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Summary 
The mechanisms behind the changes of body weight after 
smoking cessation are only partially understood. To this end, we 
explored the possible effects of smoking cessation on incretin 
hormones, leptin and selected anthropometric, biochemical and 
other hormonal parameters. Twenty-two non-obese male adult 
smokers attending an ambulatory smoking cessation program in 
Prague, Czech Republic, were examined at the baseline. Thirteen 
patients (mean age 37.92±2.66 years, mean body mass index 
25.56±0.69 kg/m2) successfully quit smoking and were examined 
three months after smoking cessation; relapsed smokers were 
not followed up. The patients underwent 2-h liquid meal test with 
Fresubin and repeated blood sampling for measurements of 
blood glucose, gastric inhibitory polypeptide (GIP), glucagon-like 
peptide 1 (GLP-1), amylin, insulin, leptin, peptide-YY (PYY) and 
pancreatic polypeptide (PP). Three months after smoking 
cessation, body weight increased (4.35±3.32 kg, p<0.001). 
Leptin levels increased significantly in all repeated samples, while 
levels of GIP, GLP-1, amylin, insulin, PYY and PP remained 
unchanged. In conclusions, smoking cessation increased leptin 
levels probably owing to weight gain while it did not influence 
incretin levels. 
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Introduction 
 

Incretins are hormones secreted in the gut in 
response to food ingestion (Nauck 2011) as well as in the 
hindbrain (Egecioglu et al. 2013) and help to manage 
glucose control by regulating insulin and glucagon 
release (Seino et al. 2010, Madsbad 2014), gastric 
emptying (Edholm et al. 2010, Deane et al. 2010, Meier 
et al. 2006, Schirra et al. 2006) and calorie intake 
(Williams et al. 2009, Peters 2010, Woods 2005). Two 
incretin hormones – glucose-dependent insulinotropic 
polypeptide (GIP) and glucagon-like peptide-1 (GLP-1) 
(Baggio and Drucker 2007) regulate islet hormone 
secretion, glucose concentrations (Campbell 2011) as 
well as lipid metabolism (Meier et al. 2006, Phillips and 
Prins 2011, Zinman et al. 2009), gut motility (Campbell 
and Drucker 2013), appetite and body weight (Flint et al. 
1998, Flint et al. 2000, Dirsen et al. 2012, Verdich et al. 
2001), and immune function (Campbell and Drucker 
2013). GLP-1 modulates food intake and body weight via 
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GLP-1 receptors (GLP-1R) expressed in the 
hypothalamus (McMahon and Wellman 1998) and in the 
nucleus tractus solitarius that project throughout the brain 
to areas such as the hypothalamus and mesolimbic areas 
(Alvarez et al. 1996, Mechenthaler et al. 1999, Holst 
2007, Baggio and Drucker 2007, Hayes et al. 2009). 
Additionally, GLP-1R are expressed in several brain 
areas such as the reward nodes ventral tegmental area and 
nucleus accumbens (Alvarez et al. 1996, Mechenthaler et 
al. 1999), implicating that GLP-1 may have a role in 
reward regulation. The findings showing that activation 
of GLP-1R in these areas reduces the intake of highly-
palatable foods in rodents (Alhadeff et al. 2012), suggest 
that these receptors may be involved in stimulation of the 
mesolimbic dopamine system. Novel evidence shows that 
GLP-1R regulates nicotine-induced activation of the 
mesolimbic dopamine system in mice (Engel and Jerlhag 
2014). It has been also confirmed that GLP-1 controls 
reward induced by alcohol, amphetamine and cocaine 
(Engel and Jerlhag 2014) and that GLP-1 could serve as  
a potential novel treatment target for several drug 
addictions. GIP and GLP-1 are secreted from the L-cells 
of the lower gut and K-cells of the intestines (Kreymann 
et al. 1987, Holst 2007, Mortensen et al. 2003), 
respectively, and their production and action are reduced 
in patients with type 2 diabetes mellitus (Azimova et al. 
2014, Sala et al. 2014). In majority of patients with type 2 
diabetes mellitus, the incretin system dysfunction is 
manifested by a lack of rise of GLP-1 after food ingestion 
(Meier and Nauck 2008, Vollmer et al. 2008) and 
reduced sensitivity of pancreatic β-cells to the effects of 
GIP and partly GLP-1 (Nauck et al. 1993, Jones et al. 
1989). 

Incretin-based therapies are nowadays widely 
used in the treatment of type 2 diabetes mellitus. The goal 
of these therapies is to increase GLP-1 effects and there 
are two groups of these ones: glucagon-like peptide-1 
receptor (GLP-1R) agonists and dipeptidyl peptidase-4 
(DPP-4) inhibitors. The use of GLP-1R agonists leads to 
a significant reduction in blood glucose and glycated 
hemoglobin due to increased stimulation of insulin 
secretion and decrease of glucagon levels (Bose et al. 
2009, Haluzík et al. 2014). Inhibition of dipeptidyl 
peptidase-4 (DPP-4), the enzyme responsible for 
N-terminal cleavage and inactivation of GIP and GLP-1 
(Drucker 2003, Deacon 2004), leads to increased insulin 
secretion, reduced glucagon secretion, and lower glucose 
concentrations (Drucker 2011). 

As described above, incretin hormones are 

important regulators of glucose metabolism and energy 
balance. For example: increased GLP-1 concentrations 
have been found after certain types of bariatric surgery 
and this increase has been implicated in the body weight 
independent metabolic effects of bariatric surgery (Bose 
et al. 2009, le Roux et al. 2007, Vetter et al. 2009, Falken 
et al. 2011). GLP-1R agonists consistently decrease body 
weight not only in patients with diabetes but also in obese 
non-diabetics (Iepsen et al. 2014). In fact, one of the 
GLP-1R agonists’ liraglutide has been recently approved 
for the treatment of obesity. Smoking has been associated 
with lower body weight (Albanes et al. 1987, Molarius et 
al. 1997) while smoking cessation frequently causes body 
weight gain (Klesges et al. 1989, 1997, Aubin et al. 2012, 
Kmetova et al. 2014). 

Leptin is a cytokine released from the adipose 
tissue and is known to suppress food intake by decrease 
of appetite after eating and increase the metabolic rate 
(Perkins and Fonte 2002). Leptin rises with food 
ingestion and modifies the balance between appetite 
stimulation and inhibition in the hypothalamus, through 
an action involving neuropeptide Y, leading to  
a consecutive decrease in food intake (Baskin et al. 2001, 
Schwartz et al. 1998, Mizuno et al. 1998). Several studies 
reported that leptin may be a potential mediator of weight 
gain following smoking cessation (Hodge et al. 1997, 
Chen et al. 2006, Koopmann et al. 2011). On the other 
hand, these differences between smokers and non-
smokers disappear after adjusting for body mass index 
(Nicklas et al. 1999). 

We hypothesized that smoking may increase 
serum incretin levels (in particular GLP-1) and serum 
leptin levels which may contribute to reduced food intake 
in smokers and conversely to weight gain after smoking 
cessation. To test this hypothesis, we measured serum 
incretin and leptin levels, selected gastrointestinal 
hormones and other relevant metabolic parameters in 
smokers before and after smoking cessation. 
 
Methods 
 
Study subjects 

22 non-obese male adult smokers planning 
smoking cessation in the Centre for Tobacco-Dependent 
in Prague, Czech Republic, between 2013 and 2014 were 
enrolled in this study. Out of these, 13 successfully quit 
smoking (mean age 37.92 years, SD 9.99, range  
27-59 years) and only these patients were used for further 
analyses. Except of patients‘ statement to be smoke-free, 
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smoking status was biochemically verified by carbon 
monoxide (CO) measurement in expired air, cut-off 
<6 ppm, Smokerlyzer Micro+ device (Bedfont, Kent, 
UK), both performed at each visit. 

None of the subjects suffered from diabetes 
(defined as fasting plasma glucose >7.0 mmol/l) or 
impaired fasting glucose (between 5.6 and 6.9 mmol/l). 
Also, none of the patients used any form of nicotine 
during the three-month period after smoking cessation. 

Written informed consent was signed by all 
participants before being enrolled in the study. 

The study was approved by the Human Ethical 
Review Committee (FWA 00003027), First Faculty of 
Medicine, and the General University Hospital, Prague, 
Czech Republic, (IORG 0002175), registered under 
No. IRB 00002705 and was performed in accordance 
with the guidelines proposed in the Declaration of 
Helsinki. 

 
Anthropometric examination and blood sampling 

Successful quitters were examined at baseline 
and after three months of continuous abstinence. All 
subjects were measured and weighed, and their body 
mass index (BMI) was calculated. Casual blood pressure 
(BP) values were obtained in the sitting position using  
a digital sphygmomanometer (M10-IT, Omron 
Healthcare Co., Kyoto, Japan). Blood samples for 
biochemical and hormonal measurements were 
withdrawn by repeated sampling at the baseline, and after 
5, 15, 30, 60, 90 and 120 min, after ingestion of 200 ml 
Fresubin (a vanilla flavored liquid consisting of protein 
(milk), vegetable oils (rapeseed oil, sunflower oil), 
carbohydrates, vitamins, minerals and trace elements, 
gluten and lactose free, producer Fresenius Kabi, Bad 
Homburg, Germany) between 07:00 h and 10:00 h after 
an overnight fasting both at the baseline (last cigarette 
approximately 1 h before sampling) and after three 
months of continuous abstinence from smoking. Serum 
was obtained by centrifugation and the samples were 
subsequently stored in aliquots at −70 °C until further 
analysis. 

 
Hormonal and biochemical assays 

Serum amylin, leptin, peptide YY (PYY), 
pancreatic polypeptide (PP), insulin, GLP-1 and GIP 
were measured by commercial Luminex xMAP kit 
(Millipore, Merck Co., Darmstadt, Germany). Sensitivity 
was 11.0 ng/ml for amylin, 184.0 ng/ml for leptin, 

26.0 ng/ml for PYY, 5.0 ng/ml for PP, 48.0 ng/ml for 
insulin, 20.0 ng/ml for GLP-1 and 0.7 ng/ml for GIP. 
Intra- and interassay variabilities for the kits were <10 % 
and 15 %, respectively. 

HbA1c (glycated hemoglobin) was measured in 
the Department of Biochemistry of the General 
University Hospital by high performance liquid 
chromatography (analyzer Variant, Bio-Rad Co., 
Hercules, USA). 

Blood glucose was evaluated by blood glucose 
test meter Glucocard X-meter and test stripes Glucocard 
X-sensor (both Arkray Co., Kyoto, Japan), and based on 
quantitative measurement by electrochemical method. 

 
Tobacco dependence treatment program 

All patients were treated by combination of 
psychobehavioral intervention and pharmacotherapy 
(varenicline, and/or bupropion) (Fiore et al. 2008, 
Kralikova et al. 2015). Pharmacotherapy choice was 
based on the therapist's recommendation (after a thorough 
assessment of the patient's history) and patient's choice. 
Due to possible influence of incretin metabolism, nicotine 
use was not allowed throughout the study and this was 
confirmed verbally during the interview at each visit. 

At the baseline visit, level of tobacco 
dependence was assessed according to the Fagerström 
Test of Cigarette Dependence (FTCD) (Heatherton et al. 
1991, Fagerström 2012), medical history was collected, 
and a basic physical exam was performed. At the second 
visit, physical dependence and psycho-social tobacco 
dependence were discussed during the 2-h intervention 
(structure described at http://www.slzt.cz/intervention-
structure). Follow-up visits lasted 30 min on average. The 
first of these was planned within one or two weeks after 
the target quit day, then about once a month up to the 
third month of treatment. The last visit was performed 
3 months post-quit date. 

 
Statistical analyses 

Statistical analysis was performed using 
SigmaStat software (SPSS Inc., Chicago, IL, USA). 
Results were expressed as means ± SEM. Differences in 
anthropometric, biochemical and hormonal parameters 
before and three months after smoking cessation were 
evaluated using paired t-test or Wilcoxon Signed Rank 
Test as appropriate. Statistical significance was assigned 
to p<0.05. 
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Table 1. Anthropometric and biochemical characteristics at the baseline and three months after smoking cessation (successful male 
quitters only, N=13). 
 

Characteristic Baseline visit Visit 3 months post-quit Significance (*) 

Age (years) 37.92, SD 9.99 – 
Weight (kg)   81.66 ± 3.22   85.97 ± 3.25   p < 0.001* 
Waist circumference (cm)   90.54 ± 2.35   94.31 ± 2.78   p = 0.005* 
Hips circumference (cm) 102.77 ± 1.76 106.23 ± 1.70   p = 0.009* 
WHR     0.88 ± 0.02     0.89 ± 0.02 p = 0.641 
BMI (kg/m2)   25.56 ± 0.69   26.67 ± 0.71   p = 0.003* 
Glycaemia (mmol/l)      4.90 ± 0.13     5.04 ± 0.09 p = 0.267 
Glycated hemoglobin (mmol/mol)   34.23 ± 0.75   32.46 ± 0.70   p = 0.015* 
CO (ppm)   19.08 ± 2.90    1.54 ±0.39   p < 0.001* 
COHb (%)     3.04 ± 0.47     0.20 ± 0.06   p < 0.001* 

 
* p<0.05 
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Fig. 1. Plasma levels of GIP (A), GLP-1 (B) and leptin (C) during 2-h liquid meal test with repeated sampling (baseline, 5th, 15th, 30th, 
60th, 90th and 120th min) in the participants at the baseline (black, Visit 1, N=13) and after three months of smoking abstinence (white, 
Visit 2, N=13). Data are presented as means ± SEM. Differences between Visit 1 and Visit 2 were evaluated using paired t-test. 
* p<0.05 
 



2016  Hormone Levels After Smoking Cessation    655  
 

Results 
 

Anthropometric and biochemical characteristics 
at the baseline and three months after smoking cessation 
are summarized in Table 1. 

Three months post-quit, the body weight 
increased significantly, with the mean weight gain 
4.35±3.32 kg (range 0.7-12.0 kg), p<0.001. 
Simultaneously, significant increase in BMI (p=0.003), 
both waist (p=0.005) and hips (p=0.009) circumference 
was recorded. Although there was no significant 
difference in repeated samples of blood glucose at the 
baseline and three months post-quit, small but significant 
decrease in HbA1c levels was noticed (p=0.015). 

Serum incretin levels (e.g. GLP-1 and GIP) in all 
repeated samples were not affected by smoking cessation 
(see Fig. 1), as well as levels of amylin, PP and PYY. 
Increased leptin levels in all repeated samples after three-
month smoking abstinence were found (the mean baseline 
leptin level was 2523.33±472.83 pg/ml at the first visit 
and 3466.84±627.82 pg/ml after three-month smoking 
abstinence), see Figure 1. 

 
Discussion 
 

The most important finding of our study is that 
serum incretin levels measured after meal challenge were 
not affected by smoking cessation. This finding argues 
against our hypothesis that smoking may increase serum 
incretin levels which would in turn contribute to lower 
body weight in smokers. Serum incretin levels in smokers 
have not been thoroughly studied previously. In the only 
published paper on this topic to date, only fasting serum 
GLP-1 concentrations were measured with no significant 
difference in its concentrations before and after smoking 
cessation (Stadler et al. 2014). GIP or other relevant 
gastrointestinal hormones have mostly also not been 
systematically measured in connection with smoking 
cessation. 

Similarly to incretin hormones, smoking 
cessation did not influence levels of amylin, PP and PYY. 
No data about amylin or PP levels after smoking 
cessation have been available until our study. Similarly to 
our data, one study have previously found no change in 
fasting PYY levels after more than three months smoking 
abstinence (Stadler et al. 2014), while another work 
focused on PYY levels 24-48 h since the quit attempt and 
their association with craving and smoking relapse 
(al’Absi et al. 2014). The fact that we did not see 

significant changes in incretin or other gastrointestinal 
hormones levels three months after smoking cessation 
does not completely rule out their possible role in the 
regulation of energy homeostasis under these conditions. 
It is still possible that, similarly to PYY in the above 
described al’Absi´s paper, changes of incretin levels 
earlier after smoking cessation may have occurred. 

Another interesting finding of our study is  
a significant increase in leptin levels after smoking 
cessation. Already published data about changes in leptin 
levels with regards to smoking cessation are rather 
inconsistent. Some papers described increased leptin 
levels after smoking cessation (Perkins and Fonte 2002, 
Lee et al. 2006, Hussain et al. 2012) with simultaneous 
report of post-cessation weight gain (Wing et al. 1996). 
Possible explanation of leptin levels increase 
accompanied by post-cessation weight gain is that 
smoking itself, via nicotinic mechanisms, may modify the 
sensitivity of hypothalamic leptin receptors and 
consequently modulate leptin synthesis, thus leading to 
body weight reduction (Hodge et al. 1997). 

On the other hand, another publication did not 
find an increase in leptin levels following smoking 
cessation despite the weight gain (Stadler et al. 2014). 

In our study, all of the successful quitters (N=13) 
gained weight and thus increased their BMI, waist- and 
hips circumference which is in agreement with previously 
published data (Aubin et al. 2012, Kmetova et al. 2014). 
Although no significant effect of smoking cessation on 
fasting or postprandial blood glucose levels was observed 
in our study, we have found the significant decrease in 
glycated hemoglobin levels. These findings are in line 
with some of previous studies (Cohen and Bellucci 2010, 
Clair et al. 2011, Soulimane et al. 2014) while other 
paper found no change in HbA1c (Kato et al. 2014). The 
reason for a slight improvement of HbA1c in our study is 
unclear, there is a possibility that the difference was 
found by chance.  

There are several limitations of this work. As 
this is the pilot research, no power analysis was 
performed, as well as randomization. Due to possible 
interference of estrogens, female participants were 
excluded from this study and results thus cannot be 
generalized. In addition, it is important to point out that 
as this pilot study was performed with 13 patients only, 
results can be affected by an error of a small sample size. 

In conclusion, our pilot study has demonstrated 
that three months of smoking abstinence increase body 
weight and serum leptin levels, decrease HbA1c and does 
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not significantly influence fasting or postprandial 
concentrations of GLP-1, GIP, amylin, PP and PYY. 
These findings suggest that incretin hormones do not 
appear to be involved in smoking-related changes in food 
intake and energy metabolism. 
 
Conflict of Interest 
There is no conflict of interest. 
 

Acknowledgements 
Special thanks to Vladislava Felbrova, Stanislava 
Kulovana, Renata Pavlovicova and Jitka Jahodova for 
assistance with participants’ selection and for help with 
the assays. This work was supported by the Charles 
University (grant numbers GA UK No. 1174213, 
PRVOUK P25/LF1/2, SVV260145/2015) and by the 
Ministry of Health, Czech Republic (grant numbers 
RVO-VFN64165, IGA NT12170-5/2011). 

 
References 
 
AL’ABSI M, LEMIEUX A, NAKAJIMA M: Peptide YY and ghrelin predict craving and risk for relapse in abstinent 

smokers. Psychoneuroendocrinology 49: 253-259, 2014. 
ALBANES D, JONES DY, MICOZZI MS, MATTSON ME: Associations between smoking and body weight in the 

U.S. population: analysis of NHANES II. Am J Public Health 77: 439–444, 1987. 
ALHADEFF AL, RUPPRECHT LE, HAYES MR: GLP-1 neurons in the nucleus of the solitary tract project directly to 

the ventral tegmental area and nucleus accumbens to control for food intake. Endocrinology 153: 647-658, 
2012. 

ALVAREZ E, RONCERO I, CHOWEN JA, THORENS B, BLÁZQUEZ E: Expression of the glucagon-like peptide-1 
receptor gene in rat brain. J Neurochem 66: 920-927, 1996. 

AUBIN HJ, FARLEY A, LYCETT D, LAHMEK P, AVEYARD P: Weight gain in smokers after quitting cigarettes: 
meta-analysis. BMJ 345: e4439, 2012. 

AZIMOVA K, JUAN ZS, MUKHERJEE D: Cardiovascular safety profile of currently available diabetic drugs. 
Ochsner J 14: 616-632, 2014. 

BAGGIO LL, DRUCKER DJ: Biology of incretins: GLP-1 and GIP. Gastroenterology 132: 2131-2157, 2007. 
BASKIN DG, BLEVINS JE, SCHWARTZ MW: How the brain regulates food intake and body weight: the role 

of leptin. J Pediatr Endocrinol Metab 14 (Suppl 6): 1417-1429, 2001. 
BOSE M, OLIVÁN B, TEIXEIRA J, PI-SUNYER FX, LAFERRERE B: Do incretins play a role in the remission 

of type 2 diabetes after gastric bypass surgery: what are the evidence? Obes Surg 19: 217-229, 2009. 
CAMPBELL JE, DRUCKER DJ: Pharmacology, physiology, and mechanisms of incretin hormone action. Cell Metab 

17: 819-837, 2013. 
CAMPBELL RK: Clarifying the role of incretin-based therapies in the treatment of type 2 diabetes mellitus. Clin Ther 

33: 511-527, 2011. 
CHEN H, HANSEN MJ, JONES JE, VLAHOS R, BOZINOVSKI S, ANDERSON GP, MORRIS MJ: Cigarette smoke 

exposure reprograms the hypothalamic neuropeptide Y axis to promote weight loss. Am J Respir Crit Care 
Med 173: 1248-1254, 2006. 

CLAIR C, BITTON A, MEIGS JB, RIGOTTI NA: Relationships of cotinine and self-reported cigarette smoking with 
hemoglobin A1c in the U.S.: results from the National Health and Nutrition Examination Survey, 1999-2008. 
Diabetes Care 34: 2250-2255, 2011. 

COHEN SM, BELLUCCI E: Veteran tobacco use, low-density lipoprotein, and glycated hemoglobin levels. Mil Med 
175: 835-840, 2010. 

DEACON CF: Circulation and degradation of GIP and GLP-1. Horm Metab Res 36: 761-765, 2004. 
DEANE AM, NGUYEN NQ, STEVENS JE, FRASER RJ, HOLLOWAY RH, BESANKO LK, BURGSTAD C, 

JONES KL, CHAPMAN MJ, RAYNER CK, HOROWITZ M: Endogenous glucagon-like peptide-1 slows 
gastric emptying in healthy subjects, attenuating postprandial glycemia. J Clin Endocrinol Metab 95: 215-221, 
2010. 



2016  Hormone Levels After Smoking Cessation    657  
 

DIRKSEN C, JORGENSEN NB, BOJSEN-MOLLER KN, JACOBSEN SH, HANSEN DL, WORM D, HOLST JJ, 
MADSBAD S: Mechanisms of improved glycaemic control after Roux-en-Y gastric bypass. Diabetologia 55: 
1890-1901, 2012. 

DRUCKER DJ: Enhancing incretin action for the treatment of type 2 diabetes. Diabetes Care 26: 2929–2940, 2003. 
DRUCKER DJ: Incretin-based therapy and the quest for sustained improvements in β-cell health. Diabetes Care 34: 

2133-2135, 2011. 
EDHOLM T, DEGERBLAD M, GRYBÄCK P, HILSTED L, HOLST JJ, JACOBSSON H, EFENDIC S, SCHMIDT 

PT, HELLSTRÖM PM: Differential incretin effects of GIP and GLP-1 on gastric emptying, appetite, and 
insulin-glucose homeostasis. Neurogastroenterol Motil 22: 1191-1200, 2010. 

EGECIOGLU E, ENGEL JA, JERLHAG E: The glucagon-like peptide 1 analogue exendin-4 attenuates the nicotine-
induced locomotor stimulation, accumbal dopamine release, conditioned place preference as well as the 
expression of locomotor sensitization in mice. PLoS One 8: e77284, 2013. 

ENGEL JA, JERLHAG E: Role of appetite-regulating peptides in the pathophysiology of addiction: implications for 
pharmacotherapy. CNS Drugs 28: 875-886, 2014. 

FAGERSTRÖM K: Determinants of tobacco use and renaming the FTND to the Fagerström Test for Cigarette 
Dependence. Nicotine Tob Res 14: 75-78, 2012. 

FALKEN Y, HELLSTRÖM PM, HOLST JJ, NÄSLUND E: Changes in glucose homeostasis after Roux-en-Y gastric 
bypass surgery for obesity at day three, two months, and one year after surgery: role of gut peptides. J Clin 
Endocrinol Metab 96: 2227-2235, 2011. 

FIORE MC, JAÉN CR, BAKER TB, BAILEY WC, BENOWITZ NL, CURRY SJ, DORFMAN SF, FROELICHER 
ES, GOLDSTEIN MG, HEALTON CG, HENDERSON PN, HEYMAN RB, KOH HK, KOTTKE TE, 
LANDO HA, MECKLENBURG RE, MERMELSTEIN RJ, MULLLEN PD, ORLEANS CT, ROBINSON L, 
STITZER ML, TOMMASELLO AC, VILLEJO L, WEWERS ME, MURRAY EW, BENNETT G, 
HEISHMAN S, HUSTEN C, MORGAN G, WILLIAMS C, CHRISTIANSEN BA, PIPER ME, 
HASSELBLAD V, FRASER D, THEOBALD W, CONNELL M, LEITZKE C: Treating Tobacco Use and 
Dependence: 2008 Update. Clinical Practice Guideline. U.S. Department of Health and Human Services. 
Public Health Service. Rockville, MD, 2008. 

FLINT A, RABEN A, ASTRUP A, HOLST JJ: Glucagon-like peptide 1 promotes satiety and suppresses energy intake 
in humans. J Clin Invest 101: 515-520, 1998. 

FLINT A, RABEN A, REHFELD JF, HOLST JJ, ASTRUP A: The effect of glucagon-like peptide 1 on energy 
expenditure and substrate metabolism in humans. Int J Obes Relat Metab Disord 24: 288-298, 2000. 

HALUZÍK M, MRÁZ M, SVAČINA Š: Balancing benefits and risks in patients receiving incretin-based therapies: 
focus on cardiovascular and pancreatic side effects. Drug Saf 37: 1003-1010, 2014. 

HAYES MR, BRADLEY L, GRILL HJ: Endogenous hindbrain glucagonlike peptide-1 receptor activation contributes 
to the control of food intake by mediating gastric satiation signaling. Endocrinology 150: 2654-2659, 2009. 

HEATHERTON TF, KOZLOWSKI LT, FRECKER RC, FAGERSTRÖM KO: The Fagerström Test for Nicotine 
Dependence: a revision of the Fagerström Tolerance Questionnaire. Br J Addict 86: 1119-1127, 1991. 

HODGE AM, WESTERMAN RA, DE COURTEN MP, COLLIER GR, ZIMMET PZ, ALBERTI KG: Is leptin 
sensitivity the link between smoking cessation and weight gain? Int J Obes Relat Metab Disord 21: 50-53, 
1997. 

HOLST JJ: The physiology of glucagon-like peptide 1. Physiol Rev 87: 1409-1439, 2007. 
HUSSAIN T, AL-DAGHRI NM, AL-ATTAS OS, DRAZ HM, ABD AL-RAHMAN SH, YAKOUT SM: Plasma 

neuropeptide Y levels relate cigarette smoking and smoking cessation to body weight regulation. Regul Pept 
176: 22-27, 2012. 

IEPSEN EW, TOREKOV SS, HOLST JJ: Therapies for inter-relating diabetes and obesity – GLP-1 and obesity. Expert 
Opin Pharmacother 15: 2487-2500, 2014. 

JONES IR, OWENS DR, LUZIO S, WILLIAMS S, HAYES TM: The glucose dependent insulinotropic polypeptide 
response to oral glucose and mixed meals is increased in patients with type 2 (non-insulin-dependent) diabetes 
mellitus. Diabetologia 32: 668-677, 1989. 



658   Pankova et al.  Vol. 65 
 
 
KATO T, UMEDA A, MIYAGAWA K, TAKEDA H, ADACHI T, TOYODA S, TAGUCHI I, INOUE T, NODE K: 

Varenicline-assisted smoking cessation decreases oxidative stress and restores endothelial function. Hypertens 
Res 37: 655-658, 2014. 

KLESGES RC, MEYERS AW, KLESGES LM, LA VASQUE ME: Smoking, body weight and their effects on smoking 
behavior: a comprehensive review of the literature. Psychol Bull 106: 204-230, 1989. 

KLESGES RC, WINDERS SE, MEYERS AW, ECK LH, WARD KD, HULTQUIST CM, RAY JW, SHADISH WR: 
How much weight gain occurs following smoking cessation? A comparison of weight gain using both 
continuous and point prevalence abstinence. J Consult Clin Psychol 65: 286-291, 1997. 

KMETOVA A, KRALIKOVA E, STEPANKOVA L, ZVOLSKA K, BLAHA M, STICHA M, BORTLICEK Z, 
SCHROEDER DR, CROGHAN IT: Factors associated with weight changes in successful quitters participating 
in a smoking cessation program. Addict Behav 39: 239-245, 2014. 

KOOPMANN A, DINTER C, GROSSHANS M, VON DER GOLTZ C, HENTSCHEL R, DAHMEN N, GALLINAT J, 
WAGNER M, GRÜNDER G, THÜRAUF N, ET AL.: Psychological and hormonal features of smokers at risk 
to gain weight after smoking cessation – results of a multicenter study. Horm Behav 60: 58-64, 2011. 

KRÁLÍKOVÁ E, ČEŠKA R, PÁNKOVÁ A, ŠTĚPÁNKOVÁ L, ZVOLSKÁ K, FELBROVÁ V, KULOVANÁ S, 
ZVOLSKÝ M: Tobacco dependence treatment guidelines. (in Czech) Vnitr Lek 61 (Suppl 1): 1S4-1S15, 2015. 

KREYMANN B, WILLIAMS G, GHATEI MA, BLOOM SR: Glucagon-like peptide-1 7-36: a physiological incretin 
in man. Lancet 330: 1300-1304, 1987. 

LE ROUX CW, WELBOURN R, WERLING M, OSBORNE A, KOKKINOS A, LAURENIUS A, LONROTH H, 
FANDRIKS L, GHATEI MA, BLOOM SR, OLBERS T: Gut hormones as mediators of appetite and weight 
loss after Roux-en-Y gastric bypass. Ann Surg 246: 780-785, 2007. 

LEE H, JOE KH, KIM W, PARK J, LEE DH, SUNG KW, KIM DJ: Increased leptin and decreased ghrelin level after 
smoking cessation. Neurosci Lett 409: 47-51, 2006. 

MADSBAD S: The role of glucagon-like peptide-1 impairment in obesity and potential therapeutic implications. 
Diabetes Obes Metab 16: 9-21, 2014. 

MCMAHON LR, WELLMAN PJ: PVN infusion of GLP-1-(7-36) amide suppresses feeding but does not induce 
aversion or alter locomotion in rats. Am J Physiol 274: R23-R29, 1998. 

MEIER JJ, NAUCK MA: Is secretion of glucagon-like peptide-1 reduced in type 2 diabetes mellitus? Nat Clin Pract 
Endocrinol Metab 4: 606-607, 2008. 

MEIER JJ, GETHMANN A, GÖTZE O, GALLWITZ B, HOLST JJ, SCHMIDT WE, NAUCK MA: Glucagon-like 
peptide 1 abolishes the postprandial rise in triglyceride concentrations and lowers levels of non-esterified fatty 
acids in humans. Diabetologia 49: 452-458, 2006. 

MERCHENTHALER I, LANE M, SHUGHRUE P: Distribution of pre-proglucagon and glucagon-like peptide-1 
receptor messenger RNAs in the rat central nervous system. J Comp Neurol 403: 261-280, 1999. 

MIZUNO TM, KLEOPOULOS SP, BERGEN HT, ROBERTS JL, PRIEST CA, MOBBS CV: Hypothalamic pro-
opiomelanocortin mRNA is reduced by fasting in ob/ob and db/db mice, but is stimulated by leptin. Diabetes 
47: 294-297, 1998. 

MOLARIUS A, SEIDELL JC, KUULASMAA K, DOBSON AJ, SANS S: Smoking and relative body weight: 
an international perspective from the WHO MONICA Project. J Epidemiol Community Health 51: 252-260, 
1997. 

MORTENSEN K, CHRISTENSEN LL, HOLST JJ, ORSKOV C: GLP-1 and GIP are colocalized in a subset 
of endocrine cells in the small intestine. Regul Pept 114: 189-196, 2003. 

NAUCK MA: Incretin-based therapies for type 2 diabetes mellitus: properties, functions, and clinical implications. 
Am J Med 124 (1 Suppl): S3-S18, 2011. 

NAUCK MA, HEIMESAAT MM, ORSKOV C, HOLST JJ, EBERT R, CREUZFELD W: Preserved incretin activity 
of glucagon-like peptide 1 [7–36 amide] but not of synthetic human gastric inhibitory polypeptide in patients 
with type-2 diabetes mellitus. J Clin Invest 91: 301-307, 1993. 

NICKLAS BJ, TOMOYASU N, MUIR J, GOLDBERG AP: Effects of cigarette smoking and its cessation on body 
weight and plasma leptin  levels. Metabolism 48: 804-808, 1999. 



2016  Hormone Levels After Smoking Cessation    659  
 

PERKINS KA, FONTE C: Effects of smoking status and smoking cessation on leptin levels. Nicotine Tob Res 4: 459-
466, 2002. 

PETERS A: Incretin-based therapies: review of current clinical trial data. Am J Med 123 (3 Suppl): S28-S37, 2010. 
PHILLIPS LK, PRINS JB: Update on incretin hormones. Ann N Y Acad Sci 1243: E55-E74, 2011. 
SALA PC, TORRINHAS RS, GIANNELLA-NETO D, WAITZBERG DL: Relationship between gut hormones and 

glucose homeostasis after bariatric surgery. Diabetol Metab Syndr 6: 87, 2014. 
SCHIRRA J, NICOLAUS M, ROGGEL R, KATSCHINSKI M, STORR M, WOERLE HJ, GÖKE B: Endogenous 

glucagon-like peptide 1 controls endocrine pancreatic secretion and antro-pyloro-duodenal motility in humans. 
Gut 55: 243-251, 2006. 

SCHWARTZ MW, ERICKSON JC, BASKIN DG, PALMITER RD: Effect of fasting and leptin deficiency 
on hypothalamic neuropeptide Y gene transcription in vivo revealed by expression of a lacZ reporter gene. 
Endocrinology 139: 2629-2635, 1998. 

SEINO Y, FUKUSHIMA M, YABE D: GIP and GLP-1, the two incretin hormones: similarities and differences. 
J Diabetes Investig 1: 8-23, 2010. 

SOULIMANE S, SIMON D, HERMAN WH, LANGE C, LEE CM, COLAGIURI S, SHAW JE, ZIMMET PZ, 
MAGLIANO D, FERREIRA SR, DONG Y, ZHANG L, JORGENSEN T, TUOMILEHTO J, MOHAN V, 
CHRISTENSEN DL, KADUKA L, DEKKER JM, NIJPELS G, STEHOUWER CD, LANTIERI O, 
FUJIMOTO WY, LEONETTI DL, MCNEELY MJ, BORCH-JOHNSEN K, BOYKO EJ, VISTISEN D, 
BALKAU B; DETECT-2 STUDY GROUP; DESIR STUDY GROUP: HbA1c, fasting and 2 h plasma glucose 
in current, ex- and never-smokers: a meta-analysis. Diabetologia 57: 30-39, 2014. 

STADLER M, TOMANN L, STORKA A, WOLZT M, PERIC S, BIEGLMAYER C, PACINI G, DICKSON SL, 
BRATH H, BECH P, PRAGER R, KORBONITS M: Effects of smoking cessation on β-cell function, insulin 
sensitivity, body weight, and appetite. Eur J Endocrinol 170: 219-227, 2014. 

VERDICH C, FLINT A, GUTZWILLER JP, NÄSLUND E, BEGLINGER C, HELLSTRÖM PM, LONG SJ, 
MORGAN LM, HOLST JJ, ASTRUP A: A meta-analysis of the effect of glucagon-like peptide-1 (7-36) amide 
on ad libitum energy intake in humans. J Clin Endocrinol Metab 86: 4382-4389, 2001. 

VETTER ML, CARDILLO S, RICKELS MR, IQBAL N: Narrative review: effect of bariatric surgery on type 2 
diabetes mellitus. Ann Intern Med 150: 94-103, 2009. 

VOLLMER K, HOLST JJ, BALLER B, ELLRICHMANN M, NAUCK MA, SCHMIDT WE, MEIER JJ: Predictors 
of incretin concentrations in subjects with normal, impaired, and diabetic glucose tolerance. Diabetes 57: 678-
687, 2008. 

WILLIAMS DL, BASKIN DG, SCHWARTZ MW: Evidence that intestinal glucagon-like peptide 1 plays a 
physiological role in satiety. Endocrinology 150: 1680-1687, 2009. 

WING RR, SINHA MK, CONSIDINE RV, LANG W, CARO JF: Relationship between weight loss maintenance and 
changes in serum leptin levels. Horm Metab Res 28: 698-703, 1996. 

WOODS SC: Signals that influence food intake and body weight. Physiol Behav 86: 709-716, 2005. 
ZINMAN B, GERICH J, BUSE JB, LEWIN A, SCHWARTZ S, RASKIN P, HALE PM, ZDRAVKOVIC M, 

BLONDE L; LEAD-4 STUDY INVESTIGATORS: Efficacy and safety of the human glucagon-like peptide-1 
analog liraglutide in combination with metformin and thiazolidinedione in patients with type 2 diabetes 
(LEAD-4 Met+TZD). Diabetes Care 32: 1224-1230, 2009. 

 
 



<<

  /ASCII85EncodePages false

  /AllowTransparency false

  /AutoPositionEPSFiles true

  /AutoRotatePages /None

  /Binding /Left

  /CalGrayProfile (Dot Gain 20%)

  /CalRGBProfile (sRGB IEC61966-2.1)

  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)

  /sRGBProfile (sRGB IEC61966-2.1)

  /CannotEmbedFontPolicy /Error

  /CompatibilityLevel 1.4

  /CompressObjects /Tags

  /CompressPages true

  /ConvertImagesToIndexed true

  /PassThroughJPEGImages true

  /CreateJobTicket false

  /DefaultRenderingIntent /Default

  /DetectBlends true

  /DetectCurves 0.0000

  /ColorConversionStrategy /CMYK

  /DoThumbnails false

  /EmbedAllFonts true

  /EmbedOpenType false

  /ParseICCProfilesInComments true

  /EmbedJobOptions true

  /DSCReportingLevel 0

  /EmitDSCWarnings false

  /EndPage -1

  /ImageMemory 1048576

  /LockDistillerParams false

  /MaxSubsetPct 100

  /Optimize true

  /OPM 1

  /ParseDSCComments true

  /ParseDSCCommentsForDocInfo true

  /PreserveCopyPage true

  /PreserveDICMYKValues true

  /PreserveEPSInfo true

  /PreserveFlatness true

  /PreserveHalftoneInfo false

  /PreserveOPIComments true

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts true

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Preserve

  /UsePrologue false

  /ColorSettingsFile ()

  /AlwaysEmbed [ true

  ]

  /NeverEmbed [ true

  ]

  /AntiAliasColorImages false

  /CropColorImages true

  /ColorImageMinResolution 300

  /ColorImageMinResolutionPolicy /OK

  /DownsampleColorImages true

  /ColorImageDownsampleType /Bicubic

  /ColorImageResolution 300

  /ColorImageDepth -1

  /ColorImageMinDownsampleDepth 1

  /ColorImageDownsampleThreshold 1.50000

  /EncodeColorImages true

  /ColorImageFilter /DCTEncode

  /AutoFilterColorImages true

  /ColorImageAutoFilterStrategy /JPEG

  /ColorACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /ColorImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000ColorACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000ColorImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasGrayImages false

  /CropGrayImages true

  /GrayImageMinResolution 300

  /GrayImageMinResolutionPolicy /OK

  /DownsampleGrayImages true

  /GrayImageDownsampleType /Bicubic

  /GrayImageResolution 300

  /GrayImageDepth -1

  /GrayImageMinDownsampleDepth 2

  /GrayImageDownsampleThreshold 1.50000

  /EncodeGrayImages true

  /GrayImageFilter /DCTEncode

  /AutoFilterGrayImages true

  /GrayImageAutoFilterStrategy /JPEG

  /GrayACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /GrayImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000GrayACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000GrayImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasMonoImages false

  /CropMonoImages true

  /MonoImageMinResolution 1200

  /MonoImageMinResolutionPolicy /OK

  /DownsampleMonoImages true

  /MonoImageDownsampleType /Bicubic

  /MonoImageResolution 1200

  /MonoImageDepth -1

  /MonoImageDownsampleThreshold 1.50000

  /EncodeMonoImages true

  /MonoImageFilter /CCITTFaxEncode

  /MonoImageDict <<

    /K -1

  >>

  /AllowPSXObjects false

  /CheckCompliance [

    /None

  ]

  /PDFX1aCheck false

  /PDFX3Check false

  /PDFXCompliantPDFOnly false

  /PDFXNoTrimBoxError true

  /PDFXTrimBoxToMediaBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXSetBleedBoxToMediaBox true

  /PDFXBleedBoxToTrimBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXOutputIntentProfile ()

  /PDFXOutputConditionIdentifier ()

  /PDFXOutputCondition ()

  /PDFXRegistryName ()

  /PDFXTrapped /False



  /CreateJDFFile false

  /Description <<



    /BGR <>

    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>

    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>

    /CZE <>

    /DAN <>

    /DEU <>

    /ESP <>

    /ETI <>

    /FRA <>

    /GRE <>



    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)

    /HUN <>

    /ITA <>

    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>

    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>

    /LTH <>

    /LVI <>

    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)

    /NOR <>

    /POL <>

    /PTB <>

    /RUM <>

    /RUS <>

    /SKY <>

    /SLV <>

    /SUO <>

    /SVE <>

    /TUR <>

    /UKR <>

    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)

  >>

  /Namespace [

    (Adobe)

    (Common)

    (1.0)

  ]

  /OtherNamespaces [

    <<

      /AsReaderSpreads false

      /CropImagesToFrames true

      /ErrorControl /WarnAndContinue

      /FlattenerIgnoreSpreadOverrides false

      /IncludeGuidesGrids false

      /IncludeNonPrinting false

      /IncludeSlug false

      /Namespace [

        (Adobe)

        (InDesign)

        (4.0)

      ]

      /OmitPlacedBitmaps false

      /OmitPlacedEPS false

      /OmitPlacedPDF false

      /SimulateOverprint /Legacy

    >>

    <<

      /AddBleedMarks false

      /AddColorBars false

      /AddCropMarks false

      /AddPageInfo false

      /AddRegMarks false

      /ConvertColors /ConvertToCMYK

      /DestinationProfileName ()

      /DestinationProfileSelector /DocumentCMYK

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /MediumResolution

      >>

      /FormElements false

      /GenerateStructure false

      /IncludeBookmarks false

      /IncludeHyperlinks false

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles false

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /DocumentCMYK

      /PreserveEditing true

      /UntaggedCMYKHandling /LeaveUntagged

      /UntaggedRGBHandling /UseDocumentProfile

      /UseDocumentBleed false

    >>

  ]

>> setdistillerparams

<<

  /HWResolution [2400 2400]

  /PageSize [612.000 792.000]

>> setpagedevice



