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Abstract
Introduction: The prevalence data for COPD in CAD patients and 
the clinical features of CAD patients with COPD in Japan are not 
well known.

Objectives: The aims of this study were to investigate the 
prevalence of COPD in CAD patients and to compare the clinical 
features between CAD patients with and without COPD.

Methods: In this single-centre, prospective, observational study, 
pulmonary function tests, body mass index (BMI), ankle-brachial 
pressure index (ABI), and serum inflammatory markers were 
measured in subjects who underwent coronary angiography.

Results: The number of eligible subjects was 146. Ninety-one 
patients had CAD with a smoking history, and of these, 26 (28.6%) 
had COPD. Compared with CAD subjects without COPD, those 
with COPD were significantly older (p = 0.042), had a lower BMI (p 
= 0.03), had a lower ABI (p = 0.04), and had a higher TNF-α (p = 
0.047). After adjustment, age (OR 0.995, 95% CI 0.991-0.999; p = 
0.049) and existence of COPD (OR 0.904, 95% CI 0.824-0.993; p = 
0.038) were independently associated with ABI.

Conclusion: The prevalence of COPD in CAD patients is as high 
in Japan as in Western countries. CAD patients with COPD are 
older, have a lower BMI, and have more severe atherosclerosis and 
systemic inflammation than CAD patients without COPD.
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Recently, COPD has been recognized as a systemic inflammatory 
disease [3,4], and it is associated with an increased risk of 
cardiovascular disease (CVD). In particular, coronary artery disease 
(CAD) is a life-threatening disease. Compared with CAD patients 
without COPD, CAD patients with COPD have an increased risk for 
frequent hospitalizations, long hospital stays, and a poor prognosis 
[5-7]. In addition, it is reported that exacerbations of COPD increase 
the risk of myocardial infarction [6]. Therefore, it is important to 
make an early diagnosis and to manage COPD in CAD patients.

Several studies investigated the prevalence of COPD in patients 
with CAD. In Spain, Soriano et al. reported that 33.6% of CAD 
patients diagnosed by coronary angiography (CAG) had airflow 
limitation [8]. In Japan, it was reported that the prevalence of patients 
with airflow limitation or COPD and CAD was 12.5-25.9% [9,10]. 
However, those studies did not mention whether CAD diagnostic 
procedures, such as treadmill tests or scintigraphy, were performed, 
or patients were diagnosed based on their symptoms. The sensitivity 
and specificity of non-invasive diagnostic procedures for CAD, such 
as treadmill testing [11,12] and scintigraphy [13], are not high; thus, 
to estimate a more accurate prevalence of COPD in CAD patients, 
CAG-proven CAD patients should be studied.

Some studies have reported the features of patients with CAD and 
COPD. Compared with subjects with CAD but not COPD, subjects 
with COPD were older [14], had higher pulmonary artery pressures 
[14], and higher C-reactive protein (CRP) values [7]. However, no 
studies have investigated the characteristics of CAD patients with 
COPD in Japan. Some reports suggested that the characteristics of 
COPD patients in Japan are different from those in Western countries. 
Nishimura et al. [15] suggested that COPD patients in Japan had a 
low incidence of exacerbations and had a small magnitude of annual 
decline in forced expiratory volume in 1 second (FEV1), which was 
also observed in the UPLIFT study [16]. Japanese patients also tend to 
be older and have emphysema more commonly but chronic bronchitis 
less commonly [17]. Furthermore, compared with Western countries, 
Japanese COPD patients have a lower incidence of cardiovascular 

Introduction
The prevalence and mortality of chronic obstructive pulmonary 

disease (COPD) is expected to increase, not only in Japan but also 
worldwide. The prevalence of COPD is estimated to be 8.6% in Japan; 
however, it is reported that many COPD patients remain undiagnosed 
and untreated [1]. Because COPD is a treatable and preventable 
disease [2], early diagnosis and management are important.
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The ankle-brachial index (ABI) was calculated as the ratio of 
ankle-to-arm systolic blood pressure. In all cases, the subjects rested 
in the supine position for 5 minutes before measurement of the 
ABI. Using appropriately sized blood pressure cuffs, systolic blood 
pressure was measured in both brachial arteries and both leg arteries 
using an automated device. We used the measurement from the leg 
with the lower ABI in the analyses.

We obtained blood samples from enrolled patients before CAG. 
Tissue necrosis factor-α (TNF-α) (by chemiluminescent enzyme 
immunoassay) and high-sensitivity C-reactive protein (hs-CRP) (by 
fixed-time assay) were measured at LSI Medience Corporation in 
Kobe, Japan.

Statistical Analysis
JMP software (SAS Institute Inc., Cary, NC, USA) was used for 

the analyses. The results are presented as mean (SEM) or number 
(percentage). Differences between the CAD patients with and 
without COPD were compared using unpaired Student’s t-tests for 
continuous variables and χ2-tests for categorical data. Spearman’s 
rank test was used to examine correlations between the variables. 
To obtain an independent predictor for ABI, a multivariate stepwise 
regression analysis was performed for each parameter as a dependent 
variable. P-values < 0.05 were considered statistically significant.

Results
The number of subjects who underwent CAG and met the 

inclusion criteria was 146. The number of subjects with a smoking 
history and CAD was 91 (83.5%). Of those, the number of CAD 
patients with COPD was 26 (28.6%). None had been diagnosed prior 
to this study.

The differences in characteristics between CAD patients with 
COPD compared with those without COPD are shown in table 1. 
Compared with CAD subjects without COPD, those with COPD 
were significantly older (73.2 vs 69.2 year, p = 0.042), and they had 
a lower BMI (22.9 vs 24.2, p = 0.03), a lower ABI (0.93 vs 1.04, p = 
0.04), and a higher TNF-α (4.2 vs 2.2 pg/ml, p = 0.047). There were 
no differences in smoking status or prevalence of cardiovascular 
comorbidities. To determine independent factors associated with 
ABI, which is a surrogate marker of the severity of CAD [22-26], we 
performed a multivariate analysis. Age (OR 0.99, 95% CI 0.991-0.999; 
p = 0.049) and existence of COPD (OR 0.90, 95% CI 0.82-0.99; p = 
0.038) were independently associated with ABI (Table 2).

Discussion
This is the first report of the prevalence of COPD in CAG-proven 

CAD patients in Japan. In this prospective study, we found that the 
prevalence of COPD in CAD patients with a smoking history was 
high (28.6%). None of them had been diagnosed prior to this study. 
Some studies have reported the prevalence of COPD in CAD patients 
[9,10,27-30]; however, the prevalence of COPD in CAD could vary 
according to the population studied, the COPD criteria, and the 
CAD diagnostic procedure. Most of the studies on the prevalence of 
COPD in CAD patients have been conducted in cohorts hospitalized 
with acute coronary syndrome [27-30] or enrolled in clinical trials 

death [15,18]. Thus, the characteristics of CAD patients with COPD 
in Japan may be different from those in Western countries. Therefore, 
it is necessary to investigate the features of CAD patients with COPD 
in Japan to facilitate the appropriate diagnosis of COPD in Japanese 
CAD patients.

In this study, we investigated the prevalence of COPD in Japanese 
subjects with CAG-proven CAD and the difference in features 
between CAD subjects with and without COPD.

Materials and Methods
This study was a single-center, prospective, observational study, 

and it was approved by the Ethics Committee of Shinko Hospital. 
Informed consent was obtained from all subjects prior to enrollment.

From June 2011 to December 2012, we enrolled consecutive 
subjects who underwent CAG in our hospital. CAD was defined as 
≧ 70% diameter narrowing of the coronary artery (≧ 50% for the left 
main trunk) revealed by CAG [19].

Subjects with acute myocardial infarction, acute heart failure, and 
a history of respiratory infection within the previous 4 weeks, other 
pulmonary diseases, active malignancy, and collagen diseases were 
excluded, as were those who underwent immunosuppressive therapy.

The definition of COPD was based on the spirometric criteria of 
the Global Initiative for Chronic Obstructive Lung Disease (GOLD) 
guidelines (post-bronchodilator FEV1/forced vital capacity (FVC) < 
0.7) [20].

Cardiovascular comorbidity was recorded carefully. Body mass 
index (BMI) was calculated as weight (in kilograms) divided by 
height (in meters) squared. Hypertension was defined as either a 
systolic blood pressure ≧ 140 mmHg, diastolic blood pressure ≧ 90 
mmHg, or self-reported use of antihypertensive medication. Diabetes 
mellitus was defined as either a fasting glucose level ≧ 126 mg/dl, 
a non-fasting glucose level ≧ 200 mg/dl, a self-reported physician 
diagnosis, or pharmacologic hypoglycemic treatment. Subjects with a 
low-density lipoprotein (LDL)-cholesterol level ≧ 140 mg/dl or using 
lipid-lowering drugs were considered to have hypercholesterolemia. 
The subjects also completed a medical history that included questions 
about their current smoking status and history.

Spirometry was performed on all subjects using a computed 
spirometer (CHESTAC-8800, CHEST M. I., Inc., Tokyo, Japan). 
The protocol for the lung function measurements conformed to the 
recommendations of the American Thoracic Society [21].

Table 1: Comparison of characteristics between CAD patients with COPD and 
those without COPD in subjects with a smoking history

 
with COPD without COPD

p
 (n = 26)  (n = 65)

Age, years 73.2 (6.3) 69.2 (8.9) 0.042
Male, n (%) 25 (96.2) 61 (93.8) 0.67
Smoking history, n (%) 0.57
    Current smoker 10 (38.5) 21 (32.3)
    Ex-smoker 16 (61.5) 44 (67.7)
Smoking pack-years 52.7 (25.8) 52.1 (67.4) 1.00
BMI 22.9 (3.3) 24.2 (3.1) 0.03
FEV1/FVC 61.1 (9.0) 78.4 (4.4) <0.001
%FEV1, (%) 69.1 (16.2) 93.2 (14.3) <0.001
%VC, (%) 88.3 (11.6) 94.0 (2.4) 0.15
ABI 0.93 (0.25) 1.04 (0.19) 0.04
Hypertension, n (%) 19 (76.0) 44 (67.7) 0.37
Diabetes mellitus, n (%) 12 (48.0) 33 (50.8) 0.81
Hyperlipidemia, n (%) 814 (53.8) 41 (64.6) 0.42
hs-CRP (mg/dl) 0.21 (0.62) 0.20 (0.24) 0.87
TNF-α (pg/ml) 4.2 (0.8) 2.2 (0.5) 0.047

Values are mean (SEM) unless otherwise indicated.

Abbreviations: BMI, body mass index; %FEV1, percent forced expiratory volume 
in 1 second; FEV1/FVC, Forced expiratory volume in 1 second/Forced vital 
capacity; %VC, percent vital capacity; ABI, ankle-brachial pressure index; hs-
CRP, high-sensitivity C-reactive protein; TNF-α, tissue necrosis factor-α

Table 2: Multivariate analysis for factors associated with ABI. (a) Adjusted for 
age, FEV1, and BMI; (b) Adjusted for age, existence of COPD, and BMI.

(a)
  OR 95% CI p
Age 0.995 0.991-0.999 0.029
FEV1 1.002 0.999-1.003 0.089
BMI 1.00 0.987-1.010 0.83

(b)
  OR 95% CI p
Age 0.995 0.991-0.999 0.049
Existence of COPD 0.904 0.824-0.993 0.038
BMI 1.00 0.986-1.009 0.65

Abbreviations: BMI, body mass index; FEV1, Forced expiratory volume in 1 
second
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[28], which may lead to selection bias. Only one study has examined 
the prevalence of airflow limitation in patients with stable CAD 
diagnosed by CAG. Soriano et al. reported that 33.6% of stable, 
CAG-proven CAD patients had airflow limitation [8]; however, in 
that study, subjects who had never smoked were included. Thus, 
the prevalence of COPD may be higher in subjects with a smoking 
history than in Soriano’s population. In Japan, it is reported that the 
prevalence of CAD patients with airflow limitation or COPD was 2.4-
25.9% [9,10,31]. Nishiyama et al. [31] reported that in 9877 Japanese 
patients with CAD, the prevalence of COPD was 2.4%; however, this 
is much lower than reports from other Japanese data [9,10]. In that 
study, they considered COPD patients as those for whom COPD was 
listed as a comorbid condition in their database; however, spirometry 
was not done in all patients but only in patients who had respiratory 
symptoms. Thus, many underdiagnosed patients might be included 
as non-COPD patients. In studies by Onishi et al. [9] and Wada et al. 
[10], the CAD diagnostic procedures were not mentioned; however, 
it has been reported that the sensitivity and specificity of non-
invasive procedures for CAD, such as treadmill testing [11,12] and 
scintigraphy [13], are not high. We enrolled only CAG-proven CAD 
patients sequentially. Thus, although the sample size was relatively 
small, we provided a more accurate estimate of the prevalence of 
COPD in CAD patients in Japan.

In this study, we showed that compared with CAD patients 
without COPD, those with COPD are significantly older, have a lower 
BMI and ABI, and have a higher serum TNF-α. Previous reports were 
inconsistent about the difference in BMI between CAD patients 
with COPD and those without COPD. Reports about patients from 
the Middle East [32] and Spain [8] showed that the BMI of CAD 
patients with COPD was significantly higher than that of CAD 
patients without COPD (29.1 vs 27.5, p = 0.001; 29.8 vs 28.4, p < 0.05, 
respectively). On the contrary, the results of the Valsartan in Acute 
Myocardial Infarction Trial, which enrolled participants from the 
USA and European countries, showed that the BMI of CAD patients 
with COPD was significantly lower than that of CAD patients without 
COPD (27.5 vs 27.9, p < 0.05) [30]. In Japan, Onishi et al. reported 
that the BMI of CVD patients with COPD was significantly lower 
than that of CVD patients without COPD (23.3 vs 25.1, p < 0.001) 
[9]. Nishiyama et al. also reported that the BMI of CAD patients with 
COPD tended to be lower than that of CAD patients without COPD 
[31]. It is not clear whether the different BMI profile of CAD patients 
with COPD is caused by ethnic or genetic differences. Whatever 
the reason, previous studies and our data suggest that the BMI of 
Japanese CAD patients with COPD may tend to be lower than that of 
CAD patients without COPD.

To our knowledge, this is the first report that investigated the 
difference in systemic inflammation between CAD patients with 
COPD and those without COPD. In this study, we showed that the 
serum TNF-α was significantly higher in CAD patients with COPD 
compared with that of CAD patients without COPD. Moreover, 
the existence of COPD was independently associated with ABI. 
Iwamoto et al. measured the carotid intima-media thickness and 
focal atheromatous plaque as indicators of subclinical atherosclerosis 
in patients with airflow limitation, in smokers without airflow 
limitation, and the control group [33]. They revealed that mean 
carotid intima-media thickness was greater in smokers with airflow 
limitation than in smokers without airflow limitation and control 
never-smokers. Ridker et al. [34] reported that plasma concentrations 
of TNF-α were persistently elevated during the stable phase after 
myocardial ischemia; furthermore, among those with the highest 
levels of TNF-α, an excess risk of recurrent coronary events after 
myocardial ischemia was predominantly seen. Freitas et al. [35] 
reported that serum TNF-α levels were associated with intima-media 
thickness and coronary artery calcification. These reports indicate 
that COPD is an independent risk factor for atherosclerosis. Systemic 
inflammation, reflected by serum proinflammatory cytokines such as 
TNF-α elevation, exists in COPD patients, and this inflammation may 
lead to atherosclerosis [3]. We could not find a correlation between 
TNF-α and ABI or BMI; however, in CAD patients with COPD, more 

severe systemic inflammation may contribute to a lower BMI and 
ABI [36,37].

Previous studies reported that patients with COPD had higher 
levels of CRP than control subjects [38]; however, in the present 
study, hs-CRP levels were not significantly different between the two 
groups. Several studies revealed statins have the effect of lowering 
serum hs-CRP [20,39,40]. Because over half of the participants in this 
study had hyperlipidemia and had been prescribed statins, the CRP-
lowering effect of statins might have affected the results of this study.

In this study, the existence of COPD was independently associated 
with ABI. Some studies reported that ABI is associated with the 
severity of CAD [22-26]. Sebastianski et al. [22] revealed that low ABI 
patients had more severe CAD and more myocardium at risk. Zuo 
et al. [23] also reported that with the progression of CAD, the levels 
of ABI gradually decreased. Thus, ABI is considered as a surrogate 
marker for the severity of CAD. Some studies found that compared 
with CAD patients without COPD, CAD patients with COPD had 
more severe CAD [14,41] and a poorer prognosis [28-30]. Topsakal 
et al. reported that the severity and intensity of atherosclerosis of 
the coronary artery are greater in COPD patients compared with 
those without COPD [14]. Behar et al. demonstrated that after 
acute myocardial infarction, patients with COPD had a significantly 
higher rate of mortality compared with those without COPD [29]. 
Furthermore, Hawkins [28] and Nishiyama et al. [31] reported that 
COPD is an independent predictor of death in patients with ischemic 
heart disease. Donaldson et al. reported that COPD exacerbations 
increase the risk of myocardial infarction and stroke [6]. Therefore, 
low levels of ABI in COPD patients with CAD may reflect more 
severe CAD compared with those of CAD patients without COPD, 
and it is important to make an early diagnosis and to manage COPD 
in CAD patients.

There were several limitations in this study. The first is that we 
excluded the patients who had malignant disease or acute myocardial 
infarction or who were treated with immunosuppressive drugs. Thus, 
we could not evaluate the prevalence of COPD in CAD patients in 
the real world. The second limitation is that it was possible that we 
could not elucidate the association between systemic inflammatory 
markers and clinical indices because the number of COPD patients 
was relatively small. Finally, most of the subjects in this study were 
male patients, and the findings may not necessarily be extrapolated 
to female patients.

In conclusion, our study suggested that the prevalence of COPD 
in stable CAD patients was high in Japan. CAD patients with COPD 
may have more severe systemic inflammation, which may lead to 
atherosclerosis. Spirometry should be considered to find COPD in 
the clinical management of Japanese CAD patients, as CAD patients 
with COPD are known to have a poorer outcome.

Acknowledgement
This study was supported by the Medical Research Fund of 

the Hyogo Medical Association. The supporting source was not 
involved with the study design or with the collection, analysis, and 
interpretation of data.

Conflict of Interest
The authors declare that there is no conflict of interest regarding 

the publication of this paper.

References
1.	 Fukuchi Y, Nishimura M, Ichinose M, Adachi M, Nagai A, et al. (2004) COPD 

in Japan: the Nippon COPD Epidemiology study. Respirology 9: 458-465.

2.	 Vestbo J, Hurd SS, Agustí AG, Jones PW, Vogelmeier C, et al. (2013) 
Global strategy for the diagnosis, management, and prevention of chronic 
obstructive pulmonary disease: GOLD executive summary. Am J Respir Crit 
Care Med 187: 347-365.

3.	 Barnes PJ, Celli BR (2009) Systemic manifestations and comorbidities of 
COPD. Eur Respir J 33: 1165-1185.

http://www.ncbi.nlm.nih.gov/pubmed/15612956
http://www.ncbi.nlm.nih.gov/pubmed/15612956
http://www.ncbi.nlm.nih.gov/pubmed/22878278
http://www.ncbi.nlm.nih.gov/pubmed/22878278
http://www.ncbi.nlm.nih.gov/pubmed/22878278
http://www.ncbi.nlm.nih.gov/pubmed/22878278
http://www.ncbi.nlm.nih.gov/pubmed/19407051
http://www.ncbi.nlm.nih.gov/pubmed/19407051


• Page 4 of 4 •ISSN: 2378-3516Matsuoka et al. Int J Respir Pulm Med 2016, 3:038

4.	 Fabbri LM, Luppi F, Beghé B, Rabe KF (2008) Complex chronic comorbidities 
of COPD. Eur Respir J 31: 204-212.

5.	 Curkendall SM, DeLuise C, Jones JK, Lanes S, Stang MR, et al. (2006) 
Cardiovascular disease in patients with chronic obstructive pulmonary 
disease, Saskatchewan Canada cardiovascular disease in COPD patients. 
Ann Epidemiol 16: 63-70.

6.	 Donaldson GC, Hurst JR, Smith CJ, Hubbard RB, Wedzicha JA (2010) 
Increased risk of myocardial infarction and stroke following exacerbation of 
COPD. Chest 137: 1091-1097.

7.	 Zhang JW, Zhou YJ, Yang Q, Yang SW, Nie B, et al. (2013) Impact of 
chronic obstructive pulmonary diseases on outcomes and hospital days after 
percutaneous coronary intervention. Angiology 64: 430-434.

8.	 Soriano JB, Rigo F, Guerrero D, Yañez A, Forteza JF, et al. (2010) High 
prevalence of undiagnosed airflow limitation in patients with cardiovascular 
disease. Chest 137: 333-340.

9.	 Onishi K, Yoshimoto D, Hagan GW, Jones PW (2014) Prevalence of airflow 
limitation in outpatients with cardiovascular diseases in Japan. Int J Chron 
Obstruct Pulmon Dis 9: 563-568.

10.	Wada H, Nakano Y, Nagao T, Osawa M, Yamada H, et al. (2010) Detection 
and prevalence of chronic obstructive pulmonary disease in a cardiovascular 
clinic: evaluation using a hand held FEVâ‚ /FEVâ‚† meter and questionnaire. 
Respirology 15: 1252-1258.

11.	Lee TH, Boucher CA (2001) Clinical practice. Noninvasive tests in patients 
with stable coronary artery disease. N Engl J Med 344: 1840-1845.

12.	Garber AM, Solomon NA (1999) Cost-effectiveness of alternative test 
strategies for the diagnosis of coronary artery disease. Ann Intern Med 130: 
719-728.

13.	Klocke FJ, Baird MG, Lorell BH, Bateman TM, Messer JV, et al. (2003) ACC/
AHA/ASNC guidelines for the clinical use of cardiac radionuclide imaging--
executive summary: a report of the American College of Cardiology/American 
Heart Association Task Force on Practice Guidelines (ACC/AHA/ASNC 
Committee to Revise the 1995 Guidelines for the Clinical Use of Cardiac 
Radionuclide Imaging). J Am Coll Cardiol 42: 1318-1333.

14.	Topsakal R, Kalay N, Ozdogru I, Cetinkaya Y, Oymak S, et al. (2009) Effects 
of chronic obstructive pulmonary disease on coronary atherosclerosis. Heart 
Vessels 24: 164-168.

15.	Nishimura M, Makita H, Nagai K, Konno S, Nasuhara Y, et al. (2012) Annual 
change in pulmonary function and clinical phenotype in chronic obstructive 
pulmonary disease. Am J Respir Crit Care Med 185: 44-52.

16.	Fukuchi Y, Fernandez L, Kuo HP, Mahayiddin A, Celli B, et al. (2011) Efficacy 
of tiotropium in COPD patients from Asia: a subgroup analysis from the 
UPLIFT trial. Respirology 16: 825-835.

17.	Y. Nakano A, Nagai M, Mishima et al. (2012) Investigation of COPD 
management in primary care in Japan using hand-held spirometer. Kokyu 
31: 273-281.

18.	Berry CE, Wise RA (2010) Mortality in COPD: causes, risk factors, and 
prevention. COPD 7: 375-382.

19.	Levine GN,  Bates ER,  Blankenship JC,  Bailey SR,  Bittl JA, et al. (2012) 
2011 ACCF/AHA/SCAI Guideline for Percutaneous Coronary Intervention: 
executive summary: a report of the American College of Cardiology 
Foundation/American Heart Association Task Force on Practice Guidelines 
and the Society for Cardiovascular Angiography and Interventions. Catheter 
Cardiovasc Interv 79: 453-495.

20.	Puri R, Nissen SE, Shao M, Uno K, Kataoka Y, et al. (2014) Impact of baseline 
lipoprotein and C-reactive protein levels on coronary atheroma regression 
following high-intensity statin therapy. Am J Cardiol 114: 1465-1472.

21.	[No authors listed] (1995) Standardization of Spirometry, 1994 Update. 
American Thoracic Society. Am J Respir Crit Care Med 152: 1107-1136.

22.	Sebastianski M, Narasimhan S, Graham MM, Toleva O, Shavadia J, et al. 
(2014) Usefulness of the ankle-brachial index to predict high coronary SYNTAX 
scores, myocardium at risk, and incomplete coronary revascularization. Am 
J Cardiol 114: 1745-1749.

23.	Zuo G, Zhang M, Jia X, Zheng L, Li Y, et al. (2014) Correlation between 
brachial-ankle pulse wave velocity, carotid artery intima-media thickness, 
ankle-brachial index, and the severity of coronary lesions. Cell Biochem 
Biophys 70: 1205-1211.

24.	Aykan AÇ, Gül I, Gökdeniz T, Hatem E, Arslan AO, et al. (2014) Ankle brachial 
index intensifies the diagnostic accuracy of epicardial fat thickness for the 
prediction of coronary artery disease complexity. Heart Lung Circ 23: 764-771.

25.	Amer MS, Tawfik HM, Elmoteleb AM, Maamoun MM (2014) Correlation 
between ankle brachial index and coronary artery disease severity in elderly 
Egyptians. Angiology 65: 891-895.

26.	Sadeghi M, Heidari R, Mostanfar B, Tavassoli A, Roghani F, et al. (2011) The 
Relation Between Ankle-Brachial Index (ABI) and Coronary Artery Disease 
Severity and Risk Factors: An Angiographic Study. ARYA Atheroscler 7: 68-73.

27.	Wakabayashi K, Gonzalez MA, Delhaye C, Ben-Dor I, Maluenda G, et al. 
(2010) Impact of chronic obstructive pulmonary disease on acute-phase 
outcome of myocardial infarction. Am J Cardiol 106: 305-309.

28.	Hawkins NM,  Huang Z,  Pieper KS,  Solomon SD,  Kober L, et al. (2009) 
Chronic obstructive pulmonary disease is an independent predictor of death 
but not atherosclerotic events in patients with myocardial infarction: analysis 
of the Valsartan in Acute Myocardial Infarction Trial (VALIANT). Eur J Heart 
Fail 11: 292-298. 

29.	Behar S, Panosh A, Reicher-Reiss H, Zion M, Schlesinger Z, et al. (1992) 
Prevalence and prognosis of chronic obstructive pulmonary disease among 
5,839 consecutive patients with acute myocardial infarction. SPRINT Study 
Group. Am J Med 93: 637-641.

30.	Bursi F, Vassallo R, Weston SA, Killian JM, Roger VL (2010) Chronic 
obstructive pulmonary disease after myocardial infarction in the community. 
Am Heart J 160: 95-101.

31.	Nishiyama K, Morimoto T, Furukawa Y, Nakagawa Y, Ehara N, et al. (2010) 
Chronic obstructive pulmonary disease--an independent risk factor for long-
term cardiac and cardiovascular mortality in patients with ischemic heart 
disease. Int J Cardiol 143: 178-183.

32.	Hadi HA, Zubaid M, A Mahmeed W, El-Menyar AA, Ridha M, et al. (2010) 
Prevalence and prognosis of chronic obstructive pulmonary disease among 
8167 Middle Eastern patients with acute coronary syndrome. Clin Cardiol 33: 
228-235.

33.	Iwamoto H, Yokoyama A, Kitahara Y, Ishikawa N, Haruta Y, et al. (2009) 
Airflow limitation in smokers is associated with subclinical atherosclerosis. 
Am J Respir Crit Care Med 179: 35-40.

34.	Ridker PM, Rifai N, Pfeffer M, Sacks F, Lepage S, et al. (2000) Elevation of 
tumor necrosis factor-alpha and increased risk of recurrent coronary events 
after myocardial infarction. Circulation 101: 2149-2153.

35.	Freitas WM, Quaglia LA, Santos SN, Soares AA, Japiassú AV, et al. (2011) 
Association of systemic inflammatory activity with coronary and carotid 
atherosclerosis in the very elderly. Atherosclerosis 216: 212-216.

36.	Miller J, Edwards LD, Agustí A, Bakke P, Calverley PM, et al. (2013) 
Comorbidity, systemic inflammation and outcomes in the ECLIPSE cohort. 
Respir Med 107: 1376-1384.

37.	Wagner PD (2008) Possible mechanisms underlying the development of 
cachexia in COPD. Eur Respir J 31: 492-501.

38.	Gan WQ, Man SF, Senthilselvan A, Sin DD (2004) Association between 
chronic obstructive pulmonary disease and systemic inflammation: a 
systematic review and a meta-analysis. Thorax 59: 574-580. 

39.	Ma Q, Zhou Y, Zhai G, Gao F, Zhang L, et al. (2015) Meta-Analysis Comparing 
Rosuvastatin and Atorvastatin in Reducing Concentration of C-Reactive 
Protein in Patients With Hyperlipidemia. Angiology .

40.	Timár O,  Szekanecz Z,  Kerekes G,  Végh J,  Oláh AV, et al. (2013) 
Rosuvastatin improves impaired endothelial function, lowers high sensitivity 
CRP, complement and immuncomplex production in patients with systemic 
sclerosis--a prospective case-series study. Arthritis Res Ther 15: R105.

41.	Selvaraj CL, Gurm HS, Gupta R, Ellis SG, Bhatt DL (2005) Chronic obstructive 
pulmonary disease as a predictor of mortality in patients undergoing 
percutaneous coronary intervention. Am J Cardiol 96: 756-759.

http://www.ncbi.nlm.nih.gov/pubmed/18166598
http://www.ncbi.nlm.nih.gov/pubmed/18166598
http://www.ncbi.nlm.nih.gov/pubmed/16039877
http://www.ncbi.nlm.nih.gov/pubmed/16039877
http://www.ncbi.nlm.nih.gov/pubmed/16039877
http://www.ncbi.nlm.nih.gov/pubmed/16039877
http://www.ncbi.nlm.nih.gov/pubmed/20022970
http://www.ncbi.nlm.nih.gov/pubmed/20022970
http://www.ncbi.nlm.nih.gov/pubmed/20022970
http://www.ncbi.nlm.nih.gov/pubmed/22942128
http://www.ncbi.nlm.nih.gov/pubmed/22942128
http://www.ncbi.nlm.nih.gov/pubmed/22942128
http://www.ncbi.nlm.nih.gov/pubmed/19783666
http://www.ncbi.nlm.nih.gov/pubmed/19783666
http://www.ncbi.nlm.nih.gov/pubmed/19783666
http://www.ncbi.nlm.nih.gov/pubmed/24920894
http://www.ncbi.nlm.nih.gov/pubmed/24920894
http://www.ncbi.nlm.nih.gov/pubmed/24920894
http://www.ncbi.nlm.nih.gov/pubmed/20920134
http://www.ncbi.nlm.nih.gov/pubmed/20920134
http://www.ncbi.nlm.nih.gov/pubmed/20920134
http://www.ncbi.nlm.nih.gov/pubmed/20920134
http://www.ncbi.nlm.nih.gov/pubmed/11407346
http://www.ncbi.nlm.nih.gov/pubmed/11407346
http://www.ncbi.nlm.nih.gov/pubmed/10357690
http://www.ncbi.nlm.nih.gov/pubmed/10357690
http://www.ncbi.nlm.nih.gov/pubmed/10357690
http://www.ncbi.nlm.nih.gov/pubmed/14522503
http://www.ncbi.nlm.nih.gov/pubmed/14522503
http://www.ncbi.nlm.nih.gov/pubmed/14522503
http://www.ncbi.nlm.nih.gov/pubmed/14522503
http://www.ncbi.nlm.nih.gov/pubmed/14522503
http://www.ncbi.nlm.nih.gov/pubmed/14522503
http://www.ncbi.nlm.nih.gov/pubmed/19466515
http://www.ncbi.nlm.nih.gov/pubmed/19466515
http://www.ncbi.nlm.nih.gov/pubmed/19466515
http://www.ncbi.nlm.nih.gov/pubmed/22016444
http://www.ncbi.nlm.nih.gov/pubmed/22016444
http://www.ncbi.nlm.nih.gov/pubmed/22016444
http://www.ncbi.nlm.nih.gov/pubmed/21539680
http://www.ncbi.nlm.nih.gov/pubmed/21539680
http://www.ncbi.nlm.nih.gov/pubmed/21539680
http://www.ncbi.nlm.nih.gov/pubmed/20854053
http://www.ncbi.nlm.nih.gov/pubmed/20854053
http://www.ncbi.nlm.nih.gov/pubmed/22328235
http://www.ncbi.nlm.nih.gov/pubmed/22328235
http://www.ncbi.nlm.nih.gov/pubmed/22328235
http://www.ncbi.nlm.nih.gov/pubmed/22328235
http://www.ncbi.nlm.nih.gov/pubmed/22328235
http://www.ncbi.nlm.nih.gov/pubmed/22328235
http://www.ncbi.nlm.nih.gov/pubmed/25282317
http://www.ncbi.nlm.nih.gov/pubmed/25282317
http://www.ncbi.nlm.nih.gov/pubmed/25282317
http://www.ncbi.nlm.nih.gov/pubmed/7663792
http://www.ncbi.nlm.nih.gov/pubmed/7663792
http://www.ncbi.nlm.nih.gov/pubmed/25306553
http://www.ncbi.nlm.nih.gov/pubmed/25306553
http://www.ncbi.nlm.nih.gov/pubmed/25306553
http://www.ncbi.nlm.nih.gov/pubmed/25306553
http://www.ncbi.nlm.nih.gov/pubmed/24906234
http://www.ncbi.nlm.nih.gov/pubmed/24906234
http://www.ncbi.nlm.nih.gov/pubmed/24906234
http://www.ncbi.nlm.nih.gov/pubmed/24906234
http://www.ncbi.nlm.nih.gov/pubmed/24704468
http://www.ncbi.nlm.nih.gov/pubmed/24704468
http://www.ncbi.nlm.nih.gov/pubmed/24704468
http://www.ncbi.nlm.nih.gov/pubmed/24265249
http://www.ncbi.nlm.nih.gov/pubmed/24265249
http://www.ncbi.nlm.nih.gov/pubmed/24265249
http://www.ncbi.nlm.nih.gov/pubmed/22577449
http://www.ncbi.nlm.nih.gov/pubmed/22577449
http://www.ncbi.nlm.nih.gov/pubmed/22577449
http://www.ncbi.nlm.nih.gov/pubmed/20643237
http://www.ncbi.nlm.nih.gov/pubmed/20643237
http://www.ncbi.nlm.nih.gov/pubmed/20643237
http://www.ncbi.nlm.nih.gov/pubmed/19176539
http://www.ncbi.nlm.nih.gov/pubmed/19176539
http://www.ncbi.nlm.nih.gov/pubmed/19176539
http://www.ncbi.nlm.nih.gov/pubmed/19176539
http://www.ncbi.nlm.nih.gov/pubmed/19176539
http://www.ncbi.nlm.nih.gov/pubmed/1466359
http://www.ncbi.nlm.nih.gov/pubmed/1466359
http://www.ncbi.nlm.nih.gov/pubmed/1466359
http://www.ncbi.nlm.nih.gov/pubmed/1466359
http://www.ncbi.nlm.nih.gov/pubmed/20598978
http://www.ncbi.nlm.nih.gov/pubmed/20598978
http://www.ncbi.nlm.nih.gov/pubmed/20598978
http://www.ncbi.nlm.nih.gov/pubmed/19368979
http://www.ncbi.nlm.nih.gov/pubmed/19368979
http://www.ncbi.nlm.nih.gov/pubmed/19368979
http://www.ncbi.nlm.nih.gov/pubmed/19368979
http://www.ncbi.nlm.nih.gov/pubmed/20394044
http://www.ncbi.nlm.nih.gov/pubmed/20394044
http://www.ncbi.nlm.nih.gov/pubmed/20394044
http://www.ncbi.nlm.nih.gov/pubmed/20394044
http://www.ncbi.nlm.nih.gov/pubmed/18931335
http://www.ncbi.nlm.nih.gov/pubmed/18931335
http://www.ncbi.nlm.nih.gov/pubmed/18931335
http://www.ncbi.nlm.nih.gov/pubmed/10801754
http://www.ncbi.nlm.nih.gov/pubmed/10801754
http://www.ncbi.nlm.nih.gov/pubmed/10801754
http://www.ncbi.nlm.nih.gov/pubmed/21316055
http://www.ncbi.nlm.nih.gov/pubmed/21316055
http://www.ncbi.nlm.nih.gov/pubmed/21316055
http://www.ncbi.nlm.nih.gov/pubmed/23791463
http://www.ncbi.nlm.nih.gov/pubmed/23791463
http://www.ncbi.nlm.nih.gov/pubmed/23791463
http://www.ncbi.nlm.nih.gov/pubmed/18310396
http://www.ncbi.nlm.nih.gov/pubmed/18310396
http://www.ncbi.nlm.nih.gov/pubmed/15223864
http://www.ncbi.nlm.nih.gov/pubmed/15223864
http://www.ncbi.nlm.nih.gov/pubmed/15223864
http://www.ncbi.nlm.nih.gov/pubmed/26271127
http://www.ncbi.nlm.nih.gov/pubmed/26271127
http://www.ncbi.nlm.nih.gov/pubmed/26271127
http://www.ncbi.nlm.nih.gov/pubmed/24008003
http://www.ncbi.nlm.nih.gov/pubmed/24008003
http://www.ncbi.nlm.nih.gov/pubmed/24008003
http://www.ncbi.nlm.nih.gov/pubmed/24008003
http://www.ncbi.nlm.nih.gov/pubmed/16169353
http://www.ncbi.nlm.nih.gov/pubmed/16169353
http://www.ncbi.nlm.nih.gov/pubmed/16169353

	Title
	Corresponding author
	Abstract
	Keywords
	Introduction
	Materials and Methods 
	Statistical Analysis 
	Results
	Discussion
	Acknowledgement
	Conflict of Interest 
	Table 1
	Table 2
	References

