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1. Introduction

  Cervical cancer is the third commonest cancer in women, 
and the seventh overall, with an estimated 530 000 new 
cases in 2008. More than 85% of the global burden occurs 
in developing countries, where it accounts for 13% of all 
female cancers. High-risk regions are Eastern and Western 
Africa (ASR greater then 30 per 100 000), Southern Africa 
(26.8 per 100 000), South-Central Asia (24.6 per 100 000), 
South America and Middle Africa (ASRs 23.9 and 23.0 per 
100 000, respectively). Rates are lowest in Western Asia, 
Northern America and Australia/New Zealand (ASRs less 
than 6 per 100 00)[1]. The different incidence in different 

areas indicates the genetic factors and environmental 
factors play a role in the development of cervical cancer.
  It is well established that human papilloma virus (HPV) 
infection is a necessary but insufficient event for the 
development of cervical cancer[2-5], because not all HPV-
infected patients do develop cervical cancer. Therefore, 
there are other cofactors for cervical cancer development. 
Previous studies showed the glutathione S-transferases 
(GSTs) genetic variants is related to the risk of several 
cancers, including breast, lung, prostate, bladder and 
nasopharyngeal cancer risk[6-8]. There is large number of 
epidemiological studies concerning the association between 
GSTM1 and risk of cervical cancer in different populations, 
however, the results is inconsistent[9-12]. Although there 
is meta-analysis regarding on the two gene polymorphism 
and cervical cancer, no gene-environment interaction was 
explored, especially for Asian population. Therefore, we 
conducted a meta-analysis regarding the effect of GSTM1 
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in Chinese and Indian population, but no increased risk in other population. Conclusions: This 
meta-analysis provides strong evidence that the GSTM1 null genotype is associated with the 
development of cervical cancer, and especially in Chinese and Indian population, and smoking 
shows a modification on the association between GSTM1 null genotype and cervical cancer.
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gene polymorphism on cervical cancer risk, and also explore 
the gene-environment interaction on cervical cancer risk.
 

2. Materials and methods

2.1. Selection criteria and search strategy

  Identification of relevant studies was carried out through 
a search of Medline and EMbase up to May 2011 using the 
following terms without any restriction on language: 
1)cervical$. ab, ti; 2) (carcino$ or cancer$ or neoplasm$ or 
tumour$ or tumor$). ab, ti; 3) adenocarcinoma$. ab, ti; 4) 
or/2-3; 5) 1 and 4; 6) (glutathione S-transferase or GST or 
GSTM or GSTM1). ab, ti; 7)5 and 6.
  The literature search was performed up to December 
2011. The inclusion criteria were as following: case-control 
studies that investigated the association between GSTM1 
polymorphism and risk of cervical cancer; Studies presented 
original data and the number of null genotype of GSTM1 in 
cases and controls. For each study, the following information 
were excluded: name of the first author, publication year, 
ethnicity(county), number of cases and controls; number of 
null genotype for GSTM1 in cases and controls. Two authors 
independently assessed the articles for inclusion/exclusion, 
resolved disagreements, and reached consistency.

2.2. Statistical analysis

  The association between GSTM1 polymorphism and cervical 
cancer was estimated by calculating pooled ORs and 95% 
CIs. The significant of the pooled OR was estimated by Z 
test (P<0.05 was considered statistically significant). The I2-
based Q statistic test was performed to evaluate variations 

due to heterogeneity rather than chance. A random-effects 
or fixed effects methods[13,14] model was used to calculate 
pooled effect estimates in the presence (P≦0.1) or absence 
(P>0.1) of heterogeneity. Begg's funnel plot, a scatter plot 
of effect against a measure of study size, was generated as a 
visual aid to detecting bias or systematic heterogeneity[15]. 
As asymmetric funnel plot indicated a relationship between 
effect and study size, which suggested the possibility of 
either publication bias or a systematic difference between 
smaller and larger studies (small study effects). Furthermore, 
publication bias was assessed by Egger's test[16]. Studies 
were categorized into subgroups based on ethnicity and 
smoking status. The data analysis was performed (STATA, 
version 10, StataCorp LP, College Station, TX).
 

3. Results

  The literature search identified 132 potentially relevant 
studies. Of the 132 literatures, 104 literuatures were 
irrelevant, and 5 studies were excluded because of various 
reasons (2 study was conducted on overlapping population, 
and 3 studies did not include controls in analysis). Finally, 
15 literatures met the inclusion criteria and were included. 
15 case-control studies were included in the meta-analysis 
of GSTM1 genotypes (1 825 cases and 2 104 controls). For the 
meta-analysis of GSTM1, 2 studies on China, 4 studies on 
India, 3 studies on Japan, 2 studies on Korea, 2 studies on 
Italy, one study in America and Thailand. There were 994 
cases of null genotype and 934 controls of null genotype, 
with adjusted OR as 1.14(0.95-1.32). Study characteristics 
included in the meta-analysis are presented in Table 1, and 
P for heterogeneity was <0.05.
  The forest plot of the meta-analysis of GSTM1 is shown 

Table 1
Characteristics of studies included in the meta-analysis. 

ID Ethnicity Study design Mean age 
of cases

Mean age 
of controls Cases Controls Null genotype Adjusted ORCases Controls

Song 2006[9] China Hospital-based 49.05 47.22 130 130   77   57 NA
Zhou 2006[17] China Hospital-based 40.66 50.50 125 125   73   54 1.85(1.12-3.05)
Singh 2008[10] India Population-based 45.20 50.30 150 168   64   40 1.52(1.10-2.00)
Sobti 2006[18] India Hospital-based 48.60 48.00 103 103   42   38 NA
Niwa 2005[19] Japan Hospital-based 47.20 56.20 131 320   70 184 0.85(0.56-1.20)
Lee 2004[20] Korea Hospital-based NA NA   81   86   42   42 1.20(0.60-2.10)
Kim 2000[21] Korea Population-based 46.50 46.50 181 181   95   96 2.40(1.53-3.78)
Sharma 2004[22] India Hospital-based NA NA 142   96   81   33 2.50(1.40-4.50)
Chen 1999[23] America Hospital-based NA NA 190 206 101 118 0.80(0.60-1.30)
Joseph 2006[24] India Population-based 46.00 47.00 147 165   79  54 2.40(1.53- .78)
Palma 2010[11] Italy Population-based NA NA   81 111   49   58 1.93(0.96-3.88)
Nishino 2008[25] Japan Population-based 41.60 40.60 124 125   77   59 1.92(1.04-3.54)
Ueda 2008[26] Japan Population-based NA NA 144   54   75   28 NA
Settheetham-Ishida 2009[27] Thailand Population-based NA NA   69   72   54   56 0.62(0.30-2.03)
Agodi 2010[12] Italy Hospital-based NA NA   27 162   15   17 NA
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in Figure 1. Because of the heterogeneity among studies 
(PQ<0.001, I2=74.5%), a random-effects model was used. The 
overall result showed that the association between GSTM1 
null genotype and risk for cervical cancer was statistically 
significant (OR=1.54, 95%CI=1.18-2.00). The adjusted pooled 
OR(95%CI) of GSTM1 null genotype for cervical cancer were 
1.14(0.95-1.32). No significant increased risk of cancer was 
observed, and also great heterogeneity was found between 
studies.
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Figure 1. Forest plot for the overall association between GSTM1 gene 
polymorphism and cervical cancer risk.

  Subgroup analysis was performed based on smoking and 
ethnicity (Figure 2 and 3). The result showed that smokers 
with null GSTM1 genotype had higher risk of cervical cancer 
(OR=1.56, 95%CI=1.01-2.41), while no significant increased 
risk was found in non-smokers. After stratification, the 
heterogeneity was significantly decreased (P=0.09 for 
non smokers and P=0.12 for smokers). For the ethnicity 
stratification, significant increased risk of null GSTM1 
genotype was found in Chinese (OR=1.85, 95%CI=1.30-2.63) 
and Indian population (OR=2.07, 95%CI=1.49-2.88), but no 
increased risk in other population. However, no significant 
decreased risk was found in American population.
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Figure 2. Relationship between GSTM1 gene polymorphism and 
cervical cancer risk by smoking status.
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Figure 3. Relationship between GSTM1 gene polymorphism and 
cervical cancer risk by ethnicity.

  Begg's funnel plot were generated to assess potential 
publication bias for GSTM1 (Figure 4), and the symmetry of 
the studies in the funnel plot showed no publication bias in 
this meta-analysis. The Egger's test showed no publication 
bias for GSTM1 (P value was 0.11). Moreover, the sensitivity 
analysis showed the robust of our meta-analysis after 
excluding an large sample size study[19].

0

1

2

3

se
 (l

og
RR

)

-0.5                       0                       0.5                      1.0                      1.5 
logor

Funnel plot with pseudo 95% confidence limits

Figure 4. Funnel plot for GSTM1 gene polymorphism and cervical 
cancer risk.

4. Discussion

  Previously, genetic factors are considered as important 
factors in the development of cervical cancer. Previously, 
many studies investigated the association between GSTM1 
polymorphism and cervical cancer. However, the association 
between them is controversial. Some studies reported that 
the null genotypes are positively correlated, inversely 
correlated, or not correlated with with the risk for cervical 
cancer in different ethnic populations. These discrepancies 
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could have been due to limited sample numbers and ethnic 
differences. Therefore, we conducted a meta-analysis of 
15 published case-control studies to investigate the role 
of GSTM1 polymorphism in cervical cancer. The meta-
analysis result showed that the association between GSTM1 
null genotype and the risk for cervical cancer is statistically 
significant in smokers, and Chinese and Indian population 
but not in other populations.
  Many studies have reported the effect of ethnic differences 
on genetic predisposition to human diseases. For example, 
the incidence of cervical cancer is high in southern Africa, 
and is almost five-folds higher than in the Northern 
America and Australia[1]. It showed there were differences 
in ethnicities or in environment. In addition, the data 
showed that the allele frequency of GSTM1 null genotype 
was higher in American and Japanese than in Chinese 
and India populations. In the present study, we found that 
the association between GSTM1 null genotype and the risk 
of cervical cancer was statistically significant in Chinese 
and Indian but not in other populations. The reasons of the 
variation in the effect of the genotype might be the different 
of lifestyle, nutrition, environmental factors, and genetic 
factors in different ethnicities.
  The association between cervical cancer and cigarette 
smoking has been discussed since the late 1970s, and 
numerous studies represented by Winkelstein[28] and the 
IARC Multi-centre Cervical Cancer Study Group[29] have 
reported that the risk of developing cervical cancer was 
elevated two- to three-folds by smoking after adjusting for 
HPV infection status. Our study showed the cigarette could 
play an interaction role with null GSTM1 genotype, those 
smokers carrying the null genotype possessed increased 
susceptibility to cervical carcinogenesis.
  There are some limitations to this meta-analysis. Firstly, 
the sample size reported in the literature is still relatively 
small and might not provide sufficient power to estimate 
the association between the null GSTM1 polymorphism 
and cervical cancer risk. Secondly, it is widely recognized 
that environmental risk factors, such as exposure to HPV 
infection, cervical lesion type and genital health are major 
contributors to cervical cancer development. Understanding 
the interaction between environmental exposure and null 
GSTM1 polymorphism is an important priority; however, 
the lack of available data precludes examination of gene-
environment interactions in this meta-analysis. Our 
sensitivity analysis showed that the combined ORs did not 
change after the exclusion of studies with large sample size, 
suggesting that our results are methodologically robust. 
Begg's test also showed no evidence of potential publication 
bias, indicating that the preferential publication of positive 
results does not occur.

  In conclusion, this meta-analysis provide strong evidence 
that the GSTM1 null genotype is associated with the 
development of cervical cancer, and especially in Chinese 
and Indian population, and smokers showed a modification 
on the association between GSTM1 null genotype and 
cervical cancer. Well-designed and large sample studies 
should be performed to confirm this finding. Also, further 
studies investigating the effect of gene-environment 
interactions on cervical cancer risk are required.

Conflict of interest statement

  We declare that we have no conflict of interest.

References

[1]   International Agency for Research on Cancer. Cervical cancer 
incidence and mortality worldwide in 2008. 2011. [Online]
Available from: http://globocan.iarc.fr. [Acessed on 11 th Dec 
2011]

[2]   Herrington CS. Do HPV-negative cervical carcinomas exist?-
revisited. J Pathol 1999; 189: 1-3.

[3]   Walboomers JM, Meijer CJ. Do HPV-negative cervical 
carcinomas exist? J Pathol 1997; 181: 253-254.

[4]   Walboomers JM, Jacobs MV, Manos MM, Bosch FX, Kummer JA. 
Human papillomavirus is a necessary cause of invasive cervical 
cancer worldwide. J Pathol 1999; 189: 12-19.

[5]   Schiffman M, Castle PE, Jeronimo J, Rodriguez AC, Wacholder 
S. Human papillomavirus and cervical cancer. Lancet 2007; 370: 
890-907.

[6]   Carlsten C, Sagoo GS, Frodsham AJ. Glutathione S-transferase 
M1 (GSTM1) polymorphisms and lung cancer: a literature-based 
systematic HuGE review and meta-analysis. Am J Epidemiol 
2008; 167: 759-774.

[7]   Mo Z, Gao Y, Cao Y. An updating meta-analysis of the GSTM1, 
GSTT1, and GSTP1 polymorphisms and prostate cancer: a HuGE 
review. Prostate 2009; 69: 662-688.

[8]   Zhuo X, Cai L, Xiang Z. GSTM1 and GSTT1 polymorphisms and 
nasopharyngeal cancer risk: an evidence-based meta-analysis. J 
Exp Clin Cancer Res 2009; 28: 46.

[9]   Song GY, Song ZY, Xu JP, Shao SL. Association of single 
nucleotide polymorphism in glutathione S-transferase-M1 with 
susceptibility to cervical cancer in Shanxi province. Zhonghua 
Cancer Prevention J 2008; 7: 1054-1056.

[10]  Singh H, Sachan R, Devi S, Pandey SN, Mittal B. Association 
of GSTM1, GSTT1, and GSTM3 gene polymorphisms and 
susceptibility to cervical cancer in a North Indian population. Am 
J Obstet Gynecol 2008; 198(3): 303.e1-6.

[11]  Palma S, Novelli F, Padua L, Venuti A, Prignano G, Mariani L, et 



Ying Lin et al./Asian Pacific Journal of Tropical Medicine (2012)480-474484

al. Interaction between glutathione-S-transferase polymorphisms, 
smoking habit, and HPV infection in cervical cancer risk.J 
Cancer Res Clin Oncol 2010; 136(7): 1101-1109.  

[12]  Agodi A, Barchitta M, Cipresso R, Marzagalli R, La Rosa 
N, Caruso M, et al. Distribution of p53, GST, and MTHFR 
polymorphisms and risk of cervical intraepithelial lesions in 
sicily. Int J Gynecol Cancer 2010; 20(1): 141-146.  

[13]  Der Simonian R, Laird N. Meta-analysis in clinical trials. Control 
Clin Trials 1986; 7: 177-188.

[14]  Mantel N, Haenszel W. Statistical aspects of the analysis of data 
from retrospective studies of disease. J Natl Cancer Inst 1959; 22: 
719-748.

[15]  Begg CB, Mazumdar M. Operating characteristics of a rank 
correlation test for publication bias. Biometrics 1994; 50: 1088-
1101.

[16]  Egger M, Davey Smith G, Schneider M, Minder C. Bias in meta-
analysis detected by a simple, graphical test. BMJ 1997; 315: 
629-634.

[17]  Zhou Q, Wang JT, Shao SL, Mao XC, Ding L. The study of the 
relationship between glutathione S-transferase M1, T1 genotypes 
and the risk of cervical cancer. Modern Prevention Med 2006; 33: 
269-271.

[18]  Sobti RC, Kaur S, Kaur P, Singh J, Gupta I, Jain V, et al. 
Interaction of passive smoking with GST (GSTM1, GSTT1, and 
GSTP1) genotypes in the risk of cervical cancer in India. Cancer 
Genet Cytogenet 2006; 166(2): 117-123.

[19]  Niwa Y, Hirose K, Nakanishi T, Nawa A, Kuzuya K, Tajima 
K, et al. Association of the NAD(P)H: quinone oxidoreductase 
C609T polymorphism and the risk of cervical cancer in Japanese 
subjects. Gynecol Oncol 2005; 96(2): 423-429.

[20]  Lee SA, Kim JW, Roh JW, Choi JY, Lee KM, Yoo KY, et al. 
Genetic polymorphisms of GSTM1, p21, p53 and HPV infection 
with cervical cancer in Korean women. Gynecol Oncol 2004; 
93(1): 14-18.

[21]  Kim JW, Lee CG, Park YG, Kim KS, Kim IK, Sohn YW, et al. 
Combined analysis of germline polymorphisms of p53, GSTM1, 
GSTT1, CYP1A1, and CYP2E1: relation to the incidence rate of 
cervical carcinoma. Cancer 2000; 88(9): 2082-2091.

[22]  Sharma A, Sharma JK, Murthy NS, Mitra AB. Polymorphisms at 
GSTM1 and GSTT1 gene loci and susceptibility to cervical cancer 
in Indian population. Neoplasma 2004; 51(1): 12-16.

[23]  Chen C, Madeleine MM, Weiss NS, Daling JR. Glutathione 
S-transferase M1 genotypes and the risk of squamous carcinoma 
of the cervix: a population-based case-control study. Am J 
Epidemiol 1999; 150(6): 568-572.

[24]  Joseph T, Chacko P, Wesley R, Jayaprakash PG, James FV, Pillai 
MR. Germline genetic polymorphisms of CYP1A1, GSTM1 and 
GSTT1 genes in Indian cervical cancer: associations with tumor 
progression, age and human papillomavirus infection. Gynecol 
Oncol 2006; 101(3): 411-417.

[25]  Nishino K, Sekine M, Kodama S, Sudo N, Aoki Y, Seki N, 
et al. Cigarette smoking and glutathione S-transferase M1 
polymorphism associated with risk for uterine cervical cancer. J 
Obstet Gynaecol Res 2008; 34(6): 994-1001.

[26]  Ueda M, Hung YC, Terai Y, Saito J, Nunobiki O, Noda S, et al. 
Glutathione-S-transferase and p53 polymorphisms in cervical 
carcinogenesis. Gynecol Oncol 2005; 96(3): 736-740.

[27]  Settheetham-Ishida W, Yuenyao P, Kularbkaew C, Settheetham 
D, Ishida T. Glutathione S-transferase (GSTM1 and GSTT1) 
polymorphisms in cervical cancer in Northeastern Thailand. 
Asian Pac J Cancer Prev 2009; 10(3): 365-368.

[28]  Winkelstein W Jr. Smoking and cancer of the uterine cervix: 
Hypothesis. Am J Epidemiol 1977; 106: 257-259.

[29]  Plummer M, Herrero R, Franceschi S. IARC Multi-centre 
Cervical Cancer Study Group. Smoking and cervical cancer: 
Pooled analysis of the IARC multi-centric case-control study. 
Cancer Causes Contorl 2003; 9: 805-814.


