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ABSTRACT 
 

Background: Epidemiological studies have probed the correlation between telomere length and the risk of lung 
cancer, but their findings are inconsistent in this regard.  The present meta-analysis study has been carried out to 
demonstrate the association between relative telomere length in peripheral blood leukocytes and the risk of lung 
cancer using an established Q-PCR technique. Methods: A systematic search was carried out using PubMed, 
EMBASE, and ISI before 2015. A total of 2925 cases of lung cancer and 2931 controls  from 9 studies were  
employed to probe the relationship between lung cancer and telomere length  . ORs were used at 95% CI. Random-
effects models were used to investigate this relationship based on the heterogeneity test. Heterogeneity among 
studies was analyzed employing subgroup analysis based on type studies and the year of publication. Results: 
Random-effects meta-analysis revealed that patients with lung cancer were expected to have shorter telomere 
length than the control (1.13, 95% CI: 0.82-1.81, P=0.46). The summary of the pooled ORs of telomere length in 
adenocarcinoma lung cancer patients was 1 (95%CI=0.68-1.47, I2=93%) compared to patients with squamous cell 
lung cancer, which was 1.78 (95% CI=1.25-2.53, I2=3.9%). The meta-regression revealed that the effect of 
telomere length shortening, decreased and increased with the year of publication and the age of risks to lung 
cancer, was clearly related to short telomeres lengths. Conclusion: Lung cancer risks clearly related with short 
telomeres lengths. In patients with breathing problems, lung cancer risk can be predicted by telomere length 
adjustment with age, sex, and smoking. DOI: 10.18869/acadpub.ibj.21.3.142 
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INTRODUCTION 

 

ung cancer is a leading cause of death  

worldwide. In 2008, more than 1.6 million new 

cases of lung cancer were diagnosed, which 

accounts for 13% of all new cancer cases. About 1.4 

million people have lost their lives due to lung cancer 

that is estimated to be responsible for 18% of all deaths 

from lung cancer
[1,2]

. Two basic histologic subgroups 

of lung cancer include small cell lung cancer and non-

small cell lung cancer. The non-small cell lung cancer 

is divided into two subtypes containing 

adenocarcinoma and squamous cell carcinoma 

(SCC)
[3]

. 

Telomeres contain up to several thousand repeated 

units of the sequence TTAGGG at the chromosome 

ends of eukaryotic cells along with associated 

proteins
[4]

. They play important roles in genomic 

protection and stability by preventing the destruction of 

nucleotides as well as hindering chromosome ends 
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from fusion. Telomeres have an average length of 10 to 

15 kb in humans and a cell growth reduction of about 

50 to 200 bp per cycle
[5]

. Extreme shortening of 

telomere length leads to cellular irritation and aging 

and ultimately cell death
[6]

. Cumulative oxidative 

stress, chronic inflammation, and carcinogenesis 

happen as a result of telomere shortening in genomic 

DNA
[7-9]

. The telomere length is an indicator of the cell 

proliferation number during the life. Telomere length 

shortening is similar in different tissues, and telomere 

length in leukocytes is considered as a useful 

alternative to other tissues. 

Several epidemiological studies, which are 

contradictory in many cases, have investigated the 

correlation between telomere length and various 

diseases, including cancers
[10-15]

. Some research has 

linked telomere length shortening to lung cancer, while 

others have documented a direct association between   

telomere length and lung cancer risk
[11,16,17]

. Previous 

studies have reported that short telomeres have an 

association with risks to lung cancer
[11,16]

, whereas 

prospective studies have proposed that long telomeres 

are associated with an increased risk of lung cancer
[14, 

17]
. Another study has also reported longer telomere 

length in lung cancer cases; however, other studies on  

telomere length in patients with lung cancer have been 

inconclusive and contradictory
[11,18]

. In the present 

study, a systematic meta-analysis was carried out to 

probe the relationship between telomere length and the 

risk of lung cancer as well as assess the heterogeneity 

among different studies.  
 
 

MATERIALS AND METHODS 
 

Search strategy 
Following search strategies design, PubMed, 

EMBASE, and ISI were searched to review related 

articles on telomere length and the risk of lung cancer 

before August 2015. The search keywords included 

"telomere" or "lung carcinoma" or "telomere 

dysfunction" and “lung carcinoma” and "risk”. 

Abstracts and other unrelated reports were excluded 

from the search; only papers published in English and 

Persian were considered. The reference lists of each of 

the paper included in the study were reviewed to 

identify additional suitable articles. Unpublished 

reports were considered by sending request letters to 

the authors. If crucial data were not reported in the 

conference articles, authors were also contacted 

directly. Inclusion criteria included: 1) case control or 

cohort studies that investigated the relationship 

between telomere length and the risk of lung cancer; 2) 

sufficient information on the estimation of odd ratios at 

95% CI; 3) lack of overlap between the studies in 

terms of the subjects.  

Study selection 
The following items were extracted from each 

article:  the information of first author, the year of 

publication, country, ethnicity, the number of cases and 

controls, the relative length of telomeres, research 

design, the source of DNA, and method of measuring 

telomere length. Literature search, study selection, and 

data extraction were assessed by two investigators 

(B.K. and M.Y.). The quality assessment and the 

methodological quality of studies obtained were 

conducted by a 13-point modified Downs and Black 

checklist
[19]

 (Tables 1 and 2). In total, the checklist had 

13 criteria, each containing quality concession ranging 

from 0 (low quality) to 1 (high quality). Uncertainties 

and inconsistency were resolved by consensus or 

discussion with another investigator. 
The exclusion criteria included: (1) studies with no 

data for safety and efficacy, including protocols; (2) 

studies that did not report ORs or relative risk; (3) 

cross-sectional, review article, letters to editor, meta-

analyses, case reports studies; (4) articles with the 

sample size less than 30 owing to insufficient 

information to estimate ORs.  

 

Data synthesis and statistical analysis 
In order to simplify the analysis, the number of cases 

and controls were collected for both short and long 

telomere lengths. In these studies, data were imported 

into quartile 1 (shortest telomere length) and quartile 4 

(highest telomere length). Q1, Q2, Q3, and Q4 were 

considered as short and long telomere length groups, 

respectively. The relationship between telomere length 

and the risk of lung cancer was investigated at 95% CI 

using ORs; thereafter, the telomere length was 

compared. In addition, the analysis was carried out 

based on the type of study (retrospective and 

prospective) and ethnicity (Asian or European, United 

States). 

To assess heterogeneity among studies, the Q-test 

was used and the value of P<0.10 was considered 

significant. The amount of heterogeneity was also 

calculated by measuring the I
2
 statistic. If the value of 

I
2
 is equal to 0, 25, and 75%, it indicates the lack of 

heterogeneity, less heterogeneity, and high 

heterogeneity in the studies, respectively
[20]

. Random-

effects model
[21]

 and fixed-effects model
[22]

 were 

employed to measure the effect and the size 

relationship of the various studies based on the Mantel-

Haenszel and DerSimonian and Laird methods
[21]

, 

respectively. When P≥0.10, the fixed-effects model 

was used, and when I
2
>50% and P<0.10, the random-

effects model was used
[22,23]

. For each study, the OR 

was drawn using forest plots as well as symbols whose 

size  corresponds  to the  effect and size of the study
[24]

.  
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      Table 1. Modified Downs and Black checklist for the quality assessment of epidemiological studies 
 

Factor Score 

External validity 

1. Were the subjects asked to participate in the study representative of the entire population from which they were  

     recruited? 
1 

2. Were those subjects who were prepared to participate representative of the entire population from which they were  

     recruited? Participation rate for cases and controls of at least 70% 
1 

  

Subtotal 2 
  

Internal validity-bias 

3. Was an attempt made to blind those measuring the main outcomes of the exposure? 

 

1 

4. If any of the results of the study were based on “data dredging”, was this made clear? 1 

5. Were the statistical tests used to assess the main outcomes appropriate? 1 

6. Was compliance with the intervention/s reliable? 1 

7. Were the main outcome measures used accurate (valid and reliable)? 1 
  

Subtotal 5 
  

Internal validity-exposure measurement 

8．Were measures of exposure robust? Exposure status was either documented or determined via biomarker (2); used  

     small area ecological measures, job titles, or was self-reported (1); was based on large area ecological measures (0). 

 

2 

9．Was there a sufficient exposure gradient? The degree of variability between categories of exposure level was  

      certain or not. 

1 

10．Were measures of exposure specific? Exposure measures were specific (2); based on broader, chemically-related  

       groups (1); based on broad groupings of diverse chemical and toxicological properties (0). 

2 

  

Subtotal 5 
  

Internal validity-confounding 

11. Were the cases and controls recruited from the same population? 

 

1 

12. Were the cases and controls recruited over the same period of time? 1 

13. Was there adequate adjustment for confounding in the analyses from which the main findings were drawn? The  

       study collected data on all major (2), some (including basic demographic only) (1), or no (0) potential confounders  

       and assessed their effect in analysis. 

2 

  

Subtotal 4 
  

Total 16 
 

 

The publication bias potential was studied using a 

funnel plot, in which effect-sizes was plotted against 

the SE. Begg’s test was used to measure the 

asymmetry, and the value of P<0.10 was considered 

significant
[25,26]

. The number of missing studies due to 

publication bias was approximated by the trim and fill 

method
[27]

. The source of heterogeneity was analyzed 

using meta-regression. According to the previous 

information, the average age of the participants, pack-

years, latitude and year of study were analyzed. In 

addition, the subgroup analysis was conducted based 

on year of study, smoking status, type of studies and 

ethnicity to obtain the source of heterogeneity in the 

studies. Sensitivity analysis was conducted to 

determine the effect of exclusion of any study on the 

change of ORs in all studies
[28]

. All statistical analyzes 

were performed using R3.0.1
[29]

 and SDATA12. 
 
 

RESULTS 
 

Search results and study characteristics  
A total of 782 articles were identified in the present 

systematic review. After reviewing the titles and 

abstracts, 698 articles were removed. The texts of the 

remaining 84 articles were read for thorough review, 

and after a qualitative assessment, 71 articles were also 

excluded from the review process. Finally, 9 studies 

with 2925 cases and 2931 controls met the inclusion 

criteria. Other details about the selection of articles are 

presented in Fig 1. 

Among the articles studied, four originated from the 

United States, two from China, one from Korea, and 

one from Southwest Finland. Overall, a total of six 

studies used as controls were obtained from 

population-based studies and two from hospital-based 

studies. The most important specifications of the 

included studies are presented in Table 3. 

 
Meta-analysis results  

The total of all eligible studies in the meta-analysis 

showed that there is a relationship between the 

increased risk of lung cancer and the telomere length 

shortening 1.13 (0.82–1.81, P=0.46). 

The  rate   of   heterogeneity   was  86%  (I
2
=86.07%, 
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Table 2. Quality assessment of the included epidemiological studies 
 

Reference 

External 

validity 

 Internal validity Total 

score  Bias  Exposure measurement  Confounding 

Item

1 

Item

2 

 Item

3 

Item

4 

Item

5 

Item

6 

Item

7 

 Item

8 

Item

9 

Item1

0 

 Item

11 

Item

12 

Item

13 

16 

[10] 1 0  0 1 1 0 1  2 1 1  1 1 1 11 

[11] 1 0  0 0 1 1 0  2 1 1  1 1 2 11 

[12] 1 0  1 1 1 1 1  2 1 2  1 1 1 14 
[13] 1 0  0 0 1 1 1  2 1 2  1 1 2 13 

[14] 1 0  0 0 1 1 1  2 0 2  1 1 2 12 

[18] 1 0  0 1 1 1 0  2 1 2  1 1 2 13 
[17] 1 0  0 1 1 1 1  2 1 2  1 1 2 14 

[30] 1 0  0 1 1 1 0  2 1 1  1 1 2 12 

 

 
 

P=0.0469, Q=46.1817) in the present study, which 

indicated a high level of heterogeneity.  Under these 

conditions, the amount of pooled ORs was determined 

using the Random-effects model.  Pooled ORs studies 

revealed that telomere length shortening increases the 

risk of lung cancer (OR=1.13, 95% CI: 0.82–1.81) 
(Fig. 2). The random-effects model indicated that there 

are significant differences between the subgroup 

analyses. 

 A subgroup analyses were performed in order to 

discover the source of heterogeneity and further 

explore the effects of the histologic subtype of lung 

cancer on telomere length as well as evaluate any 

differences between trials by ruling out the 

confounding effect of the histologic subtype of lung 

cancer. The pooled summary of ORs of telomere 

length in adenocarcinoma lung cancer patients was 1 

[95% CI=0.68-1.47, I
2
=93%] compared to 1.78 [95% 

CI=1.25-2.53, I
2
=3.9%] for SCC lung cancer. The 

pooled ORs showed that patients with SCC lung cancer 

were expected to have shorter telomere length than the 

control; however, it was found that there was no 

relationship between telomere length and the risk of 

lung cancer in patients with adenocarcinoma lung 

cancer. Overall, pooled ORs for both subtype was 1.40 

(95% CI: 0.87–2.27, I
2
=90%, P=0.16612), which 

indicated shorter telomere length in both lung cancer 

subtype.  

 Sub-analysis based on the smoking status was 

conducted to verify the heterogeneity. It seemed that 

there may exist a marginal heterogeneity in the ever 

smokers (P=0.34, I
2
=90%). We performed a subgroup 

analysis for association between telomere length 

shortening and lung cancer based on the smoking 

status. The OR for association between telomere length 

shortening and lung cancer in <30 pack-years subgroup 

is 1.1 (0.4–3.01, I
2
 87.4%) and in ≥30 pack year is 1.51 

(0.65–3.5, I
2
 88.8%). The pooled results based on all 

included studies for smoking status indicated a 

remarkable relation among the lung cancer risk and 

telomere length shortening 1.05 [0.65–1.7, I
2
= 89.60%] 

(Fig. 3) and for cumulative smoking 1.29 [95% 

CI=0.71–2.35, I
2
=87%]. A direct association of 

telomere length shortening with the risk of lung cancer 

was found for males [1.43 (0.81–2.53), I
2
 87 %, 

P=0.1], and females [1.06 (0.58–1.73), I
2
 79%, P=0.8] 

and age 1.32 [95% CI=0.52–1.95, I
2
 = 93.58%] (Fig. 

3).   

Considering the availability of only six retrospective 

and three prospective studies, the heterogeneity was 

assessed based on these studies. The results of the 

retrospective studies demonstrated a significant 

relationship between the telomere length shortening 

and the increased risk of lung cancer; however, there 

was no significant correlation was found from the 

prospective studies (Fig. 4). The ethnicity-based 

classification also showed a significant relationship in 

this regard. The relationship between the study type 

and telomere length and the risk of lung cancer was 

also investigated. The results displayed a correlation 

between telomere length shortening and the risk of 

lung cancer obtained in previous studies conducted in 

United States
[10,17,18,30]

. However, such correlation was 

observed in studies conducted in Asian
[11,12]

 and 

European
[13]

 countries (Fig. 5). To investigate other 

causes of heterogeneity among the studies, the meta-

regression model was employed, in which P values 

were significant for latitude study, smoking, and the 

average age of the participants, but there was no 

significant correlation for the year of study. It was also 

found that the year of study and the average age of the 

participants could be the reason for the heterogeneity 

among the studies. However, the effect of other 

parameters such as latitude and average smoking 

cannot be a cogent reason for the heterogeneity among 

the studies. 

 

Publication bias analysis 

The   validity   of   the    meta-analysis    results   was 

assessed by publication bias estimation. The shape of 

the funnel plot was slightly asymmetrical (Fig. 6a), and 

the  Egger's  regression  (funnel  plot  asymmetry   test) 

intercept were t=2.63 and P=0.039, suggesting that 

there  was  possible  publication  bias  among  the  nine  
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                       Table 3. Specifications of included studies in the current meta-analysis 
 

First author, year, study period Country 
Study 

design 

Sample 

size ca/co 

Age, males, 

and females 

Telomere length 

(T/S ratio or TL) 

Measurement method 

of telomere length 
Cell type Ref. 

Sanchez-Espiridion (2014) 

September 1995 to March 2010 

 
USA 

 

 

 

Case/control 

 

1385/1385 

62.49±10.3 

62.38±10.3 

65.00±8.7 
64.82±8.6 

1.23±0.38 

1.14±0.37 

1.10±0.44 
1.13±0.33 

Q-PCR PBLs [18] 

        
 

Jang (2008) 
January 2005 and July 2005 

Korea Case/control 243/243 
59.2±6.6 
59 ±6.5 

1.59±0.75 
2.16±1.10 

Q-PCR PBLs 
[11] 

 

 
     

  
 

Seow (2014) USA 
Prospective 

cohorts 
847/847 

61.37±6.53 
61.12±6.35 

1.21±0.43 
1.18±0.39 

Q-PCR PBLs [17] 

        
 

Sun (2015) 

1998-2004 
USA Case/control 191/207 

67±12.2 

66.3±12.1 

98 

101 
Q-FISH 

Blood 

lymphocyte 

[30] 

 

        
 

Wu (2003) USA Case/control 54/54 
64.7 ±8.9 

64.5±9.0 

1.1 

1.4 
Q-PCR PBLs [10] 

        
 

Hosgood III (2009) 

March 1995 to March 1996 
China 

 

Case/control 
 

120/110 
55 ±11.9 

54.7 ±13.5 
NA Q-PCR 

Sputum 

samples 
[12] 

        
 

Shen (2011) 
1985-1988 

Finland Case/control 229/229 
59±5 
58±5 

1.14  (0.23) 
1.10  (0.22) 

Q-PCR PBLs [13] 

         

Lan (2013) 

1997 to 2000 
China 

Nested  

case-control 
215/215 40-65 1.37–1.60 Q-PCR 

Blood 

sample 
[14] 

                        PBLs, peripheral blood leukocytes; Q-FISH, Quantitative Fluorescent in situ hybridization; Q-PCR, real-time polymerase chain reaction; Ref., reference, TL., telomeres length
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Fig. 1. Flowchart of literature selection and study identification 
 

 

studies. For evaluation of asymmetry in the funnel plot, 

hypothetically non-published studies were found by 

trim and fill method, which was computed for two 

potentially missing studies due to the publication bias 

(Q=69.32, P=0.03) (Fig. 6b). 

Sensitivity of these nine studies was demonstrated by 

forest plots as shown in Figure 7. The results 

demonstrated that the pooled sensitivity and specificity 

of the studies were 0.48(0.2–0.68) and 0.43(0.18–

0.57), respectively. The positive likelihood ratio, 

diagnostic OR, negative likelihood ratio, I
2
 of 

sensitivity and specificity were 84.9% (P=0.001), 

71.7% (P=0.001), 67.9% (P=0.001), 59.1% (P=0.008), 

and 81.1% (P=0.001), respectively. There was also 

little difference in the sensitivity analysis due to 

inaccuracies in the data presented or incorrect 

information in the articles. 
 

 

DISCUSSION 
 

To investigate the relationship between lung cancer 

and  telomere  length  shortening  in this meta-analysis, 

2925 lung cancer cases and 2931 controls of 9 different 

articles were used (OR=1.13). The measurement 

method for the telomere length in all included studies, 

except Sun et al.
[30]

 was real-time PCR, which was not 

very effective in obtaining the results of the meta-
analysis.  

Identified studies from the databases using keywords and bibliographies of 

relevant articles (n=782)  

 
698 excluded after title or abstract review 

298 not relevant studies 

189 exclude duplicate studies, with abstract alone 

94 reviews and meta-analysis 

53 no relevant outcomes 

32 case reports 

23 small sample sizes 

8 letter comments, correspondence 

1 shared and identical population 

Remaining studies evaluated in detail with full text (n=84)  

 

Without sufficient information of ORs and 95% CIs (n=57) 

Without the number of case and controls grouped by the 

relative telomere length (n=4)  

 

Excluded for insufficient data (n=7)  

 

Studies eligible for inclusion: (n=15)  

 

Included studies in this meta-analyses: (n=8 articles and 9 studies) 
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Fig. 2. The forest plot comparing the association between telomere length and the risk of lung cancer (random-effect model). 

STL, short telomeres length; LTL, long telomeres length 
 

 

The greater number of studies showed significant 

associations between shorter telomere lengths in 

peripheral blood leukocytes and the risks of different 

subtype of lung carcinomas. Wu et al.
[10]

 and Jang et 

al.
[11]

 found significantly a raised risk of lung cancer 

related to shortened telomere length (4.08–18.71, 

OR=8.73). Conversely, Lan et al.
[14]

 indicated that the 

longer telomere length in peripheral blood cells was 

positively and remarkably related  to the risk of lung 

cancer  (OR=2,0.8-4, P=0.003)
[14]

. Longer telomere 

length may increase the risk of lung cancer by 

promoting immortality of the cells, which leads to 

abnormal rapid cell proliferation and  tumor  

formation
[31]

. The results showed that there was a 

significant correlation between telomere length 

shortening and the risk of lung cancer. Studies have 

shown that telomere length is very important to human 

life  and plays an essential role in maintaining genomic  
 

 

 
 

 Fig. 3. Forest plot of the subgroup analyses stratified by smoking status. STL, short telomeres length; LTL, Long telomeres length 
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Fig. 4. Forest plot of the subgroup analyses stratified by type of studies (case- control, nested case- control and prospective cohorts). 

*One study selected, therefore P-values wasn't calculated. 

 

 

integrity. Any disruption in telomere lengths may 

result in genetic changes and eventual formation of 

malignant tumours
[6,7]

. In addition, disruption of the 

telomere is associated with a reduction in DNA repair 

capacity and cytogenetic abnormalities
[31]

. Both animal 

studies and clinical observations have demonstrated 

that telomere length shortening is associated with an 

increased risk of cancer, such as epithelial cancer. 

However, telomere length shortening plays a 

contradictory role in the development of lung cancer. 

The progressive loss of telomeric repeated unit in each 

cell division leads to aging and limited cellular 

proliferation capacity
[32]

. Consequently, telomere 

length shortening leads to prevention of the activities 

of other tumor suppressor genes
[31]

. When the 

telomeres reach a critical length, a chromosome may 

break, resulting in increased genomic instability and 

malignant transformation potential through fusion-

bridge-breakage cycles
[7]

. Furthermore, a consequence 

of their high guanine content is that they are sensitive 

to damage from chronic inflammation and cumulative 

oxidative stress, which results in telomeric single-

strand breaks and the loss of distal telomere parts
[32]

. 

Various  case control studies have reported shorter 

telomeres to be associated with the risk of lung cancer, 

whereas results from Seow et al.
[17]

 showed the 

opposite effect
[17]

. They demonstrated that the effect of 

long telomere length on risk of lung cancer was 

especially for adenocarcinoma, and specifically among 

females
[17]

. Sanchez-Espiridion et al.
[18]

 found a 

differential relationship between telomere length and 

the risk of adenocarcinoma and SCC, in which long 

telomeres length was associated with the risk of 

adenocarcinoma  but  reduced risk of SCC risk
[18]

.   

Adenocarcinoma  is  more   commonly  found among 

females  than men and is the most common lung cancer 

subtype among lifelong non-smokers. 

Telomere shortening has also been associated with 

smoking status
[13]

. Our meta-analysis indicated a 

significant  increase  in lung cancer and smoking status  
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Fig. 5. Forest plot of the subgroup analyses stratified by country (USA, Korea, China and Finland). *One study selected, therefore 

P-values wasn't calculated. 

 

 

(OR ever smoker=1.33 and OR heavy smoker (pack 

years ≥31-years) =1.51). The study has been approved 

by other researchers. Valdes et al.
[33]

 demonstrated that 

telomere length shortening is highly affected by 

smoking, which is a confounding factor and effect-

measure modifier. Several possible mechanisms can 

describe these effects
[13]

. Smoking is known to be 

related to systemic inflammation and oxidative 

stress
[33,34]

. The high destruction of telomere length in 

smokers is probably a part of the oxidant-induced 

senescence phenomenon
[13]

. Jang et al.
[11]

 reported  that 

the risk of lung cancer was related to short telomere 

length in both younger people and those above 61 

years; however, there was a stronger relationship in the 

younger age population
[35]

. Shen et al.
[13]

 observed 

longer telomere length only in male smokers above 38 

years old; however, in males younger than 38, longer 

telomere was not observed. Results of the current 

meta-analysis indicated that smoking is remarkably 

related to shortening of telomeres in peripheral blood 

leukocytes. Also, older age is positively related with 

telomere shortening (OR=1.32)
[33]

. 

In conclusion, a positive association was found 

between short telomere length and the risk of lung 

cancer. In patients with breathing problems, the risk of 

lung cancer can be predicted by telomere length 

adjusted with age, sex, and smoking.  The molecular 

mechanisms that induce a decrease in telomere length 

may be implicated in the expansion of histologic 

subtypes of lung cancer. The several remarkable 

advantages   of  the  current  study  include the fact that 

search strategy was employed extensively with 

reviewing of titles and abstracts manually. The search 

period spanned for a long time so that studies are not 

excluded based on the years of publication. Finally, 

further large studies will be required to authenticate 

these results and evaluate the effect of genetic and 

environmental risk factors before and after cancer 

diagnosis. 
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 Fig. 6. Begg’s funnel plot for publication bias test. Each point represents a separate study for the indicated association. (A) Funnel 

plot for mixed effects model of telomere length and the risk of lung cancer adjusted for age and smoking; (B) Funnel plot adjusted 

with trim and fill method examining the publication bias of telomere length and the risk of lung cancer. Each point represents a 

separate study for the indicated association. Circles black, included studies; Circles blank, presumed missing studies 

 

 

 

  

 Fig. 7.  Sensitivity analysis for all studies. The point estimates of sensitivity for each study are shown as circles. Error bars  

are 95% CI. 

 

Mixed-Effects Model

Residual Value

S
ta

n
d

a
rd

 E
rr

o
r

0
.3

1
3

0
.2

3
5

0
.1

5
7

0
.0

7
8

0
.0

0
0

-0.50 0.00 0.50

A

Log Odds Ratio

S
ta

nd
ar

d 
E

rr
or

0.
42

0
0.

31
5

0.
21

0
0.

10
5

0.
00

0

-2.00 -1.50 -1.00 -0.50 0.00 0.50 1.00 1.50

B

  0.85   1.05  0.89   1.25   1.32

 Wu (2003)

 Jang (2008)

 Hosgood (2009)

 Shen (2011)

 Lan (2013)

 Espiridion(Ac) (2014)

 Espiridion(SCC) (2014)

 Seow (2014)

 Sun (2015)

 Lower CI Limit  Estimate  Upper CI Limit

 Meta-analysis estimates, given named study is omitted

 

 [
 D

O
I:

 1
0.

18
86

9/
ac

ad
pu

b.
ib

j.2
1.

3.
14

2 
] 

 [
 D

O
R

: 2
0.

10
01

.1
.1

02
88

52
.2

01
7.

21
.3

.5
.5

 ]
 

 [
 D

ow
nl

oa
de

d 
fr

om
 ib

j.p
as

te
ur

.a
c.

ir
 o

n 
20

25
-0

8-
20

 ]
 

                            10 / 12

http://dx.doi.org/10.18869/acadpub.ibj.21.3.142
https://dor.isc.ac/dor/20.1001.1.1028852.2017.21.3.5.5
http://ibj.pasteur.ac.ir/article-1-1872-en.html


Lung Cancer Risk and Leukocyte Telomere Length Karimi et al. 

 

 
152 Iran. Biomed. J. 21 (3): 142-153 

 

ACKNOWLEDGMENTS 

 

This work was supported by the Ph.D. Programs 

Foundation of Public Health, Tehran University of 

Medical Sciences, Iran (Grant No. 9211150001), and 

the School of Health, Arak University of Medical 

Sciences, Arak, Iran. 

 

CONFLICTS OF INTEREST: None declared. 

 
 

REFERENCES 

 
1. Targowski T, Jahnz-Różyk K, Szkoda T, Płusa T, From 

S. Telomerase activity in transthoracic fine-needle 

biopsy aspirates from non-small cell lung cancer as 

prognostic factor of patients’ survival. Lung cancer 

2008; 61(1): 97-103. 

2. Frías C, García-Aranda C, De Juan C, Morán A, Ortega 

P, Gómez A, Hernando F, López-Asenjo JA, Torres AJ, 

Benito M, Iniesta P. Telomere shortening is associated 

with poor prognosis and telomerase activity correlates 

with DNA repair impairment in non-small cell lung 

cancer. Lung cancer 2008; 60(3): 416-425. 

3. Landi MT, Chatterjee N, Yu K, Goldin LR, Goldstein 

AM, Rotunno M, Mirabello L, Jacobs K, Wheeler W, 

Yeager M, Bergen AW, Li Q, Consonni D, Pesatori AC, 

Wacholder S, Thun M, Diver R, Oken M, Virtamo J, 

Albanes D, Wang Z, Burdette L, Doheny KF, Pugh EW, 

Laurie C, Brennan P, Hung R, Gaborieau V, McKay JD, 

Lathrop M, McLaughlin J, Wang Y, Tsao MS, Spitz 

MR, Wang Y, Krokan H, Vatten L, Skorpen F, Arnesen 

E, Benhamou S, Bouchard C, Metspalu A, Vooder T, 

Nelis M, Välk K, Field JK, Chen C, Goodman G, Sulem 

P, Thorleifsson G, Rafnar T, Eisen T, Sauter W, 

Rosenberger A, Bickeböller H, Risch A, Chang-Claude 

J, Wichmann HE, Stefansson K, Houlston R, Amos CI, 

Fraumeni JF Jr, Savage SA, Bertazzi PA, Tucker MA, 

Chanock S, Caporaso NE. A genome-wide association 

study of lung cancer identifies a region of chromosome 

5p15 associated with risk for adenocarcinoma. The 

american journal of human genetics 2009; 85(5): 679-

691. 

4. Deng Y, Chan SS, Chang S. Telomere dysfunction and 

tumour suppression: the senescence connection. Nature 

reviews cancer 2008; 8(6): 450-458. 

5. Pooley KA, McGuffog L, Barrowdale D, Frost D, Ellis 

SD, Fineberg E, Platte R, Izatt L, Adlard J, Bardwell J , 
Brewer C, Cole T, Cook J, Davidson R, Donaldson A, 

Dorkins H, Douglas F, Eason J, Houghton C, Kennedy 

MJ, McCann E, Miedzybrodzka Z, Murray A, Porteous 

ME, Rogers MT, Side LE, Tischkowitz M, Walker L, 

Hodgson S, Eccles DM, Morrison PJ, Evans DG, Eeles 

RA, Antoniou AC, Easton DF, Dunning AM, 

EMBRACE. Lymphocyte telomere length is longer in 

BRCA1 and BRCA2 mutation carriers but does not 

affect subsequent cancer risk. Cancer epidemiology 

biomarkers and prevention 2014: 23(6):1018-1024.  

6. Mather KA, Jorm AF, Parslow RA, Christensen H. Is 

telomere length a biomarker of aging? A review. The 

journals of gerontology series a: biological sciences 

and medical sciences 2011; 66(2): 202-213. 

7. Babizhayev MA, Savel'yeva EL, Moskvina SN, 

Yegorov YE. Telomere length is a biomarker of 

cumulative oxidative stress, biologic age, and an 

independent predictor of survival and therapeutic 

treatment requirement associated with smoking 

behavior. American journal of therapeutics 2011; 18(6): 

e209-e226. 

8. Wolkowitz OM, Mellon SH, Epel ES, Lin J, Dhabhar 

FS, Su Y, Reus VI, Rosser R, Burke HM, Kupferman E. 

Leukocyte telomere length in major depression: 

correlations with chronicity, inflammation and oxidative 

stress-preliminary findings. PloS one 2011; 6(3): 

e17837. 

9. D’Mello MJ, Ross SA, Briel M, Anand SS, Gerstein H, 

Paré G. Association between shortened leukocyte 

telomere length and cardiometabolic outcomes 

systematic review and meta-analysis. Circulation: 

cardiovascular genetics 2015; 8(1): 82-90. 

10. Wu X, Amos CI, Zhu Y, Zhao H, Grossman BH, Shay 

JW, Luo S, Hong WK, Spitz MR. Telomere 

dysfunction: a potential cancer predisposition factor. 

Journal of the national cancer institute 2003; 95(16): 

1211-1218. 

11. Jang JS, Choi YY, Lee WK, Choi JE, Cha SI, Kim YJ, 

Kim CH, Kam S, Jung TH, Park JY. Telomere length 

and the risk of lung cancer. Cancer science 2008; 99(7): 

1385-1389. 

12. Hosgood HD 3rd, Cawthon R, He X, Chanock S, Lan Q. 

Genetic variation in telomere maintenance genes, 

telomere length, and lung cancer susceptibility. Lung 

cancer 2009; 66(2): 157-161. 

13. Shen M, Cawthon R, Rothman N, Weinstein SJ, 

Virtamo J, Hosgood HD, Hu W, Lim U, Albanes D, Lan 

Q. A prospective study of telomere length measured by 

monochrome multiplex quantitative PCR and risk of 

lung cancer. Lung cancer 2011; 73(2): 133-137. 

14. Lan Q, Cawthon R, Gao Y, Hu W, Hosgood HD 3rd, 

Barone-Adesi F, Ji BT, Bassig B, Chow WH, Shu X, 

Cai Q, Xiang Y, Berndt S, Kim C, Chanock S, Zheng 

W, Rothman N. Longer telomere length in peripheral 

white blood cells is associated with risk of lung cancer 

and the rs2736100 (CLPTM1L-TERT) polymorphism in 

a prospective cohort study among women in China. 

PloS one 2013; 8(3): e59230. 

15. Risques RA, Vaughan TL, Li X, Odze RD, Blount PL, 

Ayub K, Gallaher JL, Reid BJ, Rabinovitch PS. 

Leukocyte telomere length predicts cancer risk in 

Barrett's esophagus. Cancer epidemiology biomarkers 

and prevention 2007; 16(12): 2649-2655. 

16. Machiela MJ, Hsiung CA, Shu XO, Seow WJ, Wang Z, 

Matsuo K, Hong YC, Seow A, Wu C, Hosgood HD 3rd, 

Chen K, Wang JC, Wen W, Cawthon R, Chatterjee N, 

Hu W, Caporaso NE, Park JY, Chen CJ, Kim YH, Kim 

YT, Landi MT, Shen H, Lawrence C, Burdett L, Yeager 

M, Chang IS, Mitsudomi T, Kim HN, Chang GC, 

Bassig BA, Tucker M, Wei F, Yin Z, An SJ, Qian B, 

Lee VH, Lu D, Liu J, Jeon HS, Hsiao CF, Sung JS, Kim 

 [
 D

O
I:

 1
0.

18
86

9/
ac

ad
pu

b.
ib

j.2
1.

3.
14

2 
] 

 [
 D

O
R

: 2
0.

10
01

.1
.1

02
88

52
.2

01
7.

21
.3

.5
.5

 ]
 

 [
 D

ow
nl

oa
de

d 
fr

om
 ib

j.p
as

te
ur

.a
c.

ir
 o

n 
20

25
-0

8-
20

 ]
 

                            11 / 12

http://dx.doi.org/10.18869/acadpub.ibj.21.3.142
https://dor.isc.ac/dor/20.1001.1.1028852.2017.21.3.5.5
http://ibj.pasteur.ac.ir/article-1-1872-en.html


Karimi et al. Lung Cancer Risk and Leukocyte Telomere Length 

 

 
Iran. Biomed. J. 21 (3): 142-153 153 

 

JH, Gao YT, Tsai YH, Jung YJ, Guo H, Hu Z, 

Hutchinson A, Wang WC, Klein RJ, Chung CC, Oh IJ, 

Chen KY, Berndt SI, Wu W, Chang J, Zhang XC, 

Huang MS, Zheng H, Wang J, Zhao X, Li Y, Choi JE, 

Su WC, Park KH, Sung SW, Chen YM, Liu L, Kang 

CH, Hu L, Chen CH, Pao W, Kim YC, Yang TY, Xu J, 

Guan P, Tan W, Su J, Wang CL, Li H, Sihoe AD, Zhao 

Z, Chen Y, Choi YY, Hung JY, Kim JS, Yoon HI, Cai 

Q, Lin CC, Park IK, Xu P, Dong J, Kim C, He Q, Perng 

RP, Kohno T, Kweon SS, Chen CY, Vermeulen RC, 

Wu J, Lim WY, Chen KC, Chow WH, Ji BT, Chan JK, 

Chu M, Li YJ, Yokota J, Li J, Chen H, Xiang YB, Yu 

CJ, Kunitoh H, Wu G, Jin L, Lo YL, Shiraishi K, Chen 

YH, Lin HC, Wu T, Wong MP, Wu YL, Yang PC, Zhou 

B, Shin MH, Fraumeni JF Jr, Zheng W, Lin D, Chanock 

SJ, Rothman N, Lan Q. Genetic variants associated with 

longer telomere length are associated with increased 

lung cancer risk among never‐smoking women in Asia: 

a report from the female lung cancer consortium in Asia. 

International journal of cancer 2015; 137(2): 311-319. 

17. Seow WJ, Cawthon RM, Purdue MP, Hu W, Gao YT, 

Huang WY, Weinstein SJ, Ji BT, Virtamo J, Hosgood 

HD 3rd, Bassig BA, Shu XO, Cai Q, Xiang YB, Min S, 

Chow WH, Berndt SI, Kim C, Lim U, Albanes D, 

Caporaso NE, Chanock S, Zheng W, Rothman N, Lan 

Q. Telomere length in white blood cell DNA and lung 

cancer: a pooled analysis of three prospective cohorts. 

Cancer research 2014; 74(15): 4090-4098. 

18. Sanchez-Espiridion B, Chen M, Chang JY, Lu C, Chang 

DW, Roth JA, Wu X, Gu J. Telomere length in 

peripheral blood leukocytes and lung cancer risk: a large 

case–control study in Caucasians. Cancer research 

2014; 74(9): 2476-2486. 

19. Downs SH, Black N. The feasibility of creating a 

checklist for the assessment of the methodological 

quality both of randomised and non-randomised studies 

of health care interventions. Journal of epidemiology 

and community health 1998; 52(6): 377-384. 

20. Higgins JP, Thompson SG. Quantifying heterogeneity in 

a meta‐analysis. Statistics in medicine 2002; 21(11): 

1539-1558. 

21. DerSimonian R, Laird N. Meta-analysis in Clincial 

Trials, Controlled clinical trials. Control clinical trials 

1986; 7(3): 177-188. 

22. Mantel N, Haenszel W. Statistical aspects of the 

analysis of data from retrospective studies of disease. 
Journal of the National Cancer Institute 1959; 22(4): 

719-748. 

23. Higgins JP, Thompson SG, Deeks JJ, Altman DG. 

Measuring inconsistency in meta-analyses. BMJ 2003;  

327(7414): 557-560. 

24. Hozo SP, Djulbegovic B, Hozo I. Estimating the mean 

and variance from the median, range, and the size of a 

sample. BMC medical research methodology 2005; 5: 

13. 

25. Egger M, Davey Smith G, Schneider M, Minder C. Bias 

in meta-analysis detected by a simple, graphical test. 

BMJ 1997; 315(7109): 629-634. 

26. Begg CB, Mazumdar M. Operating characteristics of a 

rank correlation test for publication bias. Biometrics 

1994: 50(4): 1088-1101. 

27. Duval S, Tweedie R. Trim and fill: a simple 

funnel‐plot–based method of testing and adjusting for 

publication bias in meta‐analysis. Biometrics 2000; 

56(2): 455-463. 

28. Doebler P, Holling H. Meta-Analysis of diagnostic 

accuracy with mada. Reterieved at: https://cran.r-

project.org/web/packages/mada/vignettes/mada.pdf. 

29. R Development Core Team. A language and 

environment for statistical computing. Vienna, Austria: 

R Foundation for Statistical Computing. Reterieved at: 

https://www.r-project.org/. 

30. Sun B, Wang Y, Kota K, Shi Y, Motlak S, Makambi K, 

Loffredo CA, Shields PG, Yang Q, Harris CC, Zheng 

YL. Telomere length variation: A potential new 

telomere biomarker for lung cancer risk. Lung cancer 

2015; 88(3): 297-303. 

31. Blasco MA. Telomerase beyond telomeres. Nature 

Reviews Cancer 2002; 2(8): 627-633. 

32. Brachner A, Sasgary S, Pirker C, Rodgarkia C, Mikula 

M, Mikulits W, Bergmeister H, Setinek U, Wieser M, 

Chin S-F, Caldas C, Micksche M, Cerni C, Berger W. 

Telomerase-and alternative telomere lengthening–

independent telomere stabilization in a metastasis-

derived human non–small cell lung cancer cell line: 

effect of ectopic hTERT. Cancer research 2006; 66(7): 

3584-3592. 

33. Valdes AM, Andrew T, Gardner JP, Kimura M, Oelsner 

E, Cherkas LF, Aviv A, Spector TD. Obesity, cigarette 

smoking, and telomere length in women. The lancet 

2005; 366(9486): 662-664. 

34. Houben JM, Moonen HJ, van Schooten FJ, Hageman 

GJ. Telomere length assessment: biomarker of chronic 

oxidative stress? Free radical biology and medicine 

2008; 44(3): 235-246. 

35. Ma H, Zhou Z, Wei S, Liu Z, Pooley KA, Dunning AM, 

Svenson U, Roos G, Hosgood 3rd H, Shen M, Wei Q. 

Shortened telomere length is associated with increased 

risk of cancer: a meta-analysis. PloS one 2011; 6(6): 

e20466. 

 

  

  

  

 

 

 

 

 

 

 

 [
 D

O
I:

 1
0.

18
86

9/
ac

ad
pu

b.
ib

j.2
1.

3.
14

2 
] 

 [
 D

O
R

: 2
0.

10
01

.1
.1

02
88

52
.2

01
7.

21
.3

.5
.5

 ]
 

 [
 D

ow
nl

oa
de

d 
fr

om
 ib

j.p
as

te
ur

.a
c.

ir
 o

n 
20

25
-0

8-
20

 ]
 

Powered by TCPDF (www.tcpdf.org)

                            12 / 12

https://www.ncbi.nlm.nih.gov/pubmed/?term=Wei%20Q%5BAuthor%5D&cauthor=true&cauthor_uid=21695195
http://dx.doi.org/10.18869/acadpub.ibj.21.3.142
https://dor.isc.ac/dor/20.1001.1.1028852.2017.21.3.5.5
http://ibj.pasteur.ac.ir/article-1-1872-en.html
http://www.tcpdf.org

