;421(6921):436–40.
[25] Skjelbred CF SM,Wallin H Polymorphisms of the XRCC1, XRCC3 and XPD genes

and risk of colorectal adenoma and carcinoma, in a Norwegian cohort, a case
control study. BMC Cancer 2006, 16(67).

[26] Marsin Sp, Vidal AE, Sossou M, MÃ�nissier-de Murcia J, Le Page F, Boiteux S,
et al. Role of XRCC1 in the coordination and stimulation of oxidative DNA
damage repair initiated by the DNA glycosylase hOGG1. J Biol Chem 2003;278
(45):44068–74.

[27] Ginsberg G, Angle K, Guyton K, Sonawane B. Polymorphism in the DNA repair
enzyme XRCC1: utility of current database and implications for human health
risk assessment. Mutation Res/Rev Mutation Res 2011;727(1):1–15.

[28] Hung RJ, Hall J, Brennan P, Boffetta P. Genetic polymorphisms in the base
excision repair pathway and cancer risk: a HuGE review. Am J Epidemiol
2005;162(10):925–42.

[29] Han J, Hankinson SE, Colditz GA, Hunter DJ. Genetic variation in XRCC1, sun
exposure, and risk of skin cancer. Br J Cancer 2004;91(8):1604–9.

[30] Chiyomaru K, Nagano T, Nishigori C. XRCC1 Arg194Trp polymorphism, risk of
nonmelanoma skin cancer and extramammary Pagetâ€TMs disease in a Japanese
population. Arch Dermatol Res 2008;304(5):363–70.

[31] Festa F, Kumar R, Sanyal S, UndÃ�n B, Nordfors L, Lindholm B, et al. Basal cell
carcinoma and variants in genes coding for immune response, DNA repair,
folate and iron metabolism. Mutation Res/Fundamental Mol Mech
Mutagenesis 2005;574(1):105–11.

[32] Thirumaran RK, Bermejo JL, Rudnai P, Gurzau E, Koppova K, Goessler W, et al.
Single nucleotide polymorphisms in DNA repair genes and basal cell
carcinoma of skin. Carcinogenesis 2006;27(8):1676–81.

[33] Chiyomaru K, Nagann T, Kunisada M, Nishigori C. The XRCC1 Arg194Trp
polymorphism increases the risk of basal cell carcinoma at sun-exposed sites
in Japanese population. In: Journal of Investigative Dermatology: 2008: Nature
Publishing Group 75 Varick Street, 9th Floor, New York, NY 10013–1917 USA;
2008: S29–S29.

[34] Stern MC CD, Siegmund KD DNA repair single-nucleotide polymorphisms in
colorectal cancer and their role as modifiers of the effect of cigarette smoking
and alcohol in the Singapore Chinese Health Study. Cancer Epidemiol
Biomarker 2007, Prev; 16:2363–2372.

http://refhub.elsevier.com/S1110-8630(17)30068-X/h0005
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0005
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0010
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0010
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0010
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0020
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0020
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0025
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0025
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0030
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0030
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0030
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0035
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0035
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0040
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0040
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0045
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0045
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0045
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0050
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0050
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0050
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0050
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0055
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0055
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0055
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0060
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0060
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0060
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0065
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0065
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0065
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0065
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0070
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0070
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0070
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0075
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0075
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0075
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0080
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0080
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0080
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0085
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0085
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0085
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0090
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0090
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0090
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0090
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0095
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0095
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0095
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0095
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0100
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0100
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0105
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0105
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0110
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0110
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0110
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0115
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0115
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0115
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0115
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0120
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0130
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0130
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0130
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0130
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0135
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0135
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0135
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0140
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0140
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0140
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0145
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0145
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0150
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0150
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0150
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0150
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0150
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0155
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0155
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0155
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0155
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0160
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0160
http://refhub.elsevier.com/S1110-8630(17)30068-X/h0160

	XRCC1 Arg194Trp polymorphism is no risk factor for skin cancer development in Kashmiri population
	1 Introduction
	2 Subjects and methods
	2.1 Sample selection and collection
	2.2 Whole genomic DNA isolation
	2.3 PCR amplification
	2.4 Restriction digestion
	2.5 Statistical analysis

	3 Results
	3.1 General characteristics of study population
	3.2 XRCC1 genotyping
	3.3 Comparison of XRCC1 genotypic frequency with respect to age and gender of the study subjects

	4 Discussion
	5 Conclusion
	Conflict of interest
	Acknowledgement
	References


