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Background: Nowadays, there is increasing awareness about the frequent chronic comorbidities 

in patients with chronic obstructive pulmonary disease (COPD) but little information is available 

to quantify the burden of illness that these conditions cause in this population. We aimed to 

identify and describe a population suffering from COPD highlighting the co-morbid conditions 

that may contribute to poor clinical outcomes.

Design: Epidemiological cross-sectional study conducted using administrative heath services 

databases.

Results: A cohort of 126,283 COPD patients was identifi ed. The estimated prevalence in 

adult population was 3.6%. Ninety-eight percent of these patients (123,603) received at least 

one prescription of “non-respiratory drugs” and, considering chronic specifi c comorbidities 

(cardiovascular disease, diabetes and depression) 86,351 patients (68.4% of COPD patients) 

suffered from at least one of these conditions. 80,840 pts (64.4%) were treated for cardiovascular 

diseases, 17,091 subjects for diabetes (12.4%) and 10,292 for depression (8%). About 16% of 

COPD subjects (19,168 patients) had two out of the three considered comorbid conditions and 

1352 patients (1.1%) all three.

Conclusion: This study highlights the complex spectrum of comorbidities in COPD patients. 

The prevalence of main chronic diseases increases with age, in particular among female group. 

An enhanced public awareness about these conditions is necessary, just as a more comprehensive 

approach in their management.
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Introduction
Nowadays, chronic obstructive pulmonary disease (COPD) is considered a major 

cause of morbidity and mortality worldwide. In contrast to the trend for cardiovas-

cular diseases, cancer and stroke, death rates from COPD have been rising steadily 

over the last decade (Hurd et al 2005) and, according to estimates of the World 

Health Organization (WHO), by 2020 this condition shall become the third most 

frequent cause of death, following coronary and cerebrovascular disease (Murray 

et al 1997).

Although these fi gures on COPD morbidity and mortality are alarming, they are 

only a “tip of the iceberg” because COPD is often part of a much more complex profi le 

of comorbidities (Hansell et al 2003).

Over the last few years, there has been an increased awareness about the systemic 

nature of COPD (Augusti 2005; Shapiro et al 2005) and the frequent and important 

chronic comorbidities that may contribute signifi cantly to its severity and mortality 

(van Manen et al 2001; Boyd et al 2005; Sin and Man 2005a; Soriano et al 2005), and 

that might be affected by treatment (Liao 2005; Sin and Man 2005b).
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Several studies suggest that cardiovascular diseases 

(CVD) are more frequent in COPD patients than in the gen-

eral population and may represent a burden greater than that 

of lung disease itself (Burney et al 2003; Holguin et al 2005; 

Huiart et al 2005). Moreover, Antonelli and colleagues docu-

mented that in the presence of ischemic heart diseases CVD 

becomes an important factor, predicting all-cause mortality 

on COPD patients (Antonelli et al 1997).

In addition, among COPD comorbidity, depression 

deserves particular attention. COPD (especially at severe 

levels) leads to impairments in activities of daily living, social 

and psychological functioning and recreational activities. 

Depression has been found to occur in 7%–42% of COPD 

patients up to four times more frequently than in subjects 

without COPD (Kunik et al 2005).

These observations highlight the fragmentary nature 

of available information, and at the same time the impor-

tance of studying COPD comprehensively, considering 

often-associated concomitant conditions and quantifying 

the burden of illness that these conditions cause in this 

population.

With this study we intend to identify a population suf-

fering from COPD, assessing COPD prevalence in a large 

sample of Italian population (about 8 millions of inhabitants) 

and describing the general profi le of COPD patients, in whom 

comorbidity plays an important role.

Methods
This is an epidemiological cross-sectional study, conducted 

using administrative heath services databases from 22 Italian 

Local Health Units (LHU) participating in the ARNO project 

(Clavenna et al 2003). The population comprised 7,731,628 

inhabitants. The observation was carried out between January 

1st and December 31st, 2004.

Data sources
This study used the outpatients’ prescriptions database (PD) 

of drugs totally or partially reimbursed by the National Health 

System (NHS), and the Civil Registry Database (CRD), in 

each LHU.

These databases have been extensively used for epidemio-

logical studies including drug-exposure and chronic disease 

(Clavenna et al 2003; Anecchino et al 2005) as well as to 

study population-based health outcomes (Monte, Fanizza, 

et al 2006; Monte, Macchia, et al 2006). Besides, the use 

of this source limits bias selection as these databases cover 

the whole population. 69% of residents were eligible for 

outpatient prescription drug benefi ts.

All databases are managed by the Consorzio Interuni-

versitario CINECA.

Cohort defi nition
COPD cohort was identifi ed using the following criteria:

• Age of 45 years or above;

• Chronic treatment with drugs for obstructive pulmonary 

diseases (inhaled/oral bronchodilators, inhaled steroids 

or fi xed-dose combinations) (index drugs).

Chronicity was defi ned linking the number of prescribed 

packages and the duration of therapy, defi ned in terms of 

time from fi rst to last prescription of the index drug. Patients 

who received more than fi ve boxes of the index drug for over 

3 months or more were considered chronically treated.

A treatment with antibiotics and/or oral steroids was 

assumed as an indicator of disease exacerbations.

To assess the presence of comorbidities, the prescriptions 

of drugs different from those for COPD were analysed. In 

particular, we focused on three drugs classes identifying 

specifi c co-morbidities: diabetes (insulin, insulin analogues 

and oral hypoglycaemic therapy), cardiovascular diseases 

(any cardiovascular drug) and depression (selective sero-

tonin reuptake inhibitors, monoamine oxidase inhibitors, 

monoamine uptake inhibitors).

Treatment chronicity was explored for cardiovascular and 

antidepressant drugs, assuming as chronic any treatment with 

more than three boxes over 3 or more months.

Statistical analysis
We used descriptive statistics to examine the epidemiologi-

cal and therapeutic characteristics of our sample. Prevalence 

of estimated COPD was defi ned as the number of patients 

receiving one or more COPD index drugs per 100 individuals 

in the population. Prevalence rates, as well as percentages 

of patients with comorbidities have been stratifi ed by age 

and gender.

Results
Among the population examined of 7,731,628 NHS users, 

3,535,371 (46%) were of 45 years and over. Of these, 462,894 

(13%) patients were exposed to at least one respiratory agent 

(COPD index drug). The composition of these two popula-

tions is reported in Table 1.

On the basis of the criteria above described and the fl ow-

chart represented in Figure 1, a cohort of 126,283 COPD 

patients was identifi ed.

The prevalence of COPD in our adult population 

(�45 years) was 3.6% and it increased greatly with age (1.9% 
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in the age group 45–64, 4.8% in 65–74, 6.8% in 75–84 and 

5.6% in �85 years). COPD appeared more common in males 

than in females (4.1% in males and 3.1% in females). This differ-

ence was particularly evident in the age group 75–84 years, while 

in the youngest there was no gender difference (Figure 2).

Main characteristics of the patients
Table 2 reports the main characteristics of COPD patients 

including pharmacological treatment and general clinical 

profi le.

The cohort with COPD was older than the reference 

population (see Table 1). Almost 70% of the patients (88,261) 

were 65 or older, including 8% �85 years. The mean age 

was 70 years. Fifty-two percent (65,869) were male.

A high proportion of patients (80%) received a 

poly-therapy as COPD treatment, and, in particular, 

67,822 patients (54%) received more than three different 

drugs.

Likewise, about 80% (100,430 patients) were treated with 

drugs indicating exacerbations. Antibiotic treatment (with or 

without oral corticosteroids) was the most common: three 

fourths of the patients (94,869) were prescribed these drugs.

Comorbidities therapy
Ninety-eight percent of COPD patients (123,603) received at 

least one prescription of “non-respiratory drugs”; the main 

therapeutic classes used are presented in Table 3. These data 

highlight the clinical complexity of the COPD population, 

highly exposed to different pharmacological agents, from 

antibiotic or cardiovascular drugs (more than 70%) to nervous 

system agents (24%).

Considering specifi c comorbid conditions such as car-

diovascular disease, diabetes and depression and applying 

the chronicity criteria for therapy quoted above (see Method 

section), 86,351 patients (68.4% of COPD patients) suffered 

from at least one of these conditions.

Cardiovascular diseases, as expected in these age groups, 

were the most common condition coexisting in COPD 

patients (80,840 pts, 64.4%). 17,091 subjects were treated 

for diabetes (12.4% of COPD patients) and 10,292 for 

Table 1 General description of the examined population 

 Population   Patients exposed to �1
 (�45 years)   respiratory drugs

Gender N pts % N pts %
 Male 1,603,364 45 205,711 44
 Female 1,932,007 55 257,183 56
Age    
 45–64 1,965,547 56 207,721 45
 65–74 810,721 23 128,398 28
 75–84 571,129 16 99,174 21
 �85 187,974 5 27,601 6
Total 3,535,371 100 462,894 100

Figure 1 Flowchart of COPD patients’ identifi cation.

Panel patients
7,731,628

Panel patients ≥45yrs of age
3,535,371 (46.0%)

Patients treated with at least one drug
2,910,173 (82.3%)

Patients with at least one index drug
462,894 (15.9%)

Patients chronically treated: “COPD patients”
126,283

Powered by TCPDF (www.tcpdf.org)



International Journal of COPD 2007:2(4)570

Anecchino et al

depression (8%). The percentage of patients suffering from 

these conditions increased with age (Figure 3).

This is particularly evident for cardiovascular diseases 

(about 40% in the age group 45–64 and over 80% in those 

�85 years); the same is true also for depression (6.2% among 

patients 45–64 years old and 10.8% among those �85 years) 

(Figure 3). Although overall depression was more common in 

females than in males (5.9% in males and 10.6% in females), the 

increase with age was more marked among male patients (from 

3.9% to 8.2% in male vs from 8.3% to 12.8 in female) (Figure 3). 

A less remarkable increase was observed for diabetes (9.2% 

in the age group 45–64 and 13.7% in �85 years) without 

important gender differences (Figure 3). Interestingly, about 

16% of COPD subjects (19,168 patients) had two out of the 

three considered comorbid conditions and 1352 patients 

(1.1%) all three. The details of the different combinations 

are reported in Table 4.

These data document that about twenty thousand patients 

with impaired pulmonary function had a high risk profi le 

for the spectrum of comorbid diseases. The percentage of 

patients with the most complex profi le (all three diseases con-

sidered) indeed increased with age (0.5% of COPD patients 

45–64 years old, 1.1% of 65–74, 1.4% of 75–84 and 1.5% of 

patients �85 years). This increase was particularly evident 

in the female population (from 0.6% in younger patients to 

2.0% in older ones) (Figure 4).

Discussion
The fi rst and very important result of our study was the size 

of the sample identifi ed, 126,283 COPD patients, that was 

higher than any published COPD epidemiological studies 

(Halbert et al 2003), allowing the quantifi cation of the burden 

of COPD in the community setting, through an appraisal of 

the “real dimension” of the problem.
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Figure 2 Prevalence estimated (%) of COPD in subgroups of patients differentiated in age and gender.

Table 2 Main characteristics of COPD patients

Characteristics N pts (126,283) %

Gender
 male 65,869 52.2
 female 60,414 47.8
Age, yrs  
 45–64 38,022 30.1
 65–74 38,775 30.7
 75–84 38,929 30.8
 ≥85 10,557 8.4
Therapy with index drug  
 mono-therapy 25,778 20.4
 poly-therapy 100,505 79.6
Antibiotic agent – oral
steroid prescription
 yes 100,430 79.5
Non-index drug prescription
 yes 123,603 97.9
Specifi c comorbid condition
 yes 86,351 68.4

Table 3 Main therapeutic classes prescribed to COPD patients

Therapeutic class Patients % of COPD pts

Antibiotic agents 95,845 75.9
Cardiovascular drugs 92,367 73.1
Gastrointestinal and metabolic disorders 75,303 59.6
Musculoskeletal system 71,384 56.5
Blood and lymphatic system 55,922 44.3
Endocrine system 53,692 42.5
Nervous system 30,248 24.0
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This wide sample of COPD patients, identifi ed through 

a different methodology respect to the most recent surveys 

(Kim et al 2005; Menezes et al 2005), made possible to have 

numerically signifi cant subgroups, generally excluded in ran-

domized clinical trials and not particularly represented in sur-

veys: specifi cally, elderly subjects (up to 11,000 patients older 

than 85 years), patients with multiple comorbidities (almost 

20,000 patients chronically treated for at least two comorbid 

conditions); elderly females with very complex profi le (814 

patients with the three comorbidities considered).

These results are in agreement with the recent recommen-

dations (Curkendall et al 2006; Fabbri et al 2006) advocating 

efforts to characterize the spectrum of comorbid diseases and 

to develop a more comprehensive approach both in the study 

and in the management of COPD patients. In fact, despite the 

advances in the care of individuals with COPD, some uncer-

tainty remains about how best to manage patients, particularly 

elderly, with different chronic diseases. The information is 

limited and available studies tend to exclude patients with 

complex comorbidity (Boyd et al 2005; Fabbri et al 2006).

In our population we found that nearly all (98%) received 

other drugs besides respiratory agents. Antibiotic agents 

were the most common owing to the frequent bacterial 

infections occurring in these patients, but the high exposure 

0

5

10

15

20

25

30

35

40

45

50

55

60

65

70

75

80

85

90

%
pt

s

Female 40 68.8 79.8 85.4

Male 42.2 66.3 76.3 80.6

Female 8.3 10.1 13 12.8

Male 3.9 5.7 7.3 8.2

Female 8 14.6 16.1 14.9

Male 10.5 16 15.7 12.2

45-64 65-74 75-84 85≥

Diabetes

Cardiovascular diseases

Depression

Figure 3 Percentage of COPD patients with comorbid conditions: diabetes, depression and cardiovascular diseases in subgroup of patients differentiated in sex and age.
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to cardiovascular, anti-infl ammatory, gastrointestinal agents 

highlights the frequent presence of different diseases in the 

same patient.

Our study has, however, some limitations. Administrative 

databases lack clinical and diagnostic information. We identi-

fi ed COPD patients and comorbidities only by prescription 

patterns and the distinction between COPD and asthma is 

diffi cult in this context.

We limited misdiagnosis by including only subjects 

45 years or older and requiring more than occasional treatment. 

Misdiagnosis, therefore, certainly exists in our study but likely 

represents only a small portion of examined population.

Another limitation is that COPD may be under-diagnosed 

and therefore under-treated (Price et al 2003). Symptomatic 

and more severe patients are more likely to be chronically 

treated. Although the use of a general population protects 

from selection bias, our cohort likely comprised mostly 

patients with clear COPD, since we considered only inten-

sive drug exposure (about 80% of patients received two or 

more index drugs).

In people aged 45 years and older, we measured a COPD 

prevalence of 3.6%. These estimates could seem to be lower than 

those obtained in other population-based studies of COPD.

In Italy, Viegi and colleagues measured respectively a 

general COPD prevalence of 12.2%, 57.0% and 28.7% using 

three different COPD defi nitions (ERS, ATS and clinical) 

(Viegi et al 2000). However, this study included patients 

of every severity stage. Considering only moderate/severe 

COPD, the Viegi study rates result very similar to our data: 

3.6%, 5.2% and 4.4% respectively.

Our estimate is also lower than the range of 4%–10% 

derived from an international review of COPD prevalence 

(Halbert et al 2003), and than prevalence reported in the 

other European studies. In Greek people older than 35 years, 

Tzanakis reported a prevalence of 8.4% (Tzanakis et al 2004); 

in IBERPOC, a multicenter survey in Spain (Pena et al 2000), 

the prevalence was 13.1% for men and 10.5% for women. 

The explanation of these differences lies in the variety of 

criteria used to defi ne COPD.

The data available come from studies ad hoc with 

actively screened patients (using diagnostic methods, like 

spirometry), while our data derive from an analysis of 

treatment specifi cally of chronically treated patients.

If we apply less strict criteria, excluding chronicity or 

considering only older patients, our prevalence estimates 

Table 4 Detail of chronic comorbidities in COPD patients

Comorbidities N pts % of COPD pts

– Only one 65,831 52.1
  Cardiovascular diseases (CV) 60,500 47.9
  Diabetes 2,711 2.1
  Depression 2,620 2.1
– Two 19,168 15.2
  Diabetes + CV 12,848 10.2
  CV + Depression 6,140 4.9
  Diabetes + Depression 180 0.1
– Three 1,352 1.1
  Diabetes + CV + Depression 1,352 1.1
Total 86,351 68.4
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Figure 4 Percentage of COPD patients with all three pathologies (diabetes, depression, cardiovascular diseases) in subgroups of patients differentiated in age and gender.
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increase and become very close to literature estimates (see 

Table 1).

With respect to specific chronic comorbidities such 

as diabetes and cardiovascular diseases, our data are in 

perfect agreement with the literature. A recent study using 

administrative databases and identifying COPD patients 

according to our criteria, found a diabetes prevalence of 

14.5% (Curkendall et al 2006); Gudmundsson and col-

leagues (Gudmundsson et al 2006) reported a prevalence 

of 10.6% and 65% for diabetes and cardiovascular disease 

respectively.

On the contrary, our results on depression are diffi cult 

to compare because of the wide variability in the available 

prevalence estimates (up to 42% in moderate to severe COPD, 

Yohannis et al 2000; Kunik et al 2005), even if van Manen et al 

who investigated prevalence of comorbidity in patients with 

COPD over 40 years of age (van Manen et al 2001), found a 

depression prevalence of 8.7%, very similar to our data.

In summary, this study, besides confi rming previous 

evidence, documents that COPD is a health problem also in 

Italy and that public awareness of its burden is important. 

From a broader perspective, it highlights the complex spec-

trum of comorbidities in COPD patients, underlining the 

importance of a comprehensive approach in their manage-

ment. Redelmeier and colleagues demonstrated that when the 

central focus of care is a serious condition, the care for other 

chronic disorders is compromised (Redelmeier et al 1998). 

This could be a real problem considering the high frequency 

of chronic comorbidities that may drastically worsen COPD 

severity and mortality and of complex elderly patients, whose 

management is still uncertain (Fabbri et al 2006).

In conclusion, we think that comorbidities should be 

considered when estimating the social and economic burden 

of disease and we hope that our results will increase the atten-

tion and the initiatives on COPD, possibly in agreement with 

more general actions on respiratory illness (WHO 2006) and 

chronic diseases (Epping-Jordan et al 2006).

Confl ict of interest
We declare that we have no confl ict of interest.

Acknowledgment
The authors thank Mersia Mirandola for her technical assis-

tance in data management.

References
Anecchino C, Fanizza C, Romero M. 2005. Lo studio della BPCO come 

modello di analisi dei database amministrativi. Giornale Italiano di 
Farmacia Clinica, 19, 2:70–6.

Antonelli I, Fuso L, De Rosa M, et al. 1997. Co-morbidity contributes to 
predict mortality of patients with chronic obstructive pulmonary disease. 
Eur Respir J, 10:2794–800.

Augusti AG. 2005. Systemic effects of chronic obstructive pulmonary 
disease. Proc Am Thorac Soc, 2:367–70.

Black N, Payne M. 2002. Improving the use of clinical databases. BMJ, 
324:1194.

Boyd CM, Darer J, Boult C, et al. 2005. Clinical practice guidelines and 
quality of care for older patients with multiple comorbid disease: 
implications for pay for performance. JAMA, 294:716–24.

Burney P, et al. 2003. The pharmacoepidemiology of COPD: recent advances 
and methodological discussion. Eur Respir J, 22: Suppl. 43:1s–44s.

Clavenna A, et al. 2003. Inappropriate use of anti-asthmatic drugs in the 
Italian paediatric population. Eur I Clin Pharmacol, 59:565–69.

Curkendall SM, DeLuise C, et al. 2006. Cardiovascular disease in patients 
with chronic obstructive pulmonary disease, Saskatchewan Canada. 
Ann Epidemiol, 16:63–70.

Epping Jordan JE, Galea G, Tukuitonga C, et al. 2006. Preventing chronic 
diseases: taking stepwisw action. Lancet, 366:1667–71.

Fabbri LM, Luppi F, Beghè B, et al. 2006. Update in chronic obstruc-
tive pulmonary disease 2005. Am J Respir Crit Care Med, 
173:1056–65.

GOLD Workshop Report. Global strategy for the diagnosis, management, 
and prevention of COPD Update April 2005 [online]. URL: http://www.
goldcopd.com

Gudmundsson G, Gislason T, Lindberg E, et al. 2006. Mortality in COPD 
patients discharged from hospital: the role of treatment and co-
morbidity. Respiratory Research, 7:109–17.

Halbert RJ, Isonaka S, George D, et al. 2003. Interpreting COPD prevalence 
estimates: what is the true burden of disease? Chest, 123:1684–92.

Hansell AL, Walk JA, et al. 2003. What do chronic obstructive pulmonary 
disease patients die from? A multiple cause coding analysis. Eur Respir 
J, 22:809–14.

Holguin F, Folch E, Redd SC, et al. 2005. Comorbidity and mortality in 
COPD-related hospitalizations in the United States, 1979 to 2001. 
Chest, 128:2005–11.

Huiart L, Ernst P, Suissa S. 2005. Cardiovascular morbidity and mortality 
in COPD. Chest, 128:2640–6.

Hurd SS, Lenfant C. 2005. COPD: good lung health is the key. Lancet, 
366:1832–4.

Kim DS, Kim YS, Jung KS, et al. 2005. Prevalence of chronic obstructive 
pulmonary disease in Korea: a population-based spirometry survey. 
Am J Respir Crit Care Med, 172:842–7.

Kunik ME, et al. 2005. Surprisingly high prevalence of anxiety and depres-
sion in chronic breathing disorders. Chest, 127:1205–11.

Liao JK. 2005. Clinical implications for statin pleiotropy. Curr Opin 
Lipidol, 16:624–9.

Menezes AMB, Perez-Padilla R, et al. 2005. Chronic obstructive pulmonary 
disease in fi ve Latin American cities (the PLATINO study): a prevalence 
study. Lancet, 366:1875–81.

Monte S, Fanizza C, Romero M, et al. 2006. Administrative databases as 
a basic tool for the epidemiology of cardiovascular diseases. G Ital 
Cardiol, 7:206–16.

Monte S, Macchia A, Pellegrini F, et al. 2006. Antithrombotic treatment 
is strongly underused despite reducing overall mortality among high-
risk elderly patients hospitalized with atrial fi brillation. Eur Heart J, 
27:2217–23.

Murray CJ, Lopez AD. 1997. Alternative projection of mortality by cause 
1990–2020: global burden of disease study. Lancet, 349:1498–504.

Pena VS, Miravitlles M, Gabriel R, et al. 2000. Geographic variations in 
prevalence and underdiagnosis of COPD: results of IBERPOC multi-
centre epidemiological study. Chest, 118:981–9.

Price D, Duerden M. 2003. Chronic obstructive pulmonary disease. BMJ, 
17; 326:1046–7.

Redelmeier DA, Tan SH, Booth GL. 1998. The treatment of unrelated 
disorders in patients with chronic medical diseases. N Engl J Med, 
338:1516–20.

Powered by TCPDF (www.tcpdf.org)



International Journal of COPD 2007:2(4)574

Anecchino et al

Shapiro SD, Ingenito EP. 2005. The pathogenesis of chronic obstructive 
pulmonary disease: advances in the past 100 years. Am J Respir Cell 
Mol Biol, 32:367–72.

Sin DD, Man SF. 2005a. Chronic obstructive pulmonary disease as a risk 
factor for cardiovascular morbidity and mortality. Proc Am Thorac 
Soc, 2:8–11.

Sin DD, Man SF. 2005b. Can inhaled steroids mend a broken heart in chronic 
obstructive pulmonary disease? Eur Respir J, 25:589–90.

Soriano JB, visick GT, Muellerova H, et al. 2005. Patterns of comor-
bidities in newly diagnosed COPD and asthma in primary care. Chest, 
128:2005–11.

Tzanakis N, Anagnostopoulou U, et al. 2004. Prevalence of COPD in Greece. 
Chest, 125:892–900.

van Manen JG, Bindels PJE, Ijzermans CJ, et al. 2001. Prevalence of 
comorbidity in patients with chronic airway obstruction and controls 
over the age of 40. J Clin Epidem, 54:287–93.

Viegi G, Pedreschi M, Pistelli F, et al. 2000. Prevalence of airways obstruc-
tion in a general population: European Respiratory Society vs American 
Thoracic Society Defi nition. Chest, 117:339S–345S.

World Health Organisation. Global alliance against chronic respiratory dis-
eases. Accessed 2006. URL http://www.who.int/respiratory/gard/en

Yohannis AM, Baldwin RC, Conolly MJ. 2000. Depression and anxiety 
in elderly outpatients with chronic obstructive pulmonary disease: 
prevalence and validation of the BASDEC screening questionnaire. 
Int J Gen Psych, 15:1090–6.

Powered by TCPDF (www.tcpdf.org)



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /ENU (Use these settings to create PDF documents with higher image resolution for high quality pre-press printing. The PDF documents can be opened with Acrobat and Reader 5.0 and later. These settings require font embedding.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


