nature aging

Supplementary information https://doi.org/10.1038/s43587-024-00762-5

Molecular and genetic insightsinto human
ovarian aging from single-nuclei multi-
omics analyses

In the format provided by the
authors and unedited



https://doi.org/10.1038/s43587-024-00762-5

a Qvary centric prioritization 1000 Genomes TOPMed

= T 290 Lead variants 290 Lead variants
J ‘;WA,S e —enl ogs< ogss (Ruth et al. 2021) (Ruth et al. 2021)
ead varian
5,555 candidate variants 9,687 candidate variants
i - (GRCh38;LD-linked; R*>0.8) (GRCh38;LD-linked; R?>0.8)
LD variants
LD blocks
a A 101 prioritized variants 231 prioritized variants
- Promoters in regulatory elements in regulatory elements
Regulatory elements = A active in the ovary active in the ovary
ovary snATAC-seq &ENCODE
M - R e 76 variants present in at
“Common” variants = Bgell type least 4 ovarian cell types least 4 ovarian cell types
D
+ DNA damage response pathway 10 high-probability variants
Aging pathways + Nutrient-sensing pathways associated with aging
pathways in the ovary
b - Oxidative phosphorylation
75|
[
N
D
=]
ks
3
EQS
=
mmmFC
E—S\C
EmEDIC
— = ||
=————=sC

200 150 100 50 [1]

Supplementary Fig.1: Schematic of the strategy to nominate functional

variants

a, Schematic of the ovary centric strategy to prioritize functional variants. b, UpSet
plot showing the intersection size between sets of ANM-associated variants
(TOPMed) that overlap with transcriptional regulatory elements found in each cell
type. The bar plot on the left shows the set size of variants for each cell type, and
the bar plot on the top shows the number of overlapping variants shared by two or

more sets, or the number of unique variants in one set.
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Supplementary Fig.2: Schematic of ovary-centric and generic approaches to

Significantly
changed

nominating functional variants

a, Schematic of the ovary-centric approach to prioritize ANM-associated
functional variants overlapping with human ovary mQTL. b, Schematic of the

generic approach to prioritize ANM-associated functional variants.



