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Figure S1. Pressure overload induces a longstanding adaptive LV concentric hypertrophy with
preserved ejection fraction, before transitioning toward heart failure, related to Figures 1, 2, 3,
4 and 6.

A.) Schematic representation of the heart in normal conditions (left image), the heart developing
adaptive hypertrophy (central image) or maladaptive hypertrophy (right image). B.) Serial
longitudinal LV echocardiography in basal condition and at 1-2-4-8 weeks in C57BI/6J mice after
TAC or sham procedures. End-diastolic Left Ventricular Posterior Wall thickness (LVPW;d), end-
diastolic Interventricular septal (IVS;d), end-diastolic Left Ventricular Internal Diameter (LVID;d),
Relative Wall Thickness (RWT), E/e’ ratio, end-diastolic Left Ventricle Volume (LV Volume;d),
Fractional shortening (FS), Ejection Fraction (EF) and LV mass corrected for the body weight (LV
mass/body weight) are shown. Trans-stenotic pressure gradient monitored in mice subjected to TAC
during each session of echocardiographic follow up analysis is shown. C.) LV M-mode
echocardiography at 1-2-4-8 weeks after TAC in C57BI1/6J mice. n=4 sham; n=4 TAC. Data as mean
+ SEM and analyzed by two-way ANOVA and Sidak post hoc. 888 p<0.001. Schematic was created
with BioRender.com.
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Figure S2. Gating strategy of the flow cytometry analysis used to identify cardiac monocyte and
macrophage populations, related to Figures 1, 2, 3 and 6.

Cells were gated to identify total CD45" leukocytes and then doublets were excluded using forward
scatter (FSC) and side scatter (SSC). Total leukocytes were parsed to exclude CD11b*Ly6G*
neutrophils and to identify Ly6G"CD11b* monocytes and macrophages. CD11b" cells were further
gated by CD64 expression to identify CD11b*CD64 cells and CD11b*CD64" macrophages.
CD11b*CD64 cells were then stratified into Ly6C'® and Ly6C" monocytes. CD11b*CD64" cardiac
macrophages were parsed from the expression of Timd4 and Ly6C as a surrogate marker of recently
recruited CCR2* macrophages. We identified CD11b*CD64'Timd4*Ly6C" resident macrophages
expanding by local proliferation, the CD11b*CD64*Timd4 Ly6C'" resident macrophages expanding
by local proliferation and partially replenished by circulating monocytes and the recently recruited
CD11b*CD64*Timd4 Ly6C" macrophages. Schematic was created with BioRender.com.
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Figure S3. Pressure overload induces the expansion of monocyte and macrophage populations
in the cardiac tissue, related to Figures 1, 2, 3 and 6.

A.) Flow cytometry analysis of monocytes and macrophages in the LV of mice subjected to TAC or
sham for 4 days. B-1) Quantification of total CD45" leukocytes B.), total CD11b*CD64" monocytes
(Mo) C.), proinflammatory CD11b*CD64°Ly6C" D.) and patrolling CD11b*CD64Ly6C"® E.)
monocyte subpopulations. By parsing CD11b*CD64" total cardiac macrophages (Mac) F.) by the
expression of Timd4 and Ly6C, CD11b*CD64*Timd4*Ly6C'" resident macrophages G.),
CD11b*CD64*Timd4 Ly6C'" resident macrophages expanding by local proliferation and partially
replenished by circulating cells H.) and CD11b*CD64*Timd4 Ly6C" recently recruited macrophages
I.) were quantified. n=6 sham; n=8 TAC. Data as mean + SEM and analyzed by unpaired T test
*p<0.05, **p<0.01 and ***p<0.001. Schematic was created with BioRender.com.
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Figure S4. Selective denervation of the spleen, related to Figure 1.

A.) Visualization in the right and left superior and inferior hepatic lobe of AAV2/retro-CAG-
TdTomato injected in the LV (scale bar 100 um). B. C.) SSNA raw signal in 1 day TAC mice before
and after B.) celiac vagus nerve resection (VGX) and C.) firing frequency quantification. n=6 TAC.
Data as mean =+ SEM and analyzed by unpaired T-test. *p<0.05. D.) Schematics of celiac
ganglionectomy (CGX) performed concomitantly to TAC or sham procedures. E.)
Immunofluorescence analysis of CD169" macrophages (green) and Tyrosine Hydroxylase (TH) (red)
expression in the spleen of sham or TAC mice concomitantly subjected to CGX or relative control
(Scale bar 100 pum). F.) Schematics of CGX performed 2 weeks after TAC or sham. G.)
Immunofluorescence analysis of CD169" macrophages (green) and TH (red) expression in the spleen
of mice subjected to CGX or relative control procedure performed 2 weeks after sham or TAC (Scale
bar 100 um). H. 1.) Serial longitudinal LV echocardiography in basal condition and at 1-4-8 weeks
after TAC in mice subjected to CGX or relative control procedure, performed 2 weeks after TAC. H.)
Ejection Fraction (EF) and 1.) Relative Wall Thickness (RWT) are shown. n=3 sham; n=3 TAC; n=3
sham CGX; n=3 TAC CGX. Data as mean + SEM and analyzed by two-way ANOVA and Tukey
post hoc. 888 p<0.001 sham vs TAC; ### p<0.001 sham CGX vs TAC CGX. Schematics were created
with BioRender.com.
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Figure S5. Selective denervation of the heart, related to Figure 1.

A.) Schematics of cervical ganglionectomy (CerGX) performed 1 week before TAC or sham
procedures. B.) Immunofluorescence analysis of Isolectin (green) and TH (red) expression in the
anterior, mid and posterior wall of cardiac tissue of mice subjected to CerGX and 4 days of TAC or
sham or to relative control procedure (Scale bar 50 um). C.) Quantification of TH+ fibers in the LV
of mice subjected to CerGX or to relative control procedure (CerG) and 4 days of TAC or sham. n=5
sham CerG; n=3 TAC CerG; n=4 sham CerGX; n=4 TAC CerGX. Data as mean + SEM and analyzed
by two-way ANOVA and Sidak post hoc. D.) Trans-stenotic aortic pressure gradient evaluated by
ultrasonography at 1-2-4-8 weeks after TAC in mice subjected to TAC and to celiac ganglionectomy
(CGX) orto CerGX.n=5TAC; n=7 TAC CGX; n=6 TAC CerGX. Data as mean + SEM and analyzed
by two-way ANOVA and Tukey post hoc. E.) Right carotid invasive systolic blood pressure (SBP)
measurement 4 days after TAC or sham in mice subjected to CGX or to CerGX. n=3 sham n=4 TAC;
n=3 TAC CGX; n=3 TAC CerGX. Data as mean £ SEM and analyzed by one-way ANOVA and
Tukey post hoc. *p<0.05 and **p<0.01. Schematics were created with BioRender.com.
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Figure S6. Flow cytometry gating strategy used to identify resident cardiac macrophages
expressing Lyve-1 marker and their proliferation rate, related to Figures 3, 4 and 6.

A.) Cells were gated to identify total CD45" leukocytes and then doublets were excluded using
forward scatter (FSC) and side scatter (SSC). Total leukocytes were parsed to exclude CD11b"Ly6G*
neutrophils and Ly6G"CD11b* monocyte and macrophage populations were identified. The cells were
gated to identify CD11b*CD64 Ly6C™ monocytes and CD11b*CD64* macrophages. CD11b*CD64*
cardiac macrophages were gated to identify CD11b*CD64*Ly6C'" resident macrophages and further
gated by Timd4 and Lyve-1 to verify the expression of Lyve-1 marker in Timd4™ population. B.)
Schematics of BrdU administration in mice subjected to TAC or sham. C.) BrdU incorporation in
CD11b*CD64*Ly6C"°Timd4 Lyve-1* resident macrophages. D.) Circulating PIGF levels in mice
subjected to CGX and to TAC or sham procedure for 4 days. n=7 sham CGX; n=5 TAC CGX 4 days.
Data as mean + SEM and analyzed by unpaired T test. Schematics were created with BioRender.com.
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Figure S7. Cardiac macrophages expressing NRP1, related to Figures 6 and 7.

A.) Flow cytometry gating strategy used to identify cardiac macrophages expressing NRP1. Cells
were gated to identify total CD45" leukocytes and then doublets were excluded using forward scatter
(FSC) and side scatter (SSC). Total leukocytes were parsed to exclude CD11b*Ly6G* neutrophils
and Ly6G"CD11b* monocyte and macrophage populations were identified. The cells were gated to
identify CD11b*CD64Ly6C" monocytes and CD11b*CD64* macrophages (Mac). CD11b*CD64*
cardiac macrophages were gated to identify CD11b*CD64*Ly6C'" resident macrophages and further
gated by Timd4 and Lyve-l to distinguish CD11b*CD64*Ly6C"°Timd4*Lyve-1*,
CD11b*CD64*Ly6C"°Timd4 Lyve-1* and CD11b*CD64* Ly6C"°Timd4 Lyve-1- macrophages. Total
cardiac Mac Ly6C"°Timd4 Lyve-1* and Mac Ly6C'°Timd4 Lyve-1*Nrp1* subpopulation was also
parsed to evaluate CD206 expression. B.) Flow cytometry histogram of cardiac macrophages from
sham or TAC mice and from Nrp1™M:Lyz2¢®* mice for the evaluation of NRP1 expression and
selective deletion in myeloid lineage. C.) Quantification of NRP1 expression in
CD11b*CD64*Ly6C"°Timd4*Lyve-1* (Mac Timd4*Lyve-1%), CD11b*CD64*Ly6C"Timd4 Lyve-1*
(Mac Timd4Lyve-1*) and CD11b*CD64*Ly6C'"°Timd4 Lyve-1- (Mac Timd4 Lyve-1") macrophage
subpopulations. Data as mean + SEM and analyzed by two-way ANOVA and Tukey post hoc.
***p<0.001 sham vs TAC. D.) Flow cytometry gating strategy used to verify selective NRP1 deletion
and BrdU incorporation in cardiac resident macrophages expressing red fluorescent protein (RFP) in
Nrp1":Rosa26-S--RFP*+:Cx3cr1 Cre-ERT2* (RMRFP-ANML) mice. Cells were gated to identify total CD45*
leukocytes and then doublets were excluded using forward scatter (FSC). Total leukocytes were
parsed to exclude CD11b*Ly6G* neutrophils and Ly6G CD11b*"CD64" macrophages were identified.
Cardiac macrophages were gated to identify CD11b*CD64*Ly6C'" resident macrophages and further
gated by Timd4 and Lyve-1 to identify CD11b*CD64*Ly6C'°Timd4 Lyve-1* subpopulation. The
cells were parsed to discriminate cardiac resident macrophages expressing RFP (Mac Timd4™ Lyve-
1" RFP*) from non-resident fraction (Mac Timd4 Lyve-1* RFP"), and their NRP1 expression. The last
histogram shows NRP1 selective deletion in resident Timd4 Lyve-1" RFP* (red) macrophages
compared to non-resident Timd4 Lyve-1* RFP- (blu) fraction in RMRFP-AN™1 mice. For proliferation
experiment, BrdU incorporation was evaluated in Timd4 Lyve-1" RFP™ macrophages. Schematics
were created with BioRender.com.
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Supplemental Tables

Table S1. Serial longitudinal echocardiography of LV remodeling in basal condition and at 1-
2-4-8 weeks after TAC in mice with CGX or control procedure (CG), and serial longitudinal
echocardiography of LV remodeling in basal condition and at 1-2-4-8 weeks after TAC in mice
with CerGX or control procedure (CerG), related to Figure 1.

Sham TAC
Parameter g(';';ﬁ cG CGX cG CGX
Basal 077001  080+001  0.79+0.02 0.78 £ 0.02
1 week 0794005 0.80+005 1.06+008%  1.05+ 006"
L\K/Te\élvﬁi%nom) 2weeks  081+002 081+001 107+008% 099 +0.08%
Aweeks  082+002 082+002 11540025 107008
8weeks  077%002 077+003 1150065 098+ 014%™
Basal 0.77£002 080£001  0.78%0.02 0.78 £ 0.02
1 week 079+003 077+001 105+009% 099 +0.07#
II?/I/Sa?] E_rmsrg) 2weeks  0.78+002 079+001 112+006% 099+ 0.06%*
Aweeks  083+002 082+006 117+004%8 106+ 0.12%%"
8weeks  077%002 077+003 116+0075%  0.95+0.09% ™
Basal 340+009 344+007  335+0.11 3.42 + 0.06
1 week 3394011 3424010 300+017%8  322+0.09"
L\I\fl'eg;]d J_r(g‘[r)”) 2weeks  348+009 345+027  3.09+ 0175 3.24+0.19
Aweeks  350+0.03 353+0.03  3.23+0.189 3.51 +0.20"
8weeks  348+006 351+002 315+011%  3.46+0.08™
Basal 046+002 047+002  047+0.02 0.46 + 0.01
1 week 0474003 046+001 071+008% 063+ 0.05%* "
Me':xViTSD 2weeks  046+001 046+004 071+006%  0.61+0.06% ™
Aweeks  047+001 047+002 07240045 061+ 006" ™
8weeks  044+001 044+002 074+006% 056+ 006" ™
Basal 1948+095 2073+024 1050+ 134 20.09 + 1.05
, lweek  20.19+048 2031+053 2660+ 16588  27.53 + 2827
Megei op 2Weeks  2004+051 2018+081 2853170  3116+3.96"
Aweeks  19.38+075 2095+0.85 28.48+097%% 3156+ 1.76%%"
8weeks  20.54+043 2058+034 3150+098%%  34.10 + 2.35%
Basal 4738+307 4870248 4575373 48.23 + 2.10
LVVolume:d  1week  47.31%368 48.02%349 3527 +481%  4116+413
(mm?) 2weeks 50384328 4941+926 37.70+515%8 4303 +6.45
Mean £SD 4 weeks 50.72+0.96 52.03+0.98 42.16 +5.528 51.27 + 7.05™
8weeks 50354194 51.07+059 39.34+685% 4950 + 277
Vg BASE 353+022 342+010  3.46+0.38 3.44 + 031
1 week 3564016 331+017 465+064%  4.80+061%
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body weight 2 weeks  357+0.16  323+030 504+033% 477+ 111
Még]ng/f)SD Aweeks  344+009 355+033 54805655 514+ 056
8weeks ~ 326+029 2854016 503+047%5 437+ 090"
Basal 50 + 2 47+1 47+3 48+ 2
o 1 week 48 +3 47+1 48+ 2 46 + 4
Mean acp 2 Weeks 47+2 48+ 1 49+ 2 41+5™
4 weeks 47+2 47+1 49+ 2 42 + 8~
8 weeks 50 + 2 49+ 2 50 + 1 37 + G,
Basal 83+ 2 80 + 1 80+ 3 81+ 2
. 1 week 81+3 79+1 80 + 2 78+4
Mean + SD 2 weeks 80+2 80+1 82+2 73+5™
4 weeks 80+2 80+1 81+2 73 +£10™
8 weeks 82+2 81+2 83+1 68 + 7#H#
Trans-stenotic Basal
oressure 1 week 96 + 3 96 + 3
gradient 2 weeks 97 + 97 +1
(mmHg) 4 weeks 95 + 97 +2
Mean + SD 8 weeks 97 + 94 +1
Sham TAC
Parameter Time point CerG CerGX CerG CerGX
Basal 078002 079+005 076+001 0.76 + 0.01
1 week 081002 079+001 105+005%5 101 +0.09%
L\K/T&Va\i;i(gan) 2 weeks 0.80+005 0.78+003 102+001%  1.08 +0.07%
B 4 weeks 0.80+002 079+007 106+0058  1.08 +0.07%
8 weeks 0.80+002 079+003 110+008%  1.16 + 0.06"
Basal 0.77+002 076+003  0.76+0.02 0.77 +0.03
1 week 0.80+001 081+003 108+006%  1.04 008"
'ltﬂ/gaﬂ (imsrg) 2 weeks 080+002 0.80+001 1.04+003%8 1062 008"
4 weeks 0.84+004 083+003 106+005%8  1.08 +0.08*
8 weeks 0.82+005 082+002 116+0045  1.14 +0.04*
Basal 344+005 337+021  3.30+0.09 3.46+0.08
1 week 344+007 334+007 295+025%%  3.06+0.18"
Lk//l'egad i(g"[r)n) 2 weeks 3514015 342+007 314+024% 314 +0.23"
4 weeks 351+006 358+006 312+019%  316+0.12%
8 weeks 340+018 342+014  334+0.15 3.27+0.13
Basal 045+002 046+001  046+001 0.44 + 0.02
MeF;xViTSD 1 week 0474001 048+001 073+008% 067 +0.07%
2 weeks 046+001 046+001 0.66+0045 068 +0.09%
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4 weeks 047+001 045+0.03 0.68+0.05%8  0.69 + 0.05"
8 weeks 048+0.02 047+0.02 0.68+0.06%8  0.70 +0.02##
Basal 20.20+0.44 1954+1.14 19.34+0.77 19.90 + 0.64
’ 1 week 19.68 +1.10 20.37 £0.73 24.94 +1.22%8 2550 + 2.61%##
Me fr: ei D 2 weeks 20.13+0.59 19.66+1.04 27.64+0.41%8  29.89 + 1.84"#
4 weeks 20.82+1.67 21.09+0.34 29.04+1.31%8 2913 +1.81%*
8 weeks 2097 +0.85 20.48+1.02 29.34+0.72%8  30.77 + 1.83"#
Basal 4879+1.78 46.70+6.68  44.30 +2.79 49.64 +2.79
LV Volume:d 1 Week 4880+239 4552+231 3442+831%8  3754+531
(mm3) 2 weeks 51.23+507 4819+226 39.30+7.20%  39.54 + 6.80*
Mean£3SD 4 weeks 51.30+2.09 53.55+229 38.65+553%  39.80 +3.71%#
8 weeks 47.70+590 4825+470 4555+4.81 42.99 +3.80
Basal 3.38+0.12  3.46+0.52 3.14+0.28 3.58 +0.28
LV mass/ 1 week 354+026  349+0.13  4.34+0.29° 4.63 + 0.60%#
boch]"‘;e')ght 2 weeks 358+052 3464032  424+059  471+0.24%
Meangf sp 4 weeks 341+0.17 353+022  4.17 +0.468 4.66 + 0.41##
8 weeks 310+0.24 329+033 4.92+049%8  513+0.67%
Basal 48 +3 48+ 1 48 +3 49+ 1
S0 1 week AT+ 1 48 + 2 AT +2 48 + 2
Mean + SD 2 weeks 47 +1 48 +2 47+1 48 +1
4 weeks 49+ 1 47 +2 50+ 1 47+1
8 weeks 49 +3 50 + 2 48+ 1 48 + 2
Basal 80+3 80+1 81+3 81+1
e o 1 week 79+2 81+2 80 +2 81+2
Mean + SD 2 weeks 79+1 81+ 2 80+1 81+1
4 weeks 81+1 79+2 83+1 80+1
8 weeks 81+3 82+2 80+1 81+2
~ Basal
Trans-stenotic 1 week 96 + 3 96 + 4
pressure
gradient 2 weeks 98 +2 93+6
(mmHg) 4 weeks 95+ 2 96 + 3
Mean = SD
8 weeks 97 +3 97 £2

End-diastolic Left Ventricular Posterior Wall thickness (LVPW:;d), end-diastolic Interventricular
septal (IVS;d), end-diastolic Left Ventricular Internal Diameter (LVID;d), Relative Wall Thickness
(RWT), E/e’ ratio, end-diastolic Left Ventricle Volume (LV Volume;d), LV mass corrected for the
body weight (LV mass/body weight), Fractional shortening (FS), Ejection Fraction (EF) and trans-
stenotic pressure gradient.
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Mice subjected to sham or TAC and to CGX or control procedure (CG): n=5 sham CG; n=5 TAC
CG; n=3 sham CGX; n=7 TAC CGX. Data as mean + SD and analyzed by two-way ANOVA and
Tukey post hoc. § p<0.05 and §88 p<0.001 sham CG vs TAC CG; ## p<0.01 and ### p<0.001 sham
CGX vs TAC CGX; * p<0.05, ** p<0.01 and *** p<0.001 TAC CG vs TAC CGX.

Mice subjected to sham or TAC and to CerGX or control procedure (CerG): n=4 sham CerG; n=4
TAC CerG; n=4 sham CerGX; n=6 TAC CerGX. Data as mean + SD and analyzed by two-way
ANOVA and Tukey post hoc. § p<0.05 and 88§ p<0.001 sham CerG vs TAC CerG; # p<0.05 and
### p<0.001 sham CerGX vs TAC CerGX.
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Table S2. Serial longitudinal echocardiography of LV remodeling in basal condition and at 1-
2-4-8 weeks after TAC in mice subjected to splenectomy (-spleen) or control procedure

(+spleen), related to Figure 2.

Sham TAC
Parameter Time point +spleen -spleen +spleen -spleen
Basal 0.74+002 077+003  0.74+0.05 0.77 + 0.02
1 week 0.75+004 0.76+003  1.01+0.06%5  0.91+ 0.03#* ™"
L\K/T;Vrﬂ(gan) 2weeks 077003  0.77+0.02 1.02+0.08%8  0.90 + 0.03## ***
Aweeks ~ 078+0.02 077+0.02 1.04+006%5 092 +0.03## ™
8weeks  0.80+0.00 078+002 1.06+0.0755  0.92 + 0.04%% ™
Basal 0.74+002 077+003 074005 0.77 + 0.02
1 week 0.75+004 076+003 1.01+006%5  0.91+0.03# ™
'&/Sa‘:] S_,msrg) 2weeks  077+002 077+002 1.03+007%8 091+ 0,02 ™
Aweeks  0.78+002 077+002 1.05+0.06%5  0.91+ 0.06%# ™
8weeks  0.80+0.00 078+002 1.06+0.0755  0.92 + 0.04%% ™
Basal 366+009 360+008  352+0.05 3.57 +0.06
1 week 365+010 365+006 3.14+030% 366011
'—\I\fl'eg;]d J_r(g‘[r)“) 2weeks  3.66+010 366+005 319+017%5  362+010™
Aweeks ~ 368+007 3.68+004 323+013%5  377+0.16™
8weeks  3.64+002 3.67+003 338+0.1255 304 +0.00%# ™
Basal 043+001 043+001 042002 0.43 % 0.01
1 week 0.41+003 042+001 0.64+003% 050+ 002%™
MeZXViT op 2Weeks  042%003 042001  064+0025% 050 +0.02% "
Aweeks  042+002 042+001  0.65+001585 049 +0.02## ™
8weeks  044+000 043+001  0.63+0.0455 047 +0.02## ™
Basal 1062+0.10 2042+061  20.76 + 0.48 20.04 + 0.17
, lweek  2046+044 2078+046 2529+07255 30.79 + 1.76%#
Me::r{ei op 2Weeks  2063+016 2051%046 26.73+154%5 3396+ 166"~
Aweeks  20.10+0.39 20.48+0.43 28.87+0.96%5 36.00 + 2.65%# =
8weeks  2045+0.70 20.41+045 31.24+36555 3519 + 2 43 ™
Basal 56.62+3.40 5453+297 5147 +1.89 53.51 + 2.25
LV Volume:d Lweek 56194358 5631%236 39.64+892%  5657+4.107
(mm?) 2weeks  56.74+370 56.82+1.88 40.67+514%5 5527+ 356"
Mean+SD  4\eeks  57.47+253 57.31+156 41.96+3.89%¢  61.08+6.02"
8weeks  55.85+069 57.08+1.16 46.76+4.12%  67.73 + 3.85H# ™
Basal 363+017 423+070  4.10+0.22 4.15 + 0.40
LV mass/ 1 week 367+008 400+049 498+109% 509 +0.37%
body V‘;e'ght 2weeks  353+008 4.18+034 475+083% 5224033
Mé;nngig)SD Aweeks  3.60+023 405+033  492+064% 529+ 045
8weeks  355+0.16 3.85+0.36 546+03655 533+ 0.20%
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Basal 48 +1 48 + 2 46+ 2 46 £ 2
£s o 1 week 47 +£2 47 +1 52 + 28 38 + 2/
(0] § i,
Mean + SD 2 weeks 47 +3 48 +2 51+1 41 +1 ***
4 weeks 47 +£2 47 +£2 50+1 36 + 3%
8 weeks 49+1 47 +£2 48 +3 26 + 47,
Basal 80+1 80+2 78 +2 78 +2
1 week 80+2 80+1 84 +2 70 + 20
EF% 2 weeks 79+3 80+2 83+1 73 + 2
Mean + SD = = - -
4 weeks 79+2 80+2 82+1 67 + 4.
8 weeks 81+1 79+2 80+3 51 + 7###.
) Basal
Trans-stenotic
pressure 1 week 92+3 94 +3
gradient 2 weeks 91+£3 92+2
N(Immt'gs)D 4 weeks 94 + 3 95 + 3
ean = 8 weeks 96+ 1 97+2

End-diastolic Left Ventricular Posterior Wall thickness (LVPW;d), end-diastolic Interventricular
septal (IVS;d), end-diastolic Left Ventricular Internal Diameter (LVID;d), Relative Wall Thickness
(RWT), E/e’ ratio, end-diastolic Left Ventricle Volume (LV Volume;d), LV mass corrected for the
body weight (LV mass/body weight), Fractional shortening (FS), Ejection Fraction (EF) and trans-
stenotic pressure gradient. n=3 sham +spleen; n=4 TAC +spleen; n=8 sham -spleen; n=8 TAC -
spleen. Data as mean = SD and analyzed by two-way ANOVA and Tukey post hoc. § p<0.05, §8
p<0.01 and 8§88 p<0.001 sham +spleen vs TAC +spleen; ### p<0.001 sham -spleen vs TAC -spleen;
*** n<0.001 TAC +spleen vs TAC -spleen.
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Table S3. Serial longitudinal echocardiography of LV remodeling in basal condition and at 1-
2-4-8 weeks after TAC in Nr4al”’- and WT mice, and serial longitudinal echocardiography of
LV remodeling in basal condition and at 1-2-4-8 weeks after TAC in Ccr2”- and WT mice,
related to Figure 2.

WT Nrdal”
Parameter Time point TAC TAC p-value

Basal 0.74 £ 0.03 0.75+0.02 0.99

1 week 1.04 + 0.06 1.08 + 0.04 0.54

LVPW;d (M) "5 \veeks  1.14+0.05 1.12+0.03 0.97
Mean = SD

4 weeks 1.13+0.05 1.16 +0.03 0.71

8 weeks 1.12 + 0.04 1.13 £ 0.07 0.99

Basal 0.75+0.03 0.75+0.02 0.99

VS:d (mm) 1 week 1.04 + 0.06 1.07 £ 0.05 0.93

Mean + SD 2 weeks 1.14 + 0.04 1.11 £ 0.05 0.90

4 weeks 1.13 £ 0.05 1.16 +0.03 0.69

8 weeks 1.12 + 0.04 1.13 £ 0.07 0.99

Basal 3.33+£0.09 3.35+0.11 0.99

LVID:d (mm 1 week 3.03+0.10 2.99 + 0.07 0.87

Mean + SD 2 weeks 3.00 +0.08 3.01 +0.06 0.99

4 weeks 3.11 +0.06 3.19 +0.06 0.53

8 weeks 3.20 +£0.12 3.29 +0.08 0.40

Basal 0.45+0.01 0.45 + 0.02 0.99

- 1 week 0.69 + 0.06 0.72 +0.04 0.54

Mean + SD 2 weeks 0.76 £ 0.05 0.74 +0.03 0.91

4 weeks 0.73+0.03 0.73 +0.03 0.99

8 weeks 0.70 £0.03 0.69 +0.03 0.95

Basal 19.62 +0.29 20.00 + 0.35 0.99

e 1 week 27.26 + 2.54 27.37 +1.10 0.99

Meanei D 2 weeks 28.36 + 1.94 27.90 + 1.25 0.99

4 weeks 30.02 + 2.44 31.52 +2.00 0.56

8 weeks 31.56 +1.92 31.84 +1.74 0.99

Basal 45.12 +2.90 45.75 + 3.62 0.99

LV Volume:d L WeekK 36.30 + 2.64 35.21+0.97 0.95

(mm?d) 2 weeks 34.96 + 2.26 35.22 +1.77 0.99

Mean+SD  4weeks  38.25+1.70 40.52 +1.92 0.51

8 weeks 41.12 +3.72 43.72 + 2.68 0.35

LV mass/ Basal 3.33+0.18 3.63+0.21 0.60

body weight 1 week 4.75 +0.27 5.05 + 0.37 0.60

(mg/g) 2 weeks 5.16 + 0.28 5.12 + 0.29 0.99

Mean£SD  “4weeks  511+0.45 5.59 + 0.25 0.15
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8 weeks 5.00 +0.48 5.37 +0.76 0.39
Basal 48 + 1 48 + 1 0.99
o 1 week 48 +2 49 +2 0.44
Moan+p _2Weeks 48 + 1 49 + 1 0.80
4 weeks 47 +2 49+ 2 0.23
8 weeks 49+ 1 49 +2 0.95
Basal 80 + 1 80 + 1 0.99
CF o 1 week 80+ 2 82+2 0.40
Mean + SD 2 weeks 81+1 82+1 0.81
4 weeks 80+2 82+2 0.28
8 weeks 8l1+1 82+1 0.98

- tenoti Basal
r?)rz'sssj?: © T week 95+5 95+ 3 0.99
gradient 2 weeks 95+ 4 95+ 2 0.99
(mmHg) 4 weeks 97 +3 97 +2 0.99
Mean +SD "5 \yeeks 95 + 3 97+4 0.76

WT Ccr2-
Parameter Time point TAC TAC p-value

Basal 0.75 + 0.02 0.78 + 0.01 0.98
1 week 0.99 + 0.05 0.96 + 0.05 0.94
L\ﬁgr;i(g‘[)m) 2weeks  1.03+0.06 1.02 +0.06 0.99
4 weeks 1.08 +0.05 1.04 +0.09 0.82
8 weeks 1.14 +0.07 1.23+0.01 0.09
Basal 0.76 + 0.02 0.78 +0.03 0.99
1 week 1.01 +0.06 1.00 + 0.05 0.99
'&/Saﬂ E_rmsrg) 2weeks  1.03+0.05 1.02+0.08 0.99
4 weeks 1.09 + 0.04 1.07 +0.09 0.99
8 weeks 1.17 + 0.04 1.21+0.03 0.85
Basal 3.38 £ 0.08 3.35+0.12 0.99
1 week 3.17 £ 0.08 3.14 +0.29 0.99
L\l\gle[;;\d i(r;gn) 2weeks  3.10+0.11 3.18 + 0.09 0.90
4 weeks 3.19 +0.12 3.20 + 0.26 0.99
8 weeks 3.22+0.10 3.39 + 0.02 0.43
Basal 0.45 + 0.02 0.46 + 0.02 0.99
1 week 0.63 +0.04 0.63 +0.09 0.99
Meix\g oo 2Weeks  067£005 0.64 + 0.05 0.94
4weeks  0.68 +0.03 0.66 + 0.09 0.99
8weeks  0.72+0.03 0.72 £0.01 0.99
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Basal 19.59 +1.23 20.59 + 0.40 0.97
, 1 week 27.00 + 1.44 29.64 + 3.09 0.36
Me:ln/ei sp  2Weeks  29.50%148 28.96 + 1.17 0.99
4weeks  30.96 +1.99 32.43 + 3.54 0.87
8weeks  32.12 +2.42 30.98 +3.71 0.95
Basal 46.66 + 2.53 45.96 + 3.91 0.99
LV Volume:d 1 week 40.09 + 2.35 39.58 + 8.66 0.99
(mm?) 2weeks  37.89 + 3.33 40.45 + 2.78 0.91
Mean+SD  4weeks  40.71+3.65 41.38 +7.93 0.99
8weeks  41.78 +3.04 46.95 +0.78 0.36
Basal 3.42 £0.21 3.74 £ 0.33 0.86
LV mass/ 1 week 454 +0.33 5.03 +0.29 0.50
bo‘zr{]"‘;e')ght 2weeks  4.39+0.32 4.97 +0.62 0.35
Meangig sp 4 weeks 4.92 +0.50 5.16 + 0.87 0.94
8 weeks 5.17 +0.70 6.43 + 0.08 0.002
Basal 49+ 2 50+1 0.99
1 week 48 + 2 47+1 0.99
FS % 2 weeks 48+ 2 49+ 4 0.99

Mean = SD
4 weeks 51+2 48 + 2 0.53
8 weeks 52 +7 50+ 2 0.90
Basal 82+2 82+1 0.99
1 week 81 +2 80 + 1 0.99
MeEaE (;/"SD 2 weeks 81+ 2 82+ 4 0.99
4 weeks 83+2 80+2 0.44
8 weeks 84+6 83+2 0.96

Trans-stenotic Basal

pressure 1 week 95 + 4 99 + 1 0.11
gradient 2 weeks 9%5+3 972 0.73
(mmHg) 4 weeks 94 +3 96 + 2 0.83
Mean +SD g eeks 96 + 3 98 + 2 0.74
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End-diastolic Left Ventricular Posterior Wall thickness (LVPW:;d), end-diastolic Interventricular
septal (IVS;d), end-diastolic Left Ventricular Internal Diameter (LVID;d), Relative Wall Thickness
(RWT), E/e’ ratio, end-diastolic Left Ventricle Volume (LV Volume;d), LV mass corrected for the
body weight (LV mass/body weight), Fractional shortening (FS), Ejection Fraction (EF) and trans-
stenotic pressure gradient.

Nr4al’ and WT mice subjected to TAC: n=8 WT TAC; n=5 Nr4al’” TAC. Data as mean + SD and
analyzed by two-way ANOVA and Sidak post hoc.

Ccr2” and WT mice subjected to TAC: n=5 WT TAC; n=4 Ccr2”- TAC. Data as mean + SD and
analyzed by two-way ANOVA and Sidak post hoc.
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Table S4. Serial longitudinal echocardiography of LV remodeling in basal condition and at 1-
2-4-8 weeks after TAC in Cx3crl”-and WT mice, related to Figure 3.

WT Cx3crl-
Parameter Time point TAC TAC p-value
Basal 0.79 + 0.02 0.77 +0.02 0.98
_ 1 week 1.04 +0.09 0.90 + 0.03 0.0001
LVPW:d (mm) = ceks 1.10 + 0.03 0.91 + 0.04 <0.0001
Mean = SD
4 weeks 1.15 +0.04 0.94 + 0.05 <0.0001
8 weeks 1.19 + 0.02 0.87 + 0.06 <0.0001
Basal 0.79 +0.01 0.77 +0.02 0.95
1 week 1.07 +0.08 0.88 + 0.02 <0.0001
IVSid(mm) 5 eeks 112 +0.03 0.88 + 0.02 <0.0001
Mean = SD
4 weeks 1.15 + 0.03 0.90 + 0.03 <0.0001
8 weeks 1.19 +0.02 0.92 + 0.09 <0.0001
Basal 3.45 + 0.06 3.28+0.11 0.83
| 1 week 3.20 +0.08 3.61 +0.20 0.07
LVID:d (mm) = ceks 3.23+0.09 3.81 +0.39 0.0054
Mean = SD
4 weeks 3.30+0.11 3.77 +0.39 0.0290
8 weeks 3.39 +0.09 376+ 0.34 0.13
Basal 0.46 + 0.01 0.47 +0.01 0.99
- 1 week 0.66 + 0.05 0.49 + 0.02 <0.0001
Mean+sp 2 Weeks 0.69 + 0.03 0.48 + 0.06 <0.0001
4 weeks 0.70 + 0.02 0.49 + 0.06 <0.0001
8 weeks 0.70 + 0.02 0.48 +0.08 <0.0001
Basal 19.96 + 0.33 19.87 +0.75 0.99
.y 1 week 26.56 + 1.89 28.72 + 3.47 0.58
e’
Mean £ Sp 2 Wveeks 31.67 +3.19 32.17+185 0.99
4 weeks 30.17 + 151 33.74 + 2.59 0.11
8 weeks 32.40 + 0.64 33.67 + 3.07 0.92
Basal 49.26 + 2.17 43.63 + 3.50 0.89
LV Volume:d L week 41.14 + 2.50 55.04 + 7.21 0.14
(mm3) 2 weeks 41.98 + 2.83 63.00 + 15.31 0.0082
Mean=SD 4 weeks 44.18 +3.75 61.75 + 15.80 0.0360
8 weeks 47.29 + 3.17 61.10 + 12.60 0.14
Basal 3.80 +0.19 3.76 + 0.29 0.99
LV mass/ 1 \eek 5.04 + 0.47 4.91+0.71 0.99
bo‘zr{]‘é‘;‘;')ght 2 weeks 5.42 +0.24 5.47 +0.78 0.99
Mean+ SD 4 weeks 562 + 051 527 +0.74 0.87
8 weeks 5.84 +0.49 4.63+0.48 0.01
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Basal 47 + 2 48 + 2 0.99
1 week 48 + 2 36 + 4 <0.0001
FS % 2 weeks 47+ 1 3442 <0.0001
Mean = SD - = g
4 weeks 48 +3 33+3 <0.0001
8 weeks 49 +3 34+3 <0.0001
Basal 80 +2 81 +2 0.99
1 week 81+2 67 + 60 <0.0001
EF% 2 weeks 79+1 63 +3 <0.0001
Mean = SD - - '
4 weeks 80 +3 63 +4 <0.0001
8 weeks 81+3 64 + 4 <0.0001
Trans-stenotic Basal
gradient 2 weeks 972 9%6+1 0.98
IV(ImmHQS)D 4 weeks 97 + 2 92+1 0.02
+
ean = 8 weeks 93+4 88 +4 0.07

End-diastolic Left Ventricular Posterior Wall thickness (LVPW;d), end-diastolic Interventricular
septal (1VS;d), end-diastolic Left Ventricular Internal Diameter (LVID;d), Relative Wall Thickness
(RWT), E/e’ ratio, end-diastolic Left Ventricle Volume (LV Volume;d), LV mass corrected for the
body weight (LV mass/body weight), Fractional shortening (FS), Ejection Fraction (EF) and trans-
stenotic pressure gradient. n=4 WT TAC; n=5 Cx3cr1” TAC. Data as mean = SD and analyzed by
two-way ANOVA and Sidak post hoc.
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Table S5. Echocardiography of LV remodeling in basal condition and at the endpoint (5 weeks
after TAC) in WT mice with a Pgf’ spleen or Pgf- mice with a WT spleen, and serial
longitudinal echocardiography of LV remodeling in basal condition and at the endpoint (5
weeks after TAC) in splenectomized mice (-spleen) treated with rPIGF or vehicle as control,
related to Figure 4.

Pgf’- spleen in WT spleen in
WT mice Pgf’- mice
Parameter Time point TAC TAC p-value
LVPW;d (mm) Basal 0.77 £0.04 0.75+0.02 0.92
Mean + SD 5 weeks 0.94 £ 0.05 1.06 £0.08 0.0172
IVS;d (mm) Basal 0.78 £ 0.03 0.75 £ 0.02 0.76
Mean + SD 5 weeks 0.95+0.04 1.08 £ 0.07 0.0045
LVID;d (mm) Basal 3.37 £0.03 3.46 £ 0.07 0.56
Mean + SD 5 weeks 3.76 £0.14 3.46 +0.19 0.0157
RWT Basal 0.46 £ 0.02 0.44 +0.02 0.71
Mean + SD 5 weeks 0.50 £ 0.02 0.62 +0.08 0.0044
E/e’ Basal 20.77 £ 0.66 20.43 £ 0.36 0.98
Mean + SD 5 weeks 38.00 £ 2.47 31.51 +4.99 0.0181
LV Volume;d (mm3)  Basal 46.39 £ 1.11 49.47 £2.48 0.60
Mean + SD 5 weeks 60.52 + 5.32 49.49 £ 6.51 0.0147
LV mass/ Basal 3.04 £0.32 3.38+£0.11 0.46
body weight (mg/qg)
Mean + SD 5 weeks 4.79 +0.58 5.33+0.26 0.15
FS % Basal 48 + 2 46+ 1 0.27
Mean + SD 5 weeks 372 45+1 0.0004
EF % Basal 8l1+2 78 £2 0.35
Mean + SD 5 weeks 68 +3 78x1 0.0003
Trans-stenotic pressure Basal
gradient (mmHg)
Mean + SD 5 weeks 95+2 97+3 0.46
-spleen veh -spleen rPIGF
Parameter Time point TAC TAC p-value
LVPW:;d (mm) Basal 0.80+0.10 0.76 £ 0.02 0.79
Mean + SD 5 weeks 1.04 £0.19 1.17 £0.05 0.23
IVS;d (mm) Basal 0.80 +0.07 0.74 +0.03 0.69
Mean + SD 5 weeks 1.07£0.13 1.12+0.11 0.66
LVID;d (mm) Basal 3.15+0.15 3.26 £0.15 0.58
Mean + SD 5 weeks 3.38+£0.15 2.99 +0.30 0.0189
RWT Basal 0.51+0.07 0.46 £ 0.01 0.61
Mean + SD 5 weeks 0.63+0.10 0.77 £0.12 0.0423
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E/e’ Basal 20.69 £ 2.14 20.98 +1.98 0.98
Mean + SD 5 weeks 23.88 + 4.05 27.69 +2.34 0.12
LV Volume;d (mm?3) Basal 39.51 +4.62 43.15 + 4.58 0.61
Mean + SD 5 weeks 46.84 +5.06 35.08 + 8.84 0.0192
LV mass/ Basal 3.60 +0.36 3.27+0.38 0.67
body weight (mg/g)
Mean + SD 5 weeks 5.01 +0.96 4.80+£0.28 0.84
FS % Basal 45+ 2 48 + 2 0.76
Mean + SD 5 weeks 32+8 46 £ 2 0.0013
EF % Basal 78 +3 80+2 0.95
Mean + SD 5 weeks 61+ 12 792 0.002

Trans-stenotic pressure  gasal

gradient (mmHQ)
Mean + SD 5 weeks 93+9 97 7 0.63

End-diastolic Left Ventricular Posterior Wall thickness (LVPW;d), end-diastolic Interventricular
septal (IVS;d), end-diastolic Left Ventricular Internal Diameter (LVID;d), Relative Wall Thickness
(RWT), E/e’ ratio, end-diastolic Left Ventricle Volume (LV Volume;d), LV mass corrected for the
body weight (LV mass/body weight), Fractional shortening (FS), Ejection Fraction (EF) and trans-
stenotic pressure gradient.

WT mice with a Pgf’ spleen and Pgf’~ mice with a WT spleen subjected to TAC: n=4 WT
transplanted with Pgf’~ spleen; n=3 Pgf’ transplanted with WT spleen. Data as mean + SD and
analyzed by two-way ANOVA and Sidak post hoc. Trans-stenotic pressure gradient was analyzed by
unpaired T test

Splenectomized mice (-spleen) treated with rPIGF or vehicle as control subjected to TAC: n=5 TAC
-spleen veh; n=4 TAC -spleen rPIGF. Data as mean + SD and analyzed by two-way ANOVA and
Sidak post hoc. Trans-stenotic pressure gradient was analyzed by unpaired T test.
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Table S6. Serial longitudinal echocardiography of LV remodeling in basal condition and at 1-
2-4-8 weeks after TAC in Nrp1f;Lyz2¢* and Nrp1™M;Lyz2** mice, and serial longitudinal
echocardiography of LV remodeling in basal condition and at 2-4 weeks after TAC in RMRFP-
ANl and RMRFP mice, related to Figure 6.

Nrplfllfl : Ly22+’+ Nrplf'/f'; Lyzzcre/+

Parameter Time point TAC TAC p-value
Basal 0.75 + 0.03 0.74 + 0.02 0.99
LvPw:d  1week 1.02 £ 0.02 0.94 + 0.03 <0.0001
(mm) 2 weeks 1.08 + 0.02 0.97 + 0.02 <0.0001
Mean £SD 4 \eeks 1.10 + 0.02 0.97 + 0.05 <0.0001
8 weeks 1.11 £ 0.03 0.96 + 0.04 <0.0001
Basal 0.75 + 0.03 0.74 + 0.02 0.99
_ 1 week 1.03 £ 0.02 0.94 + 0.03 <0.0001
IVS:d(mm) 5" ceks 1.08 + 0.02 0.97 +0.02 <0.0001
Mean = SD
4 weeks 1.10 + 0.02 0.97 + 0.05 <0.0001
8 weeks 1.11+0.03 0.96 + 0.04 <0.0001
Basal 3.43 + 0.09 3.45 + 0.06 0.99
_ 1 week 3.11 £ 0.10 3.34 + 0.08 0.0001
LVID:d (mm) =5 ks 312+ 0.07 335+004  <0.0001
Mean = SD
4 weeks 3.11 +0.11 3.41 + 0.07 <0.0001
8 weeks 3.12 £ 0.13 3.49 + 0.10 <0.0001
Basal 0.44 + 0.02 0.43 +0.01 0.99
- 1 week 0.66 + 0.03 0.56 + 0.02 <0.0001
Mean + Sp 2 Weeks 0.69 + 0.02 0.58 + 0.01 <0.0001
4 weeks 0.71 +0.04 0.57 + 0.04 <0.0001
8 weeks 0.71+0.05 0.55 + 0.04 <0.0001
Basal 20.66 + 0.54 20.69 + 0.51 0.99
o 1 week 27.94 +1.75 2713 + 1.67 0.98
e’
Mean « Sp 2 Weeks 31.07 + 4.23 31.98 + 2.82 0.96
4 weeks 33.21 +2.14 33.52 + 2.96 0.99
8 weeks 35.46 + 0.78 35.70 + 3.34 0.99
Basal 48.65 + 2.98 49.16 + 2.07 0.99
LV Volume:d 1 week 38.39 + 2.97 45.50 + 2.65 0.0001
(mm?) 2 weeks 38.68 + 2.23 45.85 + 1.32 0.0001
Mean =SD 4 weeks 38.22 + 3.28 47.66 + 2.47 <0.0001
8 weeks 38.67 + 4.06 50.51 + 3.41 <0.0001
LV masy _Basal 3.52 + 0.30 3.80 + 0.33 0.76
body weight 1 week 4.91 + 0.60 5.46 + 0.58 0.12
(mg/g) 2 weeks 5.04 + 0.39 5.07 + 0.30 0.99
Mean+SD 4 \veeks 4.98 +0.48 4.73 +0.42 0.84
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8 weeks 498 + 0.45 459 +0.38 0.43
Basal 48 + 2 48 +1 0.99
. 1 week 51+1 44 + 3 <0.0001
(0]
Mean + SD 2 weeks 51+1 44 + 2 <0.0001
4 weeks 52 +2 43+3 <0.0001
8 weeks 50+1 41+1 <0.0001
Basal 80+2 80+1 0.99
—_— 1 week 83+1 77+3 <0.0001
(0]
Mean + SD 2 weeks 83+1 76 +3 <0.0001
4 weeks 84 +2 75+3 <0.0001
8 weeks 83+1 73+1 <0.0001
Trans-stenotic Basal
gradient 2 weeks 94 +2 94 +3 0.99
n/(lmmHgs)D 4 weeks 95 + 97 + 3 0.69
+
ean = 8 weeks 96 + 96 + 3 0.99
RMRFP RMRFP-ANrpl
Parameter Time point TAC TAC p-value
LVPW:d Basal 0.77 +0.03 0.76 £ 0.07 0.76
(mm) 2 weeks 0.98+£0.14 1.01+0.20 0.98
Mean+SD 4 \eeks 1.03 +0.05 0.97 +0.08 0.30
WS:d (mm) Basal 0.77 £ 0.04 0.77 £0.07 0.99
d (mm
Mean + SD 2 weeks 1.01 +£0.08 0.97 £ 0.07 0.66
4 weeks 1.05+0.07 0.94 +0.08 0.0351
LVID:d (mm) Basal 3.26+0.18 3.30+0.21 0.74
:d (mm
Mean + SD 2 weeks 3.19+0.21 3.23+0.22 0.73
4 weeks 3.2+0.20 3.44 +0.55 0.27
BWT Basal 0.48 +0.04 0.47 +0.06 0.96
Mean + SD 2 weeks 0.63+0.11 0.62 +0.06 0.98
4 weeks 0.65 +0.06 0.56 + 0.07 0.0427
© Basal 2042 +1.01 20.89 + 1.77 0.90
e’
Mean + SD 2 weeks 25.56 + 3.19 26.29 + 3.74 0.97
4 weeks 24.78 + 3.69 25.45 + 4.68 0.99
(mm?3) 2 weeks 40.81 £ 6.55 42.11+7.13 0.98
Mean+SD 4 weeks 41.18 + 6.28 50.61 + 20.42 0.58
LV mass/ Basal 3.37+£0.60 3.51+0.38 0.95
2 weeks 471 +0.58 5.17+0.92 0.60
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body weight
(mg/g) 4 weeks 4.76 £0.20 5.04 +1.56 0.95
Mean + SD
cs o Basal 44 + 3 44 + 4 0.99
0
Mean + SD 2 weeks 46 + 3 39+6 0.15
4 weeks 45+ 4 33+10 0.0471
EF o0 Basal 76 +3 77 +5 0.88
0
Mean + SD 2 weeks 78+ 4 71+8 0.05
4 weeks 77 +4 61+ 18 0.0424
Trans-stenotic Basal
Pressure 5 \yeeks 94 +7 97 +6 0.59
gradient
(MMHY) 4 weeks 92+6 97+5 0.17
Mean + SD

End-diastolic Left Ventricular Posterior Wall thickness (LVPW;d), end-diastolic Interventricular
septal (IVS;d), end-diastolic Left Ventricular Internal Diameter (LVID;d), Relative Wall Thickness
(RWT), E/e’ ratio, end-diastolic Left Ventricle Volume (LV Volume;d), LV mass corrected for the
body weight (LV mass/body weight), Fractional shortening (FS), Ejection Fraction (EF) and trans-

stenotic pressure gradient.

Nrp1™M;Lyz2¢* and Nrp1™:Lyz2** mice subjected to TAC: n=6 Nrp1"M;Lyz2*"* TAC; n=7

Nrp1":Lyz2¢* TAC. Data as mean + SD and analyzed by two-way ANOVA and Sidak post hoc.

RMRFP-AN®L and RMRFP mice subjected to TAC: n=6 RMR™ TAC; n=8 RMRF*N®L TAC, Data as

mean x SD and analyzed by two-way ANOVA and Sidak post hoc.
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Table S7. Clinical characteristics of hypertensive heart disease (HTN-HD) and controls (Ctrl),
related to Figure 7.

Variables Ctrl (n=16) HTN-HD (n=14)
Age, years 47.8+£10.5 56.945.3 **
Male, n (%) 14 (87.5) 12 (85.7)
Risk factors

History of Hypertension, n (%) 0 (0%) 14 (100%)
Hypercholesterolaemia, n (%0) 5(31.3) 9 (64.3)
Diabetes mellitus, n (%) 2 (12.5) 5 (35.7)
Kidney disease, n (%) 1(6.3) 3(21.4)
CAD, n (%) 0 (0) 11 (78.6) **
BMI, kg/m? 24.613 25.3+4.6
Smokers, n (%) 2 (12.5) 1(7.1)
DCM, n (%) 5(31.3) 12 (85.7) **
HCM, n (%) 1(6.3) 1(7.1)
ARVCM, n (%) 2 (12.5) 0 (0)
Echocardiography

LVEDD (mm) 51.5(41.8; 75.8) 66 (60; 79.5)
LVESD (mm) 34 (25.5; 64.5) 55.5 (51.3; 68.5)
EF (%) 30 (15; 64) 17 (14.3; 20.8)
LA area (cm?) 27.65+10.13 27.08+6.99
RA area (cm?) 22.5(15.8; 37.3) 20 (15; 21)

The continuous variables are presented as mean (SD) or as median (Q1; Q3), whereas the categorical
variables are presented as numbers and percentages. Hypertension was defined as the history of the
previous diagnosis of hypertension. *p<0.05 vs Ctrl, **p<0.01 vs Ctrl.

Abbreviations: ARVCM - Arrhythmogenic right ventricular cardiomyopathy; BMI — Body mass
index; CAD — coronary artery disease; DCM - Dilated cardiomyopathy; EF - Ejection fraction; HCM
- Hypertrophic cardiomyopathy; HTN-HD - hypertensive heart disease; LA - Left atrium; LVEDD -
Left ventricular end-diastolic diameter; LVESD - Left ventricular end-systolic diameter; RA - Right
atrium.
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