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Abstract

Objective: Passive smoking has been considered as a risk factor of many cancers. To examine whether it
might also pose a risk for cervical cancer, we performed a meta-analysis based on published case-control studies.
Methods: We searched the PubMed database and references of included studies up to February 10th, 2012
for relevant studies. After two authors independently assessed the methodological quality and extracted data,
a meta-analysis was conducted using CMA v2 software. Publication bias was evaluated by funnel plot, using
Egger’s and Begg’s tests. Results: Finally 11 eligible studies yielded, involving 3,230 cases and 2,982 controls.
The results showed that women who never smoke but exposed to smoking experience a 73% increase in risk
of cervical cancer compared with non-exposed women (OR = 1.73,95% CI = 1.35 - 2.21, p<0.001). Subgroup
and sensitivity analyses indicated this result to be robust. Moderate publication bias was detected by visualing
funnel plot, Egger’s and Begg’s tests. Conclusion: Based on currently available evidence, the findings of this
meta-analysis suggests that passive smoking significantly and independently increases the risk of cervical cancer.
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Introduction

Cervical cancer is the second most common cancer
among women worldwide, with approximately 12,710
new cases diagnosed and 4290 deaths occurring in the
United States for the year 2011 (Denslow et al., 2012),
and cervical cancer killed 200,000 (139,000-276,000)
women in 2010, of whom 46,000 (33,000-64,000) were
aged 15-49 years in developing countries (Forouzanfar
et al., 2011). It is well known that human papilloma
virus (HPV) is a necessary but insufficient risk factor for
the development of cervical cancer (Faridi et al., 2011).
Therefore, many research efforts were taken to identify
cofactors for cervical cancer development. Active smoking
(Sood, 1991), multiple sexual partners (Smith et al.,2011),
first intercourse younger than 20 years (Plummer et al.,
2011), and long duration of oral contraceptive use (Urban
et al., 2012) are confirmed as the the role of secondary
risk factors of cervical cancer apart from HPV. However,
it is also well accepted that the cause of development of
cervical cancer is of complex interaction (Jee et al.,2003),
and as years go by, attention tends to shift towards other
possible.

Passive smoking is the inhalation of smoke from
tobacco products used by others, and considered from
sidestream and exhaled mainstream smoke. Evidences
show that at least 17 carcinogenic chemicals contained in

tobacco smoke are emitted at higher levels in sidestream
smoke than mainstream smoke (Mohtashamipur et al.,
1990). And benzo (a) pyrene diol epoxide, one of the
metabolites of tobacco smoke is found in both mainstream
and sidestream smoke, that shows a direct aetiological
association with lung cancer (Denissenko et al., 1996).
For active smoking is a well-established risk factor for
cervical cancer, it can hypothesis that passive smoking
also a risk factor.

In 1989, Slattery et al were the first to study and
conclude that a relationship might exist between passive
smoke exposure and development of cervical cancer
(Slattery et al., 1989). Since then, several epidemiological
studies have performed to address that possibility in
regards to passive smoke exposure and risk of cervical
cancer among non-smokers (Tajima et al., 1990; Nishino et
al.,2001; Cokeretal.,2002; Wu et al., 2003; Settheetham-
Ishida et al., 2004; Sull et al., 2004; Tay et al., 2004; Wu
et al., 2004; Trimble et al., 2005; Sobti et al., 2006; Tsai
et al., 2007; Sobti et al., 2008). However, the evidence
has been suggestive rather than sufficient to indicate the
role of passive smoking in the etiology of cervical cancer
among non-smoking women, and some revealed different
or even contradictory, for limitations include small sample
sizes of non-smoker controls and cases of cervical cancer,
lack of specific information on HPV and sexual behavior,
contained history of smoking, etc.
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So we performed this meta-analysis based on published
case-control studies of exposure to passive smoke and the
subsequent development of cervical cancer. We followed
the proposed MOOSE (Meta-Analysis of Observational
Studies in Epidemiology) (Stroup et al., 2000) guidelines
to report the present meta-analysis.

Materials and Methods

Literatures search

We initially identified published and unpublished
studies which tested the association between passive
smoking and risk of cervical cancer by searching the
PUBMED databases from January 1%, 1988 to February
10", 2012. The following search terms were used: (1)
“cervical cancer” or “cervical carcinoma” or “uterine
cervix cancer” or “CC” or “cervical neoplasia”; (2)
“secondhand smoking” or “environmental tobacco
smoke” or “ETS” or “passive smoking” or “tobacco
smoke pollution; (3) “case control” or “incidence” or
“prognosis” or “early diagnosis” or “survival analysis”
or “case-control”. These search themes were combined
using the Boolean operator “and” in several combinations
without restrictions. In addition, we also reviewed the
reference lists of retrieved papers and recent reviews.

Study selection

We included any study that met all of the following
criteria: 1) the study design was a case-control study; 2)
investigated the association between passive smoking
and risk of cervical cancer; (3) inclusion of at least 20
cases; (4) the diagnoses of cervical cancer was confirmed
either histological, pathologically or cytological; 4) the
odds ratios (OR) and the corresponding 95% confidence
intervals (CIs), or the number of events that can calculate
them were reported. Two investigators independently
evaluated the eligibility of all studies retrieved from
the database on the basis of the predetermined selection
criteria. Studies not designed as case-control, systematic
reviews and studies with mutually overlapping populations
were excluded from this meta-analysis. Disagreements
were resolved by discussion or in consultation with the
third one.

For the purposes of this study, cervical cancer included
various stages and types: unspecified histology (CC),
squamous cell carcinoma (SCC), adeno/adenosquamous
carcinoma (ADC), invasive cervical cancer (ICC),
low-grade squamous intraepithelial lesion (LSIL), high-
grade squamous intraepithelial lesion (HSIL), cervical
intraepithelial neoplasia (CIN), or carcinoma in situ (CIS).

Data extraction

Two reviewers independently extracted the following
data for each eligible study: first author’s last name, year
of publication, site of origin, histological type and stage
of the tumor, source of controls, number of cases and
controls, adjusted estimates of risk. Any disagreements
were resolved by consensus.

Methodological quality assessment
Two reviewers independently assessed the
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methodological quality of the included studies with the
Newcastle-Ottawa Scale (NOS) (Wells et al., 2009) for
case-control studies, which consists of three parameters
of quality: selection, comparability, and exposure
assessment. The NOS assigns a maximum score of 4 for
selection, 2 for comparability, and 3 for exposure. Hence,
a score of 9 is the highest and reflects the highest quality.
Discrepancies were addressed in consultation with the
third one.

The NOS evalution tool included:
(1) selection
Is the case definition adequate?
Representativeness of the cases
Selection of Controls
Definition of Controls
(2) Comparability
Comparability of cases and controls on the basis of
the design or analysis
(3) Exposure
Ascertainment of exposure
Same method of ascertainment for cases and controls
Non-Response rate

Statistical analysis

We computed a pooled OR and 95% CI by using the
Comprehensive Meta-Analysis software, version 2.2
(Biostat, Englewood, New Jersey) (Borenstein et al.,
2005) to generate forest plots, to determine whether there
was a statistical association between cases and controls
and to assess heterogeneity of the included studies.
Heterogeneity was quantified evaluated using the chi-
square based Cochran’s Q statistic (Higgins et al., 2002)
and the I? statistic, this statistic yields results ranged from
0 to 100% (I> = 0-25%, no heterogeneity; 1> = 25-50%,
moderate heterogeneity; I> = 50-75%, large heterogeneity;
and I> = 75-100%, extreme heterogeneity) (Higgins et al.,
2003). If heterogeneity existed, the random effects model
was used, otherwise, the fixed effects model was used. In
addition, we investigated the influence of a single study
on the overall risk estimate by removing each study in
each turn, to test the robustness of the main results. If
significant heterogeneity is identified, subgroup analysis
was also conducted according to histological type and
stage of the tumor, source of control (population-based
and hospital-based case-control studies), and continent
in which the study was conducted (North America and
Asia). If possible, potential publication bias was assessed
by visual inspection of the funnel plots of the primary
outcome (Egger et al., 1997). The Begg rank correlation
test was used to examine the asymmetry of the funnel
plot (Begg et al., 1994) and the Egger weighted linear
regression test was used to examine the association
between mean effect estimate and its variance (Egger et
al., 1997).

Results

Identification of eligible studies
Of the 36 records found initially, eleven studies
including a total of 3,230 cases and 2,982 controls were
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Table 1. Characteristics of Included Studies

Study Country Group  Source  Age(yrs) No. of OR(95%CI) Adjustment for covariates
of control subjects
Slattery 1989 USA control PB 20-59 408 age, education, church attendance,
CC 266 1.78(1.08-2.93) number of sexual partners of the
woman, and cigarette smoking
Tajima 1990 Japan control HB 50-69 231 2.60(1.15-5.87) NA
CcC 56
Coker 2002 USA control PB 28.1+6.6 427 age, age at first sexual
LSIL 254462 313 1.40(1.00-2.00) intercourse, race, HPV status,
HSIL 24.4+5.7 59 2.20(1.00-4.80) and active cigarette smoking
‘Wu 2003 Taiwan control  PB >19 175 2.73(1.31-5.67) educational levels, number of
of China =CIN 2 89 pregnancy, age at first intercourse, and cooking
in the kitchen in the ages of 20-40
Settheetham-Ishida Thailand  control HB 20-70 1004.73(2.15-10.39) age, age at first intercourse, number
2004 of sexual partners, number of pregnancies and smoking
CC 90
Sull 2004 Korea control HB 46.2+£105 454 NA
CIN 1 39.8+9.6 40 0.82(0.41-1.65)
>CIN 2 432499 176 2.78(1.70-4.54)
IC 50.3+109 246 1.08(0.76-1.53)
Tay 2004 Singapore control HB 48.61 224 age, parity, age at first intercourse,
use of oral contraceptive pills, and patient’s own smoking status
LSIL 44.72 139 1.05(1.01-2.11)
HSIL 4532 236 1.03(0.99-1.07)
‘Wu 2004 Taiwan control PB >42 197 2.13(1.07-4.26) NA
of China =CIN 1 100
Sobti 2006 India control HB 48.0£11.3 103 4.96(2.46-10.00) NA
CcC 48.6£9.9 103
Tsai 2007 Taiwan control PB >20 513 NA
of China CIN 1 58 1.15(0.65-2.03)
>CIN 2 59 0.94(0.54-1.64)
Sobti 2008 India control HB 48.81£9.64 150 2.12(1.34-3.33) NA
CcC 48.55£9.43 200

OR, odd ratio; CI, confidence interval; PB, population-based; HB, hospital-based; CC, cervical cancer; LSIL, low-grade squamous
intraepithelial lesion; HSIL, high-grade squamous intraepithelial lesion; CIN, cervical intraepithelial neoplasia; ICC, invasive

cervical cancer; NA, not available

Records identified through
PUBMED database searching through other sources
(n=31) (n=11)

1 l

Records after duplicates removed
(n=36)

Additional records identified

Records excluded (reviews , not
relevant studies , comments)
(n=22)

Articles assessed for
eligibility
(n=14)

3 excluded
2 were cohort studies
1 was unable to obtain data

Studies included in
quantitative synthesis
(meta-analysis)
(n=11)

Figure 1. Summary of the Studies Selection Process

identified. A flow chart for the study selection is shownin
Figure 1.

Characteristics of included studies

The detailed characteristics of included studies are
summarized in table 1. Of included eleven studies, ten
were published in English (Slattery et al., 1989; Coker et
al.,2002; Wu et al., 2003; Settheetham-Ishida et al., 2004
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Table 2. Quality Assessment According to the
Newcastle-Ottawa Scale

Study Section Comparability Exposure Total
Slattery 1989 4 2 3 9
Tajima 1990 3 2 2 7
Coker 2002 4 2 3 9
Wu 2003 4 2 2 8
Settheetham-Ishida 2004 3 2 3 8
Sull 2004 3 2 2 7
Tay 2004 3 2 3 8
Wu 2004 4 2 2 8
Sobti 2006 3 2 2 7
Tsai 2007 4 2 2 8
Sobti 2008 4 2 3 9
Average 35 2 2.5 8

Sull et al., 2004; Tay et al., 2004; Wu et al., 2004; Sobti
et al., 2006; Tsai et al., 2007; Sobti et al., 2008) and one
was in Janpanese (Tajima et al., 1990), the sample sizes
ranged from 56 to 462 in cervlcal cancer group while 100
to 513 in control group. All of the cases were histological,
pathologically or cytological confirmed as cervical cancer,
of them, five studies did not distinguish the type (CC)
(Slattery et al., 1989; Tajima et al., 1990; Settheetham-
Ishida et al., 2004; Sobti et al., 2006; Sobti et al., 2008),
four studies clearly divided indicated the type (CIN) and
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Table 3. Stratified Analyses According to Potential Sources of Heterogeneity

Subgroups  Number of studies  ORs Meta-analyses Model Heterogeneity
95% Cls p value 2 p value
Tumor stage and type
CC 5 2.77 1.85-4.17 <0.001 random 52.66 0.08
LSIL 2 143 1.11-1.84 0.01 fixed 0 0.87
HSIL 2 1.35 0.66 -2.77 0.40 random 72.13 0.06
IcC 1 1.08 0.76 - 1.53 0.67 fixed 0 1.00
CIN 1 2 1.00 0.65 - 1.56 0.99 fixed 0 0.46
=CIN 1 1 213 1.07 -4.25 0.03 fixed 0 1.00
>CIN 2 3 1.91 092-397 0.08 random 78.75 0.01
Source of control
PB 5 1.52 1.24-1.86 <0.001 fixed 3042 0.20
HB 6 1.86 1.29-2.70 <0.001 random 89.74 <0.001
Continent for study
USA 2 1.58 1.21-2.07 <0.001 fixed 0 0.50
Asia 9 1.75 1.30-2.35 <0.001 random 844 <0.001
Adjustment for covariates
Yes 5 1.74 1.23-2.48 <0.001 random 82.83 <0.001
No 6 1.71 1.18-2.48 <0.001 random 74.65 <0.001
Study name Type Source Statistics for each study 0Odds ratio and 95% Cl Study name Type Source  Statistics with study removed Odds ratio (95% CI) with study removed
Odds Lower Upper Lower Upper
ratio limit limit Z-Value p-Value Point limit limit Z-Value p-Value
Slattery 1989 cC  PB 1780 1081 2932 2265 0024 Slattery 1989 cc PB 173 133 224 445 000
N R MR OROIE IR iR i oo
Coker 2002 LSIL PB 1400 0990 1980 1.903 0.057 Coker 2002 HSIL PB 171 133 220 415  0.00
Wu 2003 iYCIN2PB 2730 1312 5680 2687 0.007 Coker 2002 LsiL P8 177 135 232 414 000
Settheetham-Ishida 2006C  HB  4.730 2.152 10.398 3.867  0.000 Wu 2003 iY CIN2PB 168 131 216 409 000
Sull 2004 i(YCIN2HB 2780 1701 4543 4080 0.000 Sefiheetham-Ishida 2006C  HB 164 129 208 404 000
Sull 2004 CIN1 HB 0820 0409 1645 -0559 0576 Sull 2004 iYCIN2HB 166 130 212 407  0.00
Sull 2004 ICC  HB 1080 0761 1532 0431 0.666 Sull 2004 CIN1 HB 181 140 234 449 000
Tay 2004 HSIL HB 1030 0991 1071 1491 0.136 Sull 2004 ICC HB 181 138 238 426 000
xv?ggj L\?I('Sww gg ;-‘:gg l-gég 3;;8 2-‘312 g 832 Tay 2004 HSIL HB 181 142 231 478  0.00
u i - - - Tay 2004 LSIL HB 176 135 230 415 000
SoRt 2o onzPB 0940 sa39 1638 o518 oaay Wu 2004 IYCINIPB 171 133 220 444  0.00
Tsai 2007 CIN1 PB 1150 0651 20032 0481 0630 Sobti 2006 cc HB 162 128 204 403 000
Sobti 2008 Ce ' HB 2120 1345 3342 3236  0.001 Tsai 2007 [YCIN2PB 181 139 235 443  0.00
1720 1351 2214 4342 0000 Tsai 2007 CIN1 PB 178 137 231 433 000
01 02 05 1 2 5 10 Sobti 2008 cC  HB 170 132 219 410 000
173 135 221 434 0.00

Favours non-PS  Favours PS

Figure 2. Forest Plot of Odds Ratios and and 95% CI
of Cervical Cancer from Studies of Never Smoking
Women Exposed to Passive Smoking

divided according to their pathologic stage (CIN 1, 2, or
3) (Wuetal.,2003; Sull et al., 2004; Wu et al., 2004; Tsai
etal.,2007), two studies clearly divided the type to HSIL
and LSIL (Coker et al., 2002; Tay et al., 2004), one study
reported ICC (Sull et al., 2004). Controls were mainly
healthy populations, and matched with age, gender, or
cancer-free, six were hospital-based (HB) (Slattery et al.,
1989; Tajima et al., 1990; Settheetham-Ishida et al., 2004;
Sull et al., 2004; Tay et al., 2004; Sobti et al., 2006; Sobti
et al., 2008), five were population-based (PB) (Coker et
al., 2002; Wu et al., 2003; Wu et al., 2004; Tsai et al.,
2007). There were three studies performed in Taiwan of
China (Wu et al.,2003; Wu et al., 2004; Tsai et al., 2007),
two in the USA (Slattery et al., 1989; Coker et al., 2002),
two in India (Sobti et al., 2006; Sobti et al., 2008), one in
Japan (Tajimaetal., 1990), one in Thailand (Settheetham-
Ishida et al., 2004), one in Korea (Sull et al., 2004), and
one in Singapore (Tay et al., 2004). Five studies adjusted
the conventional covariates (Slattery et al., 1989; Coker
et al., 2002; Wu et al., 2003; Settheetham-Ishida et al.,
2004; Tay et al., 2004).

Quality of included studies

There was good agreement between the reviewers in
regards to the validity assessments, the quality assessment
of all the published studies were shown in Table 2. 100%
of the studies were of high quality (NOS score higher than
6). The most common selection bias was the selection of
controls form hospital controls. In terms of comparability
bias, all the studies included adequate matching or
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Figure 3. Forest Plot of Sensitivity Analysis by
Removing Each Study in Each Turn
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adjustments (eg, age and sex). The most common exposure
bias was the lack of reporting of nonresponse rates.

Passive smoking and risk of cervical cancer

Figure 2 show the estimated pooled OR associated
with exposure to passive smoking. There is significant
heterogeneity detected (I = 82.70%, p<0.001), so the
random effects model was used. The pooled OR from all
eleven studies was 1.73 (95% CI: 1.35-2.21, p<0.001),
that meant exposure to passive smoking could increase
73% risk of cervical cancer compared with non-exposure
women.

Subgroup analyses

Table 3 showed the subgroup analyses results
according to previous criteria. Stratification of the studies
by histological type and stage of tumor showed that the OR
was 2.77 (95%CI: 1.85 - 4.17, p<0.001) for unspecified
histology (CC), was 1.43 (95%CI: 1.11 - 1.84,p =0.01)
for LSIL, was 1.35 (95%CI: 0.66 - 2.77, p = 0.40) for
HSIL, was 1.08 (95%CI: 0.76 - 1.53, p = 0.67) for ICC,
was 1.00 (95%CI: 0.65 - 1.56, p = 0.99) for CIN 1, was
2.13 (95%CI: 1.07 - 4.25) for = CIN 1, and was 1.91
(95%CI: 0.92 - 3.97,p =0.08) for = CIN 2. Stratification
by source of controls showed that OR was 1.52 (95%CI:
1.24 - 1.86, p<0.001) for population-based controls, and
1.86 (95%CI: 1.29 - 2.70, p<0.001) for hospital-based
controls. Stratification by origin shows that the OR for
exposure of passive smoking is 1.58 for studies conducted
inthe USA (95% CI: 1.21 -2.07,p<0.001) compared with
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Figure 4. Funnel Plot Based on Odds Ratio for
Association Between Passiveing Smoking and Cervical
Cancer

1.75 (95% CI: 1.30 - 2.35,p<0.001) for studies conducted
in Asia. Stratification by adjustment for conventional risk
factors showed that the OR was 1.74 (95%CI: 1.23 -2.48,
p<0.001) while 1.71 for lack of adjustment for covariates
(95%CI: 1.18 - 2.48, p<0.001).

Sensitivity analysis

Figure 3 showed the pooled ORs and 95%ClIs of
sensitivity analysis by removing one study in each turn,
the result indicated that the the main result was robustness.
When switched random-effects model to fixed-effect
moedl, the OR and corresponding 95%CI from 1.73 (95%
CI: 1.35-2.21, p<0.001) to 1.01 (95% CI: 1.03-1.11,
p<0.001), that also supported the result was robustness.

Publication bias

Figure 4 showed that the funnel plot was unsymmetrical,
that indicated there was publication bias existed. The Begg
rank correction test and Egger linear regression also
detected evidence for publication bias among studies
of passive smoking and cervical cancer risk (Begg, p =
0.06; Egger, p<0.001). As exploring the evidence of bias
could be due to inadequate statistical power we used a
non-parametric method of “trim and fill” and estimated 5
possible missing studies, the estimated OR including the
“missing” studies was not substantially different from our
estimate with adjustment for missing studies: OR = 1.35
(95%CI: 1.08-1.69).

Discussion

While rates of cervical cancer incidence and mortality
extremely high that could be necessary to find the targets
for prevention programs aimed at reducing the incidence
and mortality. A consistent critical role of HPV infection
in the causation of cervical cancer has been identified and
well accepted (Guan et al., 2012), and cigarette smoking
was deemed as a cofactor that raised the possibility
and promoted progression of cervical carcinogenesis
(Winkelstein, 1990; Yetimalar et al.,2012). For both active
and passive smoking have similar function inducing pro-
inflammatory responses by influencing C-respone protein
(Azar et al., 2011), and combined effects of exposure to
active and passive smoking suggest its potential a increase
risk factor of cervical cancer, however, passive smoking
could not be detected as an independent risk factor of
cervical cancer when lack of active smoking (Louie et
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al.,2011).In order to determine whether passive smoking
was a independent risk factor of cervical cancer, many
studies have been conducted, and some results indicated
that women married to smokers experience a higher risk
of cervical neoplasia than whom married to nonsmokers
while some indicated there were no difference. This meta-
analysis based on these case-control studies demonstrating
an significantly association implicating passive smoking
was a independent risk factorof cervical cancer. And the
association was robust, could not influence by either
source of controls or adjustment of conventional risk
factors, and the association was existed in both Northern
America and Asia.

To our knowledge, this study is the first meta-analysis
based on case-control studies to observe a significantly
increased risk of cervical cancer associated with passive
smoking. Firstly, our study is a meta-analysis study, which
could decrease recall and selection bias of each primary
case-control study. In addition, the results remained
similar when we changed the effect models, stratified
by countries, graded by stage and type of tumors, and
separated subgroups of adjust or non-adjust covariates.
The sensitivity analysis by removed each study in each
turn also showed no substantial change. Secondly, our
study collected data on the subject of passive smoking
and risk of cervical cancer and the subject did not on
this topic but the content refered to this, which enabled
us to included more eligible articles as much as possible
to examine the relationship. Thirdly, we assessed
methodological quality of included studies by using
the NOS, that was a recognized criterion currently. And
we also explored the publication bias by using a non-
parametric method of “trim and fill”, except for funnel
plot, Begg test, and Egger test, that indicated there was
some evidence to show that only a small number of studies
were unpublished.

Our study also has limitations. Firstly, although the
results were similar of adjust or non-adjust covariates,
and population-based or hospital-based studies, the
95%CI was wider of non-adjustment than adjustment, as
well as hospital-based wider than population-based ones.
Secondly, the most noteworthy finding was that there was
substantial heterogeneity. The most important factor that
contributed to between-study heterogeneity were source
of control and countries. Thirdly, there was a obviously
publication bias existed, that may cause by restricting
to published papers in PubMed databases. Studies with
a statistically significant effect are more likely to be
published (Dickersin et al., 1992), to be published in
English (Egger et al., 1997), to be cited by other authors
(Gotzsche, 1987), and to have multiple publications
(Tramer et al., 1997). Moreover, the unpublished studies
may show no association between passive smoking and
cervical cancer (authors’publication bias). Finally, our
meta-analysis based on limited number of studies, that
the potential associations were large enough to reach
statistical significance despite the context of relatively
low statistical power. In addition, the majority of included
srudies were lack of stratification by stage and histological
type of tumor.

Our meta-analysis supported a causal link between
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passive smoking exposure and risk of cervical cancer
(OR = 1.73; 95% CI: 1.35-2.21), that is quantitatively
similar to the association between active smoking and
cervical cancer in the other meta-analysis (RR = 1.60;
95% CI: 1.48-1.73) (International Collaboration of
Epidemiological Studies of Cervical et al., 2006).That
suggesting doctors should ask the medical history and
pay more attention to woman paitient whose husband is
a smoker once or currently. And suggesting the women
who works in a place that approach to passive smoking
condition should take effective measures to protect
themselves and receive periodical health examination.

For further research, the researchers are suggested to
choose population-based controls, to divide stages and
types of tumor as much as possible. And a dose-respone
effects s are necessary to be studied. In addition, it is
essential to adjust conventional risk factors.

Acknowledgements

This research did not require ethical approval and
received no specific grant from any funding agency in the
public, commercial, or not-for-profit sectors. All authors
declare no conflict of interest.

References

Azar R, Richard A (2011). Elevated salivary C-reactive protein
levels are associated with active and passive smoking in
healthy youth: A pilot study. J Inflamm (Lond), 8, 37.

Begg CB, Mazumdar M (1994). Operating characteristics of a
rank correlation test for publication bias. Biometrics, 50,
1088-101.

Borenstein M, Hedges L, Rothstein H (2005) Comprehensive
Meta-analysis. Version 2 ed. Biostat, Englewood, New
Jersey.

Coker AL, Bond SM, Williams A, et al (2002). Active and
passive smoking, high-risk human papillomaviruses and
cervical neoplasia. Cancer Detect Prev, 26, 121-8.

Denissenko MF, Pao A, Tang M, et al (1996). Preferential
formation of benzo[a]pyrene adducts at lung cancer
mutational hotspots in P53. Science, 274, 430-2.

Denslow SA, Knop G, Klaus C, et al (2012). Burden of invasive
cervical cancer in North Carolina. Prev Med, 54,270-6.
Dickersin K, Min YI, Meinert CL (1992). Factors influencing
publication of research results. Follow-up of applications
submitted to two institutional review boards. JAMA, 267,

374-8.

Egger M, Davey Smith G, Schneider M, et al (1997). Bias in
meta-analysis detected by a simple, graphical test. BMJ,
315, 629-34.

Egger M, Zellweger-Zahner T, Schneider M, et al (1997).
Language bias in randomised controlled trials published in
English and German. Lancet, 350, 326-9.

Faridi R, Zahra A, Khan K, et al (2011). Oncogenic potential of
Human Papillomavirus (HPV) and its relation with cervical
cancer. Virol J, 8, 269.

Forouzanfar MH, Foreman KJ, Delossantos AM, et al (2011).
Breast and cervical cancer in 187 countries between 1980
and 2010: a systematic analysis. Lancet, 378, 1461-84.

Gotzsche PC (1987). Reference bias in reports of drug trials. Br
Med J (Clin Res Ed), 295, 654-6.

Guan P,Howell-Jones R,LiN,etal (2012). Human papillomavirus
(HPV) types in 115,789 HPV-positive women: A meta-

2692 Asian Pacific Journal of Cancer Prevention, Vol 13, 2012

analysis from cervical infection to cancer. Int J Cancer, doi:
10.1002/ijc.27485. [Epub ahead of print]

Higgins JP, Thompson SG (2002). Quantifying heterogeneity in
a meta-analysis. Stat Med, 21, 1539-58.

Higgins JP, Thompson SG, Deeks 1], et al (2003). Measuring
inconsistency in meta-analyses. BMJ, 327, 557-60.

International Collaboration of Epidemiological Studies of
Cervical C, Appleby P, Beral V, et al (2006). Carcinoma of
the cervix and tobacco smoking: collaborative reanalysis
of individual data on 13,541 women with carcinoma of the
cervix and 23,017 women without carcinoma of the cervix
from 23 epidemiological studies. Int J Cancer,118,1481-95.

Jee SH, Lee JE, Park JS (2003). Polymorphism of codon 72 of
p53 and environmental factors in the development of cervical
cancer. Int J Gynaecol Obstet, 80, 69-70.

Louie KS, Castellsague X, de Sanjose S, et al (2011). Smoking
and passive smoking in cervical cancer risk: pooled analysis
of couples from the IARC multicentric case-control studies.
Cancer Epidemiol Biomarkers Prev, 20, 1379-90.

Mohtashamipur E, Mohtashamipur A, Germann PG, et al (1990).
Comparative carcinogenicity of cigarette mainstream and
sidestream smoke condensates on the mouse skin. J Cancer
Res Clin Oncol, 116, 604-8.

Nishino Y, Tsubono Y, Tsuji I, et al (2001). Passive smoking at
home and cancer risk: a population-based prospective study
in Japanese nonsmoking women. Cancer Causes Control,
12,797-802.

Plummer M, Peto J, Franceschi S, et al (2011). Time since first
sexual intercourse and the risk of cervical cancer. Int J
Cancer, 130, 2638-44.

Settheetham-Ishida W, Singto Y, Yuenyao P, et al (2004).
Contribution of epigenetic risk factors but not p53 codon
72 polymorphism to the development of cervical cancer in
Northeastern Thailand. Cancer Lett, 210, 205-11.

Slattery ML, Robison LM, Schuman KL, et al (1989). Cigarette
smoking and exposure to passive smoke are risk factors for
cervical cancer. JAMA, 261, 1593-8.

Smith AM, Heywood W, Ryall R, et al (2011). Association
between sexual behavior and cervical cancer screening. J
Womens Health (Larchmt), 20, 1091-6.

Sobti RC, Kaur S, Kaur P, et al (2006). Interaction of passive
smoking with GST (GSTM1, GSTT1, and GSTPI1)
genotypes in the risk of cervical cancer in India. Cancer
Genet Cytogenet, 166, 117-23.

Sobti RC, Kordi Tamandani DM, Shekari M, et al (2008).
Interleukin 1 beta gene polymorphism and risk of cervical
cancer. Int J Gynaecol Obstet, 101, 47-52.

Sood AK (1991). Cigarette smoking and cervical cancer, meta-
analysis and critical review of recent studies. Am J Prev
Med,7,208-13.

Stroup DF, Berlin JA, Morton SC, et al (2000). Meta-analysis
of observational studies in epidemiology: a proposal for
reporting. Meta-analysis Of Observational Studies in
Epidemiology (MOOSE) group. JAMA, 283, 2008-12.

Sull JW, Jee SH, Yi S, et al (2004). The effect of
methylenetetrahydrofolate reductase polymorphism C677T
on cervical cancer in Korean women. Gynecol Oncol, 95,
557-63.

Tajima K, Hirose K, Ogawa H, et al (1990). Hospital
epidemiology--a comparative case control study of breast
and cervical cancers. Gan No Rinsho, Spec No: 351-64 (in
Japanese).

Tay SK, Tay KJ (2004). Passive cigarette smoking is a risk factor
in cervical neoplasia. Gynecol Oncol, 93, 116-20.

Tramer MR, Reynolds DJ, Moore RA, et al (1997). Impact of
covert duplicate publication on meta-analysis: a case study.
BMJ, 315, 635-40.



DOI:http:/ldx.doi.org/10.7314/APJCP.2012.13.6.2687

Passive Smoking and Cervical Cancer Risk: a Meta-analysis Based on 3,230 Cases and 2,982 Controls

Trimble CL, Genkinger JM, Burke AE, et al (2005). Active and
passive cigarette smoking and the risk of cervical neoplasia.
Obstet Gynecol, 105, 174-81.

Tsai HT, Tsai YM, Yang SF, et al (2007). Lifetime cigarette
smoke and second-hand smoke and cervical intraepithelial
neoplasm--a community-based case-control study. Gynecol
Oncol, 105, 181-8.

Urban M, Banks E, Egger S, et al (2012). Injectable and oral
contraceptive use and cancers of the breast, cervix, ovary, and
endometrium in black South african women: case-control
study. PLoS Med, 9,e1001182.

Wells G, Shea B, O’Connell D, et al The Newcastle-Ottawa Scale
(NOS) for assessing the quality of nonrandomised studies
in meta-analyses. Ottawa (ON): Ottawa Hospital Research
Institute; 2009. Available: http://www.ohri.ca/programs/
clinical_epidemiology/oxford.asp (accessed 2012 Jan.).

Winkelstein W, Jr. (1990). Smoking and cervical cancer--current
status: a review. Am J Epidemiol, 131, 945-957; discussion
958-60.

Wu MT, Lee LH, Ho CK, et al (2003). Lifetime exposure to
environmental tobacco smoke and cervical intraepithelial
neoplasms among nonsmoking Taiwanese women. Arch
Environ Health, 58, 353-9.

Wu MT, Lee LH, Ho CK, et al (2004). Environmental exposure
to cooking oil fumes and cervical intraepithelial neoplasm.
Environ Res, 94,25-32.

Yetimalar H, Kasap B, Cukurova K, et al (2012). Cofactors in
human papillomavirus infection and cervical carcinogenesis.
Arch Gynecol Obstet, 285, 805-10.

Asian Pacific Journal of Cancer Prevention, Vol 13,2012 2693



