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sham-vehicle, TAC-vehicle, and TAC-JQ1 groups.

Table S3 (Microsoft Excel format). Normalized RNA-seq expression data for
sham-vehicle, Ml-vehicle, and MI-JQ1 groups.
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Table S5 (Microsoft Excel format). Normalized RNA-seq expression data from
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Table S6 (Microsoft Excel format). List of gRT-PCR primers and TagMan
probes.
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Supplementary Figures

Figure S1
A
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Fig. S1. Echocardiographic data from sham- and TAC-treated mice at day 53. (A) LV
gjection fraction. (B) LV diastolic area. (C) LV wall thickness. (IVS + PW)q is the sum of the
thickness of the interventricular septum and posterior LV wall at end diastole. (for A-C, n=10)

*p < 0.05, **p < 0.01, ***p < 0.001 for indicated comparison. Data shown as mean + SEM.

TAC

w

LV diastolic area (mm?)

N
o

-
(4)]

-
o

[§)]

o

Sham

*¥

TAC

(IVS + PW), (mm)
N
o

o
o
:

N
o
;

-
4]
L

—_
o
N

o
(5
;

Sham TAC




Figure S2
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Fig. S2. Transcriptomic effects of chronic JQ1 administration in baseline (sham-operated)

hearts. JQ1 was administered at 50 mg/kg daily intraperitoneally according to the protocol in

Figure 1A; RNA-seq was performed on LV tissue at day 53. (A) Volcano plot showing genes

downregulated by JQ1 (blue) and upregulated by JQ1 (red). The hatched lines represent cutoff



criteria for differential expression calls (>2-fold change and adjusted p-value<0.05).
Representative genes are called out (black lines). (B) Gene ontology analysis using DAVID for
the JQ1-downregulated genes (top table) and JQI1-upregulated genes (bottom table). False

discovery rate<0.05 was considered statistically significant.



Figure 53
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Fig. S3. GSEA and fingerprinting analysis of differentially expressed genes in mouse LV.
(A) Gene set enrichment analysis for genes induced by stress (TAC, MI) and attenuated by JQ1

against curated signatures of TGF-f and NFkB targets. NES, Normalized enrichment score.



Family-wise error rate p-value < 0.05 was considered significant. (B) Heatmap of normalized Z-
score from cell-restricted fingerprinting analysis (3 cell types indicated on bottom) of the

transcriptomic profiles for indicated groups (right).



Figure S4
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Fig. S4. Additional gRT-PCR of exercise-regulated genes in mouse left ventricle. gRT-PCR

for indicated genes in mouse LV tissue (n = 5). *p < 0.05 for indicated comparisons. Data

shown as mean + SEM.



Figure S5
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Fig. S5. qRT-PCR and GSEA in human iPSC-CMs. (A) gRT-PCR for indicated genes in iPS-

CMs (n = 12). ****p<0.001, ***p<0.01. Data shown as mean £ SEM. (B) Gene set enrichment

analysis for genes induced by ET-1 and attenuated by JQ1 against curated signatures of TGF-3

and NFkB targets. NES, Normalized enrichment score. For GSEA, family-wise error rate p-

value < 0.05 was considered significant.



Supplementary Tables

Table S1. Normalized RNA-seq expression data for sham-vehicle and sham-JQ1 groups.
Mean FPKM for each experimental group with fold change and adjusted p-value for relevant

comparisons is provided in an Excel spreadsheet.

Table S2. Normalized RNA-seq expression data for sham-vehicle, TAC-vehicle, and TAC-
JQ1 groups. Mean FPKM for each experimental group with fold change and adjusted p-value

for relevant comparisons is provided in an Excel spreadsheet.

Table S3. Normalized RNA-seq expression data for sham-vehicle, Ml-vehicle, and MI-JQ1
groups. Mean FPKM for each experimental group with fold change and adjusted p-value for

relevant comparisons is provided in an Excel spreadsheet.

Table S4. List of 193 genes in the Venn overlap in Fig. 4A. List of official gene symbols is

provided in an Excel spreadsheet.

Table S5. Normalized RNA-seq expression data from human iPSC-CMs for unstimulated,
ET-1, and ET-1 + JQ1 groups. Mean FPKM for each experimental group with fold change and

adjusted p-value for relevant comparisons is provided in an Excel spreadsheet.



Table S6. List of qRT-PCR primers and TagMan probes. The list is provided in an Excel

spreadsheet.



