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Figure S1: Gene Commanding Heights (GCH) within the KEGG-constructed CMC (Cardiac Muscle Contraction) pathway [51].
Note the reduction of the GCH scores for most CMC genes in LSD.

Citation: To be added by editorial

staff during production.

Academic Editor: Firstname Last-

name

Received: date
Revised: date

Accepted: date
Published: date

Copyright: © 2024 by the authors.
Submitted for possible open access
publication under the terms and
conditions of the Creative Commons
Attribution  (CC  BY) license
(https://creativecommons.org/license

s/by/4.0/).

Curr. Issues Mol. Biol. 2023, 3, Firstpage—Lastpage. https://doi.org/10.3390/xxxxx www.mdpi.com/journal/cimb



Curr. Issues Mol. Biol. 2023, 3, FOR PEER REVIEW 2

Hypertrophic cardiomyopathy
Extrace Ilnlar ratrix (ECM) .

up-regulated

Intzgrins

Dystmoglycan ¥
conplex
— — - f— — N\ Tpm3 |not regulated
ITGA[ITGBGE | BB Sscb [ Sged | Sgeg[ Dagl | Secolemuna| SlcBal [ Sic8a2 [ S1c8a3 M 116 [not quaniified
Sarcoglyean corplex Cardiac myocyte | i
O +
: -
Actgl Actb 18] C:,q. Atp2al
I Sarcorere Actgl 14] Atp2a2
LtD - ™ Contisc mticle ) Atp2a3 Prkaal
Ttgal [Ttgal0fitgal 1]Ttga2b| _ » Sonoon Samorleeme | f >& Prkaa2
Itga3 | Itgad | Itga$ | Itga6 ATP Prkab1
p? Prkab2
Itga7 | Itga8 Itgav X ¥
O, 1 Prkagl
Ca
Increase in ¢ ytosolic Prkag2
Z free Cad* Prkag3

Mitoc hondrion AMPK

|
:
Lmna ; P
i Renin-angiotensin
e )
|
|
|
|

Nucleus  JakSTAT  TGFp-
Tpm3 signaling pathway signaling pathway
pms \ Acﬁvaﬁonof:l Ace ” Igfl “Tgfbll'l'gbe-
~. |
~ Tnf_|[ 1 |[EGR] Agt |
Sarcomeric /intrasarcore ric >~ ~ |
protemfnutanon ~ v

2+ et 2 B
Increased Cd sensitivityof __ __ Leftventicular (LV) _ _ __ __ | — &
~————— TPy actiit * Jastolic dysfunction WL yperimphy f-Hoart Thilum

force production

Figure S2: Regulated genes in the KEGG-constructed pathway Hypertrophic
cardiomyopathy. Regulated genes: Cacnb2 (calcium channel, voltage-dependent, beta 2 subunit),
Edn1 (endothelin 1), Itga9 (integrin alpha 9), Itgh1 (integrin beta 1), Itgh6  (integrin beta 6), Myh6/7
(myosin, heavy polypeptide 6, cardiac muscle, alpha/7, cardiac muscle, beta), Myi2/4 (myosin, light
polypeptide 2/4), Sgca (sarcoglycan, alpha (dystrophin-associated glycoprotein)), Tgfb3
(transforming growth factor, beta 3), Tpm1/2 (tropomyosin 1 alpha/2 beta).



