
COPD Evidence Tables 
 
The evidence tables are presented in section order.   
 
The methodological quality of each paper was rated using the Scottish Intercollegiate 
Guidelines Network (SIGN) system (Scottish Intercollegiate Guidelines Network. SIGN 
50 Guideline Developers Handbook, 2001; ID 19457): 
 
 

++ All or most of the SIGN methodology 
checklist criteria were fulfilled.  Where 
they have not been fulfilled the conclusions 
of the study or review are thought very 
unlikely to alter. 

+ Some of the criteria were fulfilled.  Those 
criteria that have not been fulfilled or not 
adequately described are thought unlikely 
to alter the conclusions. 

- Few or no criteria were fulfilled.  The 
conclusions of the study are thought likely 
or very likely to alter. 
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Author / Title / Reference / Yr  Rautalahti, M., Virtamo, J., Haukka, J., Heinonen, O. P., Sundvall, J., Albanes, D., & Huttunen, J. K. 1997, "The effect of alpha-

tocopherol and beta-carotene supplementation on COPD symptoms", American Journal of Respiratory & Critical Care Medicine, 
vol. 156, no. 5, pp. 1447-1452. 
Ref ID: 1449 
And 
The ATBC Cancer Prevention Study Group 1994, "The alpha tocopherol, beta carotene lung cancer prevention study:  design, 
methods, participant characteristics, and compliance.", Annals of Epidemiology, vol. 4, pp. 1-10. ID 1530 

N= N=29,133 (total study population).  COPD symptom follow up N=10,284.  Geographic site=Finland 
Duration= Follow up continued until drop out, death or end of supplementation (April 1993) and lasted for 5 to 8 yrs (median 6 yrs) 

Research Design Randomised double blind placebo controlled 2 x 2 factorial design. 
Aim To investigate whether supplementation with two antioxidants, alpha-tocopherol and beta-carotene, could affect the recurrence and 

incidence of COPD related symptoms and whether dietary intake and serum levels of these substances are related to the prevalence 
of these symptoms in a cohort of smokers.  (The primary objective of the ATBC study was to investigate the efficacy of alpha 
tocopherol and beta-carotene in cancer prevention).   



 
Baseline prevalence of COPD symptoms was studied in relation to the dietary intakes of beta-carotene, retinal, and vitamin E and 
serum levels of beta-carotene, retinal and alpha tocopherol.  
 
The recurrence of pulmonary symptoms during follow up was studied in relation to supplementations with beta-carotene and alpha 
tocopherol.   

Operational Definition Operational definition of COPD not provided.  FEV1 not detailed.  Severity of COPD not documented.  
History of cough, phlegm and dyspnoea were collected with a modified Medical Research Council (MRC) questionnaire at baseline 
and annually.  

Population The incidence of COPD symptoms was followed up among 10,284 men who at baseline reported no current symptoms of chronic 
cough or phlegm or dyspnoea.  (29,133 male smokers total study population). 

Intervention N=2,596 Alpha tocopherol 50 mg/d (AT). 
N= 2,564 Beta-carotene 20 mg/d (BC). 
N= 2,581 both AT (50 mg/d) and BC (20 mg/d) (ATCB)  

Comparison N=2,543 Placebo 
Outcomes Recurrence of COPD symptoms 

Number of new cases and relative risk of the incidence of COPD symptoms during follow up by supplementation. 
Cough / Phlegm / Chronic bronchitis / Dyspnoea 

Characteristics At baseline, all members of the study population were current smokers of at least 5 cigarettes daily and had smoked for a median of 
36yrs.  Average number cigarettes = 20 day 
Average age 58yrs  
Concomitant medication not documented 
Exclusions – asthma, angina, cardiac insufficiency, cardiomegaly, valvular disease, arrhythmias. 

Results  During the follow up the supplementations did not affect the recurrence or incidence of chronic cough, phlegm or dyspnoea. 
Prevalence at baseline of chronic bronchitis and dyspnoea was lower among those with: 
High dietary intake of: 
Beta carotene:  Chronic bronchitis (OR 0.78; 95% CI; 0.73 to 0.83) / Dyspnoea (OR 0.67; 95% CI; 0.62 to 0.71) 
Vitamin E:  Chronic bronchitis (OR 0.87; 95% CI 0.82 to 0.93) / Dyspnoea (OR 0.78; 95% CI 0.73 to 0.84) – NB result different in 
abstract to main body of text) 
Retinol:  Dyspnoea (OR 0.86; 95% CI 0.80 to 0.92) 
High serum: 
Beta carotene:  Chronic bronchitis (OR 0.59; 95% CI; 0.55 to 0.62) / Dyspnoea (OR 0.62; 95% CI; 0.58 to 0.66)  
Alpha tocopherol:  Chronic bronchitis (OR 0.76; 95% CI; 0.71 to 0.80) / Dyspnoea (OR 0.80; 95% CI; 0.75 to 0.85) – NB results 
different in abstract to main body of text). 
Retinal:  Dyspnoea only (not chronic bronchitis) (OR 0.81; 95% CI; 0.76 to 0.87). 
Relative risks for the recurrence of COPD symptoms during follow-up by supplementation 
There were no significant differences for cough, phlegm, chronic bronchitis and dyspnoea between alpha tocopherol vs not alpha 



tocopherol. 
There were no significant differences for cough, phlegm, chronic bronchitis and dyspnoea between beta carotene vs no beta 
carotene. 
Number of new cases and relative risk of the incidence of COPD symptoms during follow up by supplementation 
There were no statistically significant differences found for supplementation with beta carotene or alpha tocopherol on the 
incidence of chronic cough, phlegm, bronchitis or dyspnoea during follow up among those men who were free of theses symptoms 
at baseline.   
Hospital admission 
Neither of the antioxidant supplements had a statistically significant effect on the risk of being admitted to a hospital due to a 
COPD diagnosis.  
Authors conclude that “The results indicate no benefit from supplementation with alpha tocopherol or beta carotene on the 
symptoms of COPD but support the beneficial effect of dietary intake of fruit and vegetables”. 
And 
“In conclusion, supplementation with alpha tocopherol or beta carotene for 5 to 8 years did not prevent the development of 
symptoms related to COPD but a diet rich in these substances offered some protection”.  
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