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ABSTRACT
Objective: To examine the trends in overall COPD mortality, as well as trends in in-
hospital morbidity and mortality due to COPD, in Brazil, and to validate predictive 
models. Methods: This was a population-based study with a time-series analysis of 
cause-specific morbidity and mortality data for individuals ≥ 40 years of age, obtained 
from national health information systems for the 2000-2016 period. Morbidity and 
mortality rates, stratified by gender and age group, were calculated for the same period. 
We used regression analyses to examine the temporal trends and double exponential 
smoothing in our analysis of the predictive models for 2017. Results: Over the study 
period, COPD mortality rates trended downward in Brazil. For both genders, there was a 
downward trend in the southern, southeastern, and central-western regions. In-hospital 
morbidity rates declined in all regions, more so in the south and southeast. There were 
significant changes in the number of hospitalizations, length of hospital stay, and hospital 
expenses. The predictive models for 2017 showed error rates below 9% and were 
therefore validated. Conclusions: In Brazil, COPD age-adjusted mortality rates have 
declined in regions with higher socioeconomic indices, where there has been an even 
sharper decrease in all in-hospital morbidity and mortality variables. In addition to factors 
such as better treatment adherence and reduced smoking rates, socioeconomic factors 
appear to be involved in controlling COPD morbidity and mortality. The predictive models 
estimated here might also facilitate decision making and the planning of health policies 
aimed at treating COPD.

Keywords: Pulmonary disease, chronic obstructive/mortality; Pulmonary disease, chronic 
obstructive/epidemiology; Socioeconomic factors.
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INTRODUCTION 

The prevalence of COPD has increased worldwide and 
is now considered the third leading cause of death. (1,2) In 
Brazil, the overall COPD mortality rate showed a trend 
toward an increase between 1998 and 2004, and a decline 
from 2004 to 2009. In the 1998-2004 period, that rate 
increased in all regions of the country, declining thereafter 
only in the southern and southeastern regions. (3) The 
pattern for the age-adjusted COPD mortality rate was 
similar to that observed for the overall rate.(4)

Morbidity related to the natural history of COPD, 
especially infectious exacerbations and hospitalizations, is 
also considered relevant, as are smoking-related diseases, 
which are responsible for considerable morbidity and 
mortality, especially in the more severe forms of COPD. (5-9) 
Those factors contribute to increased absenteeism 
at work and early retirement, thereby promoting an 
increase in the direct and indirect costs associated with 
the disease.(10-12)

In Brazil, the history of public health policies to control 
smoking and prevent COPD began approximately three 
decades ago, culminating in a reduction in the prevalence 
of smoking in the country.(13,14) However, measures 

aimed at treating COPD are more recent developments, 
involving the distribution of inhaled medications provided 
at no cost by public health facilities, thereby benefiting 
patients undergoing specialist care. Adherence to 
treatment is one of the main objectives of the follow-up 
of patients with COPD. Some authors have shown that 
the rates of treatment abandonment are higher among 
women and among individuals who visit a specialist less 
frequently.(15) Other authors have reported that higher 
treatment adherence rates are associated with optimal 
socioeconomic conditions.(16)

Because Brazil is a country of continental dimensions, 
comprising macro-regions with different socioeconomic 
characteristics, a time-series analysis of COPD-related 
morbidity and mortality would aid in the evaluation of 
prevention strategies and current treatment. Therefore, 
the aims of this study were to examine the temporal 
trends in COPD mortality rates in the various macro-
regions and to evaluate the temporal trends in in-hospital 
morbidity and mortality related to COPD, as well as to 
estimate and validate predictive models for the rates 
and variables considered.
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METHODS

Study design and setting
This was an ecological, population-based, analytical 

exploratory study with a time-series analysis of data 
related to the morbidity and mortality associated with 
COPD in Brazil. The dataset was limited to individuals 
≥ 40 years of age and to the period of January of 2000 
to December of 2016.

Public-use data were obtained from the information 
systems of the Brazilian National Ministry of Health 
and the Information Technology Department of the 
Brazilian Unified Health Care System,(17) including 
death certificates (sorted by place of residence), the 
number of hospitalizations, and length of hospital 
stays, all identified as related to COPD as defined 
in the International Classification of Diseases, 10th 
revision (ICD-10). Data for the resident population, 
based on the two most recent demographic censuses 
(2000 and 2010) and on population estimates for the 
non-census years (2001-2009 and 2011-2017), by age 
group, are publicly accessible and were obtained from 
the Brazilian Institute of Geography and Statistics.(18)

Study participants
The study population consisted of individuals ≥ 40 

years of age residing in Brazil during the study period.

Statistical analysis
In this study, COPD was defined as a condition meeting 

the criteria of ICD-10 codes J41-J44. The ICD-10 codes 
J40 and J47 were not included, the first because it did 
not specify whether the disease was acute or chronic 
and the second because it referred to bronchiectasis, 
a term that, in Brazil, is closely associated with the 
sequelae of pulmonary tuberculosis.

The variables used in the time-series analysis 
were selected on the basis of a preliminary analysis 
of the data obtained for the number of deaths, the 
age-adjusted mortality rate by place of residence, 
the number of hospitalizations, the length of hospital 
stays, and hospital expenses.(19,20) In addition, these 
outcomes were stratified by geographic macro-region 
(north, northeast, central-west, south, and southeast), 
by gender, and by age group (40-49, 50-59, 60-69, 
70-79, and ≥ 80 years).

For each macro-region, the annual mortality rate 
per 100,000 population was calculated on the basis of 
the number of deaths from COPD/resident population, 
stratified by gender and age group. To determine the 
change in mortality rates from 2000 to 2016, the 
2016:2000 ratios for each macro-region were then 
calculated, also by gender and age range.

The annual in-hospital COPD age-adjusted mortality 
rates were determined by calculating the ratio between 
the number of deaths and the number of persons by 
place of residence during the year in question, multiplied 
by 100,000 and then multiplied by the percentage 
distribution of the standardized population. The data 

regarding the population adopted for standardization 
was obtained from the 2010 census.(18-20) 

The annual number of hospitalizations was defined 
as the total number of hospitalizations due to COPD 
recorded in a given year. The length of hospital stay 
referred to the total number of days of hospitalization. 
Finally, the total hospital expense was defined as the 
cost of hospitalization during the period. The defined 
underlying causes of death were then recorded for the 
period from January of 2000 to December of 2016, and 
the COPD mortality rates were calculated, by place of 
residence, for the years 2000 and 2016, after which 
the 2016:2000 ratio was calculated by gender, age 
group, and macro-region.

To analyze the temporal trend during the studied 
period, we identified the regression equation that 
best described the relationship for each outcome, by 
gender and macro-region. For the hospital outcomes 
(age-adjusted in-hospital mortality rate, number of 
hospitalizations, length of hospital stay, and hospital 
expenses), we calculated the average annual percentage 
change (APC) in the indicators for the entire study 
period and the APC estimated for each time segment 
detected, with the respective 95% confidence intervals, 
from the regression model, using the Joinpoint 
Regression Program, version 4.6.0.0 (National Cancer 
Institute, Bethesda, MD, USA). In the APC analysis, 
inflection points were used in order to test whether a 
segmented line is significantly better than a straight 
line and whether a line with many segments is better 
than a line with fewer segments. To find the number of 
significant joinpoints, we used a permutation test.(21)

Finally, we performed an analysis involving double 
exponential smoothing, with the aim of estimating 
the age-adjusted in-hospital mortality rate, as well 
as the number and duration of hospitalizations due 
to COPD for the year 2017, using Minitab Statistical 
Software, version 18.0 (Minitab Inc., State College, 
PA, USA). The models were chosen by optimizing the 
parameters and measures of accuracy, including the 
mean absolute percentage error, the mean absolute 
deviation, and the mean squared deviation. The 
model selected was the one that minimized those 
three combined measurements. The final model was 
validated by calculating the percentage error between 
the observed and estimated values for the year 2017, 
with a significance level of 5%.

Ethical aspects
The data used in this study were from a secondary, 

anonymized source, available for public use and providing 
no information regarding individual identification. The 
study was approved by the local research ethics 
committee (CAAE no. 0055691.18.1.0000.5200; 
Protocol no. 2.954.260).

RESULTS

In Brazil, COPD was the fourth leading cause of 
death from 2000 to 2006, the fifth leading cause 
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of death from 2007 to 2014, and the fourth leading 
cause of death again from 2015 to 2016 (Figure 1). 
We observed variations in the 2016:2000 ratio for the 
COPD mortality rate among the macro-regions of the 
country. In the northern, northeastern, and central-
west regions, the ratio was greater than 1.00 for both 
genders and in most age groups (Figures 2A, 2B, and 
2C), whereas it was less than 1.00 for both genders 
and in all age groups in the southern and southeastern 
regions (Figures 2D and 2E). In the country as a whole, 
the 2016:2000 ratio for the COPD mortality rate was 
lower than 1.00 in both genders and in all of the age 
groups studied, indicating a downward temporal trend 
(Figure 2F). Figures 2J, 2K, and 2L show that there 
was an exponential increase in the COPD mortality 
rate in parallel with advancing age, with a similar 
presentation in the years 2000 and 2016, regardless 
of gender or macro-region.

In Brazil as a whole, there was a significant downward 
trend in the COPD mortality rate for both genders (Table 
1). In the southern, southeastern, and central-western 
regions, there was a downward trend for both genders, 
whereas there was an upward trend in the other 
macro-regions. The number of hospitalizations and 
the length of hospital stays demonstrated a downward 
trend across Brazil and in all macro-regions, with a 
sharper reduction in the south and southeast (Table 1).

The joinpoint analysis for the in-hospital COPD 
mortality rate demonstrated a significant negative 
average APC for both genders (Table 2). The number 
of hospitalizations due to COPD and the length of 
hospital stay presented a negative, significant average 
APC for both genders, with a slight reduction in the 
APC for females from 2009 onward (Table 2). Hospital 
expenses presented a negative average APC for both 
genders, and the difference was significant for males. 
Until 2003, the APC was negative and significant for 
both genders, thereafter becoming positive only for 
females.

The predictive model estimates for in-hospital 
mortality rates, number of hospitalizations, and 
length of hospital stay are presented in Figure 3. All 
of the models presented mean absolute percentage 
errors of less than 7%. The values observed for the 
year 2017 were contained in the intervals with a 95% 
confidence interval and presented a percentage error 
of less than 9%, thereby validating the predictive 
models (Table 3).

DISCUSSION

We highlight two main findings of the present study. 
First, we observed a downward temporal trend in the 
COPD mortality rates in the macro-regions with higher 
socioeconomic indices.(22,23) Second, we observed a 
downward temporal trend in the in-hospital morbidity 
outcomes (number of hospitalizations, length of hospital 
stay, and hospital expenses) and mortality indicators 
in all regions, with a far more pronounced decrease in 
the regions exhibiting more favorable socioeconomic 
conditions. 

In Brazil, the COPD age-adjusted mortality rate 
presented a significant decrease in both genders. 
This is similar to one study(1) that suggested that the 
decline in COPD mortality rates observed in certain 
countries is related to an increase in the gross income 
per capita in those countries. Within this context, 
our findings show that the COPD age-adjusted 
mortality rate presented different patterns in the 
southern, southeastern, and central-western regions 
of the country, where there were decreases for both 
genders, whereas there were increases in other 
regions. According to Brazilian Institute of Geography 
and Statistics data, the southern, southeastern and 
central-western regions have the lowest proportions 
of people with low incomes, the least social inequality, 
the lowest illiteracy rates in individuals ≥ 40 years 
of age, and the greatest proportional participation in 
the gross domestic product, in comparison with the 
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Figure 1. Trends of the underlying causes of death, according to the International Classification of Diseases, 10th 
revision, in Brazil, 2000-2016.
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Figure 2. 2016:2000 COPD mortality ratios (A-F) and COPD mortality rates for the years 2000 and 2016 (G-L), by 
region, gender, and age group in Brazil, 2000-2016.
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other macro-regions.(23-25) Although we observed an 
increase in COPD mortality rates in the north and 
northeast regions between 2000 and 2016, an annual 
telephone survey showed a significant reduction in the 
proportions of smokers in all regions of the country 
from 2006 to 2014.(26) 

Corroborating our findings of a decline in COPD 
age-adjusted mortality rates in the regions with 
higher socioeconomic indices, a hospital-based study 
conducted in Denmark reported higher adherence 
and lower mortality rates among individuals with a 
higher income, although it should be borne in mind 

Table 1. Regression analysis for the age-adjusted mortality rate per 100,000 population, number of hospitalizations, 
and length of hospital stay, by gender and by region, among individuals with COPD in Brazil, 2000-2016.

Variable Females Males
β R2 β R2

Age-adjusted mortality rates
Brazil −0.2* 85.8 −0.4* 91.3
North 0.0 0.0 −0.1 16.7
Northeast 0.0 1.3 0.0 2.6
Southeast −0.2* 86.5 −0.5* 91.4
South −0.4* 85.3 −1.3* 92.2
Central-west −0.3* 88.8 −0.4* 79.6

Hospitalizations
Brazil −4,057.7* 92.2 −5,352.9* 95.4
North −122.5* 87.5 −155.4* 91.3
Northeast −516.5* 81.8 −569.6* 89.9
Southeast −1,162.8* 87.5 −1,594.5* 93.1
South −1,839.9* 92.5 −2,505.7* 95.1
Central-west −416.0* 95.2 −527.8* 94.6

Length of hospital stay, days
Brazil −18,603.6* 83.1 −29,801.0* 93.7
North −545.5* 79.3 −710.7* 81.7
Northeast −1,032.1 18.7 −2,708.6* 79.9
Southeast −5,666.9* 74.3 −9,513.5* 92.0
South −9,932.7* 89.6 −14,640.5* 93.4
Central-west −1,426.4* 48.9 −2,227.7* 86.0

β: beta coefficient; and R2: coefficient of determination. *p < 0.05.

Table 2. Joinpoint regression, standardized by age and gender, for in-hospital mortality rate, number of hospitalizations, 
length of hospital stay, and hospital expenses for COPD in Brazil, 2000-2016.

Average
APC

95% CI Trend 1 Trend 2
Years APC 95% CI Years APC 95% CI

In-hospital mortality
Male −5.6 (−6.3 to −4.8) 2000-

2016 −5.6 (−6.3 to −4.8)

Female −4.2 (−5.1 to −3.3) 2000-
2016 −4.2 (−5.1 to −3.3)

Hospitalizations
Male −6.2 (−6.8 to −5.7) 2000-

2016 −6.2 (−6.8 to −5.7)

Female −5.4 (−6.3 to −4.5) 2000-
2009 −7.1 (−8.3 to −6.0) 2009-

2016 −3.2 (−4.9 to −1.4)

Length of hospital stay, days
Male −5.7 (−6.3 to −5.0) 2000-

2016 −5.7 (−6.3 to −5.0)

Female −4.1 (−5.2 to −3.0) 2000-
2009 −6.8 (−8.2 to −5.4) 2009-

2016 −0.5 (−2.7 to 1.7)

Hospital expenses
Male −1.3 (−2.4 to −0.2) 2000-

2003 −7.3 (−12.8 to −1.4) 2003-
2016 0.1 (−0.5 to 0.8)

Female −0.6 (−1.9 to 0.7) 2000-
2003 −9.8 (−16.1 to −3.1) 2003-

2016 1.6 (0.9 to 2.4)

APC: annual percentage change.
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that Denmark is a country with an equitable health 
care system and better income distribution than that 
occurring in Brazil.(16) The decline in COPD mortality 
we observed in southern, southeastern, and central-
western Brazil, in both genders and all age groups, also 
suggests a possible association between socioeconomic 
indicators and COPD mortality rates.

The decrease in in-hospital morbidity observed in  
all regions of Brazil might have been influenced by the 
availability of inhaled COPD medication at no charge 
from public health facilities. Since 2013, the federal 
government of Brazil has guaranteed the availability 
of short-acting and long-acting bronchodilators 
(adrenergic β2 agonists and anticholinergics), as well 
as inhaled corticosteroids, a responsibility that was 
previously borne by the states. (27) In fact, several 
studies have demonstrated that regular use of inhaled 

medications reduces the number of exacerbations and 
hospitalizations due to COPD.(28-30) However, the fact 
that there was decline in in-hospital morbidity and 
mortality in the south, southeast, and central-west 
of Brazil supports the hypothesis that socioeconomic 
indices play a role in in-hospital COPD morbidity 
and mortality. In addition, if we consider that better 
socioeconomic conditions also have a positive influence 
on adherence to treatment in patients with chronic 
diseases, the findings of Tavares et al.(31) also validate 
our results. Those authors reported that individuals 
living in the south and southeast of Brazil are more 
likely to adhere to treatment.(31) 

We also expected that the negative APCs for the 
number and duration of hospitalizations would be 
more pronounced in recent years. It is possible that 
the uneven distribution of inhaled COPD medication 
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Figure 3. Double exponential smoothing model for age-adjusted in-hospital COPD mortality rates, number of COPD-
related hospitalizations, and length of COPD-related hospital stays (in days) for females and males in Brazil, 2000-
2016. MAPE: mean absolute percentage error; PI: prediction interval; MAD: mean absolute deviation; and MSD: mean 
squared deviation.
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throughout the country or discontinuity in its distribution 
during certain periods contributed to a less pronounced 
negative APC for the number of hospitalizations after 
2009. The access to inhaled COPD medication at no 
charge provides the best control of the disease, which 
may have resulted in the hospitalization of only the 
more severe cases due to the natural evolution of the 
disease, as well as smoking-related comorbidities, 
consequently requiring longer hospital stays. Other 
factors, such as nonadherence to treatment, the increase 
in the life expectancy of the population in the last 
decade, and the ceiling effect of the drug distribution 
program—the greatest impact occurring in the first 
years of such programs—can also be considered to 
explain these findings.

Finally, the predictive models validated for the year 
2017 demonstrated the ongoing downward trend in 
the in-hospital morbidity and mortality due to COPD 
in Brazil, although the amplitude of the confidence 
intervals enables higher estimates than those 
currently reported. The results of the present study 
could lay the groundwork for the development and 
validation of additional predictive models, controlling 
for socioeconomic indicators, which could increase the 
accuracy of the estimates.

This study has some limitations. First, we chose to use 
official data in the public domain, the source of which 
contains death certificates from the Brazilian National 
Ministry of Health Mortality Database, therefore being 
secondary data that are subject to inconsistencies and 
gaps. That data source does not present information 
regarding spirometry findings or the severity of COPD. 
Second, we did not have access to information on the 
use of inhaled COPD medications. That information 
is registered in the municipal pharmacies that are 
responsible for the distribution of such medications 
and is not in the public domain.

Our findings suggest that factors related to the 
distinct socioeconomic conditions observed in the 
various macro-regions of Brazil are involved in the 
control of COPD-related morbidity and mortality, as 
are factors already addressed in the literature, such 
as adherence to treatment and a reduction in smoking 
rates. It is possible that improving economic conditions 
will promote reductions in the rates of morbidity and 
mortality associated with COPD. Our predictive models 
could assist in decision making and in the planning of 
health policies for the treatment of COPD.

Table 3. Comparison of values estimated by the predictive model for 2017, in relation to the values observed in the same 
year, for age-adjusted in-hospital mortality rate, number of hospitalizations and length of hospital stay for COPD in Brazil.

Variable Actual Forecast Error (%)* 95% CI
Age-adjusted in-hospital mortality rate

Male 4.98 4.61 7.43 3.53
Female 2.95 2.80 5.08 2.22

Hospitalizations
Male 50,156 45,818 8.65 −55,673
Female 47,986 47,528 0.95 −54,554

Length of hospital stay (days)
Male 327,355 301,384 7.93 −366,221
Female 322,894 330,940 2.49 −381,673

*((Actual – Forecast)/Actual) × 100.

REFERENCES

1. Burney PG, Patel J, Newson R, Minelli C, Naghavi M. Global and 
regional trends in COPD mortality, 1990-2010. Eur Respir J. 
2015;45(5):1239-47. https://doi.org/10.1183/09031936.00142414

2. World Health Organization [serial on the Internet]. Geneva: World 
Health Organization; 2018 [updated 2018 May 24; cited 2018 Sep 
17]. The top 10 causes of death. [about 9 screens]. Available from: 
www.who.int/news-room/fact-sheets/detail/the-top-10-causes-of-
death

3. Graudenz GS, Gazotto GP. Mortality trends due to chronic 
obstructive pulmonary disease in Brazil. Rev Assoc Med Bras (1992). 
2014;60(3):255-61. https://doi.org/10.1590/1806-9282.60.03.015

4. José BPS, Corrêa RA, Malta DC, Passos VMA, França EB, Teixeira 
RA, et al. Mortality and disability from tobacco-related diseases in 
Brazil, 1990 to 2015. Rev Bras Epidemiol. 2017;20Suppl 01(Suppl 
01):75-89. https://doi.org/10.1590/1980-5497201700050007

5. Burke GM, Genuardi M, Shappell H, D’Agostino RB Sr, Magnani 
JW. Temporal Associations Between Smoking and Cardiovascular 
Disease, 1971 to 2006 (from the Framingham Heart Study). Am 
J Cardiol. 2017;120(10):1787-1791. https://doi.org/10.1016/j.
amjcard.2017.07.087

6. Cazzola M, Calzetta L, Matera MG, Muscoli S, Rogliani P, Romeo 

F. Chronic obstructive pulmonary disease and coronary disease: 
COPDCoRi, a simple and effective algorithm for predicting the 
risk of coronary artery disease in COPD patients. Respir Med. 
2015;109(8):1019-25. https://doi.org/10.1016/j.rmed.2015.05.021

7. Chahal H, Heckbert SR, Barr RG, Bluemke DA, Jain A, Habibi M, 
et al. Ability of Reduced Lung Function to Predict Development 
of Atrial Fibrillation in Persons Aged 45 to 84 Years (from the 
Multi-Ethnic Study of Atherosclerosis-Lung Study). Am J Cardiol. 
2015;115(12):1700-4. https://doi.org/10.1016/j.amjcard.2015.03.018

8. Golpe R, Martín-Robles I, Sanjuán-López P, Cano-Jiménez E, 
Castro-Añon O, Mengual-Macenlle N, et al. Prevalence of Major 
Comorbidities in Chronic Obstructive Pulmonary Disease Caused by 
Biomass Smoke or Tobacco. Respiration. 2017;94(1):38-44. https://
doi.org/10.1159/000472718

9. Patel ARC, Donaldson GC, Mackay AJ, Wedzicha JA, Hurst JR. The 
impact of ischemic heart disease on symptoms, health status, and 
exacerbations in patients with COPD. Chest. 2012;141(4):851-857. 
https://doi.org/10.1378/chest.11-0853

10. de Oca MM, Halbert RJ, Lopez MV, Perez-Padilla R, Tálamo C, 
Moreno D, et al. The chronic bronchitis phenotype in subjects with 
and without COPD: the PLATINO study. Eur Respir J. 2012;40(1):28-

J Bras Pneumol. 2019;45(6):e20180402 7/8

https://doi.org/10.1183/09031936.00142414
file:///Users/beto/Dropbox/_clientes/__revistascienti%cc%81ficas/JBP/___novas_edicoes/_v0n0/jbp_2018-0402_EN/_originais/www.who.int/news-room/fact-sheets/detail/the-top-10-causes-of-death
file:///Users/beto/Dropbox/_clientes/__revistascienti%cc%81ficas/JBP/___novas_edicoes/_v0n0/jbp_2018-0402_EN/_originais/www.who.int/news-room/fact-sheets/detail/the-top-10-causes-of-death
https://doi.org/10.1590/1806-9282.60.03.015
https://doi.org/10.1590/1980-5497201700050007
https://doi.org/10.1016/j.amjcard.2017.07.087
https://doi.org/10.1016/j.amjcard.2017.07.087
https://doi.org/10.1016/j.rmed.2015.05.021
https://doi.org/10.1016/j.amjcard.2015.03.018
https://doi.org/10.1159/000472718
https://doi.org/10.1159/000472718
https://doi.org/10.1378/chest.11-0853


Trends in morbidity and mortality from COPD in Brazil, 2000 to 2016

36. https://doi.org/10.1183/09031936.00141611
11. Fletcher MJ, Upton J, Taylor-Fishwick J, Buist SA, Jenkins C, Hutton 

J, et al. COPD uncovered: an international survey on the impact 
of chronic obstructive pulmonary disease [COPD] on a working 
age population. BMC Public Health. 2011;11:612. https://doi.
org/10.1186/1471-2458-11-612

12. Menzin J, Boulanger L, Marton J, Guadagno L, Dastani H, Dirani R, 
et al. The economic burden of chronic obstructive pulmonary disease 
(COPD) in a U.S. Medicare population. Respir Med. 2008;102(9):1248-
56. https://doi.org/10.1016/j.rmed.2008.04.009

13. Almeida L, Szklo A, Sampaio M, Souza M, Martins LF, Szklo M, 
et al. Global Adult Tobacco Survey data as a tool to monitor the 
WHO Framework Convention on Tobacco Control (WHO FCTC) 
implementation: the Brazilian case. Int J Environ Res Public Health. 
2012;9(7):2520-36. https://doi.org/10.3390/ijerph9072520

14. Monteiro CA, Cavalcante TM, Moura EC, Claro RM, Szwarcwald 
CL. Population-based evidence of a strong decline in the prevalence 
of smokers in Brazil (1989-2003). Bull World Health Organ. 
2007;85(7):527-34. https://doi.org/10.2471/BLT.06.039073

15. Mueller S, Wilke T, Bechtel B, Punekar YS, Mitzner K, Virchow JC. 
Non-persistence and non-adherence to long-acting COPD medication 
therapy: A retrospective cohort study based on a large German 
claims dataset. Respir Med. 2017;122:1-11. https://doi.org/10.1016/j.
rmed.2016.11.008

16. Tottenborg SS, Lange P, Johnsen SP, Nielsen H, Ingebrigtsen TS, 
Thomsen RW. Socioeconomic inequalities in adherence to inhaled 
maintenance medications and clinical prognosis of COPD. Respir 
Med. 2016;119:160-167. https://doi.org/10.1016/j.rmed.2016.09.007

17. Departamento de Informática do SUS - DATASUS [homepage on the 
Internet]. Brasília: Ministério da Saúde [cited 2018 Sep 17]. Projeção 
da População das Unidades da Federação por sexo e grupos de 
idade: 2000-2030. Available from: http://tabnet.datasus.gov.br/cgi/
deftohtm.exe?ibge/cnv/projpopuf.def

18. Departamento de Informática do SUS - DATASUS [homepage on the 
Internet]. Brasília: Ministério da Saúde [cited 2018 Sep 17]. Projeção 
da população do Brasil e Unidades da Federação por sexo e idade 
para o período 2000-2030 Available from: https://ww2.ibge.gov.br/
home/estatistica/populacao/projecao_da_populacao/2013/default.
shtm

19. Departamento de Informática do SUS - DATASUS [homepage 
on the Internet]. Brasília: Ministério da Saúde [cited 2018 Sep 
17]. Morbidade hospitalar por local de residência - Brasil para o 
período 1995-2007. Available from: http://tabnet.datasus.gov.br/cgi/
deftohtm.exe?sih/cnv/mruf.def

20. Departamento de Informática do SUS - DATASUS [homepage 
on the Internet]. Brasília: Ministério da Saúde [cited 2018 Sep 
17]. Morbidade hospitalar por local de residência - Brasil para o 
período 2008-2019. Available from: http://tabnet.datasus.gov.br/cgi/
deftohtm.exe?sih/cnv/nruf.def

21. Kim HJ, Fay MP, Feuer EJ, Midthune DN. Permutation tests 
for joinpoint regression with applications to cancer rates. Stat 
Med. 2000;19(3):335-51. https://doi.org/10.1002/(SICI)1097-
0258(20000215)19:3<335::AID-SIM336>3.0.CO;2-Z

22. Instituto Brasileiro de Geografia e Estatística (IBGE). Coordenação 
de Trabalho e Rendimento [homepage on the Internet]. Rio de 
Janeiro: IBGE; [cited 2018 Oct 10]. Pesquisa nacional por amostra de 
domicílios: síntese de indicadores 2015. [Adobe Acrobat document, 
105p.]. Available from: https://biblioteca.ibge.gov.br/visualizacao/
livros/liv98887.pdf

23. Viana AL, Bousquat A, Pereira AP, Uchimura LY, Albuquerque MV, 
Mota PH, et al. Typology of health regions: structural determinants 
of regionalization in Brazil. Saude Soc. 2015;24(2):413-22. https://doi.
org/10.1590/S0104-12902015000200002

24. Instituto Brasileiro de Geografia e Estatística (IBGE). Coordenação de 
População e Indicadores Sociais [homepage on the Internet]. Rio de 
Janeiro: IBGE; [cited 2018 Oct 10]. Síntese de indicadores sociais: 
uma análise das condições de vida da população brasileira. [Adobe 
Acrobat document, 141p.]. Available from: https://biblioteca.ibge.
gov.br/visualizacao/livros/liv98965.pdf

25. Brasil. Ministério da Saúde. Portal da Saúde [homepage on the 
Internet] Brasília: o Ministério; c2008 [cited 2018 Apr 12]. Informações 
de Saúde (TABNET)--Demográficas e Socioeconômicas Available 
from: http://www2.datasus.gov.br/DATASUS/index.php?area=0206

26. Malta DC, Stopa SR, Santos MAS, Andrade SSCA, Oliveira TP, Cristo 
EB, et al. Evolution of tobacco use indicators according to telephone 
surveys, 2006-2014. Cad Saude Publica. 2017;33Suppl 3(Suppl 
3):e00134915. https://doi.org/10.1590/0102-311x00134915

27. Brasil. Ministério da Saúde. Secretaria de Assistência/Atenção à 
Saúde. Portaria SAS/MS No. 609. Ementa: Aprova o Protocolo Clínico 
e Diretrizes Terapêuticas--Doença Pulmonar Obstrutiva Crônica. 
Brasília, DF: Diário Oficial da União; 2013. p. 6.

28. Anzueto AR, Kostikas K, Mezzi K, Shen S, Larbig M, Patalano F, et 
al. Indacaterol/glycopyrronium versus salmeterol/fluticasone in the 
prevention of clinically important deterioration in COPD: results 
from the FLAME study. Respir Res. 2018;19(1):121. https://doi.
org/10.1186/s12931-018-0830-z

29. Burgel PR, Paillasseur JL, Dusser D, Roche N, Liu D, Liu Y, et al. 
Tiotropium might improve survival in subjects with COPD at high risk 
of mortality. Respir Res. 2014;15:64. https://doi.org/10.1186/1465-
9921-15-64

30. Hahn B, Hull M, Blauer-Peterson C, Buikema AR, Ray R, Stanford 
RH. Rates of escalation to triple COPD therapy among incident users 
of LAMA and LAMA/LABA. Respir Med. 2018;139:65-71. https://doi.
org/10.1016/j.rmed.2018.04.014

31. Tavares NU, Bertoldi AD, Mengue SS, Arrais PS, Luiza VL, Oliveira MA, 
et al. Factors associated with low adherence to medicine treatment 
for chronic diseases in Brazil. Rev Saude Publica. 2016;50(suppl 
2):10s. https://doi.org/10.1590/s1518-8787.2016050006150

J Bras Pneumol. 2019;45(6):e201804028/8

https://doi.org/10.1183/09031936.00141611
https://doi.org/10.1186/1471-2458-11-612
https://doi.org/10.1186/1471-2458-11-612
https://doi.org/10.1016/j.rmed.2008.04.009
https://doi.org/10.3390/ijerph9072520
https://doi.org/10.2471/BLT.06.039073
https://doi.org/10.1016/j.rmed.2016.11.008
https://doi.org/10.1016/j.rmed.2016.11.008
https://doi.org/10.1016/j.rmed.2016.09.007
http://tabnet.datasus.gov.br/cgi/deftohtm.exe?ibge/cnv/projpopuf.def
http://tabnet.datasus.gov.br/cgi/deftohtm.exe?ibge/cnv/projpopuf.def
https://ww2.ibge.gov.br/home/estatistica/populacao/projecao_da_populacao/2013/default.shtm
https://ww2.ibge.gov.br/home/estatistica/populacao/projecao_da_populacao/2013/default.shtm
https://ww2.ibge.gov.br/home/estatistica/populacao/projecao_da_populacao/2013/default.shtm
http://tabnet.datasus.gov.br/cgi/deftohtm.exe?sih/cnv/mruf.def
http://tabnet.datasus.gov.br/cgi/deftohtm.exe?sih/cnv/mruf.def
https://doi.org/10.1002/(SICI)1097-0258(20000215)19:3%3C335::AID-SIM336%3E3.0.CO;2-Z
https://doi.org/10.1002/(SICI)1097-0258(20000215)19:3%3C335::AID-SIM336%3E3.0.CO;2-Z
https://doi.org/10.1590/S0104-12902015000200002
https://doi.org/10.1590/S0104-12902015000200002
https://biblioteca.ibge.gov.br/visualizacao/livros/liv98965.pdf
https://biblioteca.ibge.gov.br/visualizacao/livros/liv98965.pdf
http://www2.datasus.gov.br/DATASUS/index.php?area=0206
https://doi.org/10.1590/0102-311x00134915
https://doi.org/10.1186/s12931-018-0830-z
https://doi.org/10.1186/s12931-018-0830-z
https://doi.org/10.1186/1465-9921-15-64
https://doi.org/10.1186/1465-9921-15-64
https://doi.org/10.1016/j.rmed.2018.04.014
https://doi.org/10.1016/j.rmed.2018.04.014
https://doi.org/10.1590/s1518-8787.2016050006150

