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Figure S1. RNA-seq metrics. 
(A) Number of mappable reads per tissue for all young tissues samples RNA-sequenced. B, F, H, and P 
stand for brain, face, face, and placenta, respectively. L001 and L002 correspond to lanes 1 and 2, 
respectively. The percentage of mappable reads per sample is bolded. (B) Number of mappable reads 
per tissue for all aged tissues samples RNA-sequenced. B, F, H, and P stand for brain, face, face, and 
placenta, respectively. L001 and L002 correspond to lanes 1 and 2, respectively. The percentage of 
mappable reads per sample is bolded.  
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Figure S2. Increased transcriptional variability as a functions of AMA by tissue type. 
PCA plots of RNA-seq data clustering samples by tissue type. Top left to bottom right: brain, face, heart, 
and placental PCA plots. Red, green, light blue, and dark blue dots correspond to tissue samples from 
young litters, aged litter 1, aged litter 2, aged litter 3,  respectively.  
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Figure S3. Developmental time course integration of heart and brain samples.  
PCAs plot of embryonic heart (top) and brain (bottom) data from the young and aged cohorts, mapped 
onto a developmental time course of these tissues from E10.5, E11.5, and E12.5. Samples from aged litter 
1, 2, and 3 are bright green, green, and yellow, respectively. Samples from the young cohort are red. 
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Figure S4. Differential gene expression analysis. 
(A) Gene ontology (GO) terms associated with the top up-regulated genes in aged brain samples using 
Panther GO analysis. (B) Number of differentially expressed genes per tissue comparing young vs. aged 
samples when aged litter 1 is omitted shown in a bar graph (left) and in a table (right). Left: Bars above 
and below zero indicate up- and down-regulated genes, respectively. (C) Number of overlapping up- 
or down-regulated genes between the face, heart, brain, and placenta. (D) Number of overlapping up- 
or down-regulated genes between the face, heart, brain, and placenta when aged litter 1 is omitted.  
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Figure S5. Impact on trophoblast cell types-specific gene expression as a consequence of uterine 
stromal cell conditioned medium from young and aged females. 
RT-qPCR data of trophoblast cell-type specific marker genes on exposure to young vs. aged 
decidualizing uterine stromal-cell conditioned medium. Cells were assessed in stem cell conditions and 
after three days of differentiation. Hand1 is a giant cell marker, while Synb is a syncytiotrophoblast 
marker. Data are normalized to the stem cell conditions exposed to young conditioned media and 
plotted as mean +/- SEM. Data are representative of three independent biological replicates. *p<0.05, 
**p<0.01. 
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