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Abstract. Accumulating evidence suggests that smoking 
is associated with diabetic foot amputation. However, the 
currently available results are inconsistent and controversial. 
Therefore, the present study performed a meta‑analysis to 
systematically review the association between smoking and 
diabetic foot amputation and to investigate the risk factors of 
diabetic foot amputation. Public databases, including PubMed 
and Embase, were searched prior to 29th February 2016. The 
heterogeneity was assessed using the Cochran's Q statistic and 
the I2 statistic, and odds ratio (OR) and 95% confidence interval 
(CI) were calculated and pooled appropriately. Sensitivity 
analysis was performed to evaluate the stability of the results. 
In addition, Egger's test was applied to assess any potential 
publication bias. Based on the research, a total of eight studies, 
including five cohort studies and three case control studies 
were included. The data indicated that smoking significantly 
increased the risk of diabetic foot amputation (OR=1.65; 
95% CI, 1.09‑2.50; P<0.0001) compared with non‑smoking. 
Sensitivity analysis demonstrated that the pooled analysis 
did not vary substantially following the exclusion of any 
one study. Additionally, there was no evidence of publica-
tion bias (Egger's test, t=0.1378; P=0.8958). Furthermore, no 
significant difference was observed between the minor and 
major amputation groups in patients who smoked (OR=0.79; 
95% CI, 0.24‑2.58). The results of the present meta‑analysis 
suggested that smoking is a notable risk factor for diabetic foot 

amputation. Smoking cessation appears to reduce the risk of 
diabetic foot amputation.

Introduction

Diabetic foot is the most common, long‑term and feared 
complication of diabetes and it is the principal cause of 
hospitalization among patients with diabetes  (1). Diabetic 
foot is characterized by sensory, motor and autonomic 
neuropathy and peripheral vascular disease, which may lead 
to the development of ulceration, infection and gangrene (2). 
The ultimate outcome of diabetic foot is amputation, which is 
associated with relatively high morbidity and mortality (3). It 
has been estimated that ~15% of patients with diabetes develop 
foot ulcers and 15‑20% of these foot ulcers require a lower 
extremity amputation (LEA)  (4). LEA markedly increases 
financial burden on healthcare resources and individuals (5). 
Therefore, it is necessary to identify potential underlying risk 
factors as early as possible to prevent its progression into LEA.

The adverse effect of consumption of tobacco on health 
has been extensively studied and confirmed. Smoking is a 
potentially avoidable cause of mortality and smoking cessa-
tion is one of the most cost effective ways to prevent diseases. 
An increasing number of studies have been performed that 
demonstrated that smoking is one of the most important and 
modifiable risk factors involved in a number of human diseases, 
including cardiovascular and cerebrovascular disease (6‑8). 
The morbidity and mortality rates of coronary heart disease, 
hypertension, cerebrovascular disease and peripheral vascular 
disease are significantly increased by cigarette smoking (9). A 
combination of carbon monoxide and hemoglobin produces 
carboxyhemoglobin, which causes a decline in the oxygen 
transport capacity of blood. The decrease of oxygen transport 
capacity results in tissue hypoxia in different organs and 
subsequently leads to arteriospasm (10). Chronic hypoxia is 
responsible for compensatory erythrocytosis, resulting in 
increasing blood viscosity and decreasing tissue perfusion (11). 
These factors are detrimental for the healing of diabetic foot 
ulcers, which may increase the risk of diabetic foot amputation. 
Previously, a number of studies have addressed the associa-
tion between cigarette smoking and diabetic foot amputation; 
however, the conclusions were controversial. A number of 
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epidemiological studies have suggested that smoking is a risk 
factor for amputation (12,13). However, other studies indicated 
that there was no association between smoking and diabetic 
foot amputation (14,15).

Therefore, the present study systematically reviewed 
the literature and performed a meta‑analysis to improve the 
evaluation and assessment of the association between cigarette 
smoking and diabetic foot amputation. The present study 
may provide evidence for the identification of risk factors for 
diabetic foot amputation, thereby preventing the development 
of amputation and providing a theoretical basis for clinical 
treatment.

Materials and methods

Data sources. Electronic databases, including PubMed 
(ncbi.nlm.nih.gov/pubmed) and Embase (embase.com), were 
systematically searched. Additionally, a manual search of the 
literature was performed to screen more relevant studies. The 
key words used during the search were: (‘Diabetic foot’ OR 
‘diabetes foot’ OR ‘diabetes feet’) AND (‘amputation’ OR 
‘amputated’) AND (‘smoking’ OR ‘smoke’). The deadline for 
the search was 29th February 2016.

Study selection. The inclusion criteria were as follows: i) The 
study was relevant to the association between smoking and 
diabetic foot amputation; ii) and the study provided the infor-
mation that the distribution of smoking in the diabetic foot 
amputation group and non‑amputation group or the information 
should include odds ratio (OR) and 95% confidence interval 
(CI), or they may be calculated according to the original data. 
The exclusion criteria were as follows: i) Non‑original article, 
including reviews, reports, letters or comments; and ii) studies 
with unavailable data for analysis.

Data extraction and quality assessment. The data were 
extracted independently by two reviewers according to a 
standardized protocol using a data‑collection form (16). The 
information was abstracted using a form including the first 
author's name, publication year, study year, research type, 
number of patients in diabetic foot amputation group and 
non‑amputation group, age and gender, number of patients 
with hypertension and demographic characteristics. To 
further reveal the relationship between smoking and diabetic 
foot amputation, patients were divided into minor amputa-
tion group and major amputation group. Minor amputation 
refers an amputation distal to the tarsometatarsal joint, and 
while major amputation refers to one through or proximal 
to the tarsometatarsal joint. The Newcastle‑Ottawa Scale 
(NOS) was used in the present study to assess the quality 
of the literature  (17). NOS has strict scoring criteria for 
epidemiological study and was calculated based on three 
primary components, including the selection of study groups 
(0‑4 points), the quality of adjustment for confounding (0‑2 
points) and the ascertainment of outcome of interest in the 
cohorts (0‑3 points). The total score of NOS was 9 points. 
Scores ≥7 points were considered as high‑quality research, 
4‑6 points were indicative of medium quality and <3 points 
were recorded as low quality. Duplication was avoided by 
consensus.

Statistical analyses. All data in the present study were 
analyzed using software R 3.12 (www.r‑project.org), and the 
effect sizes were OR and 95% CI (18). The heterogeneity test 
was based on the Cochran's Q statistic and the I2 statistic (19). 
The random effects model was selected for heterogeneous 
outcomes (P<0.05 or I2≥50%), and otherwise, the fixed effects 
model was performed for homogeneous outcomes (P≥0.05 and 
I2<50%) (20). P<0.05 was considered to represent statistically 
significant differences. A sensitivity analysis was performed 
by removing studies one at a time to confirm the robustness of 
the results (21). Publication bias was assessed by performing 
the Egger's test (22).

Results

Characteristics of the eligible studies. The process of selecting 
studies in the present study is presented in Fig. 1. A total of 
253 articles were potentially relevant to the search terms based 
on the search criteria, with 116 articles from the PubMed and 
137 articles from the Embase database. Following the elimina-
tion of duplicated documents (97 articles), 156 studies remained. 
The present study then excluded 92 studies that were irrelevant. 
The remaining 64 articles were screened by assessing the titles 
and abstracts and 17 documents were excluded (seven letters 
and 10 case series or case reports). Following the reading of the 
full text of the remaining 47 articles, 39 articles were excluded, 
including six reviews, 22 articles in which the data could not be 
extracted and 11 articles with duplicated populations. Finally, 
eight documents were included in this meta‑analysis (23‑30).

Characteristics of the enrolled studies.  Table  I indi-
cates the basic information of the studies involved in the 
meta‑analysis. The enrolled eight studies included five cohort 
studies (22‑24,26,27) and three case control studies (20,21,25). 
The publication year ranged from 1992‑2015. The region of 
these studies included Turkey, USA, China, UK and Costa Rica. 
The ages for the subjects ranged from 33.2‑64.4 years. The 
NOS scores of the included studies were all ≥4, demonstrating 
that the studies were medium and high quality.

Figure 1. Literature search and study selection flow diagram.
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Meta‑analysis of quality assessment and pooled analysis. The 
present study initially performed a heterogeneity test to assess 
the heterogeneity of the studies analyzed using the Cochran's 
Q statistic and the I2 statistic. The result of the heterogeneity 
test was I2=80.5 (P<0.001), indicating a heterogeneity among 
studies. Therefore, a random‑effects model was used in this 
meta‑analysis. As presented in Fig. 2, the results of a forest 
plot demonstrated that smoking significantly promoted the 
risk of diabetic foot amputation (OR=1.65; 95% CI, 1.09‑2.50; 
P<0.0001) compared with non‑smoking individuals. A sensi-
tivity analysis was applied to evaluate the stability of the results. 
The results of sensitivity analysis indicated that the pooled 

analysis did not vary substantially following the exclusion of 
any one study from the analysis; ORs ranged from a low 1.36 
(95% CI, 1.12‑1.64) to a high 1.73 (95% CI, 1.09‑2.76; Fig. 3), 
confirming the stability of the results. Additionally, Egger's 
test was performed to confirm whether there was a publica-
tion bias. The results demonstrated that there was no evidence 
of publication bias (t=0.1378; P=0.8958). Furthermore, it was 
observed that no significant difference was identified between 
the minor amputation group and major amputation group in 
patients who smoked (OR=0.79; 95% CI, 0.24‑2.58), demon-
strating that smoking had no effect on either minor or major 
amputation (Fig. 4).

Figure 2. Forest plot of the risk of smoking on diabetic foot amputation. OR, odds ratio; CI, confidence interval; TE, estimated effect; seTE, standard error 
estimated effect; W, weighted.

Figure 4. Forest plot of the risk of smoking on minor amputation group and major amputation group. OR, odds ratio; CI, confidence interval; TE, estimated 
effect; seTE, standard error estimated effect; W, weighted.

Figure 3. Forest plot of sensitivity analysis. OR, odds ratio; CI, confidence interval.
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Discussion

In the present study, the association between cigarette smoking 
and diabetic foot amputation was investigated by a meta‑anal-
ysis. The results from the present meta‑analysis indicated a 
clear association between smoking and the increased risk of 
diabetic foot amputation. Based on the data from eight studies 
(five cohort studies and three case control studies), smokers 
had an increased risk of diabetic foot amputation compared 
with nonsmoking individuals. However, there is no marked 
difference for the risk of minor or major amputation in the 
amputation group.

Identification of risk factors for diabetic foot amputation 
may be useful in the primary prevention, earlier diagnosis, 
treatment and increase of survival of patients with diabetes. 
A notable amount of literature exists on risk factors for ampu-
tation among patients with diabetes. A number of risk factors 
have been reported, including age (31,32), gender (33,34), isch-
emic heart disease (31), hypertension (31), peripheral artery 
disease (35), nephropathy (36), duration of diabetes (37) and 
hemoglobin A1C (38,39). However, there are inconsistencies 
among studies regarding smoking as a risk factor for diabetic 
foot amputation. A study by Selby and Zhang (40) suggested 
that cigarette smoking was unrelated to amputation risk 
and a study by Stewart (41) indicated that cigarette smoking 
had no influence on diabetes mellitus‑related amputation 
levels. By contrast, a number of studies have demonstrated 
that smoking is a significant covariate factor in diabetic foot 
amputation (25,30,42). The evidence supporting smoking as 
a risk factor is that heavy smokers are more prone to develop 
peripheral vascular disease that may result in a marked degree 
of arterial compromise, requiring amputation (41).

To systematically assess the relationship between smoking 
and the increased risk of diabetic foot amputation, the present 
study performed a meta‑analysis. A total of eight studies were 
selected based on the research. The pooled effect indicated 
that smoking increased the risk of diabetic foot amputation. 
The results also demonstrated that there was no significant 
difference for the risk of minor amputation and major ampu-
tation in the amputation group. The results were similar to a 
study conducted by Nerone et al (27), in which smoking made 
no difference to the amputation outcome (minor or major 
amputation). The combined results of the primary analysis 
of the present study indicated no significant publication bias. 
However, heterogeneity was substantial in the present study. 
The reasons and sources may be diverse. In the present study, 
the regions involved included Turkey, USA, China, UK and 
Costa Rica. The differences among countries, ethnicity, 
life style, living environment, cultural exchange, the level 
of economic development may contribute to the results, in 
addition to the gender, age and sample size of each study. 
Furthermore, the definition of smoking habits, the duration of 
smoking and patients with different concomitant diseases may 
have influenced the results.

There are a number of strengths in the present meta‑anal-
ysis. The present study investigated the association between 
cigarette smoking and diabetic foot amputation using 
meta‑analysis for the first time, to the best of our knowledge, 
and identified that smoking is a risk factor of diabetic foot 
amputation. The results of the present study may provide 

evidence of risk factors of diabetic foot amputation. However, 
the present results should be cautiously interpreted due to 
certain limitations. Firstly, a correction for covariates was not 
performed and further subgroup analyses were not possible 
due to incomplete data from the included studies. These factors 
may be potential confounders, which may affect the results of 
meta‑analyses. Secondly, the possibility of confounding vari-
ables cannot be excluded because the included studies were 
all observational studies. Thirdly, the limited quantity of the 
included studies may have influenced the authenticity of the 
results.

In conclusion, the results of the present systematic review 
and meta‑analysis suggested that smoking increases the 
development of diabetic foot amputation. Smoking cessation 
may be a good way to reduce the risk of diabetic foot amputa-
tion. Due to the deficiency of studies included in the analysis, 
which cannot be ignored, an increased quality and quantity 
of studies should be included in future studies to verify the 
present results.

References

  1.	 Mehta VJ, Kikani KM and Mehta SJ: Microbiological profile of 
diabetic foot ulcers and its antibiotic susceptibility pattern in a 
teaching hospital, Gujarat. Int J Basic Clin Pharmacol 3: 92‑95, 
2014.

  2.	Shanmugam P, M J and Susan SL: The bacteriology of diabetic 
foot ulcers, with a special reference to multidrug resistant strains. 
J Clin Diagn Res 7: 441‑445, 2013.

  3.	Khanolkar MP, Bain SC and Stephens JW: The diabetic foot. 
QJM 101: 685‑695, 2008.

  4.	Sanders LJ: Diabetes mellitus. Prevention of amputation. J Am 
Podiatr Med Assoc 84: 322‑328, 1994.

  5.	 van Dieren S, Beulens JW, van der Schouw YT, Grobbee DE and 
Neal B: The global burden of diabetes and its complications: An 
emerging pandemic. Eur J Cardiovasc Prev Rehabil 17 (Suppl 1): 
S3‑S8, 2010.

  6.	Lakier JB: Smoking and cardiovascular disease. Am J Med 93 
(Suppl): 8S‑12S, 1992.

  7.	 Effect of cigarette smoking on the J‑shaped relationship between 
treated blood pressure and cardiovascular disease. Hypertension 
Follow‑up Group of the Japan Federation of Democratic Medical 
Institutions. J Hum Hypertens 6: 359‑365, 1992.

  8.	Lindenstrøm E, Boysen G and Nyboe J: Lifestyle factors and 
risk of cerebrovascular disease in women. The Copenhagen City 
Heart Study. Stroke 24: 1468‑1472, 1993.

  9.	 Thun MJ, Carter BD, Feskanich D, Freedman ND, Prentice R, 
Lopez  AD, Hartge  P and Gapstur  SM: 50‑year trends in 
smoking‑related mortality in the United States. N Engl 
J Med 368: 351‑364, 2013.

10.	 Kourembanas S, Marsden PA, McQuillan LP and Faller DV: 
Hypoxia induces endothelin gene expression and secretion in 
cultured human endothelium. J Clin Invest 88: 1054‑1057, 1991.

11.	 Lee FS: Genetic causes of erythrocytosis and the oxygen‑sensing 
pathway. Blood Rev 22: 321‑332, 2008.

12.	Reiber GE: The epidemiology of diabetic foot problems. Diabet 
Med 13 (Suppl 1): S6‑S11, 1996.

13.	 Qari FA and Akbar D: Diabetic foot: Presentation and treatment. 
Saudi Med J 21: 443‑446, 2000.

14.	 Sun  JH, Tsai  JS, Huang CH, Lin CH, Yang  HM, Chan YS, 
Hsieh  SH, Hsu  BR and Huang  YY: Risk factors for lower 
extremity amputation in diabetic foot disease categorized by 
Wagner classification. Diabetes Res Clin Pract 95: 358‑363, 
2012.

15.	 Adler AI, Boyko EJ, Ahroni JH and Smith DG: Lower‑extremity 
amputation in diabetes. The independent effects of peripheral 
vascular disease, sensory neuropathy, and foot ulcers. Diabetes 
Care 22: 1029‑1035, 1999.

16.	 Wang J, Zhang J, Shen J, Hu D, Yan G, Liu X, Xu X, Pei L, Li Y 
and Sun C: Association of KCNQ1 and KLF14 polymorphisms 
and risk of type 2 diabetes mellitus: A global meta‑analysis. Hum 
Immunol 75: 342‑347, 2014.

https://www.spandidos-publications.com/10.3892/etm.2017.5538
https://www.spandidos-publications.com/10.3892/etm.2017.5538


LIU et al:  SMOKING AND DIABETIC FOOT AMPUTATION 1685

17.	 http://www.ohri.ca/programs/clinical_epidemiology/oxford.asp 
Accessed January 1, 2016.

18.	 Liu T, Xu QE, Zhang CH and Zhang P: Occupational exposure to 
methylene chloride and risk of cancer: A meta‑analysis. Cancer 
Causes Control 24: 2037‑2049, 2013.

19.	 Lau J, Ioannidis JP and Schmid CH: Quantitative synthesis in 
systematic reviews. Ann Intern Med 127: 820‑826, 1997.

20.	Feng RN, Zhao C, Sun CH and Li Y: Meta‑analysis of TNF 308 
G/A polymorphism and type 2 diabetes mellitus. PLoS One 6: 
e18480, 2011.

21.	 Ma E, Wang H, Guo J, Tian R and Wei L: The association between 
the rs11196218A/G polymorphism of the TCF7L2 gene and type 
2 diabetes in the Chinese Han population: A meta‑analysis. 
Clinics (Sao Paulo) 70: 593‑599, 2015.

22.	Egger M, Davey Smith G, Schneider M and Minder C: Bias in 
meta‑analysis detected by a simple, graphical test. BMJ 315: 
629‑634, 1997.

23.	Chaturvedi N, Abbott CA, Whalley A, Widdows P, Leggetter SY 
and Boulton AJ: Risk of diabetes‑related amputation in South 
Asians vs. Europeans in the UK. Diabet Med 19: 99‑104, 2002.

24.	Gürlek A, Bayraktar M, Savas C and Gedik O: Amputation rate 
in 147 Turkish patients with diabetic foot: The Hacettepe univer-
sity hospital experience. Exp Clin Endocrinol Diabetes 106: 
404‑409, 1998.

25.	 Jiang Y, Ran X, Jia L, Yang C, Wang P, Ma J, Chen B, Yu Y, 
Feng B, Chen L, et al: Epidemiology of type 2 diabetic foot 
problems and predictive factors for amputation in China. Int J 
Low Extrem Wounds 14: 19‑27, 2015.

26.	Laclé A and Valero‑Juan LF: Diabetes‑related lower‑extremity 
amputation incidence and risk factors: A prospective seven‑year 
study in Costa Rica. Rev Panam Salud Publica 32: 192‑198, 2012.

27.	 Nerone  VS, Springer  KD, Woodruff  DM and Atway  SA: 
Reamputation after minor foot amputation in diabetic patients: Risk 
factors leading to limb loss. J Foot Ankle Surg 52: 184‑187, 2013.

28.	Reiber GE, Pecoraro RE and Koepsell TD: Risk factors for 
amputation in patients with diabetes mellitus. A case‑control 
study. Ann Intern Med 117: 97‑105, 1992.

29.	 Resnick HE, Valsania P and Phillips CL: Diabetes mellitus and 
nontraumatic lower extremity amputation in black and white 
Americans: The national health and nutrition examination survey 
epidemiologic follow‑up study, 1971‑1992. Arch Intern Med 159: 
2470‑2475, 1999.

30.	Yesil  S, Akinci  B, Yener  S, Bayraktar  F, Karabay  O, 
Havitcioglu H, Yapar N, Atabey A, Kucukyavas Y, Comlekci A 
and Eraslan  S: Predictors of amputation in diabetics with 
foot ulcer: Single center experience in a large Turkish cohort. 
Hormones (Athens) 8: 286‑295, 2009.

31.	 Nather A, Bee CS, Huak CY, Chew JL, Lin CB, Neo S and 
Sim EY: Epidemiology of diabetic foot problems and predictive 
factors for limb loss. J Diabetes Complications 22: 77‑82, 2008.

32.	Leung HB, Ho YC, Carnett J, Lam PK and Wong WC: Diabetic 
foot ulcers in the Hong Kong Chinese population: Retrospective 
study. Hong Kong Med J 7: 350‑355, 2001.

33.	 Hamalainen H, Rönnemaa T, Halonen JP and Toikka T: Factors 
predicting lower extremity amputations in patients with type 1 or 
type 2 diabetes mellitus: A population‑based 7‑year follow‑up 
study. J Intern Med 246: 97‑103, 1999.

34.	Tseng CH: Prevalence of lower‑extremity amputation among 
patients with diabetes mellitus: Is height a factor? CMAJ 174: 
319‑323, 2006.

35.	 Dos Santos VP, da Silveira DR and Caffaro RA: Risk factors for 
primary major amputation in diabetic patients. Sao Paulo Med 
J 124: 66‑70, 2006.

36.	Young BA, Maynard C, Reiber G and Boyko EJ: Effects of 
ethnicity and nephropathy on lower‑extremity amputation risk 
among diabetic veterans. Diabetes Care 26: 495‑501, 2003.

37.	 Lehto S, Rönnemaa T, Pyörälä K and Laakso M: Risk factors 
predicting lower extremity amputations in patients with NIDDM. 
Diabetes Care 19: 607‑612, 1996.

38.	Resnick HE, Carter EA, Sosenko JM, Henly SJ, Fabsitz RR, 
Ness FK, Welty TK, Lee ET and Howard BV; Strong Heart 
Study: Incidence of lower‑extremity amputation in American 
Indians: The strong heart study. Diabetes Care 27: 1885‑1891, 
2004.

39.	 Zhao  W, Katzmarzyk  PT, Horswell  R, Wang  Y, Johnson  J, 
Heymsfield SB, Cefalu WT, Ryan DH and Hu G: HbA1c and 
lower‑extremity amputation risk in low‑income patients with 
diabetes. Diabetes Care 36: 3591‑3598, 2013.

40.	Selby JV and Zhang D: Risk factors for lower extremity amputa-
tion in persons with diabetes. Diabetes Care 18: 509‑516, 1995.

41.	 Stewart CP: The influence of smoking on the level of lower limb 
amputation. Prosthet Orthot Int 11: 113‑116, 1987.

42.	Morbach S, Furchert H, Gröblinghoff U, Hoffmeier H, Kersten K, 
Klauke  GT, Klemp  U, Roden  T, Icks  A, Haastert  B,  et  al: 
Long‑term prognosis of diabetic foot patients and their limbs: 
Amputation and death over the course of a decade. Diabetes 
Care 35: 2021‑2027, 2012.


