
Supplemental Digital Content 2, Figure 1. Directed acyclic graph showing distinction between variables which may confound the relationship between smoking and outcome, such as age or gender, and causal variables such as chronic obstructive pulmonary disease which lie in the causal pathway between smoking and outcome. In this graph the direct arrow from smoking to outcome suggests that there is a direct causal relationship between smoking and outcome. This is debatable, since most if not all of the causal effect of smoking would be expected to occur through patient co-morbidities. Our analysis which matched on confounders, but not on causal variables, seeks to estimate the causal effect of smoking through the proposed available causal variables (see Methods for complete list of posited causal variables) and any unmeasured causal variables.  COPD = chronic obstructive pulmonary disease; BMI = body mass index
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