Supplementary Appendix

Association of iron deficiency with incident cardiovascular diseases and mortality in the general population.

Overview and description of the included cohort studies.
1. Kooperative Gesundheitsforschung in der Region Augsburg (KORA): 
The WHO Multinational Monitoring of Trends and Determinants in Cardiovascular Diseases (MONICA)/ Cooperative Health Research in the Region of Augsburg (KORA) cohorts were randomly selected from representative sample surveys from the city of Augsburg and the less urban Landkreis Augsburg and Landkreis Aichach-Friedberg regions in Bavaria, Southern Germany. List of municipalities and population registers were used as sampling frames for the first and the second stage of two-stage sampling, respectively. The second stage of sampling was stratified by sex and 10-year age group. The Survey 4 baseline examination (S4) was carried out in 1999-2001 consisting of 3,019 men and women aged 25-74 who were re-examined with repeated measurements collected, in 2006-2008 (F4) with a response rate of 72%. For the present analysis, data from the F4 study was included as baseline data, since measurements of iron status were only available for F4.
Mortality follow-up was conducted via the German population registry until 2009. In the case of a fatal event, a copy of the death certificate was obtained. Coronary events among person living in the study area and occurring at <75 years of age were identified through the MONICA/KORA Augsburg coronary event registry. Coronary deaths were validated by autopsy reports, death certificates, chart review from the last treating physician. Non-fatal coronary events occurring in persons who had moved outside the study region or were aged ≥75 years as well as all non-fatal stroke events were obtained from self-reported cases validated by medical records. Information on fatal stroke events were obtained from death certificates and medical records. In total, 3056 individuals from the KORA study with available information on iron status were enrolled in this study.
http://www.thl.fi/publications/morgam/cohorts/full/germany/ger-auga.htm

2. Northern Sweden MONICA study
The Northern Sweden MONICA study covered the two northernmost counties of Sweden, i.e. Norrbotten and Västerbotten with altogether 510,000 inhabitants. Population surveys were performed in 1986, 1990, 1994, 1999, 2004 and 2009, with altogether 10,517 unique participants. On the first two occasions, 2,000 persons aged 25 to 64 years were randomly selected, and in the last three surveys, the upper age limit was extended to 74 years and 2,500 individuals were invited. A stratified randomized selection procedure by age and sex (250 persons in each sex/10-year age stratum) has been used. The participation rate was 69-81%. Detailed analyses of non-participants have been performed. Iron, transferrin and ferritin were measured in the 1990 survey with the aim of determining the prevalence of hemochromatosis and only this cohort was used for the present analysis. Furthermore, within the MONICA study, all incident fatal and non-fatal cardiovascular events (myocardial infarction and stroke) occurring in the region between 1985 and 2010 and below the age of 75 years were collected and validated according to MONICA criteria. In addition, dates and causes of deaths and hospital admissions were obtained from the Swedish mortality and Hospital discharge registers to ensure a complete follow-up (75 years and older and living outside the region). Follow-up is available for all cohorts until December 2008. In total, 1480 individuals from the Northern Sweden study with available information on iron status were enrolled in this study.
http://www.thl.fi/publications/morgam/cohorts/full/sweden/swe-nswa.htm

3. The Tromsø study:
The Tromsø study is a prospective repeated population-based health survey of men and women aged 20 years and above in Northern Norway. Specific age groups in the municipality were invited to the different surveys and over time this enabled collection of repeated risk factor measurements in many subjects. For the present analysis, only data from the 5th Tromsø (in 2001) survey was used. Invited to the survey were previous attendees of a more extensive examination of the 4th survey (men born in 1925–39, all men and women born in 1925–44 and a 5%–10% random selection of the other age groups), as well as all inhabitants born in 1971, 1961, 1956, and 1941. A total of 8130 subjects (79% of those invited) participated. 
The cohorts are being followed up with registration of incident myocardial infarction, stroke (ischemic, hemorrhagic, subarachnoid haemorrhage and unclassifiable) and cause-specific death. Cases of incident events were identified by linkage to the diagnosis registry at the University Hospital of North Norway (the only hospital in the region) and to the National Causes of Death Registry. Validation of hospitalized and out-of hospital events was performed by an independent endpoint committee and based on data from hospital and out-of hospital journals, autopsy records, and death certificates. Slightly modified World Health Organization MONICA/MORGAM criteria for myocardial infarction and stroke were used. Follow-up is completed to December 31st 2010. In total, 7610 individuals from the Tromsø study with available information on iron status were enrolled in this study.
[bookmark: Troms_C3_B8Study_Targetpopulation]http://tromsoundersokelsen.uit.no/tromso/


Supplementary table 1: Missing values at baseline.
	
	% missing

	Male Sex
	0

	Age 
	0

	Daily smoker 
	0.5

	Prevalent diabetes 
	1.3

	Systolic blood pressure
	0.08

	BMI 
	0.5

	Total serum cholesterol 
	0.04

	Prevalent myocardial infarction
	0

	Prevalent stroke 
	0

	High-sensitive C-reactive protein
	18.2

	Ferritin 
	0

	Transferrin saturation 
	0.3




