percentage of the macrophage population that is CD206". The macrophage population was
previously gated as CD45°CD11b'Ly6GF480". The CD206™ gate was set using a CD206
fluorescence minus one (FMO) control. B) Total macrophage density as well as E) CD206"
and F) CD206™ macrophage density was unchanged between treatment groups. C) rHCIII
treated animals showed a significant reduction in the percentage of CD206" macrophages
and D) an increase in the percentage of CD206™ macrophages as compared to the other
treatment groups. Significance was determined by a one-way ANOVA followed by Tukey’s
multiple comparisons between treatment groups. G) Heart sections of mice sacrificed at 2
days post-injection and stained for CD206" positive cells. Scale bar indicates 100 pm. H) In
each region of the heart there is no difference in macrophage density between rHCI (n = 4)
and PBS (n = 5) treated mice day 2 post-injection. Significant differences between treatment
groups were determined by unpaired t tests for each region. Data are presented as mean +
SEM. Significance is noted as * p < 0.05, ** p < 0.01 or *** p <(0.001. Data analysis was
done in FlowJo and Prism.

175



» Base

Apex

Figure S23. Two days after intramyocardial injection, rHCI hydrogel remains at the
epicardial surface of the infarct and borderzone myocardium. Seven days after myocardial
infarction mice received an intramyocardial injection of rHCI hydrogel tagged with
AlexaFluor 594 dye (red). Two days after injection, hearts were harvested for histology.
Heart sections were collected from apex to base, each section was separated by 480 pm with
the first section starting 250 um from the apex. Heart sections were stained with DAPI (blue)
to detect the nuclei. Scale bars are 500 pum.
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Figure S24. Cells are found within the rHCI hydrogel at the epicardial surface one day after
intramyocardial injection in a mouse model of myocardial infarction. Seven days after
myocardial infarction, mice received intramyocardial injection of rHCI hydrogel. The rHCI
hydrogel was tagged with AlexaFluor 594 prior to injection. One day after treatment injection
hearts were harvested for histology. Heart sections were stained with antibodies (green) to
detect (A-B) cardiac troponin I (cTnl) cardiomyocytes, (C) Wilms’ tumor protein (WT1)"
epicardium, (D) CD31" capillaries, (E) alpha smooth muscle actin (aSMA)" myofibroblasts
and arterioles, (F) CD206" M2 macrophages, and (G) Ki67" proliferating cells. The rHCI
hydrogel appears as red and DAPI (blue) was used as a nuclear stain. Scale bars are 500 um
(A) and 50 um (B-G).
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Figure S25. Methylglyoxal modification of rHCI hydrogel two days after injection into the
borderzone myocardium of mice with myocardial infarction. Seven days after myocardial
infarction, mice received intramyocardial injection of rHCI hydrogel (n = 5) that was tagged
with AlexFluor 594 dye (red). Two days after injection, hearts were harvested for histology.
Heart sections were stained with an antibody that detects methylglyoxal adducts (MG-H]1,
green) and DAPI. Example images from each mouse are presented for full slide scans (right,
scale bar 500 um) and hydrogel regions (left, scale bar 100 um).
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Figure S26. There is no change in capillary density two days after rHCI hydrogel treatment
in a mouse model of myocardial infarction. Seven days after myocardial infarction, mice
received intramyocardial injection of PBS (n = 8) or rHCI (n = 9). Hearts were harvested 2
days after treatment for histology. A) The percentage of the tissue are that is CD31" in the
borderzone (border), infarct and remote myocardium was quantified for PBS and rHCI
treatment groups. B) The CD31" cell density in the border, infarct and remote myocardium
was also quantified for PBS and rHCI treatment groups. Data are presented as mean = SEM.
Significance was determined by an unpaired t test between groups in each region. QuPath
was used for image analysis. Statistical analysis was done in Prism. Image analysis was run

in QuPath software.
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Ensembl ID

ENSMUSG00000040026
ENSMUSG00000054196
ENSMUSG00000029304
ENSMUSG00000027750
ENSMUSG00000030074
ENSMUSG00000027996
ENSMUSG00000000290
ENSMUSG00000026043
ENSMUSG00000001506
ENSMUSG00000029661
ENSMUSG00000040552
ENSMUSG00000028364
ENSMUSG00000049103
ENSMUSG00000049723
ENSMUSG00000029838
ENSMUSG00000073418
ENSMUSG00000026193
ENSMUSG00000051048
ENSMUSG00000028111
ENSMUSG00000028197
ENSMUSG00000023992
ENSMUSG00000027239
ENSMUSG00000020473
ENSMUSG00000015340
ENSMUSG00000001131
ENSMUSG00000017969
ENSMUSG00000060572
ENSMUSG00000050335
ENSMUSG00000054555
ENSMUSG00000069516
ENSMUSG00000022371
ENSMUSG00000047414
ENSMUSG00000035279
ENSMUSG00000026786
ENSMUSG00000040690
ENSMUSG00000027995
ENSMUSG00000042436
ENSMUSG00000036446
ENSMUSG00000027188
ENSMUSG00000015947
ENSMUSG00000045312

Symbol

Saa3
Cthrel
Sppl
Postn
Gxylt2
Strp2
Itgb2
Col3al
Collal
Colla2
C3arl
Tnc
Cer2
Mmpl12
Ptn

C4b

Fnl
P4ha3
Ctsk
Col24al
Trem2
Mdk
Aebpl
Cybb
Timp1
Ptgis
Mfap2
Lgals3
Adam12
Lyz2
Coll4al
Flrt2
Ssc5d
Apbblip
Coll6al
Tlr2
Mfap4
Lum
Pamrl
Fegrl
Lhfpl2

Gene ID

20210
68588
20750
50706
232313
20319
16414
12825
12842
12843
12267
21923
12772
17381
19242
12268
14268
320452
13038
71355
83433
17242
11568
13058
21857
19223
17150
16854
11489
17105
12818
399558
269855
54519
107581
24088
76293
17022
210622
14129
218454

Log
FC
8.86

9.45
7.93
5.61
4.47
6.10
2.82
425
4.73
4.51
3.37
5.77
3.75
7.35
430
2.82
4.76
7.58
3.13
6.52
437
3.32
3.16
2.58
4.87
2.69
3.35
4.94
4.74
2.35
3.27
2.25
2.75
2.29
4.06
2.63
4.57
2.34
4.03
291
3.23
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Log
CPM
3.47

578
6.28
9.91
6.17
7.61
4.90
12.15
11.51
11.38
4.74
6.04
3.60
4.55
6.06
5.71
10.16
3.61
478
2.43
3.39
3.81
6.73
5.49
4.84
5.86
3.91
5.01
4.04
8.19
7.82
4.53
5.43
3.76
6.90
3.61
7.83
8.00
4.51
2.82
5.16

LR

922.84
883.22
808.82
777.04
768.16
761.42
755.12
740.77
723.16
686.02
671.61
669.94
642.63
626.70
617.00
611.88
609.25
602.20
588.42
585.97
585.33
576.18
575.73
570.42
564.37
559.65
542.97
541.93
541.15
540.80
537.93
533.07
531.69
531.06
513.98
509.35
503.13
502.85
496.83
494.82
491.19

P Value

1.06E-202
4.37E-194
6.54E-178
5.30E-171
4.52E-169
1.32E-167
3.09E-166
4.07E-163
2.75E-159
3.28E-151
4.47E-148
1.03E-147
8.95E-142
2.61E-138
3.36E-136
4.35E-135
1.63E-134
5.56E-133
5.54E-130
1.89E-129
2.59E-129
2.54E-127
3.18E-127
4.56E-126
9.44E-125
1.00E-123
4.27E-120
7.19E-120
1.06E-119
1.26E-119
5.31E-119
6.06E-118
1.21E-117
1.66E-117
8.64E-114
8.79E-113
1.98E-111
2.28E-111
4.64E-110
1.27E-109
7.85E-109

FDR

2.78E-198
5.71E-190
5.70E-174
3.47E-167
2.36E-165
5.76E-164
1.15E-162
1.33E-159
7.99E-156
8.58E-148
1.06E-144
2.25E-144
1.80E-138
4.88E-135
5.86E-133
7.12E-132
2.50E-131
8.07E-130
7.62E-127
2.47E-126
3.23E-126
3.02E-124
3.61E-124
4.97E-123
9.87E-122
1.01E-120
4.13E-117
6.71E-117
9.54E-117
1.10E-116
4.48E-116
4.96E-115
9.61E-115
1.28E-114
6.46E-111
6.39E-110
1.40E-108
1.57E-108
3.11E-107
8.31E-107
5.01E-106



ENSMUSG00000040907
ENSMUSG00000038147
ENSMUSG00000063727
ENSMUSG00000008496
ENSMUSG00000039062
ENSMUSG00000040254
ENSMUSG00000062609
ENSMUSG00000020053
ENSMUSG00000024529

Atpla3
Cdg4
Tnfrsf11b
Pou2f2
Anpep
Sema3d
Kenjl5
Igfl

Lox

232975
12523
18383
18987
16790
108151
16516
16000
16948

3.88
2.85
5.25
3.59
1.83
2.15
5.30
2.29
5.73

2.10
3.72
1.90
2.77
5.26
4.42
5.04
5.68
7.86

486.59
483.56
478.58
475.31
475.31
472.51
470.96
466.71
453.55

7.87E-108
3.60E-107
4.35E-106
2.24E-105
2.24E-105
9.09E-105
1.98E-104
1.67E-103
1.22E-100

4.90E-105
2.19E-104
2.59E-103
1.28E-102
1.28E-102
5.06E-102
1.08E-101
8.90E-101
6.38E-98

Table S2. Top 50 genes that are differentially expressed in the left ventricle of PBS injected
mice with myocardial infarction compared to sham mice. The 50 genes with the lowest p
values out of 12593 total differentially expressed genes are included in this table. RNA was
isolated from left ventricles two days after intramyocardial treatment injection in mice that
had an infarct induced seven days prior. PBS (n =5) and sham (n = 5) RNA samples were
analyzed by next generation RNA sequencing at 50 million read depth for protein coding
genes. Quality control, read trimming, alignment, and edgeR differential expression analysis
of reads was completed by C3G bioinformatics group. FC: fold change relative to sham,
CPM: gene read counts per million, LR: fold change likelihood ratio, and FDR: false

discovery rate.

Ensembl ID

ENSMUSG00000040026
ENSMUSG00000054196
ENSMUSG00000029304
ENSMUSG00000027750
ENSMUSG00000000290
ENSMUSG00000026043
ENSMUSG00000030074
ENSMUSG00000001506
ENSMUSG00000027996
ENSMUSG00000029661
ENSMUSG00000049723
ENSMUSG00000028364
ENSMUSG00000049103
ENSMUSG00000040552
ENSMUSG00000001131
ENSMUSG00000026193
ENSMUSG00000073418
ENSMUSG00000051048
ENSMUSG00000028111

Symbol
Saa3
Cthrel
Sppl
Postn
Itgb2
Col3al
Gxylt2
Collal
Sfrp2
Colla2
Mmp12
Tne
Cer2
C3arl
Timpl
Fnl
C4b
P4ha3
Ctsk

Gene ID
20210
68588
20750
50706
16414
12825
232313
12842
20319
12843
17381
21923
12772
12267
21857
14268
12268
320452
13038

log FC
8.78
9.04
7.87
5.31
2.72
4.03
4.09
4.48
5.55
421
7.17
5.35
3.60
3.09
4.84
4.49
2.66
7.08
291
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log CPM
3.47
5.78
6.28
9.91
4.90
12.15
6.17
11.51
7.61
11.38
4.55
6.04
3.60
4.74
4.84
10.16
5.71
3.61
4.78

LR

904.99
826.30
799.72
716.13
703.52
681.08
665.43
664.45
662.09
616.39
603.10
597.54
597.16
576.41
559.93
557.12
547.84
536.44
516.48

P Value
8.1E-199
1.0E-181
6.2E-176
9.3E-158
5.1E-155
3.9E-150
9.9E-147
1.6E-146
5.2E-146
4.6E-136
3.5E-133
5.7E-132
7.0E-132
2.3E-127
8.7E-124
3.6E-123
3.7E-121
1.1E-118
2.5E-114

FDR

2.1E-194
1.4E-177
5.4E-172
6.1E-154
2.7E-151
1.7E-146
3.7E-143
5.3E-143
1.5E-142
1.2E-132
8.4E-130
1.3E-128
1.4E-128
4.2E-124
1.5E-120
5.8E-120
5.7E-118
1.6E-115
34E-111



ENSMUSG00000029838 Ptn 19242 3.83 6.06 510.01 6.3E-113 8.2E-110

ENSMUSG00000028197 Col24al 71355 6.01 2.43 499.19 1.4E-110 1.8E-107
ENSMUSG00000023992 Trem?2 83433 3.98 3.39 493.75 2.2E-109 2.6E-106
ENSMUSG00000027239 Mdk 17242 3.05 3.81 490.47 1.1E-108 1.3E-105
ENSMUSG00000020473 Aebpl 11568 2.87 6.73 487.68 4.6E-108 5.0E-105
ENSMUSG00000069516 Lyz2 17105 2.22 8.19 483.92 3.0E-107 3.1E-104
ENSMUSG00000050335 Lgals3 16854 4.60 5.01 483.41 3.9E-107 3.9E-104
ENSMUSG00000022371 Coll4al 12818 3.07 7.82 482.08 7.5E-107 7.3E-104
ENSMUSG00000047414 Flrt2 399558 2.13 4.53 477.18 8.8E-106 8.2E-103
ENSMUSG00000015340 Cybb 13058 2.34 5.49 475.88 1.7E-105 1.5E-102
ENSMUSG00000026786 Apbblip 54519 2.15 3.76 468.32 7.4E-104 6.5E-101
ENSMUSG00000054555 Adam12 11489 4.35 4.04 467.13 1.3E-103 1.1E-100
ENSMUSG00000017969 Ptgis 19223 2.43 5.86 464.35 5.4E-103 4.4E-100
ENSMUSG00000035279 Ssc5d 269855 2.54 543 459.70 5.6E-102 4.4E-99
ENSMUSG00000040907 Atpla3 232975 3.77 2.10 458.40 1.1E-101 8.2E-99
ENSMUSG00000042436 Mfap4 76293 4.30 7.83 455.67 4.2E-101 3.1E-98
ENSMUSG00000060572 Mfap2 17150 3.03 3.91 452.18 2.4E-100 1.8E-97
ENSMUSG00000027995 TIr2 24088 2.45 3.61 440.56 8.2E-98 5.8E-95
ENSMUSG00000040690 Coll6al 107581 3.69 6.90 439.64 1.3E-97 8.9E-95
ENSMUSG00000008496 Pou2f2 18987 3.44 2.77 437.99 3.0E-97 2.0E-94
ENSMUSG00000079227 Cer5 12774 4.00 4.03 425.49 1.6E-94 1.0E-91
ENSMUSG00000027188 Pamrl 210622 3.68 4.51 425.47 1.6E-94 1.0E-91
ENSMUSG00000039062 Anpep 16790 1.72 5.26 420.30 2.1E-93 1.3E-90
ENSMUSG00000024529 Lox 16948 541 7.86 416.12 1.7E-92 1.0E-89
ENSMUSG00000036446 Lum 17022 2.11 8.00 415.45 2.4E-92 1.4E-89
ENSMUSG00000062609 Kenjl5 16516 4.88 5.04 413.63 5.9E-92 3.5E-89
ENSMUSG00000038147 Cdg4 12523 2.62 3.72 412.66 9.7E-92 5.5E-89
ENSMUSG00000045312 Lhfpl2 218454 2.93 5.16 411.54 1.7E-91 9.4E-89
ENSMUSG00000015947 Fcgrl 14129 2.64 2.82 406.19 2.5E-90 1.3E-87
ENSMUSG00000018008 Cyth4 72318 241 4.39 405.56 3.4E-90 1.8E-87
ENSMUSG00000030162 Olrl 108078 6.49 0.98 404.27 6.5E-90 3.4E-87

Table S3. Top 50 genes that are differentially expressed in the left ventricle of rHCI injected
mice with myocardial infarction compared to sham mice. The 50 genes with the lowest p
values out of 11427 total differentially expressed genes are included in this table. RNA was
isolated from left ventricles two days after intramyocardial treatment injection in mice that
had an infarct induced seven days prior. rHCI (n =5) and sham (n = 5) RNA samples were
analyzed by next generation RNA sequencing at 50 million read depth for protein coding
genes. Quality control, read trimming, alignment, and edgeR differential expression analysis
of reads was completed by C3G bioinformatics group. FC: fold change relative to sham,
CPM: gene read counts per million, LR: fold change likelihood ratio, and FDR: false
discovery rate.
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Term Ont N Up Down P.Up P.Down

mitochondrion CcC 1716 329 1011 1 1.1E-190
mitochondrial part CC 807 126 551 1 2.3E-139
mitochondrial protein complex CC 258 6 241 1 4.7E-116
intracellular CcC 12394 4236 3942 0.30 1.9E-109
intracellular part CcC 12394 4236 3942 0.30 1.9E-109
intracellular membrane-bounded organelle CC 9453 3071 3198 1 6.1E-107
cytoplasm CcC 10024 3545 3307 1.9E-05 2.3E-94
intracellular organelle CC 10931 3687 3536 0.87 1.9E-93
membrane-bounded organelle CcC 10079 3354 3316 0.99 9.3E-93
mitochondrial inner membrane CC 417 52 309 1 9.7E-92
organelle CcC 11195 3786 3592 0.80 3.2E-90
cytoplasmic part CC 7759 2709 2682 0.02 9.1E-89
mitochondrial envelope CC 628 111 403 1 4.8E-88
mitochondrial membrane CC 585 103 383 1 1.9E-87
response to stimulus BP 7030 3013 1732 6.4E-87 1
immune system process BP 2128 1138 408 1.3E-85 1
organelle inner membrane CC 457 71 317 1 6.4E-82
cell periphery CC 4361 2011 947 1.9E-80 1

plasma membrane CC 4228 1950 910 2.2E-77 1
mitochondrial matrix CC 254 19 209 1 7.1E-77
extracellular region CC 1858 990 278 2.5E-72 1
extracellular region part CC 1468 815 214 2.8E-69 1
envelope CC 1010 242 527 1 5.6E-69
organelle envelope CC 1010 242 527 1 5.6E-69
organelle part CC 7046 2266 2411 1 7.5E-69
signal transduction BP 4372 1974 1055 8.8E-69 1
signaling BP 4807 2135 1157 2.8E-68 1
intracellular organelle part CC 6721 2142 2317 1 3.4E-68
cell communication BP 4868 2152 1173 8.5E-67 1
mitochondrial membrane part CC 212 18 176 1 5.2E-66

Table S4. Gene ontology enrichment results for genes differentially expressed between PBS
injected mice with myocardial infarcts and sham mice. Mice were injected with PBS (n =5)
seven days post-myocardial infarction. RNA was isolated from left ventricles two days after
intramyocardial treatment from PBS mice and sham healthy control animals (n = 5). Next
generation sequencing of mRNA transcripts at 50 million read depth was performed.
Following read trimming and alignment, edgeR pipeline was used for differential expression
analysis. Gene ontology (Ont) terms include: CC cellular compartment and BP biological
process. N indicates number of genes in the pathway, UP is the number of differentially
expressed genes that are upregulated relative to sham, and down is the number of genes in
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the pathway that are downregulated relative to sham. P values for gene ontology term
upregulation (P.Up) and downregulation (P.Down) are also shown. Significance is p < 0.05.
Analysis was performed by C3G bioinformatics group.

Term Ont N Up Dow P.Up P.Down
mitochondrion CcC 1716 298 I918 1 1 7.5E-206
mitochondrial part CC 807 115 541 1 2.7E-151
mitochondrial protein complex CcC 258 6 240 1 2.2E-124
intracellular CcC 12394 3943 3612 0.17 7.6E-107
intracellular part CcC 12394 3943 3612 0.17 7.6E-107
intracellular membrane-bounded organelle CC 9453 2831 2942 1 2.6E-105
cytoplasm CcC 10024 3311 3063  2.0E-06 9.3E-101
mitochondrial inner membrane CC 417 47 306 1 1.7E-100
cytoplasmic part CC 7759 2506 2504  0.04 1.0E-97
mitochondrial envelope CC 628 100 396 1 7.6E-97
mitochondrial membrane CcC 585 94 377 1 2.7E-96
membrane-bounded organelle CcC 10079 3105 3046 1 3.3E-91
intracellular organelle CcC 10931 3413 3242 0.90 7.4E-91
immune system process BP 2128 1093 362 8.0E-91 1
organelle inner membrane CcC 457 64 313 1 5.2E-90
response to stimulus BP 7030 2832 1592 7.2E-88 1
organelle CcC 11195 3502 3291 0.87 2.4E-87
cell periphery CcC 4361 1912 858 1.4E-85 1

plasma membrane CC 4228 1856 826 6.4E-83 1
mitochondrial matrix CC 254 18 206 1 1.4E-81
envelope CcC 1010 217 514 1 7.7E-78
organelle envelope CC 1010 217 514 1 7.7TE-78
extracellular region CcC 1858 952 246 3.2E-77 1
extracellular region part CC 1468 791 193 3.6E-76 1
mitochondrial membrane part CcC 212 17 175 1 1.0E-71
immune response BP 1193 664 168 8.7E-71 1
signaling BP 4807 2016 1066  2.3E-70 1

signal transduction BP 4372 1862 973 8.6E-70 1
extracellular space CcC 1248 684 152 2.6E-69 1
biological regulation BP 9758 3630 2369  8.3E-69 0.74

Table SS5. Gene ontology enrichment results for genes differentially expressed between rHCI
injected mice with myocardial infarcts and sham mice. Mice were injected with rHCI (n=5)
seven days post-myocardial infarction. RNA was isolated from left ventricles two days after
intramyocardial treatment from rHCI mice and sham healthy control animals (n = 5). Next
generation sequencing of mRNA transcripts at 50 million read depth was performed.
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Following read trimming and alignment, edgeR pipeline was used for differential expression
analysis. Gene ontology (Ont) terms include: CC cellular compartment and BP biological
process. N indicates number of genes in the pathway, UP is the number of differentially
expressed genes that are upregulated relative to sham, and down is the number of genes in
the pathway that are downregulated relative to sham. P values for gene ontology term
upregulation (P.Up) and downregulation (P.Down) are also shown. Significance is p < 0.05.
Analysis was performed by C3G bioinformatics group.

Pathway N Up Down P.Up P.Down
Oxidative phosphorylation 127 8 103 1 2.8E-37
Thermogenesis 224 36 151 1 5.1E-37
Parkinson disease 138 14 108 1 2.4E-36
Metabolic pathways 1406 423 560 1 3.8E-28
Alzheimer disease 167 42 106 1 3.5E-23
Cytokine-cytokine receptor interaction 239 156 17 4.1E-23 1
Non-alcoholic fatty liver disease (NAFLD) 144 32 93 1 2.7E-21
Huntington disease 184 38 110 1 5.4E-21
Cell adhesion molecules (CAMs) 144 101 10 8.4E-19 1
Carbon metabolism 112 18 70 1 2.8E-15
Pathways in cancer 510 258 125 5.0E-15 0.90
PI3K-Akt signaling pathway 323 176 76 2.5E-14 0.93
Pertussis 72 56 8 3.4E-14 1
Human papillomavirus infection 324 176 62 3.7E-14 1
ECM-receptor interaction 87 64 10 5.4E-14 1

Focal adhesion 198 118 38 1.4E-13 1
Phagosome 158 99 17 1.7E-13 1
Epstein-Barr virus infection 197 116 44 7.1E-13 1
Proteasome 45 4 35 1 1.6E-12
Hematopoietic cell lineage 89 62 4 7.1E-12 1
Lysosome 119 77 19 7.7E-12 1
NF-kappa B signaling pathway 97 66 16 8.1E-12 1

Viral protein interaction with cytokine and cytokine receptor 84 59 4 1.3E-11 1
Staphylococcus aureus infection 62 47 1 2.0E-11 1
Chemokine signaling pathway 178 104 31 2.1E-11 1
Human cytomegalovirus infection 221 123 44 3.0E-11 1
Valine, leucine and isoleucine degradation 54 6 38 1 3.3E-11
NOD-like receptor signaling pathway 153 92 38 3.3E-11 0.75
Cardiac muscle contraction 83 16 51 1 4.1E-11
Osteoclast differentiation 124 78 21 4.6E-11 1
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Table .S6. KEGG pathway enrichment results for genes differentially expressed between
PBS injected mice with myocardial infarcts and sham mice. Mice were injected with PBS (n
= 5) seven days post-myocardial infarction. RNA was isolated from left ventricles two days
after intramyocardial treatment from PBS mice and sham healthy control animals (n = 5).
Next generation sequencing of mRNA transcripts at 50 million read depth was performed.
Following read trimming and alignment, edgeR pipeline was used for differential expression
analysis. KEGG analysis determines enrichment of differentially expressed genes involved
in known molecular pathways. N indicates number of genes in the pathway, UP is the number
of differentially expressed genes that are upregulated relative to sham, and down is the
number of genes in the pathway that are downregulated relative to sham. P values for gene
ontology term upregulation (P.Up) and downregulation (P.Down) are also shown.
Significance is p < 0.05.

Pathway N Up Down P.Up P.Down
Oxidative phosphorylation 127 7 103 1 3.1E-41
Thermogenesis 224 32 147 1 4.1E-39
Parkinson disease 138 14 106 1 2.3E-38
Metabolic pathways 1406 408 527 1 7.7E-30
Alzheimer disease 167 40 102 1 7.0E-24
Huntington disease 184 36 109 1 7.1E-24
Non-alcoholic fatty liver disease (NAFLD) 144 29 92 1 1.1E-23
Cytokine-cytokine receptor interaction 239 149 15 8.1E-23 1

Cell adhesion molecules (CAMs) 144 97 10 1.0E-18 1
Pathways in cancer 510 251 108 3.5E-17 1
ECM-receptor interaction 87 64 8 9.7E-16 1
Carbon metabolism 112 18 66 1 7.4E-15
Phagosome 158 96 12 3.5E-14 1
Pertussis 72 54 6 4.4E-14 1
PI3K-Akt signaling pathway 323 166 68 7.5E-14 0.94
Human papillomavirus infection 324 166 52 1.1E-13 1
Staphylococcus aureus infection 62 48 1 1.4E-13 1

Focal adhesion 198 112 31 2.7E-13 1

Viral protein interaction with cytokine and cytokine receptor 84 59 2 3.7E-13 1
Tuberculosis 160 94 30 1.1E-12 1
Leishmaniasis 68 50 10 1.4E-12 1
Osteoclast differentiation 124 77 22 2.4E-12 1
NF-kappa B signaling pathway 97 64 15 3.3E-12 1
Proteasome 45 4 33 1 6.9E-12
Chemokine signaling pathway 178 100 26 8.8E-12 1
NOD-like receptor signaling pathway 153 89 35 9.2E-12 0.71
Valine, leucine and isoleucine degradation 54 5 37 1 1.0E-11
Epstein-Barr virus infection 197 108 39 1.1E-11 1
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Hematopoietic cell lineage 89 59 4 1.7E-11 1
Cardiac muscle contraction 83 15 49 1 2.0E-11

Table S7. KEGG pathway enrichment results for genes differentially expressed between
rHCI injected mice with myocardial infarcts and sham mice. Mice were injected with rHCI
(n = 5) seven days post-myocardial infarction. RNA was isolated from left ventricles two
days after intramyocardial treatment from rHCI mice and sham healthy control animals (n =
5).Next generation sequencing of mRNA transcripts at 50 million read depth was performed.
Following read trimming and alignment, edgeR pipeline was used for differential expression
analysis. KEGG analysis determines enrichment of differentially expressed genes involved
in known molecular pathways. N indicates number of genes in the pathway, UP is the number
of differentially expressed genes that are upregulated relative to sham, and down is the
number of genes in the pathway that are downregulated relative to sham. P values for gene
ontology term upregulation (P.Up) and downregulation (P.Down) are also shown.
Significance is p < 0.05.

Ensembl ID Symbol GeneID Log Log LR P Value FDR
FC CPM
ENSMUSG00000072844 G530011006Rik 654820 -2.12 0.29 21.49 3.57E-06 0.021
ENSMUSG00000096768 Erdrl 170942 -1.59 2.14 20.27 6.71E-06 0.029
ENSMUSG00000076577 Igkv8-30 NA 2.32 -1.89 2639  2.79E-07 0.004
ENSMUSG00000020524 Grial 14799 -1.17 0.57 28.13 1.14E-07 0.003
ENSMUSG00000072849 Serpinale 20704 2.25 -3.42 2445 7.63E-07 0.007
ENSMUSG00000084806 Gm15232 627268 -2.98 -3.40 21.29 3.94E-06 0.021
ENSMUSG00000031779 Ccl22 20299 0.88 -0.59 19.62  9.43E-06 0.035

Table S8. Genes that are differentially expressed between rHCI and PBS treatment groups.
RNA was isolated from left ventricles two days after intramyocardial treatment injection in
mice that had an infarct induced seven days prior. PBS (n =5) and rHCI (n = 5) RNA samples
were analyzed by next generation RNA sequencing at 50 million read depth for protein
coding genes. Quality control, read trimming, alignment, and edgeR differential expression
analysis of reads was completed by C3G bioinformatics group. FC: fold change relative to
PBS, CPM: gene read counts per million, LR: fold change likelihood ratio, and FDR: false
discovery rate.
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Appendix B: Supplemental tables from differential expression analysis of RNAseq data

Ensembl ID Symbol GeneID Log Log LR P Value FDR
FC CPM

ENSMUSG00000049538 Adamts16 271127 11.42 1.55 371.06 1.1E-82 2.5E-80
ENSMUSG00000022097 Sttpe 20389 10.84 1.77 12.38 4.3E-04 1.3E-03
ENSMUSG00000004885 Crabp2 12904 10.46 0.98 187.99 8.7E-43 4.1E-41
ENSMUSG00000056370 Sttpb 20388 10.24 0.09 19.86 8.3E-06 3.1E-05
ENSMUSG00000058914 Clqtnf3 81799 10.04 4.67 336.05 4.6E-75 8.2E-73
ENSMUSG00000029188 Slc34a2 20531 9.80 -0.29 14.33 1.5E-04 4.8E-04
ENSMUSG00000054196 Cthrcl 68588 9.45 5.78 883.22 4.4E-194  5.7E-190
ENSMUSG00000062345 Serpinb2 18788 9.21 1.34 207.11 5.9E-47 3.3E-45
ENSMUSG00000029379 Cxcl3 330122 9.14 -0.04  93.86 3.4E-22 5.6E-21
ENSMUSG00000050711 Scg2 20254 9.13 -0.57 131.14 2.3E-30 5.9E-29
ENSMUSG00000052353 Cemip 80982 8.87 3.18 306.89 1.0E-68 1.4E-66
ENSMUSG00000040026 Saa3 20210 8.86 3.47 922.84 1.1E-202  2.8E-198
ENSMUSG00000039462 Coll0al 12813 8.74 -0.87  41.27 1.3E-10 8.6E-10
ENSMUSG00000021789 Sftpal 20387 8.71 -0.18 11.47 7.1E-04 2.0E-03
ENSMUSG00000029375 Cxcll5 20309 8.64 -1.29 13.19 2.8E-04 8.4E-04
ENSMUSG00000050359 Sprrla 20753 8.35 3.10 270.94 7.1E-61 6.9E-59
ENSMUSG00000029304 Sppl 20750 7.93 6.28 808.82 6.5E-178  5.7E-174
ENSMUSG00000021795 Sttpd 20390 7.90 -1.89 10.69 1.1E-03 2.9E-03
ENSMUSG00000032473 Cldnl18 56492 7.85 -1.93 12.63 3.8E-04 1.1E-03
ENSMUSG00000054764 Mtnrla 17773 7.81 -1.85 9273 6.0E-22 9.8E-21
ENSMUSG00000076548 Igkv4-69 NA 7.60 -3.17  8.96 2.8E-03 7.0E-03
ENSMUSG00000051048 P4ha3 320452 7.58 3.61 602.20 5.6E-133 8.1E-130
ENSMUSG00000092627 D130058E05Rik NA 7.58 -1.82 117.70 2.0E-27 4.4E-26
ENSMUSG00000027966 Colllal 12814 7.47 5.46 381.11 7.1E-85 1.9E-82
ENSMUSG00000026725 Tnn 329278 7.45 2.76 257.70 5.4E-58 4.7E-56

Table S9. Top 25 genes that are upregulated in left ventricles of PBS injected mice with
myocardial infarction compared to sham mice. The 25 genes with the largest log fold change
out of 12593 total differentially expressed genes are included in this table. RNA was isolated
from left ventricles two days after intramyocardial treatment injection in mice that had an
infarct induced seven days prior. PBS (n =5), sham (n = 5) and sham (n = 5) RNA samples
were analyzed by next generation RNA sequencing at 50 million read depth for protein
coding genes. Quality control, read trimming, alignment, and edgeR differential expression
analysis of reads was completed by C3G bioinformatics group. FC: fold change relative to
sham, CPM: gene read counts per million, LR: fold change likelihood ratio, and FDR: false
discovery rate.
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Ensembl ID

ENSMUSG00000093906
ENSMUSG00000105431
ENSMUSG00000031471
ENSMUSG00000057223
ENSMUSG00000044664
ENSMUSG00000079507
ENSMUSG00000077360
ENSMUSG00000084869
ENSMUSG00000081889
ENSMUSG00000033770
ENSMUSG00000031682
ENSMUSG00000083076
ENSMUSG00000073375
ENSMUSG00000025216
ENSMUSG00000090843
ENSMUSG00000073424
ENSMUSG00000097639
ENSMUSG00000070837
ENSMUSG00000048978
ENSMUSG00000061742
ENSMUSG00000107435
ENSMUSG00000096463
ENSMUSG00000036216
ENSMUSG00000098741
ENSMUSG00000106822

Symbol

Igkv9-129
Gm42640
Defb8
Gm6578
Prss42
H2-Q1
Gm23482
Gm13063
Gm13188
Clenka
1700011L22Rik
Gm11408
Lrrc30
Lbx1
Heatr4
Cyp4fl5
Platr4
Aurke
Nrsnl
Slc22al2
RP24-398M13.2
Gm21750
Leap2
Obox4-ps2
Gm43533

Gene ID

NA
NA
244334
625347
235628
15006
NA
NA
NA
12733
67687
NA
240131
16814
101055670
106648
78706
20871
22360
20521
NA
NA
259301
NA
NA

Log
FC
-4.88

-4.06
-3.99
-3.98
-3.95
-3.94
-3.90
-3.90
-3.89
-3.84
-3.80
-3.78
-3.71
-3.64
-3.61
-3.59
-3.57
-3.53
-3.50
-3.46
-3.46
-3.45
-3.45
-3.43
-3.43

Log
CPM
-4.29

-4.39
-4.56
442
-4.60
453
-4.60
453
-4.64
-4.49
-4.64
-4.46
-1.94
-3.80
-4.56
422
-4.67
-4.10
-4.64
-3.74
-4.64
-4.60
-4.72
-4.68
-4.68

LR

5.41
11.52
8.51
11.36
13.16
12.56
7.82
11.40
8.11
7.54
11.00
10.88
54.96
22.15
10.09
12.00
7.09
16.43
6.05
16.44
8.42
8.26
7.33
8.13
7.42

P Value

2.0E-02
6.9E-04
3.5E-03
7.5E-04
2.9E-04
3.9E-04
5.2E-03
7.3E-04
4.4E-03
6.0E-03
9.1E-04
9.7E-04
1.2E-13
2.5E-06
1.5E-03
5.3E-04
7.7E-03
5.1E-05
1.4E-02
5.0E-05
3.7E-03
4.1E-03
6.8E-03
4.4E-03
6.4E-03

FDR

4.3E-02
1.9E-03
8.8E-03
2.1E-03
8.6E-04
1.2E-03
1.2E-02
2.1E-03
1.1E-02
1.4E-02
2.5E-03
2.7E-03
1.1E-12
1.0E-05
4.0E-03
1.5E-03
1.8E-02
1.7E-04
3.1E-02
1.7E-04
9.2E-03
1.0E-02
1.6E-02
1.1E-02
1.5E-02

Table S10. Top 25 genes that are downregulated in left ventricles of PBS injected mice with
myocardial infarction compared to sham mice. The 25 genes with the largest negative log
fold change out of 12593 total differentially expressed genes are included in this table. RNA
was isolated from left ventricles two days after intramyocardial treatment injection in mice
that had an infarct induced seven days prior. PBS (n=5), sham (n =5) and sham (n =5) RNA
samples were analyzed by next generation RNA sequencing at 50 million read depth for
protein coding genes. Quality control, read trimming, alignment, and edgeR differential
expression analysis of reads was completed by C3G bioinformatics group. FC: fold change
relative to sham, CPM: gene read counts per million, LR: fold change likelihood ratio, and
FDR: false discovery rate.
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Ensembl ID

ENSMUSG00000064351
ENSMUSG00000064370
ENSMUSG00000040752
ENSMUSG00000064367
ENSMUSG00000029467
ENSMUSG00000064341
ENSMUSG00000064345
ENSMUSG00000064363
ENSMUSG00000018893
ENSMUSG00000032366
ENSMUSG00000026414
ENSMUSG00000064339
ENSMUSG00000015568
ENSMUSG00000038583
ENSMUSG00000013936
ENSMUSG00000025393
ENSMUSG00000002100
ENSMUSG00000026043
ENSMUSG00000059741
ENSMUSG00000031633
ENSMUSG00000025428
ENSMUSG00000035458
ENSMUSG00000001506
ENSMUSG00000029661
ENSMUSG00000024803

Symbol
mt-Col
mt-Cytb
Myh6
mt-Nd5
Atp2a2
mt-Nd1
mt-Nd2
mt-Nd4
Mb
Tpml
Tnnt2
mt-Rnr2
Lpl

Pln
Myl2
AtpSb
Mybpc3
Col3al
Myl3
Slc25a4
Atp5Sal
Tnni3
Collal
Colla2
Ankrdl

Gene ID
17708
17711
17888
17721
11938
17716
17717
17719
17189
22003
21956
NA
16956
18821
17906
11947
17868
12825
17897
11739
11946
21954
12842
12843
107765

Log FC
-0.78
-0.77
-1.01
-0.84
-0.95
-0.82
-0.84
-0.82
-0.64
-0.52
-0.70
-1.25
-0.85
-0.95
-0.83
-0.74
-0.32
4.25
-0.66
-0.76
-0.72
-0.92
4.73
4.51
1.24

Log CPM
15.55
14.44
14.33
14.26
13.91
13.85
13.55
13.34
13.10
12.80
12.58
12.56
12.49
12.43
12.33
12.27
12.18
12.15
12.12
12.01
11.93
11.52
11.51
11.38
11.27

LR
49.19
47.56
51.83
4470
54.87
39.90
47.05
49.77
36.77
32.84
44.01
61.58
66.25
55.59
46.62
61.92
19.23
740.77
39.35
49.98
53.28
47.54
723.16
686.02
28.62

P Value
2.3E-12
5.3E-12
6.0E-13
2.3E-11
1.3E-13
2.7E-10
6.9E-12
1.7E-12
1.3E-09
1.0E-08
3.3E-11
4.2E-15
4.0E-16
8.9E-14
8.6E-12
3.6E-15
1.2E-05
4.1E-163
3.5E-10
1.6E-12
2.9E-13
5.4E-12
2.8E-159
3.3E-151
8.8E-08

FDR
1.8E-11
4.0E-11
5.0E-12
1.6E-10
1.1E-12
1.7E-09
5.1E-11
1.4E-11
7.7E-09
5.3E-08
2.3E-10
4.3E-14
4.4E-15
8.0E-13
6.3E-11
3.7E-14
4.2E-05
1.3E-159
2.2E-09
1.2E-11
2.5E-12
4.0E-11
8.0E-156
8.6E-148
4.2E-07

Table S11. The 25 most highly expressed genes that are differentially expressed in left
ventricles of PBS injected mice with myocardial infarction compared to sham mice. The 25
genes with the largest log cpm out of 12593 total differentially expressed genes are included
in this table. RNA was isolated from left ventricles two days after intramyocardial treatment
injection in mice that had an infarct induced seven days prior. PBS (n =5), sham (n = 5) and
sham (n = 5) RNA samples were analyzed by next generation RNA sequencing at 50 million
read depth for protein coding genes. Quality control, read trimming, alignment, and edgeR
differential expression analysis of reads was completed by C3G bioinformatics group. FC:
fold change relative to sham, CPM: gene read counts per million, LR: fold change likelihood
ratio, and FDR: false discovery rate.
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Ensembl ID

ENSMUSG00000049538
ENSMUSG00000004885
ENSMUSG00000062345
ENSMUSG00000029379
ENSMUSG00000058914
ENSMUSG00000054196
ENSMUSG00000040026
ENSMUSG00000050711
ENSMUSG00000076615
ENSMUSG00000039462
ENSMUSG00000052353
ENSMUSG00000050359
ENSMUSG00000019987
ENSMUSG00000029304
ENSMUSG00000092627
ENSMUSG00000094006
ENSMUSG00000024041
ENSMUSG00000054764
ENSMUSG00000096515
ENSMUSG00000049723
ENSMUSG00000028591
ENSMUSG00000051048
ENSMUSG00000033740
ENSMUSG00000101581
ENSMUSG00000059742
ENSMUSG00000026390
ENSMUSG00000045731

Table S12. Top 25 genes that are upregulated in left ventricles of rHCI injected mice with
myocardial infarction compared to sham mice. The 25 genes with the largest log fold change
out of 11427 total differentially expressed genes are included in this table. RNA was isolated
from left ventricles two days after intramyocardial treatment injection in mice that had an
infarct induced seven days prior. rHCI (n =5), sham (n = 5) and sham (n = 5) RNA samples
were analyzed by next generation RNA sequencing at 50 million read depth for protein
coding genes. Quality control, read trimming, alignment, and edgeR differential expression
analysis of reads was completed by C3G bioinformatics group. FC: fold change relative to
sham, CPM: gene read counts per million, LR: fold change likelihood ratio, and FDR: false

discovery rate.

Symbol

Adamts16
Crabp2
Serpinb2
Cxcl3
Clqtnf3
Cthrel

Saa3

Scg2
Ighg3
Coll0al
Cemip
Sprrla
Argl

Sppl
D130058E05Rik
Igkv4-59
Cryaa
Mtnrla
Igkv14-100
Mmp12
Pramef12
P4ha3

St18
C430002N11Rik
Kenh7
Marco

Pnoc

Gene
ID
271127

12904
18788
330122
81799
68588
20210
20254
NA
12813
80982
20753
11846
20750
NA
NA
12954
17773
NA
17381
77632
320452
240690
319707
170738
17167
18155

191

log
FC
10.66

10.56
9.81
9.76
9.38
9.04
8.78
8.63
8.34
8.31
8.29
8.26
7.98
7.87
7.64
7.51
7.28
7.18
7.17
7.17
7.09
7.08
7.07
6.97
6.92
6.90
6.86

log
CPM
1.55

0.98
1.34
-0.04
4.67
5.78
3.47
-0.57
-1.96
-0.87
3.18
3.10
3.07
6.28
-1.82
0.07
-2.30
-1.85
-3.04
4.55
-2.12
3.61
-2.18
-1.14
-2.98
2.59
-2.28

LR

309
192
236
108
304
826
905
113
32
38
275
266
376
800
120
23
103
71
12
603
90
536
73
147
16
174
50

P Value

4.2E-69
1.2E-43
2.3E-53
2.5E-25
4.2E-68
1.0E-181
8.1E-199
2.3E-26
1.5E-08
8.1E-10
8.4E-62
7.5E-60
1.2E-83
6.2E-176
6.1E-28
1.9E-06
3.8E-24
4.3E-17
4.7E-04
3.5E-133
2.1E-21
1.1E-118
1.6E-17
9.8E-34
8.1E-05
7.9E-40
1.5E-12

FDR

8.7E-67
8.3E-42
2.4E-51
6.5E-24
8.3E-66
1.4E-177
2.1E-194
6.4E-25
1.0E-07
6.6E-09
1.2E-59
1.1E-57
4.9E-81
5.4E-172
1.8E-26
9.2E-06
9.2E-23
6.7E-16
1.6E-03
8.4E-130
4.4E-20
1.6E-115
2.6E-16
4.0E-32
3.1E-04
4.5E-38
1.6E-11



Ensembl ID

ENSMUSG00000061742
ENSMUSG00000104745
ENSMUSG00000105622
ENSMUSG00000082706
ENSMUSG00000049246
ENSMUSG00000092097
ENSMUSG00000077569
ENSMUSG00000044664
ENSMUSG00000097862
ENSMUSG00000098588
ENSMUSG00000081889
ENSMUSG00000105762
ENSMUSG00000031682
ENSMUSG00000104664
ENSMUSG00000064637
ENSMUSG00000085377
ENSMUSG00000085838
ENSMUSG00000090079
ENSMUSG00000093400
ENSMUSG00000082108
ENSMUSG00000097811
ENSMUSG00000024211
ENSMUSG00000082023
ENSMUSG00000101951
ENSMUSG00000087632
ENSMUSG00000036216
ENSMUSG00000088208
ENSMUSG00000100763

Symbol

Slc22al2
Gm43073
Gm42615
Gm11663
Hspel-ps2
Gm5819
Gm24608
Prss42
Gm26859
Mir6340
Gm13188
Gm43605
1700011L22Rik
Gm35570
Snora20
4930551L18Rik
Chnlosl
Gm15849
Gm20647
Gm13777
2810425M01Rik
Grm8

Gm14407
Gm28721
Gm6058

Leap2

Gm23751
Gm28777

Gene ID

20521
NA
NA
NA
NA
NA
NA
235628
NA
102465173
NA
NA
67687
NA
NA
NA
NA
NA
NA
NA
NA
14823
NA
NA
NA
259301
NA
NA

log FC

-5.92
-5.05
-4.21
-4.20
-4.17
-4.12
-4.09
-3.95
-3.95
-3.92
-3.89
-3.82
-3.80
-3.80
-3.74
-3.69
-3.64
-3.62
-3.61
-3.61
-3.60
-3.58
-3.57
-3.55
-3.45
-3.45
-3.43
-3.43

log
CPM
-3.74

-4.16
221
-4.24
-4.43
-4.42
-4.49
-4.60
-4.56
-4.46
-4.64
-4.49
-4.64
-4.56
-4.56
-4.64
-4.49
453
-4.60
443
427
-4.08
-4.33
-4.46
-4.43
-4.72
-4.50
471

LR

26.52
25.67
37.64
12.56
12.25
9.77
12.47
11.37
11.55
10.24
7.29
9.63
9.57
9.32
7.29
7.26
6.81
7.72
8.57
8.93
7.42
15.34
7.44
5.40
7.41
6.47
7.52
7.38

P Value

2.6E-07
4.1E-07
8.5E-10
3.9E-04
4.7E-04
1.8E-03
4.1E-04
7.5E-04
6.8E-04
1.4E-03
6.9E-03
1.9E-03
2.0E-03
2.3E-03
7.0E-03
7.0E-03
9.1E-03
5.5E-03
3.4E-03
2.8E-03
6.5E-03
9.0E-05
6.4E-03
2.0E-02
6.5E-03
1.1E-02
6.1E-03
6.6E-03

FDR

1.5E-06
2.2E-06
6.9E-09
1.3E-03
1.5E-03
5.2E-03
1.4E-03
2.4E-03
2.2E-03
4.1E-03
1.8E-02
5.6E-03
5.8E-03
6.6E-03
1.8E-02
1.8E-02
2.3E-02
1.5E-02
9.5E-03
7.9E-03
1.7E-02
3.4E-04
1.7E-02
4.7E-02
1.7E-02
2.7E-02
1.6E-02
1.7E-02

Table S13. Top 25 genes that are downregulated in left ventricles of rHCI injected mice with
myocardial infarction compared to sham mice. The 25 genes with the largest negative log
fold change out of 11427 total differentially expressed genes are included in this table. RNA
was isolated from left ventricles two days after intramyocardial treatment injection in mice
that had an infarct induced seven days prior. rHCI (n =5), sham (n = 5) and sham (n = 5)
RNA samples were analyzed by next generation RNA sequencing at 50 million read depth
for protein coding genes. Quality control, read trimming, alignment, and edgeR differential
expression analysis of reads was completed by C3G bioinformatics group. FC: fold change
relative to sham, CPM: gene read counts per million, LR: fold change likelihood ratio, and
FDR: false discovery rate.

192



Ensembl ID

ENSMUSG00000064351
ENSMUSG00000064370
ENSMUSG00000040752
ENSMUSG00000064367
ENSMUSG00000029467
ENSMUSG00000064341
ENSMUSG00000064345
ENSMUSG00000064363
ENSMUSG00000018893
ENSMUSG00000032366
ENSMUSG00000026414
ENSMUSG00000064339
ENSMUSG00000015568
ENSMUSG00000038583
ENSMUSG00000013936
ENSMUSG00000025393
ENSMUSG00000002100
ENSMUSG00000026043
ENSMUSG00000059741
ENSMUSG00000031633
ENSMUSG00000025428
ENSMUSG00000035458
ENSMUSG00000001506
ENSMUSG00000029661
ENSMUSG00000024803

Symbol

mt-Col
mt-Cytb
Myh6
mt-Nd5
Atp2a2
mt-Nd1
mt-Nd2
mt-Nd4
Mb
Tpml
Tnnt2
mt-Rnr2
Lpl

Pln
Myl2
AtpSb
Mybpc3
Col3al
Myl3
Slc25a4
Atp5Sal
Tnni3
Collal
Colla2
Ankrdl

Gene
ID
17708

17711
17888
17721
11938
17716
17717
17719
17189
22003
21956
NA
16956
18821
17906
11947
17868
12825
17897
11739
11946
21954
12842
12843
107765

log FC

-0.62
-0.61
-0.77
-0.66
-0.80
-0.64
-0.67
-0.65
-0.52
-0.41
-0.56
-0.99
-0.74
-0.76
-0.64
-0.62
-0.27
4.03

-0.54
-0.65
-0.58
-0.72
4.48

4.21

1.15

log CPM

15.55
14.44
14.33
14.26
1391
13.85
13.55
13.34
13.10
12.80
12.58
12.56
12.49
12.43
12.33
12.27
12.18
12.15
12.12
12.01
11.93
11.52
11.51
11.38
11.27

30.84
29.71
30.59
27.89
38.96
24.52
30.03
31.83
24.47
21.06
28.59
38.77
50.93
35.93
27.86
42.76
13.90
681.08
26.75
36.61
34.77
29.70
664.45
616.39
24.48

P Value

2.8E-08
5.0E-08
3.2E-08
1.3E-07
4.3E-10
7.3E-07
4.2E-08
1.7E-08
7.6E-07
4.5E-06
8.9E-08
4.8E-10
9.6E-13
2.0E-09
1.3E-07
6.2E-11
1.9E-04
3.9E-150
2.3E-07
1.4E-09
3.7E-09
5.0E-08
1.6E-146
4.6E-136
7.5E-07

FDR

1.8E-07
3.2E-07
2.1E-07
7.7E-07
3.6E-09
3.9E-06
2.7E-07
1.1E-07
4.0E-06
2.1E-05
5.5E-07
4.0E-09
1.1E-11
1.6E-08
7.8E-07
5.8E-10
6.8E-04
1.7E-146
1.3E-06
1.1E-08
2.7E-08
3.2E-07
5.3E-143
1.2E-132
4.0E-06

Table S14. The 25 most highly expressed genes that are differentially expressed in left
ventricles of rHCI injected mice with myocardial infarction compared to sham mice. The 25
genes with the largest log cpm out of 11427 total differentially expressed genes are included
in this table. RNA was isolated from left ventricles two days after intramyocardial treatment
injection in mice that had an infarct induced seven days prior. tHCI (n =5), sham (n=5) and
sham (n = 5) RNA samples were analyzed by next generation RNA sequencing at 50 million
read depth for protein coding genes. Quality control, read trimming, alignment, and edgeR
differential expression analysis of reads was completed by C3G bioinformatics group. FC:
fold change relative to sham, CPM: gene read counts per million, LR: fold change likelihood
ratio, and FDR: false discovery rate.
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Appendix D: Endpoint Schematics for MI Mouse Trials

Aim 1 and 2

| PBS (n =14) }—'| -2 poor injection I—'| -1 no infarct H PBS (n =11) |
rHCI (n =15) * rHCI (n =15)

| rHCIII (n =14) I—'| -1 poor injection i i rHCIII (n =13) |

Aim 3 Day 2 Endpoint Trial

| Died post-MI (n = 2) |

PBS (n =17) rHCI (n = 21)

| Died post-injection (n = 0) |

Exclusion LVEF > 50% Exclusion LVEF > 50%
(n=1) (n=1)

PBS (n =16) rHCI (n = 20)

Aim 3 Day 28 Endpoint Trial

| Died post-MI (n=0) |

P88 (115

| Died post-injection (n = 1) | | Died post-injection (n = 1) |

| Exclusion Criteria (n = 0) |
PBS (n =14) rHCI (n = 16)
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