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Supplementary table 1. Conclusions on extrapulmonary manifestations of COPD and comorbidities



	Conclusions (C) and Recommendations (R)
	Final results
	Level of evidence (LE)/Grade of recommendation (GR)
	Source

	Comorbidities

	

	C1. 
	The sustained presence of low grade systemic inflammation in COPD contributes to the emergence and development of comorbidities.

	Unanimity
1st round
	5D
	References
1-3




Supplementary table 2. Conclusions and recommendations on the clinical consequences and treatment of cardiovascular risk factors in COPD patients

	Conclusions (C) and Recommendations (R)
	Final results
	Level of evidence (LE)/Grade of recommendation (GR)
	Source

	A) OBESITY

	Consequences of obesity in COPD

	C2. [bookmark: _Toc8045555]
	Obesity in COPD patients causes respiratory function changes that lead to worse quality of life, reduced exercise tolerance, and greater use of health care resources.
	Unanimity
1st round
	2
	References: 4-6

	R1. [bookmark: _Toc8045557]
	Patients with COPD and obesity should receive recommendations for weight control.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	R2. [bookmark: _Toc8045558]
	Patients with low body weight should receive recommendations on nutrition and physical activity aimed at gaining weight and muscle mass, given the association between low BMI and mortality.

	Consensus
(97.5%)
1st round
	5 D
	Compiled by authors
Reference: 7

	Treatment of patients with COPD and obesity


	C4. [bookmark: _Toc8045561]
	Systemic corticosteroids can contribute to weight gain if used for extended periods of time.
	Unanimity
1st round
	2
	Reference:8

	C5. [bookmark: _Toc8045562]
	Roflumilast can cause weight loss.
	Consensus
(95.7%)
1st round
	1
	Reference:9   LE: 1

	R3. [bookmark: _Toc8045563]
	All lifestyle and dietary modifications and pharmacological treatments that contribute to optimum control of excess weight are recommended.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	R4. [bookmark: _Toc8045564][bookmark: _Toc8045565]
	Pulmonary rehabilitation programs are recommended in patients with COPD and obesity.
	Unanimity
1st round
	5 D
	Adapted   from 10   References: 11,12

	B) ARTERIAL HYPERTENSION (AHT)

	Consequences of AHT in COPD

	R7. [bookmark: _Toc8045569][bookmark: _Toc8045570]
	A comprehensive evaluation must be performed to detect risk factors associated with COPD and AHT in all patients with both diseases, since these conditions will foster the development of cardiovascular diseases, such as ischemic heart disease and congestive heart failure, that worsen the prognosis of COPD patients.
	Consensus
(95.7%)
1st round
	5 D
	Adapted   from 10   Reference: 13

	Treatment of patients with COPD and AHT

	C7. [bookmark: _Toc8045573]
	Bronchodilators (long acting muscarinic antagonists and long acting beta agonists) are safe and well tolerated in hypertensive patients with COPD.
	Unanimity
1st round
	5
	Reference:  14

	C8. [bookmark: _Toc8045574]
	Treatment of AHT is the same in patients with and without COPD, and COPD treatment is the same in patients with and without AHT.
	Unanimity
1st round
	5
	Expert opinion

	R8. [bookmark: _Toc8045575]
	The use of beta-blockers, especially cardioselective agents, is recommended in hypertensive patients with COPD and ischemic heart disease or heart failure.
	Unanimity
1st round
	2 B
	Adapted   from 15   References: 16,17

	R9. [bookmark: _Toc8045576]
	Cardioselective beta-blockers should not be suspended during acute COPD exacerbations.
	Consensus
(91.3%)
1st round
	2 B
	Compiled by authors
Reference: 18

	R10. [bookmark: _Toc8045577]
	In patients with COPD and AHT, antihypertensive treatment with angiotensin converting enzyme inhibitors and angiotensin receptor II blockerss is recommended.
	Consensus
(91.3%)
1st round
	5 D
	Adapted   from 10  Expert opinion

	R11. [bookmark: _Toc8045578]
	COPD should be treated according to standard clinical practice guideline recommendations, since there is no direct evidence that COPD should be treated differently in the presence of hypertension.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	C) DIABETES MELLITUS (DM)

	Consequences of DM in COPD

	C9. [bookmark: _Toc8045581]
	Diabetes mellitus is associated with worse quality of life, shorter time until first hospitalization, longer hospital stays, and increased mortality.
	Unanimity
1st round
	2
	References: 19-29

	R12. [bookmark: _Toc8045582]
	In patients with COPD and obesity or other cardiovascular risk factors, the presence of diabetes mellitus should be ruled out, due to its impact on quality of life, COPD progress, and reduced survival.
	Unanimity
1st round
	2 C
	Compiled by authors
References: 19-29

	R13. [bookmark: _Toc8045583]
	As in any patient with DM, in patients with COPD and DM, glycated hemoglobin (HbA1c) must be determined periodically in order to maintain an optimal degree of glycemic control, due to the increased relative risk of death or prolonged length of hospital stay associated with high blood glucose.
	Unanimity
1st round
	2 C
	Compiled by authors
References: 13,28-30

	Treatment of patients with COPD and DM

	C10. [bookmark: _Toc8045586]
	Low-dose inhaled corticosteroids, when indicated, do not increase the risk of developing DM in patients with COPD.
	Consensus
(87.0%)
1st round
	2
	References: 31

	R14. [bookmark: _Toc8045587]
	Blood glucose should be monitored in patients with COPD who receive treatment with systemic corticosteroids, due to the increased risk of development of hyperglycemia.
	Consensus
(87.0%)
1st round
	2 B
	Compiled by authors
Reference: 32

	R15. [bookmark: _Toc8045588]
	As any patient with DM, glomerular filtration rate should be evaluated periodically to adjust the dose of antidiabetic drugs in patients with COPD and diabetes mellitus.
	Unanimity
1st round
	5 D
	Compiled by authors
Reference

	R16. [bookmark: _Toc8045589]
	Metformin, if tolerated and not contraindicated, is the first drug of choice for patients with COPD and DM.
	Consensus
(91.3%)
1st round
	4 C
	Compiled by authors
References: 33,34

	R17. [bookmark: _Toc8045590]
	COPD in the presence of DM should be treated according to standard clinical practice guideline recommendations, since there is no direct evidence that these patients need to be treated differently, in spite of increasing dyspnea or a greater predisposition to exacerbations that might be a result of this comorbidity.
	Consensus
(95.7%)
1st round
	5 D
	Compiled by authors
Reference: 35

	D) DYSLIPIDEMIA

	Consequences of dyslipidemia in COPD patient

	C11. [bookmark: _Toc8045593]
	Available evidence on the role of dyslipidemia in COPD is still insufficient to establish specific findings on the consequences of this comorbidity in these patients.
	Consensus
(82.6%)
1st round
	-
	Expert opinion

	Treatment of patients with COPD and dyslipidemia

	C12. [bookmark: _Toc8045596]
	Overall, it seems that COPD patients who benefit most from treatment with statins are those who have concomitant cardiovascular disease.
	Consensus
(95.7%)
1st round
	1
	Reference: 36

	C13. [bookmark: _Toc8045597]
	The clinical benefit of statins in COPD patients who do not have other risk factors for cardiovascular disease is not currently established.
	Consensus
(87.0%)
1st round

	-
	-

	R18. [bookmark: _Toc8045598]
	All patients with COPD and cardiovascular disease should receive statins according to clinical practice guideline recommendations.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	R19. [bookmark: _Toc8045599]
	COPD patients should receive the treatment recommended in the clinical practice guidelines regardless of whether they have concomitant dyslipidemia or not, and vice versa.
	Consensus (95.7%)
1st round
	5 D
	Compiled by authors
Expert opinion





Supplementary table 3. Conclusions and recommendations on the clinical consequences and treatment of cardiovascular comorbidities in COPD patients

	Conclusions (C) and Recommendations (R)
	 
Final results
	Level of evidence (LE)/ Grade of evidence (GR)
	Source

	A) HEART FAILURE (HF)

	Consequences of HF in COPD

	C14. 
	Health-related quality of life is worse in patients with COPD who have concomitant HF.
	Unanimity
1st round
	1
	References: 37,38

	C15. 
	HF worsens the prognosis of patients with COPD, in terms of new exacerbations, hospitalizations, and death rates.
	Unanimity
1st round
	2
	References: 39-42

	C16. 
	Raised natriuretic peptide levels are associated with increased mortality in patients with COPD.
	Consensus
(82.6%)
1st round
	1
	Reference: 43

	R20. 
	Since the prevalence of HF is higher in patients with COPD, and confers a worse prognosis, ruling out the presence of HF is recommended.
	Unanimity
1st round
	2 C
	Compiled by authors
References: 39-42,44-47

	R21. 
	If HF is suspected in patients with COPD, natriuretic peptide levels should be determined.
	Consensus
(95.2%)
2nd round
	1 B
	Compiled by authors
References: 43,48-51

	Treatment of patients with COPD and HF

	C17. 
	Drugs used for the treatment of HF are safe in patients with COPD.
	Unanimity
1st round
	1
	References: 52-54

	C18. 
	Long-acting bronchodilators and inhaled corticosteroids are safe in patients with HF.
	Unanimity
1st round
	1
	References:  14,55-57

	R22. 
	In COPD, if beta-blockers are indicated, the use of cardioselective drugs is preferred.
	Unanimity
1st round
	1 B
	Compiled by authors
References: 52-54,58

	R23. 
	COPD patients should receive the treatment recommended in the guidelines regardless of whether they have concomitant HF or not, and vice versa.
	Unanimity
(90.5%)
2nd round
	5 D
	Compiled by authors
References: 55,59

	B) ISCHEMIC HEART DISEASE (IHD)

	Consequences of IHD in COPD

	C19. 
	The presence of IHD worsens health-related quality of life in patients with COPD.
	Unanimity
1st round
	1
	References:  52,60-62

	C20. 
	IHD increases the risk of hospitalization and mortality in patients with COPD.
	Consensus
(95.7%)
1st round
	1
	References:  39,63,64

	R24. 
	In all patients with COPD, the possibility of IHD should be ruled out, since this comorbidity worsens patient prognosis.
	Consensus
(81.0%)
2nd round
	1 A
	Compiled by authors
Reference: 52

	Treatment of patients with COPD and ischemic heart disease

	C21. 
	The treatment of COPD is safe in patients with IHD.
	Consensus
(95.7%)
1st round
	1
	References:   65-68

	C22. 
	The treatment of COPD is associated with a decrease in cardiovascular mortality in epidemiological studies and in some clinical trials, although this could not be demonstrated in studies where mortality was the main variable.
	Consensus
(87.0%)
1st round
	2
	References:    56,69-75

	C23. 
	Cardiovascular drugs are safe in patients with COPD.
	Unanimity
1st round
	1
	References:    72,76-79

	R25. 
	Since the safety and effectiveness of drugs for IHD and COPD are not modified in patients with both diseases, the presence of IHD does not require a modification of the COPD treatment recommended in the clinical practice guidelines, and vice versa.
	Consensus
(91.3%)
1st round
	2 B
	Compiled by authors
References: 14,35

	C) PERIPHERAL ARTERY DISEASE (PAD)

	Consequences of PAD in COPD

	C24. 
	The presence of PAD in COPD patients is associated with a poorer quality of life and reduced exercise tolerance compared with COPD patients without PAD.
	Unanimity
1st round
	1
	Reference:   80

	C25. 
	Mortality of COPD patients is increased in the presence of PAD.
	Consensus
(95.7%)
1st round
	3
	References: 39,81

	C26. 
	Due to lack of evidence, no conclusion can be made regarding the effect of PAD on the disease course of COPD patients.
	Consensus
(87.0%)
1st round
	-
	-

	R26. 
	The presence of PAD should be ruled out in COPD patients because it is associated with worse quality of life, lower exercise tolerance, and increased mortality.
	Consensus
(91.3%)
1st round
	1
	Compiled by authors
References: 39,80,81

	Treatment of COPD patients with PAD

	C27. 
	
The treatment of COPD is safe in patients with PAD.

	Unanimity
1st round
	1
	References:  82,83

	C28. 
	Lifestyle and dietary measures and abstinence from smoking are recommended for both PAD and COPD.
	Unanimity
1st round
	1
	Reference:  84

	C29. 
	The use of statins and beta-blockers in patients with PAD and concomitant COPD is safe.
	Consensus
(95.7%)
1st round
	1
	References:  82,83

	R27. 
	Patients with COPD and PAD should be treated in accordance with standard clinical practice guideline recommendations, since there is no evidence that the presence of PAD alters the treatment for COPD.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	D) ATRIAL FIBRILLATION (AF)

	Consequences of AF in COPD

	C30. 
	AF worsens quality of life in COPD patients.
	Unanimity
1st round
	1
	References:  85

	C31. 
	AF increases the risk of hospitalization and mortality in patients with COPD.
	Unanimity
1st round
	1
	References:   39,86-89

	C32. 
	AF can cause COPD exacerbation.
	Consensus
(85.7%)
2nd round
	1
	Reference:   90

	Treatment of patients with COPD and AF

	C33. 
	Inhaled bronchodilators at standard doses are safe in patients with COPD and AF.
	Consensus
(91.3%)
1st round
	1
	References:  14,35

	C34. 
	The treatment of AF does not differ in patients with concomitant COPD.
	Consensus 
(91.3%)
1st round
	5
	References:  14,35

	R28. 
	Bronchodilators and inhaled corticosteroids should be used at standard doses in patients with COPD and AF.
	Consensus
(82.6%)
1st round
	5 D
	Compiled by authors
Reference:91

	R29. 
	High doses of short acting beta agosnists and theophylline should be avoided, as these can trigger AF or worsen control of the ventricular rate.
	Consensus
(95.7%)
1st round
	1 A
	Compiled by authors
Reference:92

	R31. 
	The use of beta-blockers in COPD exacerbations is not contraindicated, although cardioselective agents are always recommended.
	Unanimity
1st round
	1 A
	Adopted    from 10 References: 35,93






Supplementary table 4. Conclusions and recommendations on the clinical consequences and treatment of neuropsychiatric comorbidities in COPD patients

	Conclusions (C) and Recommendations (R)
	Final results
	Level of evidence (LE)/ Grade of evidence (GR)
	Source

	A) ANXIETY

	Consequences of anxiety in COPD

	C35. 
	In patients with COPD, the presence of anxiety is associated with a worse quality of life, greater frequency of exacerbations, and reduced survival.
	Consensus
(91.3%)
1st round
	2
	References:  94-99

	C36. 
	The presence of anxiety is associated with worse therapeutic adherence, greater failure of pulmonary rehabilitation programs or smoking cessation, and higher healthcare costs in general.
	Unanimity
1st round
	1
	References: 98,100-105

	R32. 
	The anxiety status of COPD patients should be assessed, due to its high impact in terms of quality of life, exacerbations, hospitalizations, and survival.
	Unanimity
1st round
	2 B
	Compiled by authors
References: 94-99

	R33. 
	Anxiety assessment scales and quality of life questionnaires must be used in these patients.
	Consensus
(82.6%)
1st round
	3 C
	Compiled by authors
References: 10,96,99,106

	Treatment of patients with COPD and anxiety

	C38. C3
	The published literature on the treatment of anxiety in patients with COPD is limited but points to the need for a multidisciplinary approach and the implementation of personalized therapeutic strategies to improve the treatment and prognosis of these patients.
	Unanimity
1st round
	5
	Expert opinion

	C39. 
	Antidepressants alter patients’ perception of some symptoms, such as dyspnea, and improve quality of life.

	Consensus
(95.7%)
1st round
	2
	Reference: 107

	C40. 
	Exercise can have positive effects on the psychological health of all COPD patients, including those with low or moderate levels of anxiety.

	Unanimity
1st round
	3
	Reference: 108

	C41. 
	The use of relaxation techniques in patients with COPD who have anxiety could have a beneficial effect on lung function and decrease anxiety levels.

	Consensus
(91.3%)
1st round
	4
	Reference: 109

	R34. 
	In patients with COPD and associated anxiety, the use of SSRIs is recommended, unless contraindicated.

	Consensus
(95.7%)
1st round
	2 A
	Adapted from 110

	R35. 
	

Unless contraindicated, patients with COPD and anxiety should be advised to participate in a respiratory rehabilitation program, particularly programs based on physical exercise.

	Consensus
(91.3%)
1st round
	3 C
	Compiled by authors
References: 111-113

	R36. 
	The presence of drug-drug interactions between anti-anxiety medications and theophylline must be investigated.

	Consensus
(91.3%)
1st round
	1 B
	Adapted from 10

	B) INSOMNIA

	Consequences of insomnia in COPD

	C42. 
	Quality of sleep in COPD patients is often poor. This not only affects quality of life but is also a risk factor for exacerbations, emergency visits, and increased all-cause mortality.
	Unanimity
1st round
	2
	References: 114-116

	R37. 
	
COPD patients should be asked about their quality of sleep, due to the potential deleterious effects of poor quality of sleep on the course of COPD.
	Unanimity
1st round
	2 C
	Compiled by authors
References: 114-116

	Treatment of patients with COPD and insomnia


	C43. 
	The drugs most widely used in the treatment of insomnia are hypnotics and benzodiazepines, but these have significant respiratory adverse effects that need to be taken into account in the management of COPD and insomnia.
	Consensus
(91.3%)
1st round

	3
	References: 117-119

	C44. 
	Long-acting bronchodilators are safe in terms of quality of sleep.
	Consensus
(91.3%)
1st round
	3
	References: 120,121

	C45. 
	Indacaterol appears to reduce night-time awakenings caused by dyspnea, compared with placebo, tiotropium, and salmeterol.
	Consensus
(81%)
2nd round
	3
	References: 122,123

	R38. 
	The dose of benzodiazepines should be adjusted in patients receiving theophylline, as their effects are reduced in these patients. It should be determined if the patient is using St. John's wort concomitantly with theophylline, due to the risk of interactions.
	Consensus
(82.6%)
1st round
	3 C
	Adapted from 10

	R39. 
	Insomnia in COPD patients must be treated.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	R40. 
	COPD patients should receive the treatment recommended in clinical practice guidelines regardless of whether they have concomitant insomnia or not.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	C) DEPRESSION

	Consequences of depression in COPD

	C46. 
	Patients with COPD and depression have a worse quality of life, more exacerbations, and higher mortality.
	Consensus
(95.7%)
1st round
	1
	References: 98,99,124,125

	C47. 
	Patients with COPD and depression have more functional decline and reduced exercise tolerance.
	Consensus
(100%)
1st round
	3
	References: 126,127

	C48. 
	Patients with COPD and depression show worse adherence to bronchodilator drug therapy.
	Unanimity
1st round
	3
	Reference: 102

	C49. 
	Patients with COPD and depression show worse adherence to respiratory rehabilitation programs.
	Unanimity
1st round
	1
	Reference: 128

	R41. 
	Given the impact of depression on progress and survival, the existence of depression in patients with COPD should be ruled out at frequent intervals.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	Treatment of patients with COPD and depression

	C50. 
	In patients with COPD, the treatment of depression is associated with better health outcomes (fewer emergency department visits, fewer hospitalizations, less dyspnea, and better quality of life).
	Consensus
(95.7%)
1st round
	3
	References: 129,130

	C51. 
	Antidepressants are safe in patients with COPD.
	Unanimity
1st round
	2
	Reference: 131

	R42. 
	COPD patients should receive the treatment recommended in the clinical practice guidelines regardless of whether they have depression or not.
	Consensus
(95.7%)
1st round
	5 D
	Adapted from 10

	R43. 
	Patients with COPD and depression should receive psychological therapy, and pharmacological treatment if there is no improvement.
	Unanimity
1st round
	1 A
	Compiled by authors
References: 132,133

	R44. 
	Patients with COPD and depression should be referred for respiratory rehabilitation.
	Consensus
(87%)
1st round
	1 A
	Adapted from 134

	R45. 
	Selective serotonin reuptake inhibitors are the antidepressants of choice in COPD patients.
	Unanimity
1st round
	1 A
	Compiled by authors
Reference: 135

	R46. 
	Fluvoxamine and St. John's wort must not be used in combination to treat depression in COPD patients who are receiving roflumilast or theophylline. 
	Consensus
(82.65)
1st round
	5 D
	Adapted from 10

	R47. 
	Anticholinergic symptoms should be monitored when anticholinergic bronchodilators are combined with monoamine oxidase inhibitors or tricyclic antidepressants.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	D) COGNITIVE DETERIORATION

	Consequences of cognitive dysfunction in COPD

	C52. 
	Patients with COPD and dementia have a higher risk of hospital admission and longer hospital stays.
	Unanimity
1st round
	3
	References: 136,137

	C53. 
	The presence of cognitive impairment could be an independent risk factor for long-term mortality in COPD patients.
	Unanimity
1st round
	3
	References: 39,136,138

	C54. 
	The lack of evidence makes it impossible to conclude if the rate of exacerbations or quality of life in COPD patients are affected by the presence of cognitive impairment.
	Consensus
(85.7%)
2nd round
	-
	-

	R48. 
	Due to the its impact on progress and survival, the existence of cognitive impairment in patients with COPD should be ruled out.
	Consensus
(91.3%)
1st round
	5D
	Compiled by authors
Expert opinion

	Treatment of patients with COPD and cognitive impairment

	C55. 
	Drugs used for the treatment of cognitive impairment (acetylcholinesterase inhibitors) are safe and do not affect the standard treatment of COPD.
	Unanimity
1st round
	3
	Reference:  139

	C56. 
	Pulmonary rehabilitation programs partially improve cognitive function in patients with COPD.
	Consensus
(81%)
2nd round
	2
	References: 140-142

	R49. 
	COPD patients should receive the treatment recommended in the clinical practice guidelines regardless of whether they have cognitive impairment or not.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	R50. 
	Patients with COPD and cognitive impairment who have hypoxemia benefit from treatment with oxygen therapy to delay the progress of cognitive impairment.
	Consensus
(81%)
2nd round
	3 B
	Compiled by authors
Reference: 143

	R52. 
	In the event that cognitive impairment prevents the use of inhalation devices, COPD patients will use spacers or nebulization devices.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	R53. 
	In patients with COPD and cognitive impairment, the use of inhalation devices will be supervised, and caregivers will also be instructed in their use.
	Consensus
(95.7%)
1st round
	5 D
	Compiled by authors
Expert opinion







Supplementary table 5. Conclusions and recommendations on the clinical consequences and treatment of other comorbidities in COPD patients

	Conclusions (C) and Recommendations (R)
	Final results
	Level of evidence (LE)/Grade of evidence (GR)
	Source

	A) PAIN

	Consequences of pain in COPD

	C57. 
	Pain in COPD patients can occur at any disease stage and leads to a deterioration in quality of life.
	Unanimity
1st round
	2
	References: 144-146

	C58. 
	No studies have evaluated the possible relationship between pain and an increased likelihood of exacerbation or hospital admission in COPD patients, and no association between the presence of pain and a lower survival has been detected in these patients.
	Consensus
(81%)
2nd round
	-
	-

	R54. 
	Given that the pain affects quality of life and may be associated with a greater presence of fatigue or dyspnea, pain quantification scales are useful for the evaluation of pain and for assessing response to treatment.
	Consensus
(87%)
1st round
	5 D
	Compiled by authors Expert opinion

	Treatment of patients with COPD and pain

	C59. 

	The use of opioids at appropriate doses does not increase the risk of respiratory depression in COPD patients.
	Consensus
(85.7%)
2nd round
	1
	References:
147-149

	C60. 
	Treatments for COPD do not affect treatment for pain in any way.
	Consensus
(87%)
1st round
	-
	-

	R56. 
	If opioid treatment is needed in patients with COPD and pain, it should begin at 50% of the dose, and then gradually escalated, in order to achieve an adequate level of analgesia, especially in older patients.
	Consensus
(87%)
1st round
	5 D
	Adapted  from 10   Expert opinion

	R57. 
	Increasing the dose or frequency of drugs used in the treatment of COPD to alleviate a perceived sensation of dyspnea due to pain is not recommended, since these drugs do not improve analgesia in these patients, but side effects and drug interactions may increase.
	Consensus
(87%)
1st round
	5 D
	Compiled by authors
Expert opinion

	R58. 
	Appropriate analgesia not only reduces the perception of pain but in some cases can also improve feelings of fatigue or dyspnea in COPD patients, so attempts should be made to achieve the best possible level of analgesia.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	B) ANEMIA

	Consequences of anemia in COPD

	C62. 
	In COPD patients, anemia is associated with a worse quality of life, reduced exercise tolerance, and dyspnea.
	Unanimity
1st round
	1
	References: 150,151

	C63. 
	In COPD, anemia is associated with more hospitalizations and exacerbations.
	Consensus
(95.7%)
1st round
	1
	References: 151-153

	C64. 
	Patients with COPD and anemia have a higher rate of hospital readmission.
	Consensus
(95.7%)
1st round
	1
	Reference:  151

	C66. 
	Patients with COPD and anemia have a higher mortality rate during hospital admission, in the short and long term.
	Unanimity
1st round
	1
	References: 150,151,153-157

	R59. 
	Due to its impact on quality of life, hospitalizations, and survival, the presence of anemia and its etiology should be investigated in all patients with COPD.
	Consensus
(95.7%)
1st round
	5 D
	Compiled by authors
Expert opinion

	R60. 
	In patients with COPD and anemia, the etiological treatment of anemia is recommended.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	C) OSTEOPOROSIS

	Consequences of osteoporosis in COPD


	C67. 
	Patients with COPD and osteoporosis have a worse quality of life, more exacerbations, and higher mortality.
	Consensus
(87%)
1st round
	2
	References: 158,159

	C68. 
	Patients with COPD and osteoporosis or vertebral fractures have more exacerbations, more hospitalizations, and longer average lengths of stay.
	Consensus
(95.7%)
1st round
	2
	References: 160-162

	C69. 
	Patients with COPD and vertebral fracture have greater 2-year mortality.
	Consensus
(95.7%)
1st round
	2
	Reference: 162

	C70. 
	Patients with COPD and osteoporosis show less improvement in exercise tolerance after pulmonary rehabilitation programs than patients with other comorbidities.
	Consensus
(82.6%)
1st round
	1
	Reference: 163

	R62. 
	Due to the impact of osteoporosis on progress and survival, the existence of osteoporosis should be ruled out in COPD patients.
	Consensus
(87%)
1st round
	5 D
	Compiled by authors
Expert opinion

	R63. 
	Due to the impact of osteoporosis on progress and survival, it is recommended that the existence of vertebral fractures in COPD patients is always ruled out with the simple procedure of performing a lateral chest X-ray.
	Consensus
(91.3%)
1st round
	5 D
	Compiled by authors
Expert opinion

	Treatment of patients with COPD and osteoporosis

	C71. 
	Systemic corticosteroids used for the treatment of COPD exacerbations increase the risk of osteoporosis.
	Unanimity
1st round
	1
	Reference: 164

	C72. 
	Inhaled corticosteroids used to treat COPD increase the risk of osteoporotic fractures.
	Consensus
(81%)
2nd round
	1
	References: 165,166

	C73. 
	Bisphosphonates are useful for the treatment of corticosteroid-induced osteoporosis.
	Consensus
(95.7%)
1st round
	1
	Reference: 167

	C74. 
	Pulmonary rehabilitation programs improve exercise tolerance in patients with COPD and osteoporosis.
	Consensus
(95.7%)
1st round
	1
	Reference: 163

	R64. 
	Osteoporosis in patients with COPD should be treated according to standard clinical practice guideline recommendations.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	R65. 
	In patients with COPD and osteoporosis, inhaled corticosteroids must be administered at the lowest effective dose possible.
	Consensus
(91.3%)
1st round
	1 A
	Reference: 165,166

	R66. 
	In patients with COPD and osteoporosis, treatment with systemic corticosteroids should be avoided if possible. If they are used, they should be administered at the lowest doses possible.
	Unanimity
1st round
	1 A
	References: 164

	R67. 
	Patients with COPD and osteoporosis should be referred for rehabilitation.
	Consensus
(82.6%)
1st round
	1 A
	Adapted from 163

	D) GASTROESOPHAGEAL REFLUX DISEASE (GERD)

	Consequences of GERD in COPD   

	C75. 
	[bookmark: _Toc8045754]The presence of reflux symptoms in patients with COPD is associated with an increased frequency and severity of exacerbations, and a poorer quality of life.
	Consensus
(87%)
1st round
	2
	References: 168-173

	C76. 
	[bookmark: _Toc8045757]The impact of GERD on mortality in COPD patients is not well established.
	Consensus
(87%)
1st round
	-
	References: 174-177

	R68. 
	The presence of symptoms of GERD should be ruled out in patients with COPD.
	Consensus
(91.3%)
1st round
	5 D
	Compiled by authors
Expert opinion

	Treatment of patients with COPD and GERD

	C77. 
	COPD treatments are safe in patients with GERD.
	Consensus
(95.7%)
1st round
	5
	Reference: 174

	C78. 
	The use of high-dose omeprazole in patients with GERD and COPD does not improve airway hyperresponsiveness or lung function.
	Consensus
(82.6%)
1st round
	5
	Reference: 178

	C79. 
	Studies are needed to determine the possible benefit of drugs used in GERD in reducing the incidence of exacerbations in COPD patients.
	Consensus
(95.7%)
1st round
	5
	Expert opinion

	R69. 
	The treatment of GERD in COPD patients should follow clinical practice guidelines recommendations for GERD.
	Consensus
(95.7%)
1st round
	5 D
	Compiled by authors
Expert opinion

	E) THROMBOEMBOLIC DISEASE

	Consequences of thromboembolic disease in COPD

	C81. 
	Symptoms of pulmonary embolism can be confused with those of a COPD exacerbation.
	Consensus
(95.7%)
1st round
	5
	Expert opinion

	C82. 
	Patients with COPD exacerbation and concomitant thromboembolic disease are more often admitted to the ICU and present a worse prognosis.
	Unanimity
1st round
	2
	References:  179-182

	Treatment of patients with COPD and thromboembolic disease

	R70. 
	Prophylaxis with low molecular weight heparins is recommended in hospitalized COPD patients while they are bedridden. An alternative treatment is fondaparinux at a dose of 2.5 mg/day. Prophylaxis with low-dose low molecular weight heparins is not recommended.
	Unanimity
1st round
	3 C
	Compiled by authors
References: 183

	R71. 
	In patients in whom anticoagulation is contraindicated, the use of physical measures, such as graduated compression stockings or intermittent pneumatic compression, is recommended.
	Unanimity
1st round
	3 C
	Compiled by authors
References: 183

	R72. 
	Deep vein thrombosis and/or pulmonary thromboembolism in COPD patients should be treated according to standard clinical practice guideline recommendations.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	R73. 
	COPD patients should receive the treatment recommended in the clinical practice guidelines regardless of whether they have deep vein thrombosis or not.
	Unanimity
1st round
	5 D
	Compiled by authors
Expert opinion

	F) CHRONIC KIDNEY DISEASE (CKD)

	Consequences of CKD in COPD

	C84. 
	Patients with COPD and CKD have a higher mortality rate.
	Consensus
(95.7%)
1st round
	1
	References: 184-188

	R74. 
	Given the high prevalence of occult chronic kidney disease in COPD, glomerular filtration rate must always be estimated using MDRD (Modification  of  Diet in  Renal  Disease) or CKD-EPI equations

	Unanimity
1st round
	1 A
	Compiled by authors
Reference: 189

	Treatment of patients with COPD and lung cancer

	C85. 
	Although there is currently a lack of clinical evidence, treatment of CKD in patients with COPD appears to be safe.

	Consensus
(95.7%)
1st round
	5
	Expert opinion

	C86. 
	There is no evidence that pharmacological treatment of COPD will cause any changes in patients with CKD and COPD.

	Consensus
(91.3%)
1st round
	-
	-

	R75. 
	The therapeutic approach to CKD in COPD is no different from patients without COPD, so clinical practice guideline recommendations must be followed.
	Unanimity
1st round
	5 D
	Adapted from: 10 References: 190,191

	G) LUNG CANCER

	Consequences of lung cancer in COPD

	R76. 
	The presence of lung cancer should be ruled out in patients with COPD who have symptoms for developing lung cancer.
	Consensus
(95.7%)
1st round
	5 D
	Compiled by authors
Expert opinion

	Treatment of patients with COPD and lung cancer

	C90. 
	The indication for surgical resectability of lung cancer may be limited by lung function decline in COPD patients.
	Unanimity
1st round
	4
	References: 192

	R78. 
	COPD patients should receive the treatment recommended in the clinical practice guidelines regardless of whether they have cancer or not.
	Consensus
(91.3%)
1st round
	5 D
	Adapted from: 10




Supplementary table 6. Recommendations in divergence

	Recommendations (R)
	Final results
	Source

	ATRIAL FIBRILLATION

	R30.
	The duration of use of high-dose oral corticosteroids should be limited in patients with COPD and atrial fibrillation who are admitted for exacerbations.
	Divergence
(71.4%)
2nd round
	Compiled by authors
Reference 193

	COGNITIVE DETERIORATION

	R51.
	Patients with COPD and cognitive impairment should be referred for rehabilitation.
	Divergence
(76.2%)
2nd round
	Compiled by author
References: 140-142

	PAIN

	R55.
	In patients with COPD and pain, nonsteroidal antiinflammatory drugs should be used in preference to opioids.
	Divergence
(61.9%)
2nd round
	Adapted from 10    Reference: 194
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