SUPPLEMENTAL MATERIALS
Anti-inflammatory medications: These are medications with a therapeutic class code that ranges between 661000 and 663099 and are labeled as “Analgesics – Anti-inflammatory”. They include NSAIAs, Cox-2 inhibitors, phenylbutazones, NSAIA combinations, gold compounds, antirheumatic antimetabolites, IL-1 receptor antagonists, anti-TNF-alpha monoclonal antibodies, pyrimidine synthesis inhibitors, soluble tumor necrosis factor inhibitors, miscellaneous antirheumatics, and miscellaneous antirheumatic combinations. 

Dietary Inflammatory Index: The DII was developed for the quantitative assessment of diet as a predictor of a wide range of health outcomes including inflammatory cytokines and chronic diseases. The DII which was designed to be universally applied across human studies with adequate dietary assessment, has been used in >200 studies over the past 4 years and forms the basis for 12 meta-analyses1. We calculated the DII score based on data from the 122-item Food Frequency Questionnaire (FFQ) which was administered at enrollment to evaluate average dietary intake, including vitamin and mineral supplements, over the past 3 months2-10. Results of this WHI FFQ were comparable to four 24-hour dietary recalls as well as 4 days of food diaries within the same population4, 10. The University of Minnesota’s Nutrition Data System for Research which is based on the U.S. Department of Agriculture Standard Reference releases and manufacturer information was used to estimate each participant’s consumption of specific nutrients4, 9, 10. The original DII score was developed based on a review of 1943 studies that were published through 2010 and examined a total of 45 components (food items or nutrients) in relation to inflammatory markers, which included interleukin (IL)-1β, IL-4, IL-6, IL-10, tumor necrosis factor-α (TNFα), and CRP4. Each food item or nutrient was assigned a specific score according to its pro-inflammatory (+1), anti-inflammatory (-1), or null (0) effect while taking number of publications and study design into consideration. For each DII component, a Z-score was calculated by subtracting a global average intake from the actual food item or nutrient intake and dividing by a global standard deviation as described elsewhere9, 11. After Z-scores were converted to proportions, they were centered by multiplying by 2 and subtracting by 19, 11. These centered proportions were multiplied by their component-specific inflammatory effect score to obtain component-specific DII scores which were added together to calculate a total DII score for each subject9, 11. As described in previously conducted WHI studies, we calculated the total DII score based on 32 out of 45 DII components that were available in the FFQ, with the remaining 13 components not likely to contribute substantially to the original DII score9, 11. In this study, the total DII score was defined as a continuous variable.

Burnam algorithm: Depressive symptoms in the past week were assessed with a scale that used 6 items from the 20-item Center for Epidemiological Studies Depression Scale (CES-D) and 2 items from the Diagnostic Interview Schedule (DIS). CES-D: Participants are asked how often they have felt each of these feelings during the past week: ‘You felt depressed’, ‘Your sleep was restless’, ‘You enjoyed life (reversed scoring)’, ‘You had crying spells’, ‘You felt sad’, and ‘You felt that people disliked you’. Each item is scored as 0 (rarely or none of the time [1 day]), 1 (some or a little of the time [1-2 days]), 2 (occasionally or a moderate amount of the time [3-4 days]), or 3 (most or all of the time [5-7 days]). DIS: ‘In the past year, have you had 2 weeks or more during which you felt sad, blue, or depressed or lost pleasure in things that you usually cared about or enjoyed? (0, no; 1, yes)’, ‘Have you had 2 years or more in your life when you felt depressed or sad most days, even if you felt okay sometimes? (0, no; 1, yes) If yes, have you felt depressed or sad much of the time in the past year? (0, no; 1, yes)’ 12-16. Studies involving the Burnam algorithm conducted in the general population, primary care and mental healthcare settings suggested adequate sensitivity and positive predictive values for detecting depressive disorder, especially for recent disorders and those that met full DSM-III criteria14.   
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