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ABSTRACT
INTRODUCTION Water-pipe (WP) smoking is the most common method of tobacco 
consumption in the Middle-East and is rapidly spreading on a global scale. 
Although, water-pipe smoking is linked to various diseases, such as emphysema 
and various types of cancers, its effect on testosterone levels has yet to be 
investigated. This study explores the effect of water-pipe smoking on serum 
testosterone levels in males in Qatar.
METHODS In this cross-sectional sample within a cohort study, we retrieved data for 
a total of 1000 male volunteers from the Qatar BioBank (QBB) project. A self-
reported questionnaire was used to determine the water-pipe smoking status of 
participants. Moreover, participants were stratified based on the frequency of 
smoking. Total testosterone and sex hormone binding globulin (SHBG) were 
measured clinically, whereas free testosterone and bioavailable testosterone were 
calculated using Vermeulen’s equation. Hormone values of 541 males (277 water-
pipe smokers and 264 non-smokers) were compared using multiple regression 
analysis based on water-pipe smoking status after adjusting for confounding 
factors.
RESULTS No statistically significant difference was observed between WP smokers 
and non-water-pipe smokers in the likelihood of having lower or higher total 
testosterone, after adjustment for confounding factors. Similar results were 
found in free testosterone, bioavailable testosterone, and sex hormone binding 
globulin (all p>0.05). When compared with the reference group, both light 
and heavy water-pipe smokers had a similar likelihood of circulating low total 
testosterone levels (OR=0.83, 95% CI: 0.46–1.49; and OR=0.80, 95% CI: 0.43–
1.49; respectively).
CONCLUSIONS Our results reveal, for the first time, that there is no significant change 
in total testosterone, free testosterone, bioavailable testosterone and sex hormone 
binding globulin in waterpipe smokers compared to non-water-pipe smokers. 
Therefore, we believe that further studies are needed to confirm the effect of 
water-pipe smoking on testosterone in different populations.
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INTRODUCTION
Tobacco smoking is considered responsible for 
numerous serious human diseases, according to the 
World Health Organization (WHO), making it one of 
the main causes of preventable illness and mortality 

worldwide. Tobacco smoking is consumed in various 
forms encompassing cigarette, cigar, e-cigarette, and 
water-pipe (WP). Today, WP smoking is the most 
widespread method of tobacco consumption in the 
Middle-East and is rapidly spreading globally as a form 
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of social conduct1. WP and cigarettes both contain 
similar toxins such as nicotine, carbon monoxide and 
polycyclic aromatic hydrocarbons (PAH)2; hence, it 
is a misconception that WP smoking is less harmful 
than cigarette smoking. More specifically, WP 
smoke contains significantly more carbon monoxide, 
equivalent to that from 10 cigarettes per day3. In 
addition to these toxins, WP smoking also exposes 
smokers to fine charcoal particles, resin particles, 
flavourings, sweeteners, and added perfumes4.

Furthermore, recent studies clearly show the 
harmful effects of WP smoking on human health, 
which include chronic bronchitis, emphysema, 
coronary artery disease, lung, gastric and esophageal 
cancers, and osteoporosis along with significant 
effects on embryogenesis5,6. Meanwhile, earlier studies 
assessed the relationship between cigarette smoking 
and testosterone levels in men arriving at controversial 
conclusions, with undetermined mechanisms7,8.

While there is no investigation concerning the effect 
of WP smoking on the serum levels of testosterone 
in men, a study on male mice showed that chronic 
WP smoke exposure has adverse effects on the male 
reproductive system including testosterone levels9. 
The mechanism by which WP smoking could affect 
testosterone levels is under research9. Also, changes in 
testosterone levels have been linked to many disorders 
such as erectile dysfunction, cardiovascular diseases, 
Type-2 diabetes mellitus (DM), metabolic syndrome, 
and obesity10. Therefore, evaluating the outcome of 
WP smoking on testosterone levels is essential to 
identify and/or explain known WP smoking-associated 
pathologies. This study aims to explore the association 
between WP smoke and serum levels of total 
testosterone (TT), free testosterone (FT), bioavailable 
testosterone (BioT) and sex hormone binding globulin 
(SHBG) among men in Qatar. Thus, this investigation 
addresses, for the first time, an important gap in the 
outcome of WP smoking on testosterone levels. 

METHODS 
Study design and population
Our study was conducted using data from the Qatar 
BioBank (QBB) project (https://www.qatarbiobank.
org.qa). In brief, QBB is a population-based 
longitudinal cohort that recruits adults who are 
nationals and long-term (>15 years) residents of Qatar  
between 18 and 89 years of age, and follows them up 

to record their health status. Recruitment started in 
December 2012 and collected information of 12000 
participants, and continues to date. Participation was 
voluntary, and bookings were made through the 
website or by phone calls. After obtaining a written 
informed consent, all participants answered a self-
administered questionnaire. Also, anthropometrics 
and body composition were measured, followed by a 
collection of blood and urine samples.

Our cross-sectional sampling within the cohort 
study11 collected a random sample of 1000 males from 
the 5500 adult males who participated in QBB until 
December 2017 and measured the association between 
WP smoking and testosterone level. Up to the time 
the study was conducted, the study group had been 
exposed to WP smoking for a mean duration of 13 
years. Exclusion criteria for our study included history 
of DM, liver cirrhosis, psychiatric disorders, neoplastic 
conditions, pelvic surgeries, obesity stage II or III, body 
mass index (BMI > 35), participants who smoked WP 
before but were no longer smokers at the time of the 
study, and participants with missing data of TT, SHBG, 
or WP smoking status. The final sample size was 541 
participants for whom we could detect a difference 
of 1.5 units in means or 10% in proportion between 
exposed and non-exposed groups with a power of 80% 
and an alpha level of 0.05. This study was approved by 
the QBB institutional review board (IRB) and Qatar 
University IRB, where the study was conducted.

Confounding factors
Factors that are associated with testosterone levels 
were investigated as potential confounding factors. 
To assess which of these factors can be considered 
true confounding factors and should be included 
in the analysis, a directed acyclic graph (DAG)12 
was developed as illustrated in Figure 1. The DAG 
included the exposure, outcome and other factors 
that have a relationship with the outcome, such as 
age, concurrent cigarette smoking, BMI, triglycerides, 
HbA1c, level of physical activity, and prolactin level. 
Waist-hip ratio was not included as it has a linear 
relationship with BMI. The DAG revealed that only 
age and cigarette smoking status are confounding 
factors that are associated with both exposure and 
outcome, thus, these have been adjusted for in the 
analysis (Figure 1). Alcohol consumption was not 
included as it is exceedingly rare in Qatar. 
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WP smoking status
Part ic ipants  answered a sel f-administered 
questionnaire about their WP smoking status, the 
frequency of smoking, and duration of smoking. Men 
who smoked at least once in the last month were 
considered  smokers, men who had never smoked 
throughout their life were considered non-smokers, 
and men who stopped smoking were excluded from 
the analysis to avoid misclassification bias. Smokers 
were stratified into heavy and light smokers; heavy 
smokers were classified as men who smoked more 
than once per week, light smokers were classified 
as men who smoked three times or less in the last 
month. Heavy and light smokers had smoked for 11.9 
and 13.7 years, respectively, which were considered 
similar (p=0.084). Therefore, smoking duration was 
not considered when smokers were stratified.  

Anthropometrics and laboratory measurements
Anthropometrics were measured by a trained nurse. 
TANITA BC-418 MA instrument was used to measure 
participants’ weight (Kg) and height (m). BMI was 
calculated and treated as a continuous variable.

Physical activity data were collected by a 
questionnaire. The patients were asked about the 
total number of days and the average time spent per 
day in various activities, used to calculate the total 
metabolic equivalence13. Cigarette smoking status was 
self-reported by the participants and then categorised 
to non-smokers, light smokers, and heavy smokers 
based on the frequency and number of cigarettes 
smoked per day.

Blood samples were collected from patients in the 
morning (7:30–13:30) and immediately transferred 
frozen (at -80°C) to Hamad Medical Corporation’s 
(HMC) chemistry laboratory, Doha, Qatar. The 
samples were analysed within 2 hours following their 
standard operating procedures. TT was measured 
by the Abbott testosterone method following the 
manufacturer’s specifications. SHBG was measured 
by immunometric assay with fluorescence detection 
on the DPC Immulite 2000 analyzer following the 
manufacturer’s protocol. FT and BioT were calculated 
using Vermeulen’s equation14. Triglycerides were 
measured by GPO-PAP. HbA1c was measured by 
turbidimetric inhibition immunoassay (TINIA).

Figure 1. A directed acyclic graph that shows the relationship between testosterone levels as a dependent 
variable, and WPS (water-pipe smoking) as the independent variable in the presence of several factors which 
are age, cigarette smoking, triglycerides, HbA1c, BMI, Prolactin, and physical activity. The figure shows that 
only age and cigarette smoking are confounding factors

Testosterone

Triglycerides

BMI

Cigarettes

WPS

Physical Activity

HbA1c

Outcome Exposure Co-variate Confounding Factor

Prolactin

Age
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Statistical analysis
Normal distribution was assessed by Shapiro-Wilk 
test and histograms. Means of normally distributed 
data were compared using t-test while Mann Whitney 
U-test was used for non-normally distributed data. 
Categorical variables were compared using chi-
squared test. Hormone levels were categorised into 
tertiles rather than clinical cutoffs as they do not apply 
to our population15.  To test whether missing values 
were missing completely at random (MCAR), Little’s 
MCAR test with expectation maximisation algorithm 
was conducted. Hormones categories were included 
as the dependent variables in a multiple regression 
analysis to test the relationship with WP smoking level 
(independent variable) after adjustment for age and 
cigarette smoking. The lower and higher tertiles of 
hormone levels were compared with the middle tertile 
to test whether WP smoking increases or decreases 
these hormones. Odds ratios (OR) and associated 95% 
confidence intervals (CI) were obtained. Statistical 
Package for Social Sciences (SPSS) 64-bit version 23 
was used to carry out the previous tests. All tests were 
two-tailed, and results were considered statistically 
significant if p-values were less than 0.05.

RESULTS
A total of 1000 participant were randomly selected 
from the 5500 males who attended the QBB project. 
Of these, 388 participants were excluded for not 
meeting the eligibility criteria, and 71 were excluded 
for missing values. Little’s MCAR test showed that 
missing values were completely at random (p=0.734). 
The analyses were conducted on the remaining 541 
participants; 277 subjects (51%) were WP smokers 
and 264 (49%) non-WP smokers (Figure 2). 

The characteristics of the sample population by 
WP smoking status are defined by mean ± SD, as 
depicted in Table 1. Of the eligible participants, 96% 
were Qatari males. Thus, the impact of ethnicity is 
insignificant. Participants in our sample were in the 
age range 19–80 years with mean age among non-
smokers higher than WP smokers (39.0±11.4 and 
34.2±8.6, respectively; p<0.001). The mean duration 
of WP smoking status was previously addressed, 
and no significance was detected in light smokers 
compared to heavy smokers (p=0.084). Moreover, 
the mean±SD for TT was 19.4±7.7 nmol/L, for FT 
0.4±0.2 nmol/L, and for BioT 9.9±3.8 nmol/L,  all 

significantly higher in WP smokers than in non-WP 
smokers (p=0.01); nevertheless, these results were not 
adjusted for other confounding factors, as mentioned 

Figure 2. A flowchart that shows the study population 
and the final sample size (QBB: Qatar BioBank, WP: 
water-pipe)

Excluded females

Randomly selected

Excluded
• Diabetes mellitus = 121
• Pelvic surgery = 24
• Body mass index ≥ 35 = 91
• Stopped smoking = 152

Missing data
• Sex hormone-binding globulin = 32
• Testosterone = 4
• WP smoking not reported = 35

12.000 QBB participants

5.500 Males

Total sample size
n= 1000

Sample size
n= 612

Final sample size
n= 541

WP smokers
n= 277

Non-WP smokers
n= 264

Table 1.  Baseline characteristics of 541 subjects 
grouped by WP smoking status 

WPS
n=277

NS
n=264 p

Age (years) 34.2±8.6 38.9±11.4 <0.001

BMI (kg/m2) 27.0±3.9 27.2±3.9 0.71

Physical activity (mL2/kg/min) 33.0±79.0 26.7±53.2 0.90

Cigarette smoking status

Non-smokers 98 (35) 246 (93)

<0.001Light-smokers 71 (26) 2 (1)

Heavy-smokers 108 (39) 16 (6)

HBA1c (%) 5.3±0.6 5.4±0.5 0.008

Triglycerides (mmol/L) 1.5±1.0 1.6±1.1 0.51

TT (nmol/L) 19.4±7.7 17.9±6.8 0.01

FT (nmol/L) 0.4±0.2 0.3±0.1 0.01

BioT (nmol/L) 9.9±3.8 9.1±3.1 0.01

SHBG (nmol/L) 34.4±16.5 34.6±15.5 0.96

Data are expressed as mean±standard deviation or as number of subjects and 
percentage, n (%). The p-values were obtained by t-test or Mann-Whitney U-test. 
WPS: water-pipe smoking, NS: non-smoker, BMI: body mass index, TT: total 
testosterone, FT: free testosterone, BioT: bioavailable testosterone, SHBG: sex hormone 
binding globulin.
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in the Methods section. Also, HBA1c was found to 
be significantly higher in non-WP smokers compared 
to WP smokers (p=0.008).  On the other hand, no 
significant difference was detected in the mean values 
of BMI (p=0.71), SHBG (p=0.97), physical activity 
(p=0.89), and triglycerides (p=0.51) between WP 
smokers and non-WP smokers. WP smokers are 
more likely to smoke cigarettes compared to non-WP 
smokers (p<0.001).

Table 2 illustrates the association between WP 
smoking and testosterone levels while adjusting for 
age and number of cigarettes smoked. TT levels 
were stratified into tertiles; low (1.0–14.9), middle 
(15.0–20.6), and high (20.7–51.3) nmol/L. The 
middle tertile values for the rest of the hormones 
were defined as 0.314–0.413 nmol/L for FT, 7.9–
10.5 nmol/L for BioT and 26.4–37.9 nmol/L for 
SHBG. Our analysis showed that WP smoking neither 
increases nor decreases TT, FT, BioT, or SHBG, when 
adjusted for potential confounders. Compared with 
the reference group, both light and heavy WP smokers 
had a similar likelihood of circulating low TT levels 
(OR=0.83, 95% CI: 0.46–1.49; and OR=0.80, 95% 
CI: 0.43–1.49; respectively). Likewise, both light 
and heavy WP smokers had an insignificant statistical 
difference on the likelihood of circulating high TT 
levels (OR=0.92, 95% CI: 0.52–1.64; and OR=0.71, 
95% CI: 0.38–1.33; respectively). Similar findings 
were observed for other sex hormones as shown in 
Table 2.

DISCUSSION 
This is the first study exploring the relationship 
between WP smoking and serum testosterone 
values. There are numerous studies that have been 

conducted evaluating the impact of cigarette smoking 
on testosterone serum values7-9,16-20. Further, studies 
have shown that WP smoke contains diverse toxic 
compounds and highly concentrated nicotine 
and tobacco intoxicants compared to cigarettes2. 
Moreover, the carcinogenic PAH accumulated in one 
WP smoking session is 20 times greater than the PAH 
produced from a single cigarette21. Also, studies that 
explore the consequences of WP smoking on human 
health are scarce. Thus, due to the limited data on 
WP smoking and associated injurious effects, this 
study aimed to assess the relationship between WP 
smoking and testosterone levels in men in Qatar. Our 
results reveal no association between WP smoking 
and serum testosterone values, after adjusting for age 
and cigarette status. 

Although the effects of tobacco smoking on TT 
and FT values are controversial, the present study is 
supported by several other investigations19,20,22. For 
example, according to a population-based study of 890 
male participants of age 22–90 years, no significant 
effect of smoking on TT and FT values was detected, 
after adjusting for alcohol consumption, stroke, 
DM, and coronary heart disease as confounders18. 
Moreover, 255 men of age 30–70 years were studied 
in a cross-sectional investigation and no significant 
effect of smoking was found on TT and FT values, 
after adjusting for age, BMI, WHR, and prolactin17. 
Although these studies adjusted for non-confounding 
factors that should not be adjusted, such as BMI, 
WHR and prolactin, the findings of these studies are 
consistent with our results17,18. 

On the other hand, there are other investigations 
that report increases in the TT values associated with 
smoking7,8,16. In this regard, 1150 male patients were 

Table 2. Adjusted odds ratios and 95% confidence intervals of hormone levels divided into tertiles (Low and 
High, as defined) according to the level of WP smoking

Results were obtained by multiple logistic regression after adjustment for age and cigarette smoking. Abbreviations as in Table 1 footnote. 

WPS 
Status TT FT BioT SHBG

Low
(1.0–14.9)

High
(20.7–51.3)

Low
(0.04–0.3)

High
(0.4–1.4)

Low
(0.9–7.9)

High
(10.6–31)

Low
(2.5–26.0)

High
(38.0–118.0)

Light 0.83
(0.46–1.49)

0.92
(0.52–1.64)

0.84
(0.46–1.51)

0.79
(0.44–1.42)

0.80
(0.44–1.45)

0.73
(0.40–1.31)

0.75
(0.42–1.34)

0.76
(0.42–1.38)

Heavy 0.80
(0.43–1.49)

0.71
(0.38–1.33)

0.88
(0.47–1.64)

0.68
(0.36–1.27)

0.80
(0.42–1.50)

0.71
(0.38–1.34)

0.94
(0.50–1.77)

1.08
(0.57–2.03)

Tertiles
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analyzed in an infertility unit for sexual dysfunction 
and a significant increase in TT serum levels in 
smokers compared to non-smokers was noticed, after 
adjusting for age16. Nevertheless, the participants 
included in this study were referrals for sexual 
dysfunction, which introduces selection bias and 
decreases its generalizability. Therefore, the validity, 
as well as the suitable application to fit male smokers, 
is debatable. Moreover, in a cross-sectional study, 
3427 male participants were investigated to assess 
smoking on TT levels and an increase in TT levels 
in smokers compared to non-smokers was found, 
adjusted for age7. In contrast, studies suggest that 
smoking decreases TT levels; a case-control study 
involving 45 men, age 25–35 years, searched for an 
association between cigarette smoking and endocrine 
profile and found a decrease in TT values23. This study 
was also supported by another study24.

Furthermore, our results reveal that neither WP 
smoke nor cigarettes have an impact on the BioT in 
smokers compared to non-smokers. As such, our data 
agree with the limited studies published on this topic 
to date; English et al.25 and Halmenschlager et al.17 
both examined smoking on BioT levels and found 
no significant effect, after adjustment for age as a 
confounder. 

In general, most of the testosterone found in the 
human body is bound to SHBG. It is believed that 
65–80% of the TT is bound to SHBG26. Therefore, 
variations in SHBG could proportionally indicate 
changes in TT values. Thus, few studies suggest that 
smokers have a higher SHBG level compared to non-
smokers25,27. Here, we reveal that there is no significant 
difference in SHBG levels between WP smokers and 
non-WP smokers after adjusting for confounders, and 
this is supported by other investigations17,20,28.

Several studies in the literature report that 
WP smoking plays a mechanistic role in affecting 
testosterone levels23,29-33. These mechanisms are 
ambiguous; thus, theories so far are controversial, 
linking tobacco smoke with the outcome of 
testosterone values to several different pathways23,29-32. 
For instance, Kimura et al.29 anticipated that nicotine 
causes gamma-aminobutyric acid to be released which 
then inhibits gonadotropin-releasing hormone via the 
hypothalamus-pituitary pathway. In contrast, studies 
also proposed theories suggesting tobacco smoking 
could increase testosterone values31. For example, Wu 

et al.31, documented that the compensatory increase in 
luteinizing hormone (LH) primarily increases SHBG 
which would, therefore, increase total testosterone. 
However, our study does not agree with the above 
theories. Consequently, we propose that these effects 
do not induce a clinically significant alteration in 
testosterone values. 

Although the present study did not detect a 
significant effect on androgen values in WP smokers 
when compared to non-WP smokers, an impact of 
tobacco smoking on the reproductive system cannot 
be ruled out. There are numerous studies in the 
literature that suggest tobacco smoking decreases 
reproduction23,33. It is reported that nicotine and its 
substrate, cotinine, decreases the semen parameters 
and results in infertility34. Also, Gornig and Schirren35,  
demonstrated that smokers have a significant decrease 
in sperm motility and count. Their results were 
supported by several other studies23,36,37. These studies 
indicate that the decrease in semen parameters could 
be interpreted by the abundance of nicotine and lead, 
which are delivered through WP smoking. Thus, we 
believe that further studies are needed to confirm 
these data in other populations and to explore the 
effect of WP smoking on the human reproductive 
system as a whole. 

Limitations and strengths
There are several strengths and limitations in our 
study that need to be highlighted. First, the strengths 
include that our sample was selected randomly from 
QBB where subjects’ history of exposures were 
collected, and all tests were performed in a single 
laboratory. Second, the sample consisted of volunteers 
that were not referred by healthcare providers. Third, 
we avoided adjustment for non-confounding factors, 
which can introduce selection bias, by performing 
a DAG. On the other hand, the main limitation of 
our study was that we calculated FT and BioT using 
Vermeulen’s equation14 as they were not measured 
clinically by QBB. Although the calculated FT is a 
reliable index of the measured FT, it is recommended 
that testosterone values are measured using liquid 
chromatography-tandem mass spectroscopy as it is 
the gold standard, rather than calculating it, because 
of uncertainty38. Nevertheless, measuring BioT would 
be expensive and impractical. Another limitation 
was that we had only a single measurement for the 
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hormone values  used in the study. Also, the blood 
samples were collected within a wide time interval. 
Thus, changes in testosterone levels may be masked 
by circadian rhythm.

Finally, it is worth to mention that alcohol 
consumption and medications were not taken into 
account because of unavailable data. However, 
alcohol consumption is extremely rare in Qatar due 
to religious and social reasons and would not have 
affected the analysis. 

CONCLUSIONS
This study investigated for the first time the 
association between WP smoking and testosterone 
values. Our results demonstrate that there is no 
significant change in TT, FT, BioT and SHBG in WP 
smokers compared to non-WP smokers, after adjusting 
for age and cigarette smoking as confounders.

REFERENCES
1. Maziak W, Taleb ZB, Bahelah R, et al. The global epidemiology 

of waterpipe smoking. Tob Control. 2015;24(Suppl 1):i3-
i12. doi:10.1136/tobaccocontrol-2014-051903.

2. Shihadeh A, Saleh R. Polycyclic aromatic hydrocarbons, 
carbon monoxide, “tar”, and nicotine in the mainstream 
smoke aerosol of the narghile water pipe. Food Chem 
Toxicol. 2005;43(5):655-661. doi:10.1016/j.fct.2004.12.013

3. Neergaard J, Singh P, Job J, Montgomery S. Waterpipe 
smoking and nicotine exposure: a review of the current 
evidence. Nicotine Tobacco Res. 2007;9(10):987-994. 
doi:10.1080/14622200701591591

4. Monn C, Kindler P, Meile A, Brandli O. Ultrafine particle 
emissions from waterpipes. Tob Control. 2007;16(6):390-
393. doi:10.1136/tc.2007.021097

5. Bou Fakhreddine HM, Kanj AN, Kanj NA. The growing 
epidemic of water pipe smoking: health effects and 
future needs. Respir Med. 2014;108(9):1241-1253. 
doi:10.1016/j.rmed.2014.07.014

6. Ashour AA, Haik MY, Sadek KW, et al. Substantial 
Toxic Effect of Water-Pipe Smoking on the Early 
Stage of Embryonic Development. Nicotine Tob Res. 
2018;20(4):502-507. doi:10.1093/ntr/ntx135

7. Svartberg J, Jorde R. Endogenous testosterone levels and 
smoking in men. The fifth Tromso study. Int J Androl. 
2007;30(3):137-143. doi:10.1111/j.1365-2605.2006.00720.x

8. Wang W,  Yang X ,  L iang J ,  e t  a l .  Cigaret te 
smoking has a positive and independent effect on 
testosterone levels. Hormones. 2013;12(4):567-577.  
doi:10.14310/horm.2002.1445

9. Ali BH, Al Balushi KA, Ashique M, et al. Chronic 
Water-Pipe Smoke Exposure Induces Injurious Effects 
to Reproductive System in Male Mice. Front Physiol. 

2017;8:158. doi:10.3389/fphys.2017.00158
10. Menke A, Guallar E, Rohrmann S, et al. Sex steroid 

hormone concentrations and risk of death in US 
men. Am J Epidemiol.  2010;171(5):583-592.  
doi:10.1093/aje/kwp415

11. Hudson JI,  Pope HG, Glynn RJ. The cross-sectional cohort 
study: an underutilized design. Epidemiology. 2005;16(3):355-
359. doi:10.1097/01.ede.0000158224.50593.e3

12. Textor J, van der Zander B, Gilthorpe MS, Liśkiewicz 
M, Ellison GT. Robust causal inference using directed 
acyclic graphs: the R package ‘dagitty’. Int J Epidemiol. 
2016;45(6):1887-1894. doi:10.1093/ije/dyw341

13. Jette M, Sidney K, Blumchen G. Metabolic equivalents 
(METS) in exercise testing, exercise prescription, 
and evaluation of functional capacity. Clin Cardiol. 
1990;13(8):555-565. doi:10.1002/clc.4960130809

14. Vermeulen A, Verdonck L, Kaufman JM. A critical 
evaluation of simple methods for the estimation of 
free testosterone in serum. J Clin Endocrinol Metab. 
1999;84(10):3666-3672. doi:10.1210/jcem.84.10.6079

15. Ellis L, Nyborg H. Racial/ethnic variations in male 
testosterone levels: a probable contributor to group 
differences in health. Steroids. 1992;57(2):72-75. 
doi:10.1016/0039-128x(92)90032-5

16. Corona G, Mannucci E, Petrone L, et al. Psychobiological 
correlates of smoking in patients with erectile 
dysfunction. Int J Impot Res. 2005;17(6):527-534.  
doi:10.1038/sj.ijir.3901351

17. Halmenschlager G, Rossetto S, Lara GM, Rhoden EL. 
Evaluation of the effects of cigarette smoking on testosterone 
levels in adult men. J Sex Med. 2009;6(6):1763-1772. 
doi:10.1111/j.1743-6109.2009.01227.x

18. Harman SM, Metter EJ, Tobin JD, Pearson J, Blackman 
MR. Longitudinal effects of aging on serum total and 
free testosterone levels in healthy men. Baltimore 
Longitudinal Study of Aging. J Clin Endocrinol Metab. 
2001;86(2):724-731. doi:10.1210/jcem.86.2.7219

19. Lindholm J, Winkel P, Brodthagen U, Gyntelberg 
F .  C o r o n a r y  r i s k  f a c t o r s  a n d  p l a s m a  s e x 
hormones .  Am J  Med.  1982 ;73(5) :648-651.  
doi:10.1016/0002-9343(82)90405-3

20. Richthoff J, Elzanaty S, Rylander L, Hagmar L, 
Giwercman A. Association between tobacco exposure and 
reproductive parameters in adolescent males. Int J Androl. 
2008;31(1):31-39. doi:10.1111/j.1365-2605.2007.00752.x

21. Al Rashidi M, Shihadeh A, Saliba NA. Volatile aldehydes 
in the mainstream smoke of the narghile waterpipe. 
Food Chem Toxicol .  2008;46(11):3546-3549.  
doi:10.1016/j.fct.2008.09.007

22. Saadat M. Serum levels of testosterone and gonadotrophins 
with respect to smoking status and genetic polymorphism 
of GSTT1. Mol Biol Rep. 2009;36(6):1353-1356. 
doi:10.1007/s11033-008-9319-z

23. Shaarawy M, Mahmoud KZ. Endocrine profile and semen 
characteristics in male smokers. Fertil Steril. 1982;38(2):255-



Research Paper
Tobacco Induced Diseases 

Tob. Induc. Dis. 2019;17(March):19
https://doi.org/10.18332/tid/99572     

8

257. doi:10.1016/s0015-0282(16)46470-8
24. Briggs MH. Cigarette smoking and infertility in men. Med 

J Aust. 1973;1(12):616-617.
25. English KM, Pugh PJ, Parry H, Scutt NE, Channer 

KS, Jones TH. Effect of cigarette smoking on levels 
of bioavailable testosterone in healthy men. Clin Sci. 
2001;100(6):661-665. doi:10.1042/cs1000661

26. Kapoor D, Jones TH. Smoking and hormones in 
health and endocrine disorders. Eur J Endocrinol. 
2005;152(4):491-499. doi:10.1530/eje.1.01867

27. Field AE, Colditz GA, Willett WC, Longcope C, McKinlay 
JB. The relation of smoking, age, relative weight, and 
dietary intake to serum adrenal steroids, sex hormones, 
and sex hormone-binding globulin in middle-aged 
men. J Clin Endocrinol Metab.1994;79(5):1310-1316. 
doi:10.1210/jcem.79.5.7962322

28. Hautanen A, Mänttäri M, Kupari M, et al. Cigarette smoking 
is associated with elevated adrenal androgen response 
to adrenocorticotropin. J Steroid Biochem Mol Biol. 
1993;46(2):245-251. doi:10.1016/0960-0760(93)90300-l

29. Kimura F, Shinohara K, Funabashi T, et al. Nicotine 
inhibition of pulsatile GnRH secretion is mediated by GABAA 
receptor system in the cultured rat embryonic olfactory 
placode. Psychoneuroendocrinology. 2004;29(6):749-756. 
doi:10.1016/s0306-4530(03)00119-7

30. Biswas NM, Patra PB, Sanyal S, Deb C. Andrenogonadal 
interactions in nicotine-induced alteration of steroidogenesis 
in male rat. Andrologia. 1979;11(3):227-233.

31. Wu FC, Tajar A, Pye SR, et al. Hypothalamic-pituitary-
testicular axis disruptions in older men are differentially 
linked to age and modifiable risk factors: the 
European Male Aging Study. J Clin Endocrinol Metab. 
2008;93(7):2737-2745. doi:10.1210/jc.2007-1972

32. Cheng CY, Mruk DD. The blood-testis barrier and its 
implications for male contraception. Pharmacol Rev. 
2012;64(1):16-64. doi:10.1124/pr.110.002790

33. Jeng HA, Chen YL, Kantaria KN. Association of cigarette 
smoking with reproductive hormone levels and semen 
quality in healthy adult men in Taiwan. J Environ Sci 
Health A Tox Hazard Subst Environ Eng. 2014;49(3):262-
268. doi:10.1080/10934529.2014.846195

34. Jorsaraei SG, Shibahara H, Ayustawati, et al. The in-
vitro effects of nicotine, cotinine and leptin on sperm 
parameters analyzed by CASA system. Iranian Journal of 
Reproductive Medicine. 2008;6(3).

35. Gornig VM, Schirren C. Effect of exogenous toxins on 
fertility. Fortschr Med. 1996;114(14):169-171.

36. El Mulla KF, Kohn FM, El Beheiry AH, Schill 
WB. The effect of smoking and varicocele on 
human sperm acros in act iv i ty  and acrosome 
reaction. Hum Reprod. 1995;10(12):3190-3194.  
doi:10.1093/oxfordjournals.humrep.a135885

37. Zhang JP, Meng QY, Wang Q, Zhang LJ, Mao YL, Sun 
ZX. Effect of smoking on semen quality of infertile men 
in Shandong, China. Asian J Androl. 2000;2(2):143-146.

38. Cawood ML, Field HP, Ford CG, et al. Testosterone 
measurement by isotope-dilution liquid chromatography-
tandem mass spectrometry: validation of a method for 
routine clinical practice. Clin Chem. 2005;51(8):1472-
1479. doi:10.1373/clinchem.2004.044503

ACKNOWLEDGEMENTS
We would like to thank the Department of Population Medicine of the 
College of Medicine, Qatar University for their support. We thank QBB 
for their support in providing us with the data. 

CONFLICTS OF INTEREST 
Authors have completed and submitted the ICMJE Form for Disclosure 
of Potential Conflicts of Interest and none was reported.

FUNDING 
This work was supported by the College of Medicine of Qatar University 
and grant QUST-2-CMED-2018-1 from Qatar University.

PROVENANCE AND PEER REVIEW
Not commissioned; externally peer reviewed.


