Supplemental Table S1. Differentially Expressed Genes in
Nonobstructive and Obstructive HCM Across Cell Types

Fitered iferntaly Epressed JE—
1ABCAL0 Leukocyte
2ABCAG Leukocyte, Neuronal
cas Leukocyte, Neuronal
4AC010680.5 Cardiomyocyte, Neuronal
SACTAL Fibroblast, Dendritc, Leukocyte
6ADHIE Fibroblast, Leukocyte
7 AEBP1 Leukocyte
BAKAP13 Neuronal
9ALDOA Cardiomyocyte
104POD Leukocyte
114p0E Leukocyte
122081 Endothelial
13ATPSB Cardiomyocyte
14ATPSE Cardiomyocyte
15 ATPSG3. Cardiomyocyte
16ATPS! Cardiomyocyte
17 ATPS) Cardiomyocyte
18ATPSI2 Cardiomyocyte
19ATPSL Cardiomyocyte
20ATPS0 Cardiomyocyte
21ATPIFL Cardiomyocyte
28M Cardiomyocyte, Endothelial, Neuronal
23C140rf2 Cardiomyocyte
24Clorfs6 Neuronal
25C1R Leukocyte
26015 Leukocyte
27ccDe0 Leukocyte
28Ds5. Fibroblast, Leukocyte
290074 Dendritic
30CDCA2SEL Neuronal
31cPD Leukocyte
200 Leukocyte
33CMYAS Cardiomyocyte
3ac0L1AL Leukocyte
35C0L1A2 Leukocyte
36C0L3A1 Leukocyte
37c0N6A2 Neuronal
38CONEC Cardiomyocyte, Leukocyte
39c0K7A1 Cardiomyocyte
a0coxrc Cardiomyocyte, Neuronal
41CRVAB Cardiomyocyte, Neuronal
425893 Cardiomyocyte, Leukocyte, Neuronal
430N Fibroblast, Leukocyte, Neuronal
44DES Cardiomyocyte
45EMCI0 Cardiomyocyte
46FABPA Endothelial
47FAM178A Neuronal
48FBLNL Leukocyte
a9FBLN2 Leukocyte
soFBNL Leukocyte
s1FNL Fibroblast, Leukocyte
s2G6sN Fibroblast, Leukocyte, Neuronal
S3HESL Fibroblast, Leukocyte
S4HLAB Endothelial
SSHLADPAL Dendritic
S6HLADPBL Dendritic
57HLADGAL Dendritic
S8HLADGBL Dendritic
SOHLADRA Dendritic
0HLADRBL Dendritic
61HLADRES Dendritic
62 HNRNPH1 Neuronal
63HO00K2 Cardiomyocyte
641GFEP5. Fibroblast, Leukocyte
651GFEP7 Pericyte, Leukocyte
66TM2A Endothelial
67TM28 Fibroblast, Leukocyte
6BKIFIC Cardiomyocyte
69LTBPA Leukocyte
Lum Fibroblast, Leukocyte, Neuronal
7IMALATL Cardiomyocyte, Fibroblast, Denditc, Neuronal
72MEG3 Leukocyte, Smooth Muscle, Neuronal
T3MFAPA Fibroblast, Leukocyte
7AMFAPS Leukocyte
75MMP2 Leukocyte
76MSaAsA Leukocyte
77MYHLL Smooth Muscle:
7BMYHTB Cardiomyocyte, Pericyte, Neuronal
79MYLI2A Cardiomyocyte, Neuronal
somv2 Cardiomyocyte, Fibroblast, Endothelial, Pericyte, Dendritic, Leukocyte
s1MV3 Neuronal
82NDUFAL Cardiomyocyte
83NDUFAS Cardiomyocyte, Fibroblast, Leukocyte, Neuronal
BANEATL Cardiomyocyte, Pericyte, Leukocyte, Neuronal
5NPPB. Cardiomyocyte
86PALLD Neuronal
87pcoLCE2 Fibroblast, Leukocyte
88PLAGLL Neuronal
89PLEKHH2 Neuronal
0PRELP Leukocyte
1RG4 Fibroblast, Leukocyte
92RGSs Endothelial, Pericyte, Neuronal
935eN7A Neuronal
94 SERPINE2 Leukocyte
95 SERPINF1 Fibroblast, Leukocyte
96 SERPING1. Leukocyte
975LMAP Cardiomyocyte, Pericyte, Neuronal
985003 Leukocyte
9950RES2 Cardiomyocyte, Pericyte, Neuronal
100SPARCLL Leukocyte
1017HBS4 Leukocyte
1027IMP1 Fibroblast, Leukocyte
103TIMP3 kocyte
104TMISBI0 Endothelial
105 TMSBaX Cardiomyocyte, Neuronal
106TNNI Cardiomyocyte, Fibroblast, Leukocyte
107TNXB Leukocyte
1087PML Dendritic
087N Neuronal
110UQCRE Cardiomyocyte
111UacRa Cardiomyocyte
112UsMGS Cardiomyocyte
113veAN Leukocyte
114Vsi64 Dendritic
1152NF106 Cardiomyocyte

1162NF41 Neuronal



Neuro-Fibro communication

Non-obstructive Obstructive
Pair_Name Ligand _ Receptor L cell R_cell [Pair_Name Ligand _ Receptor L cell R_cell
[CALM1_RYR2 CALM1 RYR2 Neuro  Fibro ICOL6A2_ITGB1 ~ COL6A2 ITGB1 Neuro  Fibro
[COL1A2_CD36 COL1A2 CD36 Neuro  Fibro LGALS1_ITGB1 LGALS1 ITGB1 Neuro  Fibro
COL1A2_ITGB1 ~ COL1A2 ITGB1 Neuro  Fibro ILUM_ITGB1 LumMm 1TGB1 Neuro  Fibro
COL4A1_ITGB1 ~ COL4A1 ITGB1 Neuro  Fibro [TIMP1_CD63 TIMP1 CD63 Neuro _ Fibro
COL6A1_ITGB1  COL6A1  ITGB1 Neuro Fibro
COL6A2_ITGB1 ~ COL6A2 1TGB1 Neuro  Fibro
FN1_ITGB1 FN1 ITGB1 Neuro  Fibro
LAMA2_ITGB1 MA2 1TGB1 Neuro  Fibro
LGALS1_ITGB1 LGALS1 ITGB1 Neuro  Fibro
LUM_ITGB1 um ITGB1 Neuro  Fibro
S100A1_RYR2 S100A1 RYR2 Neuro  Fibro
ITGM2_ITGB1 TGM2 ITGB1 Neuro  Fibro
Fibro-Leuko communication
Non-obstructive Obstructive
Pair_Name Ligand _ Receptor L cell R_cell [Pair_Name Ligand _ Receptor L cell R_cell
CALM1_RYR2  CALM1  RYR2 Fibro  Leuko APP_CD74 APP CD74. Fibro  Leuko
COL1A2_CD36 COL1A2 D36 Fibro Leuko [COL1A2_CD36 COL1A2 D36 Fibro Leuko
COL1A2_ITGB1  COL1A2 ITGB1 Fibro Leuko [TIMP1_CD63 TIMP1 CD63 Fibro Leuko

COLAAL_ITGBL  COL4Al  1TGBL  Fibro  Leuko
COL6A1_ITGB1  COL6A1  1TGB1  Fibro  Leuko

COL6A2_ITGB1  COL6A2  1TGB1  Fibro  Leuko
COL6A3_ITGB1  COL6A3  1TGB1  Fibro  Leuko
FN1_ITGB1 FNL ITGB1  Fibro lLeuko

LAMA2 ITGB1  LAMA2  1TGB1  Fibro Leuko
LGALS1_ITGB1  LGALST  1TGBI  Fibro  Leuko
LUM_ITGB1 LM ITGB1  Fibo Leuko
SI00A1_RYR2  S100A1 RYR2  Fibro Leuko
TIMP1_CDE3  TIMP1 (D63 Fibro lLeuko

Fibro-DC communication

Non-obstructive Obstructive
Pair_Name Ligand _ Receptor L cell R cell [Pair_Name Ligand __ Receptor L cell R cel
CALM1RYR2  CALM1  RYR2  Fibro  DC [aPP_cD74 AP 074 Fbro  DC
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COL1A2 CD36  COL1IA2 D36 Fibro D COL1A2  CD36  Fibro  DC
COL1A2_ITGB1  COL1A2  1TGB1  Fibro D LGALST  PTPRC  Fibro  DC
COL3AIITGBI  COL3AL  1GB1  Fibo  DC [NMP1CD63  TIMP1 D63 Fibro DC
COL4AI_ITGBI COL4AL  1TGB1  Fibro  DC
COL6A1_ITGB1  COL6AL  1TGB1  Fibro  DC
COL6A2 ITGB1  COL6A2  1TGB1  Fibro  DC
COL6A3_ITGB1  COL6A3  1TGB1  Fibro  DC
FN1_ITGB1 FNL ITGB1  Fibro  DC
LAMA2 ITGB1  LAMA2  1TGB1  Fibo  DC
LGALS1_ITGB1  LGALST  1TGB1  Fibro  DC
LuM_ITGB1 wm 1TGB1  Fibro  DC
SI00A1 RYR2  S100A1 RYR2  Fibro  DC
MP1 D63 TMP1  cDe3  Fibro bC

Neuro-DC communication
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Non-obstructive Obstructive
Pair_Name Ligand _ Receptor L cell R cell [Pair_Name Ligand __ Receptor L cell R cell
CALMIRYR2  CALM1  RYR2  Neuro DC LGALS1 PTPRC LGALS1  PTPRC  Neuro DC
COL1A2 CD36  COL1A2 D36 Neuro DC [IMP1CD63  TIMP1 D63 Neuro DC

COL1A2_ITGB1  COL1A2  1TGB1  Neuro DC
COL4A1_ITGB1  COL4A1  1TGB1  Neuro DC

COL6A1ITGBI  COL6AL  ITGB1  Newro DC
COL6A2 ITGBI  COL6A2  ITGBI  Newro DC
FN1_TGB1 N1 ITGB1  Neuro DC
LAMA2_ITGB1  LAMA2  ITGB1  Newro DC
LGALSL ITGB1  LGALS1  ITGB1  Newro DC
LUM TGB1  LUM ITGB1  Neuro DC
SI00A1 RYR2  S100A1 RYR2  Newro DC
TGM21TGB1  TeM2  TGBL  Neuro DC

Supplemental Figure S1. Reduced Ligand-Receptor Pair Gene Expression
In Obstructive vs. Nonobstructive HCM



EC-EC communication

Non-obstructive Obstructive

Pair_Name Ligand  Receptor L cell R cell Pair_Name Ligand _ Receptor L cell R cell
CALM1RYR2  CAIM1  RYR2  EC CALM1_AQP1  cALM1  AQP1 EC
FN1_ITGB1 FNL TGl EC EC CALM2_AQP1  CALM2  AQP1  EC EC
LGALS1_ITGB1  LGALST  ITGB1  EC EC lCOL6A2 ITGBI  COL6A2  ITGBI  EC EC
S100A1 RYR2 51001 RYR2 __EC _ EC FN1_ITGB1 FN1 Bl EC EC

HSPG2_ITGB1 ~ HSPG2  ITGB1  EC EC

LGALS1_ITGB1 LGALS1 ITGB1 EC EC
LUM_ITGB1 M ITGB1 EC EC
ITIMP1_CD63 TIMP1 CD63 EC EC
EC-PC communication
Non-obstructive Obstructive

Pair_Name Ligand Receptor L _cell R_cell Pair_Name Ligand Receptor L cell R_cell

ICALM1_RYR2 CALM1 RYR2 EC PC CALM1_RYR2 CALM1 RYR2 EC PC

FN1_ITGB1 FN1 ITGB1 EC PC COL6A2_ITGB1 ~ COL6A2 ITGB1 EC PC

LGALS1_ITGB1 LGALS1 1TGB1 EC PC FN1_ITGB1 FN1 ITGB1 EC PC

[S100A1_RYR2 S100A1 RYR2 EC PC HSPG2_ITGB1 HSPG2 ITGB1 EC PC
LGALST ITGBI  LGALSL MBI EC  bC
lvTGBL WM meB1 e bC
S100m1RYR2  S100AL  RR2  ECPC
TP cos3  TMPL  cpes  ec ke

EC-CM communication

Non-obstructive Obstructive
Pair_Name Ligand Receptor L_cell R_cell Pair_Name Ligand Receptor L_cell R_cell
ICALM1_PDEIC  CALM1 PDE1C EC w™m CALM1_RYR2 CALM1 RYR2 EC w™
ICALM1_RYR2 CALM1 RYR2 EC w™m COL6A2_ITGB1 ~ COL6A2 ITGB1 EC w™
FN1_ITGB1 FN1 ITGB1 EC w™m FN1_ITGB1 FN1 ITGB1 EC ™
LGALS1_ITGB1 LGALS1 ITGB1 EC w™p HSPG2_ITGB1 HSPG2 ITGB1 EC w™
[S100A1_RYR2 S100A1 RYR2 EC o™ LGALS1_ITGB1 LGALS1 ITGB1 EC w™
LUM_ITGB1 Lum ITGB1 EC w™
S100A1_RYR2 S100A1 RYR2 EC w™
TIMP1_CD63 TIMP1 C€D63 EC w™
EC-Neuro communication
Non-obstructive Obstructive
Ligand Receptor L_cell R_cell Pair_Name Ligand Receptor L cell R_cell
ICALM1_PDEIC  CALM1 PDE1C EC Neuro CALM1_INSR CALM1 INSR EC Neuro
ICALM1_RYR2 CALM1 RYR2 EC Neuro CALM1_RYR2 CALM1 RYR2 EC Neuro
FN1_ITGAV FN1 ITGAV EC Neuro CALM2_INSR CALM2 INSR EC Neuro
FN1_ITGB1 FN1 ITGB1 EC Neuro COL6A2_ITGB1 ~ COL6A2 ITGB1 EC Neuro
HLA-B_CANX HLA-B CANX EC Neuro FN1_ITGB1 FN1 ITGB1 EC Neuro
LGALS1_ITGB1 LGALS1 ITGB1 EC Neuro HSPG2_ITGB1 HSPG2 ITGB1 EC Neuro
[S100A1_RYR2 S100A1 RYR2 EC Neuro LGALS1_ITGB1 LGALS1 ITGB1 EC Neuro
LUM_ITGB1 LM ITGB1 EC Neuro
S100A1_RYR2 S100A1 RYR2 EC Neuro
[TIMP1_CD63 TIMP1 D63 EC Neuro

Supplemental Figure S2. Increased Ligand-Receptor Pair Gene Expression
In Obstructive vs. Nonobstructive HCM



Non-obstructive Obstructive
Pair_Name Ligand  Receptor L cell R cell Pair_Name ligand  Receptor L cell R cell
CALM1RYR2  CALM1  RYR2  Fibro2 Fibro1 COLIAL (D36  COLIAL (D36 Fibro2 Fibrol
COL1A2 (D36 COLIA2  CD36  Fibro2 Fibro1 COLIA2 (D36  COLIA2 (D36 Fibro2 Fibrol
COL1A2 ITGB1 COL1A2 GBI  Fibro2 Fibro1 TIMP1CD63  TIMPL (D63  Fibro2 Fibro1
COL3A1_ITGB1 COL3AL GBI  Fibro2 Fibro1 COLIAL (D36  COLIAL (D36 Fibro2 Fibro4
COL4A1_ITGB1  COL4AL  ITGBI  Fibro2 Fibro1 COLIA2 (D36  COLIA2 (D36 Fibro2 Fibro4
COL6AI_ITGB1  COL6AL  ITGB1  Fibro2 Fibro1 TIMP1CD63  TIMPL (D63  Fibro2 Fibro4
COL6A2_ITGB1  COL6A2  ITGB1  Fibro2 Fibro1 COLIA1 (D36  COLIAL (D36 Fibo2 Fibros
COL6A3 ITGB1  COL6A3  ITGB1  Fibro2 Fibro1 COLIA2 (D36  COLIA2 (D36 Fibo2 FibroS
FN1_TGB1 FNL IT6B1  Fibro2 Fibro1 TIMP1 (D63 TIMPL (D63  Fibro2 FibroS
LAMA2 ITGB1  LAMA2  ITGB1  Fibro2 Fibro1 APP_CD74 APP 074 Fibro2 Leuko
LGALSI ITGB1  LGALS1  ITGB1  Fibro2 Fibro1 COLIA1 (D36  COLIAL (D36 Fibro2 Leuko
LUM_ITG81 LM ITGB1  Fibro2 Fibro1 COL1A2 (D36  COL1A2 (D36 Fibro2 Leuko
SI00A1RYR2  S100A1 RYR2  Fibro2 Fibro1 TIMP1CD63  TIMPL D63  Fibro2 Leuko
TIMPLCD63  TIMP1 D63 Fibro2 Fibro1 COL1A2 (D36  COL1A2 (D36 Fibro3 Fibrol
TIMP2ITGBL  TIMP2  1TGB1  Fibro2 Fibro1 TIMPLCD63  TIMP1 (D63 Fibro3 Fibrol
VCAN_ITGBL  VCAN  1MGB1  Fibro2 Fibro1 COL1A2 (D36  COLIA2 (D36  Fibro3 Fibrod
CALMIRYR2  CALM1  RYR2  Fibro2 Fibro4 TIMP1CD63  TIMP1 (D63 Fibro3 Fibro4
COL1A2 CD36  COL1A2 (D36 Fibro2 Fibro4 COL1A2 (D36  COLIA2 D36  Fibro3 Fibros
COL1A2_ITGB1 COLIA2  1TGB1  Fibro2 Fibro4 TIMP1CD63  TIMP1 (D63 Fibro3 FibroS
COL3A1ITGBI COL3A1  ITGB1  Fibro2 Fibro4 COL1A2 (D36 COLIA2  (CD36  Fibro3 Leuko
COL4AI_ITGBI COL4AL  1TGB1  Fibro2 Fibro4 TIMP1CD63  TIMPL (D63 Fibro3 Leuko

COL6A1_ITGB1 COL6Al  ITGBL  Fibro2 Fibro4
COL6A2_ITGB1  COL6A2  ITGBL  Fibro2 Fibro4
COL6A3_ITGB1 COL6A3  ITGBL  Fibro2 Fibro4
FN1_TGB1 FNL ITGB1  Fibro2 Fibro4
LAMA2_ ITGB1  LAMA2  ITGB1  Fibro2 Fibro4
LGALS1_ITGB1  LGALSL  ITGB1  Fibro2 Fibro4

LUM_ITGB1 um ITGB1  Fibro2 Fibro4
S100A1_RYR2  S100A1  RYR2 Fibro2 Fibro 4
TIMPLCD63  TIMPL (D63 Fibro 2
TIMP2_ITGB1  TIMP2  ITGBL  Fibro2
VCAN_ITGB1  VCAN ITGB1  Fibro2
CALM1RYR2  CALML  RYR2 Fibro2 Fibro 5
COL1A2 D36  COLIA2 (D36 Fibro2 Fibro 5

COL1A2 ITGB1 COLIA2  ITGBL  Fibro2 Fibro5
COL3A1ITGB1 COL3AL ITGBL  Fibro2 Fibro5

COL4AL ITGBI  COLAAL  ITGBL Fibro 5
COL6A1_ITGBI  COL6A1  ITGBL Fibro 5
COL6A2_ITGBI  COL6A2  ITGBL Fibro 5
COL6A3_ITGBI  COL6A3  ITGBL Fibro 5
FN1_ITGB1 N 1681 Fibro 5
LAMA2_ITGB1  LAMA2  ITGB1 Fibro 5
LAMA2_RPSA 2 RPSA Fibro 5
LGALS1_ITGB1  LGALS1  ITGB1 Fibro 5
LUM_ITGB1 wm 17681 Fibro 5
S100A1_RYR2  S100A1  RYR2 Fibro 5
TIMP1CD63  TIMPL (D63 Fibro 5
TIMP2_ITGB1  TIMP2  ITGBL Fibro 5
VCAN_ITGB1  VCAN 1681 Fibro 5
CALMIRYR2  CALM1  RYR2 Leuko
COL1A2 D36  COL1A2  CD36 Leuko
COL1A2 TGBI ~ COL1A2  ITGBL Leuko
COL3A1TGBI  COL3A1  ITGBL Leuko
COL4A1 ITGBI  COLAAL  ITGBL Leuko
COL6A1 ITGBI  COL6A1  ITGBL Leuko
COL6A2 ITGBI  COL6A2  ITGBL Leuko
COL6A3_ITGBI  COL6A3  ITGBL Leuko
FN1_ITGB1 FNL 1GB1 Leuko
LAMA2_ITGB1  LAMA2  ITGB1 Leuko
LGALST_ITGB  LGALST  ITGB1 Leuko
LUM_ITGB1 LM 1GB1 Leuko
SI00A1RYR2  S100A1  RYR2 Leuko
TIMP1CD63  TIMPL  CD63 Leuko
TIMP2_ITGB1  TIMP2  ITGB1 Leuko
VCAN_ITGB1  VCAN 1GB1 Leuko
CALM1_RYR2  CALM1  RYR2 Fibro 2
COL1A2 CD36  COL1A2 (D36 Fibro 2
COL1A2_ITGB1  COL1A2  ITGB1 Fibro 2
COL3A1_ITGB1  COL3A1  ITGBL Fibro 2
COLAAL_ITGBI  COLAA1  ITGBL Fibro 2
COL6AL_ITGBI  COL6A1  ITGBL Fibro 2
COL6A2_ITGB1  COL6A2  ITGBL Fibro 2
COL6A3_ITGB1  COL6A3  ITGBL Fibro 2
FN1_ITGB1 i 1TGB1 Fibro 2
LAMA2_ITGB1  LAMA2  ITGB1 Fibro 2
LGALST_ITGB1  LGALST  ITGB1 Fibro 2
LUM_ITGB1 M 1TGB1 Fibro 2
S100A1RYR2  S100A1  RYR2 Fibro 2
TIMP1CD63  TIMPL  CD63 Fibro 2
CALMIRYR2  CALM1  RYR2 Fibro 4
COLIA2 CD36  COLIA2 (D36 Fibro 4
COLIA2_ITGB1  COL1A2  ITGBL Fibro 4
COL3ALITGBI  COL3AL  ITGBL Fibro 4
COL4ALITGBI  COL4AL  ITGBL Fibro 4
COLGA1_ITGB1  COL6A1  ITGBL Fibro 4
COL6A2_ITGB1  COL6A2  ITGBL Fibro 4
COL6A3_ITGB1  COL6A3  ITGBL Fibro 4
FN1_ITGB1 FNL 1TGB1 Fibro 4
LAMA2_ITGB1  LAMA2  ITGB1 Fibro 4
LGALSI_ITGB1  LGALSI  ITGB1 Fibro 4
LUM_ITGB1 M 1TGB1 Fibro 4
SI00A1RYR2  S100AL  RYR2 Fibro 4
TIMP1CD63  TIMPL (D63 Fibro 4
CALMIRYR2  CALMI  RYR2 Fibro 5
COL1A2 (D36 COLIA2 (D36 Fibro 5
COLIA2 ITGB1  COL1IA2  ITGBL Fibro 5
COL3ALITGB  COL3AL  ITGBL Fibro 5
COL4AL ITGB  COL4AL  ITGBL Fibro 5
COL6AL ITGB1  COL6AL  ITGBL Fibro 5
COL6A2 ITGB1  COL6A2  ITGBL Fibro 5
COL6A3 ITGB1  COL6A3  ITGBL Fibro 5
FN1_ITGB1 FNL 1TGB1 Fibro 5
LAMA2_ITGB1  LAMA2  ITGB1 Fibro 5
LAMA2 RPSA  LAMA2  RPSA Fibro 5
LGALS1 ITGB1  LGALST  ITGB1 Fibro 5
LUM_ITGB1 Lum 1681 Fibro 5
S100A1_RYR2  S100AL  RYR2 Fibro 5
TIMP1CD63  TIMPL  CD63 Fibro 5
CALM1_RYR2  CALM1  RYR2 Leuko
COL1A2 (D36 COLIA2 (D36 Leuko
COL1A2_ITGB1  COL1A2  ITGB1 Leuko
COL3A1_ITGB  COL3A1  ITGB1 Leuko
COL4AL_ITGB  COL4A1  ITGBL Leuko
COL6A1_ITGBI  COL6A1  ITGBL Leuko
COL6A2_ITGB  COL6A2  ITGB1 Leuko
COL6A3_ITGB1  COL6A3  ITGB1 Leuko
FN1_ITGB1 N1 1681 Leuko
LAMA2_ITGB1  LAMA2  ITGB1 Leuko
LGALST_ITGB  LGALST  ITGB1 Leuko
LUM_ITGB1 LM 1681 Leuko
S100A1_RYR2  S100AL  RYR2 Leuko
TIMP1CD63  TIMP1 (D63 Fibro3 Leuko

Supplemental Figure S3. Reduced Fibroblast Subtype Interactome Ligand-
Receptor Pair Gene Expression in Obstructive vs. Nonobstructive HCM



Non-obstructive Obstructive
Pair-Name. Ugand  Receptor Lcell R cell pair-Name Ugand  Receptor Lcell R cell
CALM1_RYR2 CAM1I RWR2 M1 DC LGALSLPTPRC  LGALSL PTPRC  CM10  DC
coL1A2_cp36 coLlA2 D36 M0 DC TIMP1_CD63 TMPL D63 M1 DC
COUIA2ITGBI  COLIA2 GBI  CM10  DC TIMP1_CD63 TMPL  CDE3 M0 leuko
COLIAIITGBI  COUIAL GBI  CM10  DC LGALST_ITG81 LGASI GBI CM10 M4
COLAAIITGBI  COL4AL [GBL  CM10  DC LUM_TGB1 u mGBL M1 M4
COLGAIITGBI COLGAL GBI  CM10  DC S100A1_RYR2 SI00AL RYR2 M0 M4
L6A2_TGBI  COL6A2 11GB1  CM10  DC TIMP1.C TMPL  CDE3 M0 M4
COL6A3 GBI COLGA3 MGBI  CM10  DC CALM2_CACNAIC  CALM2  CACNAIC CM10 M
FNL T 1 mGBL M1 DC A2 AM2 I 0 s
LAMA2_ITGB1 M2 mGBl  cM10  bC CALM2PDEIC  CALM2 PDEIC  CM10 M5
LGALS1_ITG81 LGALST GBI CM10  DC LGALS1_ITGB1 LGAISI GBI CM10 M5
LUM_ITGB1 TGB1  cM10  DC m_s mGBL M1 MS
MIF_CO74 MIF 7 M1 oc S100A1_RYR2 SI0AL RYR2 M1 M5
S100A1_RYR2 S100A1 RYR2  CM10  DC TIMP1_CDE3. TIMPL  CDE3  CM10 M5
TaM2_ITGBL TeM2 e8I  CM10  DC LGALSI_ITGB1 LGAIST GBI CM10 M8
TIMP1_CD63 TMPL D63 aM10  DC Lum_ITes1 u meB1  CM10 M8
CALMI_RYR2 CAM1I RYR2  CM10  Leuko 510041 RYR2 SI0AL RYR2 M1 M8
coL1A2_CD36 L D36 M1 Levko TIMP1_CDE3. TIWMPL  CDE3  CM10 M8
COLIA2ITGBI  COLIA2 GBI  CM10 leuko TIMP1_CD3 TIMPI  CDE3  CM10  CM10
COL3ALITGBL  COL3AL GBI  CM10 Leuko TIMP1_CD63 TMPL  CDE3 M1 M12
COLAALITGBL  COLAAL GBI  CM10 Leuko CALM2_ CACNAIC  CALM2  CACNALC CM10  CM13
COLGAIITGBL  COLGAL ITGBI  CM10 Leuko CALM2_INSR M2 INSR M0 w13
COL6A2_ITGB1 COLGA2 [TGBI  CM10 Leuko CAM2_PDEIC  CAM2  PDEIC  CM10  CM13
COL6A3ITGBL  COLGA3 GBI  CM10 Leuko LGALS1_ITGB1 LGALSL GBI M0 cM13
FN1_ITGBL L MGBL  M10  Leuko LUM_ITGB1 WM meEl M1 M3
LAMA2_ITGB1 LAMA2 GBI CM10  Leuko S100A1_RYR2 SI00A1 RYR2  CM10  CMI13
LGALS1_ITG81 LGALSI GBI CM 10 Leuko TIMP1_CD63 TMPL D63 CM10 W13
MGBL  CM10  Leuko TIMP1_CD63 TMPL D63 CM10  CM14
RR2  M10 Leuko
MGBL M0 Leuko

063 M1 M8
RR2 M1 M10
s M1 M10
mGBl M1 cM10
meB1 M1 CM10
meBL M1 M10
mGBL M1 M10

meB1 M1 CM10

mesl M1 cM1s
D63 M1 M1

Supplemental Figure S4. Reduced Cardiomyocyte Subtype Interactome Ligand-Receptor Pair
Gene Expression in Obstructive vs. Nonobstructive HCM



Non-obstructive Obstructive

Pair-Name Ligand Receptor L_cell R_cell Pair-Name Ligand Receptor L_cell R_cell
CALM1_CACNAIC CALM1 CACNA1IC CM9 M7 CALM1_INSR CALM1  INSR c™m9 M7
CALM1_PDE1C CALM1  PDE1C M9 M7 CALM1_PDE1C CALM1  PDE1C M9 M7
CALM1_RYR2 CALM1  RYR2 cM9 M7 CALM1_RYR2 CALM1  RYR2 cM9 cmM7
LAMA2_ITGB1 LAMA2  ITGB1 cM9 M7 CALM2_INSR CALM2  INSR M9 cm7
LGALS1_ITGB1 LGALS1  ITGB1 M9 M7 CALM2_PDE1C CALM2  PDEIC M9 M7
S100A1_RYR2 S100A1  RYR2 M9 M7 COL6A2_ITGB1 COL6A2  ITGB1 M9 M7
LAMA2_ITGB1 LAMA2  ITGB1 cM9 cmM7
CALM1_CACNAIC CALM1 CACNA1C CM9 M9 LGALS1_ITGB1 LGALS1  ITGB1 M9 cm7
CALM1_PDE1C CALM1  PDEIC M9 cM9 LUM_ITGB1 LuMm ITGB1 M9 M7
CALM1_RYR2 CALM1  RYR2 M9 cM9 S100A1_RYR2 S100A1  RYR2 M9 M7
LAMA2_ITGB1 LAMA2  ITGB1 M9 M9 SORBS1_INSR SORBS1 INSR M9 M7
LGALS1_ITGB1 LGALS1  ITGB1 cM9 M9 TIMP1_CD63 TIMP1 CD63 M9 cmM7
S100A1_RYR2 S100A1  RYR2 cM9 M9 VEGFA_ITGB1 VEGFA ITGB1 cmM9 cm7
CALM1_CACNAIC CALM1 CACNA1IC CM9 CcM13 CALM1_CACNAIC CALM1 CACNA1IC CM9 M9
CALM1_PDE1C CALM1  PDE1C cM9 cM13 CALM1_INSR CALM1  INSR cM9 CcM9
CALM1_RYR2 CALM1  RYR2 cM9 cmM13 CALM1_PDE1C CALM1  PDE1C cmM9 CcM9
LAMA2_ITGB1 LAMA2  ITGB1 M9 CcM13 CALM1_RYR2 CALM1  RYR2 c™m9 M9
LAMA2_RPSA LAMA2  RPSA M9 CcM 13 CALM2_CACNAIC CALM2  CACNAIC CM9 M9
LGALS1_ITGB1 LGALS1  ITGB1 cM9 cM13 CALM2_INSR CALM2  INSR cM9 cM9
MFGE8_ITGAV MFGE8  ITGAV cM9 cmM13 CALM2_PDE1C CALM2  PDEIC M9 cM9
S100A1_RYR2 S100A1  RYR2 cM9 cmM13 COL6A2_ITGB1 COL6A2  ITGB1 cmM9 cmM9
LAMA2_ITGB1 LAMA2  ITGB1 M9 M9
LGALS1_ITGB1 LGALS1  ITGB1 M9 M9
LUM_ITGB1 LUmM ITGB1 cM9 cM9
S100A1_RYR2 S100A1  RYR2 cM9 CcM9
SORBS1_INSR SORBS1 INSR M9 M9
TIMP1_CD63 TIMP1 CD63 M9 M9
VEGFA_ITGB1 VEGFA  ITGB1 M9 M9
VEGFA_NRP1 VEGFA NRP1 cM9 cM9

CALM1_CACNAIC CALM1 CACNAIC CM9 CM13

CALM1_INSR CALM1  INSR M9 CM13
CALM1_PDE1C CALM1  PDEIC cmM9 CcM13
CALM1_RYR2 CALM1  RYR2 cM9 CcM13
CALM2_CACNAIC CALM2  CACNAIC CM9 CM13
CALM2_INSR CALM2  INSR M9 CM13

CALM2_PDE1C CALM2  PDEIC cM9 CcM13
COL6A2_ITGB1 COL6A2 ITGB1 cmM9 CcM13

CYR61_CAV1 CYR61 CAV1 cmM9 cM13
LAMA2_ITGB1 LAMA2  ITGB1 M9 CM13
LGALS1_ITGB1 LGALS1  ITGB1 M9 CM13
LUM_ITGB1 Lum ITGB1 cM9 CcM13
S100A1_RYR2 S100A1  RYR2 cM9 CcM13
SORBS1_INSR SORBS1  INSR cmM9 CcM13
TIMP1_CD63 TIMP1 CD63 M9 CM13
VEGFA_ITGB1 VEGFA  ITGB1 M9 CM13
VEGFA_NRP1 VEGFA NRP1 cM9 CcM13

Supplemental Figure S5. Increased Cardiomyocyte Subtype Interactome Ligand-
Receptor Pair Gene Expression in Obstructive vs. Nonobstructive HCM



Non-obstructi
pair-Name Ugand  Receptor Lcell R cell Receptor Lcell  R_cell
CALM1CACNALC  CALM1  CACNAIC CM10 M5 CACNAIC CM10 M5
a1 NS CAMI NS cM10 M5 SR cM10 s
CALMIPDEIC  CAMI PDEIC  CM10  CMS PDEIC  CM10 M5
CALM1_RYR2 CAM1I RR2  M10  MS TGBL  OM10 M5
CALM2_CACNAIC  CALM2  CACNAIC CM10 M5 meEL cM10  CMs
CALM2_INSR 2 NS M0 MS RR2  M10 M5
CALVM2PDEIC  CAM2 PDEIC  M10  CMS D63 M10 M5
COLAZCD3s  cOLA2 D36 M10  CMS MBI cM10 M8
COLAZGAV  COLIA2 MGAV  OM10 M5 MeBL M0 M8
L1A2TGBL  COLLA2 GBI OM10 M5 RR2 M10  Ms
COL3AIIGBI  CO3AL GBI CM10 M5 s M0 o
X COLAL Meav M0 cMs s M0 M0
COL4AIIGBL  COLAAL GBI OM10 M5 10 12
colen1_1TGB1 AL GBI M10 M5 CACNAIC M0 cm13
X colA2 MeB1 M0 cMs SR M0 M3
COLGA3 GBI COLEA3 GBI OM10 M5 POEIC M10  M13
ENI_ITGAV MeAY M0 s MeBl M0 M3
FNITGBL PNL GBI M10  cMs MeBL  M10  M13
LMA2TGA7  LAMA2 TGA7  M10 M5 RR2  M10 cv13
LAMA2_ITGB1 LMA2  ITGBI  CM10 S s M0 M
L LA RPSA  cM10 s e M0 M1
GAIST GBI M10 M5 @63 M1 Fibrol
i MBI M10 S X 63 M1 Fbrod
MFGES  ITGAV  CM10 M5 TIMPL_co63 TMPL  CDE3  CM10  Fibros
S100A1 RYR2  CM10 M5
SORBSI INSR M0 cMS
Tom2 GBI cM10  cMS
P1 3 10 s
CALMI CACNAIC CM10 M8
M1 PDEIC M10  cME

COLIAL MGBL M0 M1
COsAL MGBL M0 cM12
oAz MBI M0 M1
COL6A3 MGBL M0 cM12
L &3 M10 M1

u mGBL  M10 M1
SI0AL RYR2 M0 M1
Tem2  mGBL M0 cM12
TMPL D63 M1 M1

MFGES_ITGAV FGEB  TGAV M1 MI3
s1 2 Sl0AL RYR2 M0 M13
ToM2_ITGB1 TomM2  mGB1  M10  cM13
TIMP1_co63 TMPL  CDE3 cM10 cm13
CALMI_RYR2 L RR2 M0 M4
COLAZCD36  COLIAZ (D36 M1 CM14
COLLAZITGBI  COLIA GBI CM10  CM1a
COL3AIITGBI  COLSAL MGBI  CM10  CM14
COLOAIITGBI  COL4AL GBI CM10  CM14
OLGALITGBL  COL6AI ITGBI  CM10 M 14
COL6A2ITGBI  COLGA2 GBI CM10  CM14
COL6A3ITGBL  COLGA3 GBI CM10  CM14
FNLT NI GBI M10 M4
LAMA2_ITGB1 LMA2 GBI CM10 M 14
LAMA2_RPSA LmA2  RPSA 10 ovia
LGAISI GBI GALSL GBI CM10 M4
LUM_ITGB1 WM GBI M0 M1s
51001_RYR2 Slooal Rz CM10 cM1s
X 2 Bl M0 M1t
TIMP1_CD63 TMPL  CDE3 M0 cM14
cAmL_RYR2 1 RYR2 M1 Fibrol
COLIA2.CD36  COLA2 CD36  CM10  Fibrol
COLIAZ GBI  COLA2 GBI  CM10  Fibrol
COLAIIGBI  CO3AI GBI  CM10  Fibrol
COL4ALITGBL  COL4AL GBI  CM10  Fibrol
COLGAIITGBL  COL6AL GBI  CM10  Fibrol
OL6A2 ITGBI  COL6A2 GBI CM 10 Fibrol
COL6A3ITGBL  COL6A3 GBI  CM10  Fibrol
I 1 GBI CM10 Fibrot
LAMA2_1TGB1 LMA2 GBI CM10  Fibrol
LGAISI GBI GALSL GBI CM10  Fibrol
om_n TGl M10  Fibrol
S100A1_RYR2 SI00AL RYR2  CM10 Fibrol
Tan2_iT M2 GBI (M0 Fibrol
TIMP1_CD63 TMPL  CDES  CM10  Fibrol
CALMI_RYR2 W1 RYR2  CM10 Fibrod
COLA2.CD36  cOLlA2  CD36 10 Fibrod
COLA2 GBI COLA2 GBI CM10  Fibrod
COLAINGBI  COL3AI GBI  CM10  Fibrod
COLOAIITGEL  COL4AL GBI  CM10  Fibrod
coLA1_ITGBL l6AL MGBL  CM10  Fibrod
COL6AZ GBI COl6A2 GBI CM10  Fibrod
COL6A3_ITGB1 L6A3 GBI CM10  Fibrod
FN1_TGBL PNL  MGBL M0 Fibrod
LMA2TGBL  LAMAZ GBI CM 10 Fibrod.
LGALSIGB1  (GALSL NGB  CM10  Fibrod
M TGBL  CM10  Fibrod

WM 6Bl M0 FibroS
SI0AL RYR2  CM10  FibroS
ToM2 GBI CM10  Fibros
TIMP1_CD63 TMPL D63 CM10  FibroS

Supplemental Figure S6. Reduced Cardiomyocyte-Fibroblast Subtype Interactome
Ligand-Receptor Pair Gene Expression in Obstructive vs. Nonobstructive HCM



Non-obstructive Obstructive

Pair-Name Ligand Receptor L_cell R_cell Pair-Name Ligand Receptor L_cell R_cell
CALM1_RYR2 CALM1 RYR2 Fibro 2 Fibro 2 TIMP1_CD63 TIMP1 CD63 Fibro 2 Fibro 1
COL1A2_CD36 COL1A2  CD36 Fibro 2 Fibro 2 APP_LRP1 APP LRP1 Fibro 2 Fibro 2
COL1A2_ITGB1 COL1A2  ITGB1 Fibro 2 Fibro 2 COL1A1_CD36 COL1A1  CD36 Fibro 2 Fibro 2
COL3A1_ITGB1 COL3A1  ITGB1 Fibro 2 Fibro 2 COL1A1_ITGB1 COL1A1l  ITGB1 Fibro 2 Fibro 2
COL4A1_ITGB1 COL4A1  ITGB1 Fibro 2 Fibro 2 COL1A2_CD36 COL1A2  CD36 Fibro 2 Fibro 2
COL6A1_ITGB1 COL6A1  ITGB1 Fibro 2 Fibro 2 COL1A2_ITGB1 COL1A2  ITGB1 Fibro 2 Fibro 2
COL6A2_ITGB1 COL6A2  ITGB1 Fibro 2 Fibro 2 COL3A1_ITGB1 COL3A1  ITGB1 Fibro 2 Fibro 2
COL6A3_ITGB1 COL6A3  ITGB1 Fibro 2 Fibro 2 COL6A1_ITGB1 COL6A1l  ITGB1 Fibro 2 Fibro 2
FN1_ITGB1 FN1 ITGB1 Fibro 2 Fibro 2 COL6A2_ITGB1 COL6A2  ITGB1 Fibro 2 Fibro 2
LAMA2_ITGB1 LAMA2 ITGB1 Fibro 2 Fibro 2 COL6A3_ITGB1 COL6A3  ITGB1 Fibro 2 Fibro 2
LGALS1_ITGB1 LGALS1 ITGB1 Fibro 2 Fibro 2 CTGF_LRP1 CTGF LRP1 Fibro 2 Fibro 2
LUM_ITGB1 Lum ITGB1 Fibro 2 Fibro 2 FBLN1_ITGB1 FBLN1 ITGB1 Fibro 2 Fibro 2
S100A1_RYR2 S100A1 RYR2 Fibro 2 Fibro 2 FBN1_ITGB1 FBN1 ITGB1 Fibro 2 Fibro 2
TIMP1_CD63 TIMP1 CD63 Fibro 2 Fibro 2 FN1_ITGB1 FN1 ITGB1 Fibro 2 Fibro 2
TIMP2_ITGB1 TIMP2 ITGB1 Fibro 2 Fibro 2 FN1_SDC2 FN1 sSDC2 Fibro 2 Fibro 2
VCAN_ITGB1 VCAN ITGB1 Fibro 2 Fibro 2 HSP90AA1_LRP1 HSP90AAL LRP1 Fibro 2 Fibro 2
CALM1_CACNA1C CALM1 CACNAIC CM9 cM9 HSPG2_ITGB1 HSPG2 ITGB1 Fibro 2 Fibro 2
CALM1_PDE1C CALM1 PDE1C M9 M9 HSPG2_LRP1 HSPG2 LRP1 Fibro 2 Fibro 2
CALM1_RYR2 CALM1 RYR2 M9 M9 LAMA2_ITGB1 LAMA2 ITGB1 Fibro 2 Fibro 2
LAMA2_ITGB1 LAMA2 ITGB1 M9 M9 LAMC1_ITGB1 LAMC1 ITGB1 Fibro 2 Fibro 2
LGALS1_ITGB1 LGALS1 ITGB1 M9 M9 LGALS1_ITGB1 LGALS1 ITGB1 Fibro 2 Fibro 2
S100A1_RYR2 S100A1 RYR2 M9 M9 LGALS3BP_ITGB1 LGALS3BP ITGB1 Fibro 2 Fibro 2
LUM_ITGB1 Lum ITGB1 Fibro 2 Fibro 2
MMP2_SDC2 MMP2 SDC2 Fibro 2 Fibro 2
PSAP_LRP1 PSAP LRP1 Fibro 2 Fibro 2
SERPINE2_LRP1 SERPINE2 LRP1 Fibro 2 Fibro 2
SERPING1_LRP1 SERPING1 LRP1 Fibro 2 Fibro 2
TFPI_LRP1 TFPI LRP1 Fibro 2 Fibro 2
TIMP1_CD63 TIMP1 CD63 Fibro 2 Fibro 2
TIMP2_ITGB1 TIMP2 ITGB1 Fibro 2 Fibro 2
VCAN_ITGB1 VCAN ITGB1 Fibro 2 Fibro 2
CALM1_CACNA1C CALM1 CACNAIC CM9 ™M 9
CALM1_INSR CALM1 INSR M9 cM9
CALM1_PDE1C CALM1 PDE1C M9 M9
CALM1_RYR2 CALM1 RYR2 M9 M9
CALM2_CACNA1C CALM2 CACNAIC CM9 cM 9
CALM2_INSR CALM2 INSR w™m9 ™9
CALM2_PDE1C CALM2 PDE1C w™m9 cM 9
COL6A2_ITGB1 COL6A2  ITGB1 M9 w™m9
LAMA2_ITGB1 LAMA2 ITGB1 M9 ™9
LGALS1_ITGB1 LGALS1 ITGB1 M9 ™9
LUM_ITGB1 Lum ITGB1 w™m9 M9
S100A1_RYR2 S100A1 RYR2 w™m9 M9
SORBS1_INSR SORBS1  INSR M9 M9
TIMP1_CD63 TIMP1 CD63 M9 M9
VEGFA_ITGB1 VEGFA ITGB1 M9 ™9
VEGFA_NRP1 VEGFA NRP1 M9 ™9

Supplemental Figure S7. Increased Cardiomyocyte-Fibroblast Subtype Interactome
Ligand-Receptor Pair Gene Expression in Obstructive vs. Nonobstructive HCM



