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Supplementary Figure 1.
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Doxorubicin (Dox) Induces Cellular Senescence in Cardiac Myocytes and Fibroblasts. (A) An
experimental scheme is shown (created using Biorender). (B) H9c2 cardiac myocytes were
treated with Dox. Cell lysates were immunoblotted for senescence marker proteins p53, p21
and GAPDH. Panel B is a composite from separate blots. The full-length blots are presented
in Supplementary information. (C) H9¢2 cells were stained for SA-B-gal activity. (D) H9c2
cells were immunostained with antibodies against YH2AX (green) and counter-stained with
Hoechst (blue). (E) An experimental scheme is shown (created using Biorender). (F) RCFs
were treated with Dox. Cell lysates were immunoblotted for senescence marker proteins p53,
p21 and GAPDH. Panel F is a composite from separate blots. The full-length blots are
presented in Supplementary information. (G) RCFs were stained for SA-B-gal activity. (H)
RCFs were immunostained with antibodies against YH2AX (green) and counter-stained with

Hoechst (blue). Scale bar: 50 pm.



Supplementary Figure 2.
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ModRNA-CCNS was expressed via intramyocardial injection (A) An experimental scheme is

shown. (B) Heart extract was immunoblotted for CCN5 and GAPDH. Panel B is a composite

from separate blots. The full-length blots are presented in Supplementary information.



Supplementary Figure 3. Western Blots Uncropped Images
Protein ladder information: PageRuler™ Prestained Protein Ladder, 10 to 180 kDa (CST 26616)
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Figure 3B
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Figure 5B
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Figure 6B
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Supplementary Figure 1B

Cont Dox

100
70
55
—————| 4= D53

Cont Dox

42

- e o e o == 35 <+ GAPDH
25

Cont Dox

25

«— 21
15
Supplementary Figure 1F
Cont Dox
.- -0
70
— 55
Cont Dox
p— R —
——— 35 <+ GAPDH
25

Cont Dox

| w—
-

:--,-.—!!— <_p21

Supplementary Figure 2B

Sham 24hrs

CCNS

Sham 24hrs

55




