Additional file 2: Note S2.  Matching procedure 
We selected 10 random matched controls without replacement for each spouse of offspring and grandchildren from the complete Danish population using the CRS. We excluded from this population the offspring and grandchildren as well as their succeeding spouses, if any. Moreover, we excluded inactive unique personal identification numbers in the CRS. Since LEF families have a Danish lineage by design (first step in the identification of long-lived siblings was through Danish church books), both first spouses and controls were restricted to individuals born in Denmark6. The controls were matched on birth year, sex and time of first marriage, providing a comparable group of spouses. Time of marriage was the marriage year with a 1-year incrementing window of up to 3 years since LEF descendants’ date of marriage. To mitigate bias from sampling without replacement in random order, we employed sampling without replacement in chronological order of the date of marriage the offspring and grandchildren. Another advantage of this approach is that it reveals which subjects are difficult to match, in which case we used fewer than 10 controls. 
[bookmark: _GoBack]However, the vast majority of cases were matched with 10 controls as evident in the supplementary tables below.
