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Chapter 1 

COPD (chronic obstructive pulmonary disease) is a slowly progressive disease. Patients 
suffer from breathlessness and as a result patients often become impaired in their daily 
activities, which in turn may affect their well-being. The possible effects of disease on 
physical, social and emotional status of a patient, are often referred to as health-related 
quality of life (HRQL). 

Previous research has demonstrated that the HRQL of COPD patients may be seriously 
impaired. However, most of these studies focussed on patients treated by pulmonologists. 
Little is therefore known about the HRQL of COPD patients with relative mild airway 
obstruction who are treated in the general practice. Nevertheless, about 80% of the COPD 
patients are treated by the general practitioner in the Netherlands. Furthermore, previous 
research showed that lung function, respiratory symptoms, and demographic factors only 
partly predict the HRQL of COPD patients, indicating that it is difficult to recognise patients 
with a poor HRQL on the basis of these factors that are routinely measured in clinical 
practice. Although it assumed that COPD patients often have other chronic conditions 
(comorbidity), and comorbidity may have a large impact on HRQL, little is known on the role 
of comorbidity with respect to HRQL in COPD patients. 

This thesis describes the HRQL of COPD patients in general practice by comparing the 
HRQL of COPD patients with the HRQL of a control group without a diagnosis of obstructive 
lung disease. Changes in HRQL in one and one-half year were investigated as well as 
determinants of HRQL, among which comorbidity. 

Chapter 2 

To investigate whether chronic diseases indeed frequently occurred in COPD patients, 
patients and controls were asked which of 23 common chronic diseases they had. It 
appeared that 73% of the COPD patients had one or more of these diseases, while 63% of 
the controls had one or more of these diseases. After adjusting for differences in age, 
gender, education and insurance, patients had one and a half time greater risk for 
comorbidity than controls. The following diseases were significantly more often seen in 
COPD patients than in controls: musculoskeletal disorders, insomnia, sinusitis, migraine, 
depression, gastric ulcers, and cancer. Comorbidity was particularly seen in patients older 
than 70 years. It was concluded that the presence of comorbidity cannot be neglected in 
clinical practice and in medical research. 

Chapter 3 

It is apparent from previous studies that COPD patients may suffer from severe impairments 
in HRQL. However, it is unclear whether these impairments can be attributed to the influence 
of COPD itself or to the influence of other chronic diseases that are frequently present. This 
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possibility was investigated by comparing the HRQL of COPD patients with and without 
comorbidity with the HRQL of controls with and without comorbidity. We found that COPD 
patients with comorbidity had significantly worse score on all domains of HRQL (physical, 
social and emotional) than controls without comorbidity. However, when comparing COPD 
patients with comorbidity with controls with comorbidity, it appeared that there were only 
differences between the groups for physical functioning, role functioning due to physical 
problems, and general health. The same was found when COPD patients without 
comorbidity were compared with controls without comorbidity. Therefore, it can be concluded 
that COPD itself particularly affects physical functioning, while social and emotional problems 
seem to be related to the presence of other diseases. 

Chapter 4 

Since it appeared that comorbidity had an important influence on HRQL, the influence of 
single diseases on HRQL was further investigated as well as the contribution of comorbidity 
relative to other clinical and demographic factors. These analyses showed that the presence 
of three or more diseases was a better predictor of HRQL than lung function, respiratory 
symptoms, age, gender, education or pack-years. FEV,, dyspnoea and the presence of one 
to two diseases were second-best predictors of several domains of HRQL. Except for 
insomnia, we could not demonstrate an influence of single diseases on HRQL. It was 
concluded that it is probably the number of diseases, rather than the type of disease, that 
cause impairments in HRQL in COPD patients. Although comorbidity appeared an important 
predictor of HRQL, the largest part of the variance in HRQL remained unexplained. 
Therefore, comorbidity and other patient characteristics do not clearly discriminate between 
COPD patients with severe impairments and patients with minor or no impairments in HRQL. 
Consequently, it remains important to ask for problems in daily functioning and well-being, 
rather than to rely on patient characteristics alone. 

Chapter 5 

In this chapter, the course of HRQL in one and one-half year in COPD patients was 
investigated. It appeared that in this period little or no changes in mean HRQL-scores 
occurred, except for physical functioning. However, there were large individual variations in 
HRQL. The percentage of patients showing an increase or decrease in HRQL ranged from 
11% to 43%. This individual variation was not unusual since it was also seen in controls. 
Demographic and respiratory factors and comorbidity only explained 6% to 11% of the 
changes in HRQL. COPD patients are primarily at risk for decreases in their physical 
functioning. Since the course of HRQL is difficult to predict, HRQL should be monitored 
complementary to clinical monitoring. 
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Chapter 6 

Since it has been repeatedly suggested that COPD patients are at increased risk for 
depression, it was studied whether there was evidence for this assumption. Patients and 
controls were compared on the scores they had on the CES-D (a score of 16 or higher on 
this instrument gives an indication for the presence of clinical depression). In patients with 
severe airway obstruction (FEV, <50% predicted), 25% had a score of 16 or higher on the 
CES-D, while this was true for 18% of the patients with a mild to moderate airway obstruction 
(FEV! > 50% predicted), and for 20% of the controls. When adjusting the results for 
differences in age, gender, education, insurance, living situation, and comorbidity, COPD 
patients with severe airway obstruction had a 2Vfe time greater risk of depression than 
controls. This increased risk was not found for patients with mild to moderate airway 
obstruction. Living alone, little reversibility in FEV, respiratory symptoms, and impairments in 
physical functioning, appeared to be risk factors for depression. 

Chapter 7 

In research on HRQL, HRQL is often measured with disease-specific instruments. The St. 
George's Respiratory Questionnaire (SGRQ) is a frequently used disease-specific measure 
in COPD patients. Since a disease-specific instrument, in contrast to a generic instrument, 
should determine only the effects of one specific disease, the SGRQ should not measure the 
effects of comorbidity. It was therefore investigated whether the SGRQ indeed determines 
the effects of COPD alone and not the effects of comorbid diseases. For this purpose, the 
SGRQ was compared with a generic HRQL-instrument, the SF-36, on their associations with 
disease-specific characteristics of COPD and with comorbidity. As was hypothesised, the 
SGRQ was stronger related to lung function and respiratory symptoms than the SF-36. In 
contrast, comorbidity was associated with the SF-36, while there was no or just a minor 
association with the SGRQ. Only insomnia was somewhat more strongly related to the 
SGRQ. These findings support the validity of the SGRQ as a disease-specific instrument. 
Furthermore, there seems no need to adjust for the potential confounding effect of 
comorbidity when using the SGRQ. 

Chapter 8 

In this chapter, results of previous chapters are discussed and interpreted and implications 
for further research and clinical practice are given. In short, the results of this thesis show 
that comorbidity is an important factor that should be taken into account in research on 
HRQL of COPD patients. COPD patients from general practice can be severely impaired in 
their HRQL, which underscores the importance of adequate treatment and management of 
this group of COPD patients. Since demographic and respiratory characteristics of the 
patient and comorbidity could only partly predict HRQL, other factors must influence HRQL of 
the patients. Therefore, more research on the role of psychosocial factors should be carried 
out. Also, patient characteristics are no good indicators of the patients' HRQL, an therefore it 
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is important to ask for impairments in HRQL. Since COPD patients are primarily at risk for 
impairments in physical functioning, the general practitioner could ask after problems with 
daily activities that require physical exercise, such as work, housekeeping, shopping, 
recreational activities, or dressing or bathing. Furthermore, the presence of depression 
should be considered, primarily in patients with severe airway obstruction. Besides trying to 
improve physical functioning or treating depression, efforts to reduce respiratory symptoms 
and to slow down the deterioration of pulmonary function are important therapeutic goals, 
since symptoms and lung function are associated with HRQL. Nevertheless, the limitations of 
clinical treatment need to be recognised, since non-clinical factors seem at least as important 
for the HRQL of COPD patients as clinical factors. 
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