
Kar et al. Cardiovasc Diabetol  (2016) 15:158 
DOI 10.1186/s12933-016-0475-5

REVIEW

Relationship of cardiometabolic 
parameters in non-smokers, current smokers, 
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and meta-analysis
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Abstract 

Background: Smoking is associated with increased macrovascular and microvascular complications in people with 
diabetes. In addition to other concomitant vascular perturbations, it also seems to influence the cardiometabolic 
parameters, which may partly explain the accelerated rate of vascular complications in smokers with diabetes. While 
smoking cessation is advocated as a universal component of the management of diabetes, there is some anecdotal 
evidence that HbA1c could increase following smoking cessation. The aim of this review is to explore the relationship 
between smoking and its cessation on cardiometabolic parameters in diabetes.

Methods: Searches were conducted on Medline, EMBASE and CINAHL up to March 2016. After screening 6866 stud-
ies (Additional file 1), 14 observational studies with a total of 98,978 participants’ with either type 1 or type 2 diabetes 
were selected for review. Narrative synthesis and meta-analyses were carried out to explore the relationship between 
smoking and its cessation.

Results: Meta-analysis showed that the pooled mean difference of HbA1c between non-smokers and smokers was 
−0.61% (95% CI −0.88 to −0.33, p < 0.0001). The difference in LDL cholesterol between non-smokers and smokers 
was −0.11 mmol/l (95% CI −0.21 to −0.01, p = 0.04). The difference in HDL cholesterol between non-smokers and 
smokers was 0.12 mmol/l (95% CI 0.08–0.15, p < 0.001). However, there was no statistically significant difference in 
blood pressure between the two groups. The difference in HbA1c between quitters and continued smokers was not 
statistically significant −0.10% (95% CI −0.42 to 0.21, p = 0.53). However, a narrative synthesis revealed that over a 
period of 10 years, the HbA1c was comparable between non-smokers and quitters.

Conclusion: Non-smokers have a statistically significant lower HbA1c and more favourable lipid profile compared to 
smokers. Smoking cessation does not lead to an increase in HbA1c in long-term and may reduce vascular complica-
tions in diabetes by its favourable impact on lipid profile.

Keywords: Smoking, Smoking cessation, Glycosylated haemoglobin (HbA1c), Diabetes, Low density lipoprotein 
(LDL) and high density lipoprotein (HDL) cholesterol: blood pressure (systolic and diastolic—SBP and DBP)
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Background
Despite an overwhelming body of evidence against smok-
ing and all-out efforts to control tobacco-related harm, 

globally approximately 6 million deaths are attributed 
to use of tobacco every year [1]. If the current trend of 
smoking continues, the World Health Organisation 
(WHO) estimates that by 2030, the annual death toll will 
rise to over 10 million [2]. Smoking appears to positively 
contribute to glucolipotoxicity and insulin resistance, 
which are the hallmarks of diabetes. Nicotine and the 
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free radicals in cigarettes have been linked to accelerated 
β-cell apoptosis and impedance of intracellular GLUT-4 
mobilisation, which may feed into hyperglycaemia asso-
ciated with diabetes [3–5]. A number of studies have 
demonstrated that smoking is associated with increased 
cardiovascular mortality in people with diabetes [6, 7]. 
However, it is not entirely clear whether this increased 
mortality in smokers is due to atherogenic metabolic 
profile or due to the direct toxic effects of nicotine and 
other toxic substances in cigarettes on the cardiovascular 
milieu.

The European Association for Study of Diabetes 
(EASD) and the American Diabetes Association (ADA) 
recommend smoking cessation as an integral component 
of the management of diabetes [8]. Other international 
and national guidelines, including the World Health 
Organization (WHO), the National Institute for Health 
and Care Excellence (NICE) and the Scottish Intercolle-
giate Guidelines Network (SIGN) in the UK, have pub-
lished similar recommendations [9, 10]. Despite multiple 
recommendations, the prevalence of smoking in people 
with and without diabetes remains comparable [11]. One 
of the commonest arguments against quitting in people 
with diabetes is the risk of weight gain and worsening gly-
caemic control after quitting [12, 13]. Some studies have 
demonstrated a positive correlation between weight gain 
and increased HbA1c after quitting [14, 15]. Interestingly, 
a number of studies also demonstrated a positive correla-
tion between smoking cessation and developing diabetes 
suggesting that smoking cessation may have a detrimen-
tal impact on glucose metabolism [16–18]. Due to the 
risk of weight gain and the potential risk of worsening 
glycaemic control, there is a significant anxiety about the 
benefit of smoking cessation in people with diabetes [19, 
20]. The aim of this systematic review and meta-analysis 
was to explore the precise relationship of the cardiometa-
bolic profiles in smokers, non-smokers, and quitters with 
diabetes.

Definition of outcomes and comparisons
For this study, HbA1c was defined as the average plasma 
glucose level over the preceding 3 months period, meas-
ured by high-performance liquid chromatography 
(HPLC) and expressed as the ratio to total haemoglobin 
in percentage. NICE recommends the target range for 
HbA1c for people with diabetes, taking into considera-
tion other vascular risk factors and co-morbidities, to be 
6.5–7.5%. In this study for lipid profiles we focused on 
high-density lipoprotein cholesterol (HDL-C) and low-
density lipoprotein cholesterol (LDL-C). HDL-C is the 
cardioprotective cholesterol, which plays a pivotal role in 
removing the harmful fat particles from the circulation 

and protects from cardiovascular events. The normal 
range of HDL-C is 1.3–1.5 mmol/l. LDL-C, on the other 
hand, is atherogenic cholesterol, which causes athero-
sclerosis and thromboembolic events (normal range 
of LDL-C is 2.59–3.34  mmol/l). Smokers were defined 
as self-reported smokers who smoked cigarettes for at 
least 12  months, without any biochemical verifications. 
Non-smokers were defined as people who never smoked 
cigarettes. Quitters were former cigarette smokers 
who gave-up after smoking for at least 12  months, and 
remained abstinent for at least 12  months. The ration-
ale for using these criteria was, in order to observe any 
meaningful change in cardiometabolic parameters, it was 
deemed to be a bare minimum length of time. People 
with diabetes was defined as those individuals who had 
an HbA1c of ≥6.5% or being treated with glucose lower-
ing medications, irrespective of their HbA1c value.

Methods
Search strategy and selection criteria
In order to explore the relationship of HbA1c, lipid pro-
files and blood pressure in smokers vs. non-smokers and 
smokers vs. quitters, we carried out a comprehensive 
database search. Prior to embarking upon a full search, 
we carried out a scoping search on Cochrane Library 
(4th March 2016, using the search terminology diabetes 
AND smoking AND glycaemia and/or lipid profile and/
or blood pressure). We also searched PROSPERO, Pub-
med, and Google Scholar but did not find any published 
or on-going reviews with similar aims. We assessed the 
titles of the articles for suitability for inclusion using the 
acronym PECO—population (people with diabetes); 
exposure (cigarette smoking); comparison (not smoking 
and/or quitting) and outcome (HbA1c, lipid profile and 
blood pressure).

The search was conducted on EMBASE (1978 to March 
2016), and CINAHL (1981 to March 2016) (Additional 
file  1) and OVID/Medline (from 1946 to March 2016) 
(Additional file 2). The focus of our search was to iden-
tify three separate themes of medical subject headings 
(MeSH): smoking status (current smokers, never smokers 
and quitters), type 1 and type 2 diabetes and HbA1c, lipid 
profile and/or blood pressure. The three themes were 
then combined using the Boolean operator “and”, impos-
ing no restrictions on type of diabetes or age of the par-
ticipating subjects to capture as much data as possible. 
The detailed search strategy using PRISMA flow chart is 
shown in Fig.  1. In addition, a hand search was carried 
out on the bibliography of a number of review articles, 
to identify any relevant publications [21, 22]. Review pro-
tocol, inclusion, and exclusion criteria were agreed with 
the review team and were published in the International 
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Prospective Register of Systematic Review. This system-
atic review and meta-analysis were reported following 
the PRISMA and MOOSE guideline [23, 24].

Inclusion criteria
1. Participants with either type 1 or type 2 diabetes.
2. HbA1c and/or lipid profiles and/or blood pressure 

were reported as the outcomes.
3. Participants were classified as smokers, non-smokers 

or quitters.
4. Studies were reported in English language.
5. Newcastle-Ottawa quality scale for observational 

studies score >5.

Exclusion criteria
1. Any other types of diabetes apart from type 1 or type 

2 diabetes.
2. Review articles and meeting abstracts without any 

relevant data.
3. Studies not in English language.
4. Smoking status not recorded or smokers of less than 

12-months duration or quitters not abstinent for at 
least 12 months.

5. Newcastle-Ottawa quality scale for observational 
studies score <5.

6. Reported association without any retrievable data.

Records identified through 
database searching

Medline – 3628; CINAHL –
1825; EMBASE - 1393

(n = 6866)

Additional records identified through 
other sources including grey literature

(n = 20)

Records after duplicates removed
(n = 6826)

Records screened with title and 
abstracts
(n = 6826)

Records excluded
(n = 6669)

Not reporting diabetes, 
smoking and/or smoking 

cessation and/or 

Full-text articles assessed for 
eligibility
(n =57)

Full-text articles excluded, not 
observational study, 

conference abstracts with not 
data, review articles

(n = 43)

Studies included in qualitative 
synthesis
(n = 14)

Studies included in quantitative 
synthesis (meta-analysis)

(n = 10)

Fig. 1 PRISMA flow chart
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Study selection
Two investigators (DK and FZ) assessed the eligibility of 
the studies using the inclusion and exclusion criteria. A 
third investigator (DW) resolved any discrepancies in the 
opinions of the two other investigators. DK and CG inde-
pendently extracted the data and came to a consensus 
concerning data accuracy.

Data extraction and quality assessment
We made an a priori decision to select observational 
cross-sectional, prospective and retrospective studies. 
As the heterogeneity between observational studies is 
likely to be high, random effects models were fitted for 
the meta-analyses. We extracted the data using a pre-
designed data extraction template describing the study 
characteristics and the reported results. All the vari-
ables were converted to the same units i.e. for HbA1c 
described in mmol/l was converted to % using the 
standard conversion chart; lipid profiles reported in 
mg/dl were converted to mmol/l using the formula 
(mg/dl = ×0.0555 =  mmol/l) and blood pressure were 
reported as mm of Hg. If the information was unavail-
able or unclear from the published literature, we con-
tacted the study authors for clarification. For the data 
quality of individual studies, we used the Newcastle-
Ottawa quality assessment scale used for observational 
studies [25].

Statistical analysis
Narrative synthesis, meta-analysis and meta-regression 
(Additional file  3) were conducted depending on the 
availability of suitable data. Narrative synthesis is primar-
ily based on the descriptive analysis of individual studies 
and is a useful tool to summarise the findings, even if the 
results cannot be pooled together for meta-analysis. A 
narrative synthesis is an integral component of any sys-
tematic review irrespective of whether a meta-analysis 
can be carried out or not. Meta-analysis, on the other 
hand, is a comprehensive method of statistical analysis by 
collating data from a number of studies to give a pooled 
estimate of the effect size. Meta-regression models were 
fitted to assess the relationship between the study effect 
size and study level covariates, allowing heterogeneity 
between study results to be better understood.

For this study, the significance level for heterogene-
ity was set at p < 0.1 and for overall effect size p < 0.05. 
Cochrane Review Manager Version 5 was used for the 
meta-analysis and Strata 14 was used to fit the meta-
regression models. Heterogeneity was assessed using 
both the Chi2 test and by evaluating the I2 value, which 
quantifies the percentage of total variation across studies 
that is due to heterogeneity rather than sampling error 
[26]. Univariate meta-regression models were fitted to 

assess if the effect size was significantly associated with 
mean age of the study population, gender (% male), 
whether the study was conducted on adults (>22  years) 
or adolescents (18–22  years), whether the participants 
had type 1 or type 2 DM, study design (cohort or cross-
sectional) and mean years smoked.

Results
In this systematic review, we conducted two types of 
analyses (narrative synthesis and meta-analysis), to com-
pare two groups of populations (smoker vs. non-smokers 
and smokers vs. quitters), on three types of outcomes 
(HbA1c, lipid profiles and blood pressure). In addition, 
we also conducted meta-regression analysis to explore 
the association between study effect size and study level 
covariates such as age, gender, whether the participants 
were adults or adolescents, types of diabetes, study 
design and duration of smoking.

Using the agreed search terms, we identified 6866 
articles on Medline, EMBASE, and CINAHL (Fig.  1). 
We reviewed 57 full-text articles, 16 of which met the 
inclusion criteria for the review and meta-analysis. 
Out of the 16 studies, 2 were excluded from the review; 
one of them was due to poor data quality [24] and the 
other one was because of participants’ resuming smok-
ing within 12 months of quitting [25]. All the 14 studies 
were included for narrative synthesis. Out of the 14, 12 
studies were cross-sectional while one study was a ret-
rospective and another was a prospective cohort study. 
10 studies were included for meta-analysis and the rest 
were excluded due to insufficient data. For smokers and 
non-smokers, we identified 10 studies for the outcome 
of HbA1c, 6 for lipid profile and 8 studies for blood 
pressure.

For smokers and quitters, only 4 out of 5 studies could 
be used for meta-analysis for the outcome of HbA1c. 
There was not enough data to pool the results for lipid 
profile and blood pressure for meta-analysis in this 
comparison groups. Full details of the study characteris-
tics are summarised in Tables 1, 2, 3 and 4. Meta-regres-
sion data and results are shown in Tables 5, 6, 7, 8, 9, 10 
and 11.

Smokers vs. non‑smokers
For the outcome of HbA1c, narrative synthesis was con-
ducted on smokers and non-smokers (n =  87,593). Out 
of the total study participants, 13,323 (15.21%) were 
smokers and 74,270 (84.79%) were non-smokers. 8 out of 
10 studies specified the gender of the study participants 
(45.94% male and 54.06% female). 9 out of 10 studies 
specified the type of diabetes of the study participants of 
whom 47.41% were people with T1DM and 49.67% were 
people with T2DM.
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Narrative synthesis
All the included studies demonstrated a close relationship 
between smoking, HbA1c, and lipid profiles in people 
with T1DM and T2DM (Figs. 2, 3, 4). However, there was 
no consistent relationship identified between blood pres-
sure and smoking status (Figs. 5, 6) In addition, smokers 
with T2DM were likely to be older, had longer duration of 
smoking history and poorer glycaemic control compared 

to non-smokers. Smokers have consistently shown lower 
HDL cholesterol and higher LDL cholesterol compared to 
non-smokers. Some studies suggested that smokers lose 
the natural nocturnal dip in blood pressure while some 
other studies found no diurnal variation in blood pres-
sure between smokers and non-smokers. Further study 
is needed to understand the exact relationship between 
smoking and blood pressure in people with diabetes.

Table 1 Study characteristics of smokers and non-smokers

Study Country No of participant Intervention/control Age/sex Included/excluded 
from meta‑analysis
Study designSmoker Non‑smoker Smoker Non‑smoker

Reynolds et al. [42] T2DM USA 414 66 348 18.6
39.4% M

15.6
35.6% M

Included
Cross sectional study

Reynolds et al. [42]T1DM USA 2327 203 2124 18.3
50.7% M

14.2
50.5% M

Included
Cross sectional study

Hofer et al. [43] T1DM Austria and Germany 27,561 4051 23,510 13.66
21.6% M

13.66
78.4% M

Included
Cross sectional study

Thomas et al. [44] T2DM China and Hong Kong 496 196 300 53.5
100% M

53
100% M

Included
Cross sectional study

Schwab et al. [45] T1DM Germany 92 19 73 15.9
100% F

11.7
100% F

Excluded (skewed data)
Cross sectional study

Wakabayashi et al. [46] T1 
and T2 DM

Japan 2563 1332 1231 52.15 54.7 Included
Cross sectional study

Hanesn et al. [47] T1DM Denmark 32 16 16 31
87.5% M

31
87.5% M

Included
Cross sectional study

Nilsson et al. [48] T1DM Sweden 11,513 1646 9867 41.3
47% M

40.8
55% M

Included
Cross sectional study

Nilsson et al. [48] T2DM Sweden 40,648 4512 36,136 61.1
61% M

68.4
53% M

Included
Cross sectional study

Gerber et al. [49] T2DM UK 763 603 160 35.1
71.3% M

36.1
52.1% M

Included
Prospective cohort study

Ohkuma et al. [50] T2DM Japan 1184 679 505 65.6 61.2 Included
Cross sectional study

Table 2 Study characteristics of smokers and quitters

Study Country No of  
participants

Exposure/control Age/sex Included or excluded 
from meta‑analysis
Study designSmoker Quitter Smoker Quitter

Lycett et al. [51] T2DM UK 10,692 7561 3131 61.6 (12.1)
58.4% M

61.6 (11.3)
64.4% M

Included
Retrospective cohort 

study

Iino et al. [52] T2DM Japan 31 16 15 60.1 (2.5)
81.25% M

62.7 (2.5)
80% M

Excluded (subjects 
started smoking 
within 12 months)

Prospective cohort 
study

Reynolds et al. [42] T2DM USA 125 66 59 18.6 (2.5)
39.4%

17.9 (2.4)
47.5% M

Included
Cross sectional study

Reynolds et al. [42] T1DM USA 412 203 209 18.3 (2.2)
50.7% M

17.7 (2.7)
47.4% M

Included
Cross sectional study

Ohkuma et al. [50] T2DM Japan 2490 679 1306 61.2 (10) 66.9 (9.2) Included
Cross sectional study
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HbA1c
Meta-analysis of the pooled data showed that the mean 
difference of HbA1c was −0.61% (95% CI −0.88 to −0.33, 
p  <  0.0001) between non-smokers and smokers (Fig  2). 
Meta-regression analyses showed that the observed dif-
ference in HbA1c levels between smokers and non-smok-
ers was significantly associated with the following factors: 
(a) mean age of study participants with the difference 

increasing with mean age (p  <  0.001); (b) whether the 
study was conducted on adults or adolescents partici-
pants, with the difference being larger in studies con-
ducted on adults (>22  years) as opposed to adolescents 
(18–22  years) (p =  0.016); and c) the number of years 
smoked, with the difference increased as the duration of 
smoking increased (p = 0.034) (Table 6).

Lipid profiles
Meta-analysis of 6 studies with a total sample size of 
34,124 demonstrated that the difference in HDL-choles-
terol between non-smokers and smokers was 0.12 mmol/l 
(95% CI 0.08–0.15; p  <  0.001). Similarly, the difference 
in LDL-cholesterol between smokers and non-smokers 
was 0.11 (95% CI −0.21 to −0.01, p < 0.03) mmol/l. Both 
these results were statistically significant. Meta-regression 
examined whether the difference in HDL and LDL choles-
terol between smokers and non-smokers was linked with 
the mean age of study participants, whether the study was 
conducted on people with T1DM or T2DM, sex of the 
study participants, study design and duration smoked. No 
statistically significant correlation was detected with any 
of the above variables (Tables 7, 8).

Blood pressure
Meta-analysis of pooled data from 83,754 participants 
with type 1 or type 2 diabetes, showed no statistically 
significant differences in either SBP or DBP between 
smokers and non-smokers. The mean difference in SBP 
was −0.34  mm of Hg (95% CI −2.54 to 1.87, p =  0.77) 
and in DBP was −0.21 mm of Hg (95% CI –1.10 to 0.68, 
p = 0.64) in non-smokers and smokers, respectively.

Meta-regression analysis, however, showed that the 
mean difference in SBP was significantly associated with 
the mean age of the study participants (p = 0.030). Stud-
ies with older participants showed a larger difference in 

Table 5 Data used in meta-regression analyses

Study Mean age Participants 
age

Type 
of diabetes

% Male Study design Duration smoked
(mean years)

Pack years Years stopped

Gerber et al. [49] 35.9 Over 16 1 56 Cohort Not reported 21.6 Not reported

Hansen et al. [47] 31.9 Over 16 1 59 Cross-sectional 15.5 Not reported Not reported

Hofer et al. [43] 13.7 Under 22 1 52.5 Cross-sectional Not reported Not reported Not reported

Lycett et al. [51] 61.6 Over 16 2 60.2 Cohort Not reported Not reported Not reported

Nilsson et al. [48] 40.9 Over 16 1 53.8 Cross-sectional Not reported Not reported Not reported

Nilsson et al. [48] 67.6 Over 16 2 54 Cross-sectional Not reported Not reported Not reported

Ohkuma et al. [50] 65.1 Over 16 2 100 Cross-sectional 41.6 43.8 17.6

Reynolds et al. [42] 14.8 Under 22 1 50.2 Cross-sectional 4.5 Not reported Not reported

Reynolds et al. [42] 16.3 Under 22 2 37.6 Cross-sectional 2.1 Not reported Not reported

Thomas et al. [44] 53.2 Over 16 2 100 Cross-sectional Not reported Not reported Not reported

Wakabayashihi et al. 
[46]

53.4 Under 22 1 and 2 100 Cross-sectional Not reported Not reported Not reported

Table 6 Meta-regression analysis for  difference in  HbA1c 
between smokers and non-smokers

The italics values were to indicate statistical significance. A value of <0.05 was 
statitically significant

Covariate N studies Coefficient (95% CI) p value

Mean study age 10 0.02 (0.01, 0.02) <0.001

Study age criteria (under 22 
or over 18)

10 0.36 (−0.16, 0.89) 0.016

Type I or Type II diabetes 9 0.43 (−0.07, 0.93) 0.080

Male (percent) 10 0.01 (−0.00, 0.02) 0.101

Study design 10 −0.33 (−1.31, 0.65) 0.461

Duration smoked 4 0.021 (0.004, 0.038) 0.034

Table 7 Meta-regression analysis for  difference in  HDL 
between smokers and non-smokers

Covariate N studies Coefficient (95% CI) p value

Mean study age 6 −0.002 (−0.004, 0.000) 0.052

Study age criteria (under 
22 or over 18)

6 0.019 (−0.144, 0.016) 0.697

Type I or Type II diabetes 5 −0.08 (−0.19, 0.04) 0.119

Male (percent) 6 −0.001 (−0.003, 0.000) 0.053

Study design 6 −0.035 (−0.123, 0.193) 0.569

Duration smoked 6 Not enough observa-
tions

N/A
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SBP between smokers and non-smokers, compared to 
studies with younger participants. In relation to DBP, the 
mean difference between smokers and non-smokers was 
significantly greater in studies that had included adults 
(>22  years) as opposed to adolescents (18–22  years) 
(p =  0.041). In addition, difference in DBP was statisti-
cally significantly associated with percentage of partici-
pants who were male (p = 0.027), suggesting that studies 
with more male participants showed a larger difference 
in DBP between smokers and non-smokers (Tables 9, 10).

Smokers vs. quitters
To compare the outcomes of HbA1c, lipid profiles and 
blood pressure between smokers and quitters, 5 stud-
ies (n =  13,750) (3 cross-sectional, 1 prospective and 1 
retrospective design) were analysed. 63.32% of the study 
participants were continued smokers and 35.06% were 
quitters. 4 out of 5 studies specified the sex of the study 
population. In the continued smokers group 57.44% 
were male and 42.56% were female. In the quitter group, 
59.83% were male and 40.17% were female. 97% of the 
study participants had T2DM and 3% had T1DM.

Narrative synthesis
A narrative syntheses of the studies suggest that there 
was a graded relationship between smoking and quitting 
on HbA1c. There was a trend of a transient rise in HbA1c 
following quitting, which lasted from 1 to 3 years depend-
ing on the number of cigarettes consumed per day and 
pack-years smoked. Around 3  years after quitting, con-
tinued smokers and quitters had a similar level of HbA1c 
and around 10  years after quitting, the quitters’ HbA1c 
was comparable to never-smokers. One of the studies 
[27] conducted a univariate partial regression efficient 
and demonstrated that HbA1c declined linearly with the 
years after smoking cessation (p for trend <0.001).

On the other hand, the improvement in the lipid profile 
is almost instantaneous after quitting. As early as 3 weeks 
after quitting, the HDL cholesterol showed a trend to rise 
in quitters compared to continued smokers. There were 
insufficient data to make any comments about the out-
come of blood pressure following quitting. Meta-analysis 
was only possible for the outcome of HbA1c between 
continued smokers and quitters.

HbA1c
Meta-analysis of pooled data from 4 studies showed the dif-
ference of HbA1c between quitters and continued smokers 
was −0.10 (95% CI −0.42 to 0.21, p = 0.53) (Fig. 7) . This 
difference was not statistically significant. Meta-regression 
analysis did not show any statistically significant associa-
tion between study effect size and mean age of the study 

Table 8 Meta-regression analysis of LDL between smokers 
and non-smokers

Covariate N Studies Coefficient (95% CI) p value

Mean study age 6 0.003 (−0.009, 0.014) 0.052

Study age criteria (under 
22 or over 18)

6 0.067 (−0.365, 0.499) 0.691

Type I or type II diabetes 5 −0.05 (−0.74, 0.63) 0.825

Male (percent) 6 0.002 (−0.006, 0.010) 0.522

Study design 6 0.062 (−0.483, 0.608) 0.767

Duration smoked Not reported N/A N/A

Table 9 Meta-regression analysis for  difference in  SBP 
between smokers and non-smokers

Covariate N studies Coefficient (95% CI) p value

Mean study age 8 0.129 (0.017, 0.241) 0.30

Study age criteria (under 22 
or over 18)

8 4.51 (−0.68, 9.69) 0.078

Type I or Type II diabetes 8 2.46 (−3.84, 8.75) 0.377

Male (percent) 8 0.12 (−0.04, 0.29) 0.126

Study design 8 0.28 (−9.84, 10.41) 0.948

Duration smoked 3 0.36 (−3.92, 4.63) 0.482

Table 10 Meta-regression analysis for  difference in  DBP 
between smokers and non-smokers

The italic values were to indicate statistical significance. A value of <0.05 was 
statitically significant

Covariate N studies Coefficient (95% CI) p value

Mean study age 8 0.08 (−0.02, 0.17) 0.102

Study age criteria (under 22 
or over 18)

8 3.47 (0.02, 6.73) 0.041

Type I or Type II diabetes 8 1.26 (−3.36, 5.89) 0.529

Male (percent) 8 0.11 (0.02, 0.20) 0.027

Study design 8 0.57 (−6.55, 7.71) 0.850

Duration smoked 3 0.38 (−3.33, 4.09) 0.410

Table 11 Meta-regression analysis for difference in HbA1c 
between current and quitters

The italics values were to indicate statistical significance. A value of <0.05 was 
statitically significant

Covariate N studies Coefficient (95% CI) p value

Mean study age 4 0.01 (−0.02, 0.03) 0.432

Study age criteria (under 22 
or over 18)

4 0.36 (−1.06, 1.79) 0.391

Type I or type II diabetes 4 0.21 (−1.46, 1.89) 0.640

Male (percent) 4 0.001 (−0.035, 0.037) 0.909

Study design 4 0.40 (0.13, 0.66) 0.022

Duration smoked 3 0.003 (−0.063, 0.070) 0.628
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population (p = 0.432), whether the study participants were 
adults (>22 years) or adolescents (18–22 years) (p = 0.39), 
type of DM (p = 0.64), duration smoked (p = 0.62) and sex 

of the study participants (p = 0.90). However, there was a 
statistically significant association between effect size and 
study design (p = 0.02).

Fig. 2 Forest plots. HbA1c (smokers vs. non-smokers)

Fig. 3 Forest plots. HDL cholesterol (smokers vs. non-smokers)

Fig. 4 Forest plots. LDL-cholesterol (smokers vs. non-smokers)
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Fig. 5 Forest plots. Systolic blood pressure (smokers vs. non-smokers)

Fig. 6 Forest plots. Diastolic blood pressure (smokers vs. non-smokers)

Fig. 7 Forest plots. HbA1c (smokers vs. quitters)
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Discussion
The key findings of the review were non-smokers with dia-
betes had a lower level of HbA1c −0.61 (95% CI −0.88 to 
−0.33; p  <  0.001), a higher level of HDL cholesterol 0.12 
(95% CI 0.08 to 0.15; p < 0.001) and lower level of LDL cho-
lesterol −0.11 (95% CI −0.21 to −0.01; p = 0.03), compared 
to smokers. However, there was no statistically significant 
difference in either SBP or DBP between non-smokers 
and smokers −0.34 (95% CI −2.54 to 1.87; p = 0.77) and 
−0.21 (95% CI −1.10 to 0.68; p = 0.64), respectively. Uni-
variate adjusted meta-regression analyses revealed that 
for HbA1c, the difference is significantly associated with 
the mean age of the study population, whereby studies with 
an older population resulted in a larger difference in HbA1c 
between smokers and non-smokers 0.02 (95% CI 0.01, 0.02; 
p < 0.001). The study effect size was also significantly asso-
ciated with the duration of smoking 0.021 (95% CI 0.004 to 
0.038; p = 0.034) and whether the subjects were adults or 
adolescents 0.36 (95% CI −0.16 to 0.89; p =  0.016). Uni-
variate adjusted meta-regression analyses revealed that the 
relationship observed in HDL and LDL cholesterol in non-
smokers and smokers was not significantly associated with 
any of the study level covariates assessed. Whilst meta-
regression analysis did not show any significant association 
between SBP and study level covariates, but difference in 
DBP was significantly associated with the age of the study 
participants.

This review did not identify any statistically significant 
difference in HbA1c between smokers and quitters. The 
precise effect-size of quitting on lipid profiles and blood 
pressure could not be accurately delineated, as it was not 
possible to carry out the meta-analysis due to inadequate 
number of studies with available data. Conversely, this 
review did not show the expected reduction in HbA1c 
after smoking cessation despite overwhelming evidence 
that the insulin resistance improves after smoking cessa-
tion [28, 29].

The major weakness of this review is that it is carried 
out on observational studies and no temporal relation-
ship can be established. Due to the heterogeneity of study 
populations, the findings cannot be generalised. The out-
come of quitting for less than 12-months is unknown, as 
this study did not include quitters of less than 12-month 
duration of abstinence. Despite the outlined weaknesses, 
this is the first systematic review on this subject, which 
can be used as a useful tool to raise awareness about the 
current evidence on this topic of immense public health 
importance.

The detrimental effects of smoking in diabetes are 
well documented. It is estimated that cigarettes contain 
around 4000 chemicals of which, approximately 400 are 
considered to be harmful [30]. Inhalation is a very effi-
cient method of nicotine delivery, the compound gaining 

access to the key organs within seconds of administration 
[31]. After distribution in the circulation, nicotine trig-
gers a cascade of biochemical, hormonal, and metabolic 
disarray, which appears to be much more pronounced 
in people with diabetes [32, 33]. A recent study demon-
strated that nicotine infusion acutely impairs insulin sen-
sitivity in people with T2DM, but not in healthy subjects 
suggesting that smoking might affect people with diabe-
tes differently compared to people who do not have dia-
betes [34]. Several studies have confirmed that smokers 
with diabetes have a higher HbA1c and atherogenic lipid 
profiles compared to non-smokers [35, 36]. The relation-
ship of HbA1c and lipid profiles in this study can explain 
to a large extent the reason why smokers with diabe-
tes have a worse cardiovascular outcome compared to 
non-smokers.

A number of possible mechanisms, including metabolic 
deregulation, endothelial dysfunction, and alteration of 
plasma viscosity by interfering with the coagulation cas-
cade are suggested to explain the association between 
smoking and diabetes. Nicotine directly inhibits the 
binding of insulin receptor substrate (IRS) and prevents 
the activation of intracellular GLUT4, which in turn 
impedes intracellular glucose transport [37]. This action 
is followed by a compensatory rise in β-cell insulin secre-
tion as reflected by a higher circulating concentration of 
c-peptide in smokers, compared to non-smokers [38]. The 
findings of this review are complementary to the existing 
knowledge that smokers with diabetes have poorer cardi-
ometabolic profile compared to non-smokers.

However, our current understanding of the impact of 
quitting on cardiometabolic profile is vague. There are 
some anecdotal evidence suggesting that a transient 
rise in HbA1c takes place after smoking cessation [38, 
39], while some other studies indicate improved insulin 
sensitivity as early as 2  weeks after smoking cessation 
[29]. One of the possible explanations for this paradoxi-
cal relationship between the improved insulin sensitiv-
ity and a rise in HbA1c, could be a direct blunting effect 
of smoking on glycosylation of haemoglobin. In a study, 
researchers measured HbA1c in people without diabe-
tes from the original cohort of Framingham Heart Study 
and demonstrated that with increasing age and BMI, the 
HbA1c gradually increased over a period of 4–6  years. 
On the contrary, smokers did not show any such rise 
in HbA1c, suggesting that smoking might have a blunt-
ing effect on the glycosylation of haemoglobin [40]. It 
is, therefore, a possibility that after smoking cessation 
the blunting effect disappears and HbA1c value rises, 
without any actual deterioration of glycaemic control. 
Although this study did not show any statistically sig-
nificant change in HbA1c following quitting for the first 
3-years, but it found that if the abstinence continued 
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for 10  years, the HbA1c in quitters was comparable to 
never smokers. A WHO study showed there was an 
increase in mortality risk lasting for up to 10 years fol-
lowing quitting, which gradually declined to the level of 
non-smoker around 10 years after abstinence [30]. This 
increase in mortality rate may or may not be associated 
with a transient rise in HbA1c following quitting. As this 
systematic review showed there was a potential risk of 
worsening glycaemic control soon after quitting, we rec-
ommend that patients should be closely monitored for 
cardiovascular risk factors following smoking cessation.

It must be emphasized that the harmful effects of 
smoking are not limited to insulin resistance and poor 
glycaemic control. It is evident that cigarettes smoking, in 
addition to metabolic deregulations, plays a crucial role 
in endothelial dysfunction that contribute to increased 
cardiovascular mortality in smokers with diabetes. Ciga-
rettes release free radicals into the circulation, which 
triggers a chronic inflammatory response [31]. Over and 
above, nicotine and the free radicals alter plasma viscos-
ity by their action on circulating plasminogen activator 
and natural endothelial vasodilator nitric oxide [32, 33]. 
The collective outcome is atherosclerosis and a height-
ened sensitivity of the intrinsic coagulation cascade, 
which can lead to spontaneous thromboembolism [34]. 
It is, therefore, not inconceivable that smoking enhances 
vascular complications in diabetes not only by impaired 
glucose metabolism but also by several other concomi-
tant vascular perturbations.

Irrespective of the value of HbA1c, the cardiovascu-
lar mortality seems to improve after smoking cessation. 
ADVANCE (action in diabetes and vascular disease: pre-
terax and diamicron modified release controlled evalua-
tion) study has shown, despite moderate weight gain and 
transient rise in HbA1c, there was a 30% reduction in 
mortality after smoking cessation [35]. In Nurse’s Health 
study, the relative risk (RR) of coronary heart disease 
(CHD) in nurses with type 2 diabetes who had stopped 
smoking and remained abstinent for 10  years or over 
was similar to those who never smoked (RR 1.01; 95% CI 
0.73–1.38) [6]. After 10 years of abstinence, their HbA1c 
also dropped at the level of non-smokers.

Dyslipidemia is often associated with diabetes, which 
seems to be aggravated by smoking. Raised LDL cho-
lesterol is highly atherogenic, particularly with a low 
level of HDL cholesterol. Nicotine impairs the function 
of hepatic lipase, which in turns leads to atherogenic 
dyslipidemia [36]. Several studies have shown marked 
improvement in lipid profiles following quitting [37, 
38]. The HDL cholesterol starts rising as early as within 
17  days after quitting [21] and by 48  days there is up 
to about 15% increase in HDL cholesterol [39]. In this 
review, we have demonstrated that there was a rise in 

HDL cholesterol following smoking cessation, consistent 
with the current evidence.

The influence of smoking and quitting on blood pres-
sure in people with diabetes is not very well studied. 
Researchers using data from the Health Survey for Eng-
land for 3  years (1994–1996) examined the relationship 
between blood pressure and smoking status in people 
without diabetes [41]. This study was conducted on ran-
domly selected adults (n =  33,860; 47% male) with BP 
measurements and smoking status (never, current and 
quitters) and was stratified into younger (age 16–44) and 
older (>45 years) age groups. After adjusting for age, BMI, 
social class and alcohol intake older male smokers had 
higher SBP compared to non-smokers. No such differ-
ence was observed (Additional file 3) in SBP in younger 
group and in DBP in either group. There was no statis-
tically significant difference observed between smokers 
and quitters for either SBP or DBP. This review did not 
find any statistically significant difference in blood pres-
sure between smokers, non-smokers and quitters sug-
gesting that the influence of smoking is similar on BP in 
people with and without diabetes. However, the older 
smokers may be at a higher risk of vascular complications 
compared to younger smokers, as their SBP seems to be 
higher.

Conclusion
In conclusion, this review demonstrated that smoking 
negatively impacts upon the cardiometabolic parameters 
in people with diabetes, which might have a significant 
detrimental influence on cardiovascular complications. 
Smoking cessation, on the other hand, improves the 
cardiometabolic profile particularly by raising cardio-
protective HDL cholesterol. However, the benefit of 
smoking cessation may not be immediately reflected on 
the HbA1c. The effects of nicotine should be viewed in 
the bigger context of overall cardiovascular milieu rather 
than HbA1c alone. Smoking cessation, on the other 
hand, can cause weight gain and transient rise in HbA1c. 
Therefore people with diabetes, when they stop smok-
ing, should be followed up very closely and their weight 
and HbA1c monitored. In addition, at the time of smok-
ing cessation, the healthcare professionals should offer 
appropriate support to modify lifestyles and consider 
intensifying pharmacotherapy to address the transient 
rise of HbA1c.

Additional files

Additional file 1: Database Search - EMBASE/CINAHL

Additional file 2: Database search - OVID/Medline

Additional file 3: Code for meta-regression

http://dx.doi.org/10.1186/s12933-016-0475-5
http://dx.doi.org/10.1186/s12933-016-0475-5
http://dx.doi.org/10.1186/s12933-016-0475-5


Page 14 of 15Kar et al. Cardiovasc Diabetol  (2016) 15:158 

Abbreviations
DM: diabetes mellitus; T1DM: type 1 diabetes mellitus; T2DM: type 2 diabetes 
mellitus; HbA1c: glycosylated haemoglobin; LDL-C: low-density lipoprotein 
cholesterol; HDL-C: high-density lipoprotein cholesterol; SBP: systolic blood 
pressure; DBP: diastolic blood pressure.

Authors’ contributions
The original idea came from KK. SS and FZ were involved in drafting the proto-
col and registering with PROSPERO. FZ was the second reviewer and checked 
all the selected articles for this systematic review. CG independently checked 
data and overviewed the statistical analysis. DW was the third reviewer and 
supervised the project while DK undertook the systematic review and meta-
analysis and wrote the article. KK, MJD and ST were involved in the advisory 
panel and contributed to the overall project with comments and advice. All 
authors read and approved the final manuscript.

Author details
1 Diabetes Research Centre, University of Leicester, Leicester General Infirmary, 
Gwendolen Road, Leicester LE5 4AW, UK. 2 Academic Unit of Diabetes 
and Endocrinology, University of Sheffield, Sheffield, UK. 3 Derbyshire Commu-
nity Health Services NHS Foundation Trust, Castle Street Medical Centre, Castle 
Street, Bolsover, Chesterfield, Derbyshire, UK. 

Competing interests
The authors declare that they have no competing interests.

Availability of data and materials
All the data used are appropriately referenced and can be accessed using the 
reference.

Funding
This research was supported by the National Institute for Health Research Col-
laboration for Leadership in Applied Health Research and Care—East Midlands 
(NIHR CLAHRC—EM) and NIHR Leicester Loughborough Diet, Lifestyle and 
Physical Activity Biomedical Research Unit, which is a partnership between 
University Hospitals of Leicester NHS Trust, Loughborough University and the 
University of Leicester.

PROSPERO Registration No—CRD 42016036144 (March 2016).

Received: 8 September 2016   Accepted: 10 November 2016

References
 1. Machii R, Saika K. Mortality attributable to tobacco by region based on 

the WHO global report. Jpn J Clin Oncol. 2012;42(5):464.
 2. Mathers CD, Loncar D. Projections of global mortality and burden of 

disease from 2002 to 2030. Plos Med. 2006;3(11):e442.
 3. Bornemisza P, Suciu I. Effect of cigarette smoking on the blood glucose 

level in normals and diabetics. Med Interne. 1980;18(4):353–6.
 4. Weinberg JM. Lipotoxicity. Kidney Int. 2006;70(9):1560–6.
 5. Haire-Joshu D, Glasgow RE, Tibbs TL. Smoking and diabetes. Diabetes 

Care. 1999;22(11):1887–98.
 6. Al-Delaimy WK, Willett WC, Manson JE, Speizer FE, Hu FB. Smoking and 

mortality among women with type 2 diabetes: the Nurses’ Health Study 
cohort. Diabetes Care. 2001;24(12):2043–8.

 7. Nilsson PM, Cederholm J, Eeg-Olofsson K, Eliasson B, Zethelius B, Fagard 
R, et al. Smoking as an independent risk factor for myocardial infarction 
or stroke in type 2 diabetes: a report from the Swedish National Diabetes 
Register. Eur J Cardiovasc Prev Rehabil. 2009;16:506–12.

 8. Inzucchi SE, Bergenstal RM, Buse JB, Diamant M, Ferrannini E, Nauck M, 
et al. Management of hyperglycemia in type 2 diabetes, 2015: a patient-
centered approach: update to a position statement of the American 
Diabetes Association and the European Association for the Study of 
Diabetes. Diabetes Care. 2015;38(1):140–9.

 9. Home P, Mant J, Diaz J, Turner C. Guideline Development Group. Manage-
ment of type 2 diabetes: summary of updated NICE guidance. BMJ. 
2008;336(7656):1306–8.

 10. Donnelly R, Emslie-Smith AM, Gardner ID, Morris AD. Vascular complica-
tions of diabetes. Br Med J. 2000;320(7241):1062.

 11. Malarcher AM, Ford ES, Nelson DE, Chrismon JH, Mowery P, Merritt RK, 
et al. Trends in cigarette smoking and physicians’ advice to quit smoking 
among people with diabetes in the U.S. Diabetes Care. 1995;18(5):694.

 12. Emery RL, Levine MD, Cheng Y, Marcus MD. Change in body weight does not 
mediate the relationship between exercise and smoking cessation among 
weight-concerned women smokers. Nicotine Tob Res. 2015;17(9):1142.

 13. Brown S. Weight gain after stopping smoking may modify the health 
benefits. Menopause Int. 2013;19(3):106.

 14. Ussher MH, Taylor AH, Faulkner GEJ. Exercise interventions for smoking 
cessation. Cochrane Database Syst Rev. 2014;8:CD002295.

 15. Aveyard P, Lycett D, Farley A. Managing smoking cessation-related weight 
gain. Polskie Archiwum Medycyny Wewnętrznej. 2012;122(10):494.

 16. Onat A. Smoking cessation and the risk for type 2 diabetes mellitus. Ann 
Intern Med. 2010;152(11):754–5.

 17. Stein JH, Asthana A, Smith SS, Piper ME, Loh W, Fiore MC, et al. Smoking 
cessation and the risk of diabetes mellitus and impaired fasting glucose: 
three-year outcomes after a quit attempt. PLoS ONE. 2014;9(6):e98278.

 18. Ziegelstein RC. Smoking cessation and the risk for type 2 diabetes mel-
litus [1]. Ann Intern Med. 2010;152(11):754.

 19. Filozof C, Fernández Pinilla MC, Fernández-Cruz A. Smoking cessation and 
weight gain. Obes Rev. 2004;5(2):95–103.

 20. Clair C, Cornuz J. Diabetes: risk of diabetes mellitus: should smokers quit 
smoking? Nature Rev Endocrinol. 2010;6(5):250–1.

 21. Campbell SC, Moffatt RJ, Stamford BA. Smoking and smoking cessa-
tion—the relationship between cardiovascular disease and lipoprotein 
metabolism: a review. Atherosclerosis. 2008;201(2):225–35.

 22. Berlin I. Smoking-induced metabolic disorders: a review. Diabetes Metab. 
2008;34(4 Pt 1):307–14.

 23. Moher D, Liberati A, Tetzlaff J, Altman DG. Preferred reporting items for 
systematic reviews and meta-analyses: the PRISMA statement. Ann Intern 
Med. 2009;151(4):264–9.

 24. Stroup DF, Berlin JA, Morton SC, Olkin I, Williamson GD, Rennie D, et al. 
Meta-analysis of observational studies in epidemiology: a proposal for 
reporting. JAMA. 2000;283(15):2008–12.

 25. Stang A. Critical evaluation of the Newcastle-Ottawa scale for the assess-
ment of the quality of nonrandomized studies in meta-analyses. Eur J 
Epidemiol. 2010;25(9):603–5.

 26. Higgins JPT, Thompson SG, Deeks JJ, Altman DG. Measuring Inconsist-
ency In Meta-Analyses. BMJ Br Med J. 2003;327(7414):557–60.

 27. Ohkuma T, Iwase M, Fujii H, Kaizu S, Ide H, Jodai T, et al. Dose-and time-
dependent association of smoking and its cessation with glycemic con-
trol and insulin resistance in male patients with type 2 diabetes mellitus: 
the fukuoka diabetes registry. PLoS ONE. 2015;10(3):e0122023.

 28. Sherman JJ. The Impact of Smoking and Quitting Smoking on Patients 
With Diabetes. Diabetes Spectrum 2005;18(4):202–8

 29. Eliasson B, Attvall S, Taskinen MR, Smith U, Sahlgrenska akademin, Insti-
tutionen för invärtesmedicin, et al. Smoking cessation improves insulin 
sensitivity in healthy middle-aged men. Eur J Clin Invest. 1997;27(5):450.

 30. Chaturvedi N, Stevens L, Fuller JH. Which features of smoking deter-
mine mortality risk in former cigarette smokers with diabetes? The 
World Health Organization Multinational Study Group. Diabetes Care. 
1997;20(8):1266–72.

 31. Agarwal R. Smoking, oxidative stress and inflammation: impact on resting 
energy expenditure in diabetic nephropathy. BMC Nephrol. 2005;6:13.

 32. Magis D, Geronooz I, Scheen AJ. Smoking, insulin resistance and type 2 
diabetes. Rev Med Liege. 2002;57(9):575–81.

 33. Kiowski W, Linder L, Stoschitzky K, Pfisterer M, Burckhardt D, Burkart F, 
et al. Diminished vascular response to inhibition of endothelium-derived 
nitric oxide and enhanced vasoconstriction to exogenously administered 
endothelin-1 in clinically healthy smokers. Circulation. 1994;90(1):27–34.

 34. Eliasson M, Asplund K, Evrin P, Lundblad D. Relationship of cigarette 
smoking and snuff dipping to plasma fibrinogen, fibrinolytic variables 
and serum insulin. The Northern Sweden MONICA study. Atherosclerosis. 
1995;113(1):41–53.

 35. Karthikeyan VJ, Bakris G, MacFadyen RJ. The ADVANCE trial: further PRO-
GRESS with HOPE. J Hum Hypertens. 2007;21(12):911–3.

 36. Oates JA, Wood AJ, Benowitz NL. Pharmacologic aspects of cigarette 
smoking and nicotine addiction. N Engl J Med. 1988;319(20):1318–30.



Page 15 of 15Kar et al. Cardiovasc Diabetol  (2016) 15:158 

•  We accept pre-submission inquiries 

•  Our selector tool helps you to find the most relevant journal

•  We provide round the clock customer support 

•  Convenient online submission

•  Thorough peer review

•  Inclusion in PubMed and all major indexing services 

•  Maximum visibility for your research

Submit your manuscript at
www.biomedcentral.com/submit

Submit your next manuscript to BioMed Central 
and we will help you at every step:

 37. Stubbe I, Eskilsson J, Nilsson-Ehle P, Department of Laboratory Medicine 
L, Section I-II, Medicin, et al. High-density lipoprotein concentrations 
increase after stopping smoking. Br Med J (Clinical Research Edition). 
1982;284(6328):1511–3.

 38. Khan HA, Sobki SH, Khan SA. Association between glycaemic control and 
serum lipids profile in type 2 diabetic patients: HbA1c predicts dyslipi-
daemia. Clin Exp Med. 2007;7(1):24–9.

 39. Stamford BA, Matter S, Fell RD, Papanek P. Effects of smoking cessation on 
weight gain, metabolic rate, caloric consumption, and blood lipids. Am J 
Clin Nutr. 1986;43(4):486–94.

 40. Meigs JB, Nathan DM, Cupples LA, Wilson PW, Singer DE. Tracking of gly-
cated hemoglobin in the original cohort of the Framingham Heart Study. 
J Clin Epidemiol 1996;49(4):411–17

 41. Primatesta P, Falaschetti E, Gupta S, Marmot MG, Poulter NR. Association 
between smoking and blood pressure: evidence from the health survey 
for England. Hypertension. 2001;37(2):187–93.

 42. Reynolds K, Liese AD, Anderson AM, Dabelea D, Standiford D, Daniels SR, 
et al. Prevalence of tobacco use and association between cardiometa-
bolic risk factors and cigarette smoking in youth with type 1 or type 2 
diabetes mellitus. J Pediatr. 2011;158(4):594–601 e1.

 43. Hofer SE, Rosenbauer J, Grulich-Henn J, Naeke A, Fröhlich-Reiterer E, Holl 
RW, et al. Smoking and metabolic control in adolescents with type 1 
diabetes. J Pediatr. 2009;154(1):20–3 e1.

 44. Thomas G, Tomlinson B, McGhee S, Lam T, Abdullah A, Yeung V, 
et al. Association of smoking with increasing vascular involvement 
in type 2 diabetic Chinese patients. Exp Clin Endocrinol Diabetes. 
2006;114(06):301–5.

 45. Schwab KO, Doerfer J, Hallermann K, Krebs A, Schorb E, Krebs K, et al. 
Marked smoking-associated increase of cardiovascular risk in childhood 
type 1 diabetes. Int J Adolesc Med Health. 2008;20(3):285–92.

 46. Wakabayashi I. Smoking and lipid-related indices in patients with diabe-
tes mellitus. Diabetic Med. 2014;31(7):868–78.

 47. Hansen KW, Pedersen MM, Christiansen JS, Mogensen CE. Night blood 
pressure and cigarette smoking: disparate association in healthy subjects 
and diabetic patients. Blood Press. 1994;3(6):381–8.

 48. Nilsson P, Gudbjörnsdottir S, Eliasson B, Cederholm J. Steering Commit-
tee of the Swedish National Diabetes Register. Smoking is associated 
with increased HbA 1c values and microalbuminuria in patients with 
diabetes—data from the National Diabetes Register in Sweden. Diabetes 
Metab. 2004;30(3):261–8.

 49. Gerber P, Locher R, Schmid B, Spinas G, Lehmann R. Smoking is associated 
with impaired long-term glucose metabolism in patients with type 1 
diabetes mellitus. Nutr Metab Cardiovasc Dis. 2013;23(2):102–8.

 50. Ohkuma T, Iwase M, Fujii H, Kaizu S, Ide H, Jodai T, et al. Dose-and time-
dependent association of smoking and its cessation with glycemic con-
trol and insulin resistance in male patients with type 2 diabetes mellitus: 
the fukuoka diabetes registry. PLoS ONE. 2015;10(3):e0122023.

 51. Lycett D, Nichols L, Ryan R, Farley A, Roalfe A, Mohammed MA, et al. 
The association between smoking cessation and glycaemic control in 
patients with type 2 diabetes: a THIN database cohort study. Lancet 
Diabetes Endocrinol. 2015;3(6):423–30.

 52. Iino K, Iwase M, Tsutsu N, Iida M. Smoking cessation and glycaemic con-
trol in type 2 diabetic patients. Diabetes Obes Metab. 2004;6(3):181–6.


	Relationship of cardiometabolic parameters in non-smokers, current smokers, and quitters in diabetes: a systematic review and meta-analysis
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusion: 

	Background
	Definition of outcomes and comparisons

	Methods
	Search strategy and selection criteria
	Inclusion criteria
	Exclusion criteria

	Study selection
	Data extraction and quality assessment
	Statistical analysis

	Results
	Smokers vs. non-smokers
	Narrative synthesis
	HbA1c
	Lipid profiles
	Blood pressure

	Smokers vs. quitters
	Narrative synthesis
	HbA1c


	Discussion
	Conclusion
	Authors’ contributions
	References




