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Figure S1. The MED15 T603A mutant confers resistance to TGFβ-

induced cell cycle arrest. Flow cytometry analysis of the cell cycle 

distribution of WT and MED15 T603A mutant HaCaT cells treated without or 

with TGFβ. 

 

 



 

Figure S2. The MED15 T603A mutation relieves SASP 

(a) Principal component analysis (PCA) of the transcriptomes of WT and 

MED15 T603A mutant HaCaT cells treated without or with TGFβ. 

(b) Heatmap of differentially expressed genes (DEGs) identified by RNA-seq 

in WT and MED15 T603A mutant HaCaT cells in the steady state. 

(c) Heatmap of DEGs identified by RNA-seq in WT and MED15 T603A 

mutant HaCaT cells after 3 h of TGFβ treatment. 

(d) Heatmap of the TGFβ-responsive genes (TβR genes) identified by RNA-

seq in WT and MED15 T603A mutant HaCaT cells treated without or with 

TGFβ. 



(e) Heatmap of the SASP genes and TβR genes identified by RNA-seq in WT 

and MED15 T603A mutant HaCaT cells treated without or with TGFβ. 

(f) Venn diagram showing the 341 overlapping genes among the upregulated 

DEGs identified by RNA-seq in the MED15 T603A mutant HaCaT cells. 

(g) GO analysis of the 341 overlapping DEGs associated with the MED15 

T603A mutation in HaCaT cells. 

 

 

 

 

 

 

 

 

 



 
Figure S3. The MED15 T603D mutation exacerbates the SASP. 

(a) Flow cytometry assays and statistical analysis (b) were used to analyze 

the cell cycle distribution of WT and MED15 T603D mutant MCF7 cells. The 

values are presented as the means ± SDs. ***P < 0.001. 

(c) PCA of the transcriptomes of WT and MED15 T603D mutant MCF7 cells. 

(d) Heatmap of DEGs identified by RNA-seq in WT and MED15 T603D mutant 

MCF7 cells. 

(e) GO analysis of DEGs downregulated by the MED15 T603D mutation. 

(f) Diseases predicted to be associated with upregulated genes by the MED15 

T603D mutation. 

 



 
Figure S4. pT604 is the only known phosphosite of Med15 in mice. 

Phosphosite analysis of Med15 in mice via the PhosphoMouse database. 

 

 

 
Figure S5. Bone density in aging WT and Med15 T604A mutant mice. 

Representative μCT images of tibias from old male WT mice (n=7) and Med15 

T604A (n=6) mutant mice. 

 

 

 

 

 

 



 
Figure S6. The Med15 T604A mutant alleviates the SASP in the 

hippocampus of aging mice. 

(a) PCA of the transcriptomes of the hippocampus of the old male WT and 

Med15 T604A mutant mice (n=3). 

(b) Heatmap of DEGs identified by RNA-seq in the hippocampus of old male 

WT and Med15 T604A mutant mice (n=3). 

(c) GO analysis of DEGs downregulated by the Med15 T604A mutation in the 

hippocampus of aging mice. 

 

Figure S7. Proportion of splenic immune cells in aging WT and Med15 

T604A mutant mice. 

(a) Spleen weights of old male WT (n=7) and Med15 T604A mutant (n=6) 

mice. 

(b) Proportions of splenic immune cells in old male WT and Med15 T604A 

mutant mice (n=3). 

 



Table S1. Mendelian ratios of the outcome of Med15 T604A/+ mice 
breeding. 

 
Table S2. qRT-PCR primer sequences. 
 

 
Table S3. siRNA sequences. 
 

 
 
 



Table S4. GSEA (AGING gene set). 

 
 
 
 
 



Table S5. GSEA (SASP gene set). 

 
 


