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Our previously described Icelandic population whole-genome sequence data3 have been deposited at the European Variation Archive under accession PRJEB15197.
The authors declare that the data supporting the findings of this study are available within the article, its supplementary files, and upon reasonable request (data
containing sensitive information, such as miscarriage phenotypes etc. cannot be made publicly available).

Samples sizes are clearly indicated in the Methods section of our manuscript. In brief, our study is based on a set of 153,054 chip-genotyped
and imputed Icelanders, as well as 56,959 whole-genome sequenced Icelanders. Sample size was not predetermined for the purpose of this
study, we used the available genotype dataset previously collected by deCODE genetics to calculate minor allele frequencies and expected
homozygote frequencies, and from this we compiled our set of missense variants with a complete deficit of homozygous carriers in the
genotype set.

Individuals with either one or both parent of foreign ancestry were excluded from the study set, since the purpose of this study was to
delineate founder variants that have reached elevated frequencies in the Icelandic population. We excluded all sequence variants with a
minor allele frequency under 0.40%, since we wanted an expectation of at least 3 homozygous carriers; assuming Hardy-Weinberg equilibrium
a minor allele frequency of 0.40% equals a homozygote frequency of 0.0016% which would correspond to 2.5 carriers in the genotype set of
153K Icelanders (rounded up this equals 3 homozygous carriers). We wanted to limit to high quality genotypes, and therefore only considered
genotypes with imputation information over 0.9. For the purpose of this study, i.e. study on a deficit of homozygous missense variants, we
excluded variants on the X chromosome. All of the data exclusions were predetermined based on our study design.

To be able to claim a novel disease gene, we sought to find genotypes from other population backgrounds that also resulted in the same
phenotype as the Icelandic genotype. We succeeded in this by identifying two patients of Mexican descent who carried a homozygous variant
in the same gene as the Icelandic patients (i.e. CPSF3). That variant is absent from the Icelandic population. Other forms of replication are not
applicable to our study since our study is based on rare variants in Mendelian disease genes, present mainly by chance in a given patient
sample set. We did not have other patient sample sets available for testing.

No randomization was used, since our study is centered on monogenic causes of disease with little or no environmental effects.

For the purpose of estimating the effect of the variants with a complete deficit of homozygous carriers in the population set on miscarriage,
the health professional performing medical records lookup was blinded to the genotypic status of individuals.




