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ABBREVIATIONS

CR- CARDIAC REMODELING

MI —Myocardial Infarction

IHD — Ischemic heart disease

LV — Left ventricle

ECM — Extracellular matrix

RAAS — Renin angiotensin aldosterone system
ACEI — Angiotensin converting enzyme inhibitors
ARB — Angiotensin receptor bloclers

HF — Heart failure

SGLT2-I - sodium glucose linked co-transporter type 2 inhibitors
GLP — Glucagon like peptide

CMR — cardiac magnetic resonance

GLP - Glucagon like peptides

LVESV - left ventricular end systolic volume
ANP — Atrial natriuretic peptide

LVEF — Left ventricular ejection fraction

AT1 - Angiotensin 1

Beta adrenergic regulation — beta-AR

Camkii — calcium calmodulin dependant protein kinase 2
ROS - reactive oxygen species

EDV - end diastolic volume

ESV - end systolic volume

EF — ejection fraction

SHF — systolic heart failure

ARNI - Angiotensin receptor neprilysin inhibitor
DM — Diabetes mellitus
IGF1 — Insulin growth factor 1
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Summary Title: Effects of medicines on cardiac remodeling
Author: Fabian Poznansky Tendler

Cardiac remodeling, currently defined as a group of molecular, cellular and interstitial
changes that manifest clinically as changes in size, mass, geometry and function of the
heart after injury. This results in poor prognosis because of its correlation with ventricular
dysfunction and malignant arrhythmias. In spite of worldwide progression made in
investigatory properties and treatment of cardiac remodeling, no advancement has been
seen in clinical settings for different treatment strategies apart from targeting the RAAS.
The importance of investigating further options for the pharmacological treatment against
CR lies behind the fact that while angiotensin converting enzyme inhibitor, angiotensin
receptor blockers and beta-blockers are the mainstay of pharmacologic therapy directed
at limiting adverse remodeling, the benefits are most often seen in patients with large
infarcts and individuals who are not candidates for reperfusion therapies, nor in patients
with different pathological processes such as diabetic cardiomyopathy. Moreover, their
use is associated with no more than a 20-25% reduction in major adverse cardiac events.
Apart from LCZ696 there have been no new treatments introduced clinically for the past
three decades that specifically target adverse LV remodeling. Active research has been
done to investigate promising and potential drugs to induce a better result with less side
effects and maximal positive outcomes. Apart from LCZ696, anti-diabetics such as anti-
glucagon peptides or SGLT2 inhibitors, and even an extremely promising and potential
natural herbal drug called Qiligiangxin, currently used for the treatment of heart failure in
several patients across China. Current investigations on new efficient therapy agents are
hampered by the broad spectrum of changes in cardiac remodeling, given the fact that
when speaking of said topic, hypertrophy, fibrosis and cardiomyocyte apoptosis are some
of the cellular changes that occur. Furthermore, the heterogeneity between the patients as
well as the many different pathological processes that give rise to cardiac remodeling
limits the applicability of some promising and potential therapeutic drugs on improving
cardiac function. Studies conducted on potential therapeutic drugs are currently focused

on animal models with the aspiration of progressing into human clinical trials. Therefore,



the focus should be on aiming to advance into clinical trials while stratifying the current

data available to us.

Keywords: Cardiac remodeling; Heart failure; Therapy; Effects of drugs

Naslov: U¢inci lijekova na sréano remodeliranje

Autor: Fabian Poznansky Tendler

Sréano remodeliranje je definirano kao skupina molekularnih, stani¢nih i intersticijskih
promjena, koje se manifestiraju klinicki kao promjene u veli¢ini, teZini, geometriji i
funkciji srca nakon ozljede. Zavr$ava nepovoljnom prognozom zbog povezanosti s
ventrikularnom disfunkcijom i malignom aritmijom. Unato¢ napretku u istrazivanju
svojstava 1 nacina lijeCenja sréanog remodeliranja u cijelom svijetu, nema napredovanja
u klinickom okruZenju za razlicite strategije lijecenja, osim ciljanja na RAAS. Vaznost
daljnjeg istrazivanja opcija za farmakolosko lijecenje sr€anog remodeliranja, lezi u
¢injenici da, dok su ACEI, ARB i BB glavni oslonac farmakoloske terapije usmjerene na
ograni¢avanje nepovoljnog remodeliranja, najveca korist je videna u pacijentima s
velikim infarktima, pacijentima koji nisu kandidati za reperfuzijsku terapiju, a ne u
pacijenata s razli¢itim patoloskim procesima, kao dijabeti¢ka kardiomiopatija. Stovise,
njihova upotreba je povezana s ne vise od 20-25% smanjenja u ve¢im nepozeljnim
sr¢anim dogadajima. Osim LCZ696, nije bilo novih klini¢kih nacina lijeenja unazad 30
godina koji bi specifi¢no ciljali lijevo ventrikularno remodeliranje. VrSe se aktivna
istrazivanja nad obecavaju¢im potencijalnim lijekovima koji bi dali bolje rezultate, s
manjim posljedicama 1 maksimalnim pozitivnim u¢inkom. Osim LCZ696, antidijabeticki
lijekovi kao anti glukagonski peptidi ili SGLT2 inhibitori, ¢ak i vrlo obe¢avajuéi prirodni
biljni lijek Qiligiangxin, koji se trenutno koristi za lije¢enje srcanih zatajenja u Kini.
Trenutna istraZivanja na novim efikasnim terapijskim agentima su oteZana Sirokim
spektrom promjena u sr¢anom remodeliranju na stani¢noj razini, kao $to su hipertrofija,
fibroza i kardiomiocitna apiptoza. Nadalje, heterogenost pacijenata i raznih patoloskih

procesa koji povecavaju sr€ano remodeliranje, ograni¢ava primjenjivost nekih



obecavajucih potencijalnih lijekova koji bi poboljsali funkciju srca. Studije napravljene
and tim lijekovima su trenutno u fazi ispitivanja and zivotinjama, s nadom prelaska na
klinicka ispitivanja na ljudima. Trenutni focus bi trebao biti na cilju prelaska na klini¢ka

ispitivanja i raslojavanju trenutnih podataka.

Kljucne rijeci: sréano remodelikanje, terapija, Ucinci lijekova

Abstract:
Cardiovascular diseases have been for many years considered the most common cause of

death in many different populations worldwide. Some of these pathologies include
ischemic heart disease, which according to the WHO is responsible for 16% of the
world’s total deaths. In recent times, immense improvement has been made in the remedy
of heart pathologies, although pathological ventricular remodeling oftentimes cause
survivors to deteriorate from fatal heart failure. This review explores the distinct and
peculiar options available or in research in order to either prevent or treat a potential CR

before it achieves irreversibility and results in a poor prognosis.



Introduction:

Ischemic heart disease as well as diabetic cardiomyopathy are some of the leading causes
of heart failure related death worldwide, corresponding post-MI being a critical element
of cardiovascular related diseases [1-3]. It is the single largest cause of death in countries
for all income groups, meaning that it affects the population as a whole, moreover, the
total global cost of cardiovascular diseases is thought to stand at approximately US$863
billion in 2010 [4]. Global epidemiological studies show that more than 70% of at-risk
individuals have multiple risk factors for IHD, and only 2%-7% of the general population
have no risk factors [2]. Even though medical and technological advances have been
made to improve prognosis and quality of life in such patients, some may suffer from a
CR, which can significantly impair the patient’s cardiac muscle, hence cardiac function,
which can ultimately result in death. Hockman and Buckey first introduced the term
"remodeling” in 1982 in a myocardial infarction model. This term was intended to
indicate the replacement of infarcted tissue with scar tissue [5]. CR is known to occur
due to adaptive responses which initiate a group of molecular, cellular and interstitial
changes that display clinically due to changes in morphology and function of the heart,
which result in a bad prognosis because of its association with ventricular dysfunction
and malignant arrhythmias. The significance of this is immense and in urgent need of
further investigation in order to accurately treat and prevent the surging possibility of CR,
and by that, possibly exponentially decreasing the mortality rate in the cardiovascular
settings. According to the SAVE trial which was a prospective large cohort study
observing patients post-MI with impaired LV function demonstrating that >50% sustain
cardiovascular death and may develop LV dilatation during the initial 3.5-year follow-up
period [6]. There are different pharmacological options available to this day or under
investigation which is why the pharmacological treatment of CR can be divided into three
strategies: stabilizers, promising and potential agents. Despite the relentlessness of heart
diseases and their prognosis, there is promise, showing substantial progress in the
investigation of CR, its cause and possible manageable options. The purpose of this
review is to provide an observation into the different options of present and future
medications effects on ventricular remodeling, and possibly display a lack of

advancement into what can be considered a major culprit of death worldwide.
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Pathophysiology:

In order to accurately investigate and manage CR, we need to fully understand its
pathophysiological factors as well as the pathophysiological mechanism of cardiac
dysfunction due to this remodeling. This is crucial so that one may understand, study and
target those specific adaptive changes. CR has many different factors which directly
influence to the pathological progression. Currently we can see from different studies that
post myocardial infarction may be followed by pathological remodeling, which can be
subdivided into: 1) Early remodeling (<72 hours) and 2) Late remodeling (up to 12
weeks) [7]. This is important considering the fact that at different times in the phases
there are as well different pathological changes in CR. The early remodeling includes
ischemia, cell death, and inflammation within hours to days after the acute myocardial
insult. While late remodeling is characterized by ECM deposition which causes a reactive
cardiac hypertrophy, cardiac fibrosis, and ventricular dilatation. All these changes
together cause a transformation in the ventricular morphology, structure and function of
the heart [8]. The pathophysiological cause of ventricular dysfunction in CR can be
further investigated, showing a clear association between many elements, however the
seemingly most important determinant of the following changes is the neuro-hormonal
activation, provoking an increase in RAAS together with a shift of sympathetic
activation. This neuro-hormonal activation induces the different factors that together lead
to the ventricular dysfunction as previously mentioned. These factors include structural,
genetic, biochemical, molecular and cellular changes, escalating to an increase in cell
death, oxidative stress, inflammation, metalloproteinase and fibroblast proliferation and
eccentric hypertrophy [1-2], [9]. The reason why the activation of RAAS is immensely
important is due to the fact that it can be investigated and addressed to prevent all the
previously mentioned factors, hence preventing the pathological remodeling associated

with a poor prognosis.



Pharmacological approaches:

CR assists in the development and evolution of ventricular dysfunction, arrhythmias and
overall poor prognosis, leading to increase mortality and morbidity in HF patients.
Therefore, the basic pathophysiological processes can be therapeutically targeted in order
to improve prognosis as well as possible complication arising from an acute insult to the
myocardium. Pharmacological treatment can be subdivided either into tried and tested or
under investigation and emerging. Another approach includes dividing the
pharmacological treatment into three strategy stages: Disclosed, Promising and Potential.
Within the Disclosed group we are able to place RAAS inhibitors (ACEI, ARB and direct
renin inhibitors) as well as beta blockers, showing positive results from different studies,
especially when used in combination therapy [10]. Within the promising strategy the
main drug seen with promising results is known as LCZ696, comprising a combination
therapy of an ARB with a Neprilysin inhibitor. In addition to this drug there are positive
results observed with aldosterone antagonists such as Spironolactone and Eplerenone [11-
22]. The last group includes the potential strategy to which most drugs are still under
investigation and emerging, including anti diabetic drugs including Biguanides as well as
SGLT2 inhibitors, GLPs, Quiligiangxin and specific proteins seen to attenuate CR [23-
25]. Both subdivisions can be united in order to look for specific advantages and
disadvantages. Many distinctive drugs affecting particular aspects can be seen that may
relieve, prevent and help against CR and the poor prognosis that follows. An important
factor to look upon in the pharmacological treatment includes the evidence suggesting
that dosages play a considerably importance which can be seen in some studies
suggesting that in the treatment for HF, reversed cardiac remodeling is often not
recognized due to low dosages [10], [26-27]. It is important and necessary to establish
that due to largely irreversible histological changes in the myocardium that occur in
remodeling, its “reversal” is not an inverse process; despite the improvement in cardiac
chamber size and LV function that may occur in the context of reverse remodeling, most

of the histological damage is sustained.



Pharmacological Predictors:

Associations of cardiac remodeling and risk for poor prognosis extend beyond those
patients with MI, as noted [1-3], [5], [28-29]. Undeniably, across numerous HF as well as
CR drug trials, a close relationship between changes in LV parameters and mortality has
been established, thus providing the importance of applying the imaging techniques and
potential biomarkers as predictors of efficacy and efficiency of such pharmacological
approaches in CR. Cardiac imaging is the gold standard for assessing CR, specifically
serial echocardiograms which are most commonly used in clinical practice and have been
evaluated more often in clinical studies. A reduction of LVESV is the most commonly
used measurement of remodeling because it incorporates both geometric and functional
data. Strain imaging is a method in echocardiography for measuring regional or global
deformation of the myocardium, thus it is another imaging technique which can be used
to evaluate systolic deformation of the LV and smaller abnormalities in systolic
deformation, hence predicting greater predilection for remodeling [30]. The last imaging
technique worth mentioning for evaluating the response of certain drugs on CR include a
CMR, which compared to echocardiography it presents not only better contrast resolution
but also a higher reproducibility, thus providing beneficial information regarding the
presence and extent of myocardial fibrosis [18], [29-31]. Apart from imaging techniques,
several biomarkers may play an important role for efficacious evaluation of certain drugs
on CR. As it is known, concentrations of ANP are influenced by wall stress, which in
turn is affected by LV chamber size, volumes, and LVEF. Thus, a correlation between
serially measured natriuretic peptide concentrations and LV remodeling grants the option
to be used in several clinical studies [32-36]. In addition to ANP, Troponin assay is a
high sensitivity biomarker which grants the option to quantify the severity of
cardiomyocyte cellular apoptosis. Soluble suppression of tumorigenesis-2 (SST2) is a
promising biomarker of cardiac remodeling as seen that SST2 is released by
cardiomyocytes as well as fibroblasts under stress and debilitate the anti-fibrotic effects
of IL-33, thus its association to CR [37]. Other biomarkers for the pharmacological
evaluation concerning to CR for further investigation include bone morphogenetic protein
(BMP)-1 activity, carboxyterminal propeptide of type-I procollagen (PICP), tissue
inhibitor of metalloproteinases (TIMP)-1, and matrix metallopeptidase (MMP)-9, micro-



RNA profiles and Galectin-3 (Gal-3) which have been demonstrated to participate in the
development of cardiac fibrosis and remodeling post-MI as well as in patients with
established HF [38-43].

Introduction to RAAS Inhibitors:
RAAS inhibitors are a group of drugs that act by inhibiting the renin-angiotensin-

aldosterone system. This group include ACE-I (Ramipril, Captopril), ARB (Valsartan,
Losartan) and direct renin inhibitors (Aliskiren, Eplerenone, and Spironolactone).
Activation of RAAS is a progressive component in the process and development of left
ventricular remodeling. Under pathological conditions, RAAS is activated by several
factors — prominently, inflammation and endothelial dysfunction. This stimulation
together with the overabundance of aldosterone, is responsible for extracellular matrix
proliferation and contributes to the increased deposition of fibrous tissue within the
ventricular myocardium. The presence of myocardial fibrosis and endothelial dysfunction
may alter the coronary microcirculation. This may cause a decrease in myocardial
capillary density which can assist in the progression of left ventricular remodeling
towards heart failure [44-45]. RAAS inhibitors are beneficial against CR due to their
ability to inhibit cardiac hypertrophy and reduce the proliferation of extracellular and
interstitial fibrosis. Different antagonistic RAAS approaches act at different points within
the system, with the direct renin inhibitor, Aliskiren, acting early in the RAAS pathway
to block the hydrolysis of angiotensinogen to Angiotensin | by the enzyme renin [14-17].
Downward in the cascade ACE-Is prevent the hydrolysis of Angiotensin I to the key
effector of the pathway, Angiotensin Il. The effector actions of Angiotensin Il are
inhibited by ARBs, which block the binding of Angiotensin Il to AT1 receptors.



e ACE Inhibitors:
ACE-1 were the first drugs to be used in order to block the RAAS system. It has been

shown by many different studies, such as Pfeiffer et al. The Survival and Ventricular
Enlargement trial study, which exhibited an attenuation of ventricular enlargement in
patients with an ejection fraction lower than 40% in those that were treated with
Captopril [6], [45]. Pouleur et al. examined in the Studies Of Left Ventricular
Dysfunction Treatment and Prevention (SOLVD) trial [46], patients with acute Ml,
ejection fraction <35%, with or without signs and symptoms of HF, who were allocated
randomly to groups receiving either enalapril or placebo within the 24— 36 hours from
their arrival to the hospital. The study showed an improved survival in patients receiving
the ACEI. An echocardiographic sub-study of the SOLVD trial demonstrated a
reinforcement to the latter results in left ventricular end-diastolic volume in the enalapril
group with respect to those receiving placebo [47]. Doughty et al. demonstrated in the
carvedilol Post-Infarct Survival Control in Left Ventricular Dysfunction Study
(CAPRICON), that despite the continuous administration of ACEI therapy in patients
with recurrent M1, the LVEDV continued to increase over a period of 6 months [48].
These results may suggest that the beneficial effects of ACEI may lessen during
prolonged treatment (>6 months). Furthermore, there is evidence of a steady increase in
plasma norepinephrine despite continued ACEI which directly supports the need for
adjunctive dual therapy by an anti-adrenergic in order to prevent the long-term sequelae
of progressive sympathetic system activation on the heart [49]. ACEI not only decrease
formation of Angiotensin I, but also has been shown in different studies on animal
models to cause a reduction in the degradation of the vasodilator effect of bradykinin,
thereby assisting in an increase of bradykinin, with studies indicating that bradykinin
directly inhibits the advancement of cardiac hypertrophy as well as cardiac fibrosis due to
the direct increase in nitrous oxide release via the BK B2 receptor. The latter may be
significant, indicating the importance of the Bradykinin — NO pathway playing an
important role in the progression of cardiac remodeling [50-52]. ACE-I may show a
double effect on the prevention of pathological cardiac remodeling by its direct effect on
decreasing Angiotensin Il while at the same time increasing the Bradykinin levels,

therefore preventing the development of the late remodeling changes as mentioned



before, characterized by extracellular matrix deposition and its progression into cardiac
fibrosis, reactive cardiac hypertrophy and ventricular dilatation [50-52]. Despite all
positive data concerning ACEI in regards to CR, there have been no recent clinical trials
to investigate present effects of newer drugs of this group. This can give us reason to
believe there might be a different aspect and potential effect of newer ACEI to implement
into the already existing regimen and possibly have the ability to avoid any dual therapy

that is established to be required presently.



e Angiotensin Receptor Blockers:

ARBs are selective inhibitors of the AT1 receptors, to which they provide competitive
antagonism of the angiotensin Il receptors, for it has been speculated to reduce adverse
effects and possibly improve clinical efficacy. ARBs displace angiotensin Il from the
angiotensin | receptor and produce their blood pressure lowering effects by antagonizing
angiotensin Il-induced vasoconstriction, aldosterone, catecholamine and arginine
vasopressin release, water intake, and hypertrophic response [53-54].The selective
blockade of angiotensin 11 receptor type 1 has been shown to be an alternative means by
which to inhibit the RAAS and by that being beneficial in its association with favorable
effects on left ventricular morphology and function. As previously mentioned, cardiac
remodeling has many pathophysiological origins, in this case RAAS mediated effects on
AT1 receptors include hypertrophy, fibrosis and vasoconstriction, and by that a direct
link into the development of pathological CR. Considering that there are alternate
pathways for the production of angiotensin Il apart from its conversion by ACE that are
unaffected by ACE inhibition, selective blockade of the AT1 receptor by ARB would
naturally seem to add the most adequate means of opposing the deleterious effects of
angiotensin Il development of hypertrophy and fibrosis, thus potentially preventing
pathological cardiac remodeling [55]. Several studies have shown the direct effects of
ARBs in significantly improving cardiac morphology and function, although they have
also shown that the leading effect can be accomplished by a combination therapy. Several
studies have shown a direct correlation between the use of ARBs and a decreased
mortality such as the CHARM and OPTIMAAL studies [56-58].The long-term effects of
ARB on LV morphology were evaluated by Wong et al. in the Valsartan Heart Failure
Trial echocardiographic study, which examined patients being treated by Valsartan. This
study showed a statistically significant improvement in the LVEF when used in
combination therapy with ACEI or Beta-blockers. This study however showed as well no

improvement in the absence of dual therapy [59].



e Direct Renin Inhibitors:

As previously mentioned, in post-MI patients there is a reduced left ventricular systolic
function which is correlated with an increased risk of LV remodeling, heart failure and
mortality. Despite the efficiency of ACE-I as well as ARB, especially when used in dual
combination therapy, direct renin inhibitors were tested in order to investigate whether
the efficacy can be improved when adding Aliskiren to the standard medical regimen.
This was a valid hypothesis, suggesting that since Aliskiren impedes the renin—
angiotensin—aldosterone system proximally at the rate-limiting step, the compensatory
mechanism which causes a rise in plasma renin activity and other downstream
components of this system that occurs in the settings of ACE-1 or ARB therapy, could be
prevented. Additionally it has been suggested that plasma renin activity has a direct
negative effect by itself [15-17]. This hypothesis however has been revoked by Solomon
et al. in the Aliskiren Study in Post-MI Patients to Reduce Remodeling (ASPIRE) study
in 2010, conducted in 154 centers from 23 countries involving a total of 672 stable
patients at high risk of LV remodeling after AMI in addition to them matching all other
inclusion/exclusion criteria. Out of the 672 patients, 329 patients were assigned to the
placebo group and 343 patients in the Aliskiren group with evaluable echocardiograms
available at a baseline and at end of the study in order to directly investigate the impact
on cardiac morphology. This study lasted 36 weeks, with subjects beginning at a dose of
75 mg and titrated up to 300 mg once daily. It was concluded that there were no
beneficial effects in improving cardiac remodeling in post-MI patients when combining
Aliskiren to the standard medical regimen, including ACE-I, ARB, Beta-Blockers nor
with Aldosterone antagonists [60]. The results of the studies are not fully understood
since different studies showed the safety and efficacy of its combination [17], [61-62]. A
possible explanation to this is believed to be that specifically in the post-MI setting, a
single inhibitor of the renin—angiotensin system is sufficient to reduce late remodeling in
otherwise well-treated patients [60]. The results of the ASPIRE study can be reinforced
by Yang et al. with the Effects of Direct Renin Inhibitors on Left Ventricular Remodeling
with AMI study (EDRI-LVR), conducted in 2014 involving a total of 42 patients post
inclusion/exclusion, out of which the first group consisted of 21 patients being treated

with ACE-I or ARBs, and the second group being treated with 150mg Aliskiren daily



combined to ACE-I or ARB therapy for a period of 10 months. The results showed no
statistically significant improvement in left ventricular remodeling between both groups
[63].

Beta—Blockers:

As previously discussed, it has been established that hemodynamic load and neuro-
hormonal activation are major agents influencing the development of CR, showing a
direct correlation between beta-AR and the RAAS regulation [6-7], [64-65]. Although
CR is not fully understood, cardiomyocyte stretching is an established and important
factor which induce an increase in norepinephrine activity leading to the activation of
beta-AR. Beta blockers directly targets the beta-adrenergic receptor and has displayed
favorable effects on CR by several mechanisms [66-67]. These mechanisms are worth
specifying and will be discussed in detail with the specific drugs affecting them.
Understanding these factors are paramount in order to fully understand the benefits of
particular beta blockers, as well as to propose further investigation in order to evaluate
and implement new drugs to target these mechanisms. Various clinical trials have
demonstrated that specific beta-blockers accomplish positive effects on lowering the
ESV/EDV or by improving the ejection fraction, which can be used as measurements to
asses CR. Lechat et al. proposed in the Cardiac insufficiency Bisprolol study (CIBIS)
conducted in 1997, that the preservation of left ventricular function was shown to be
caused by improving fractional shortening as well as the reduction of end diastolic
pressure and diameter, and by that having a direct improvement in cardiac morphology
and function [68]. The latter however was shown to be true only in short term use of
Bisprolol, nonetheless. A study conducted in 2000 in order to investigate the long term
effect of Bisprolol concluded that it has no outcome on preventing left ventricular
remodeling [69]. Multiple beta blockers, such as carvedilol, metoprolol, atenolol and
propranolol, have been shown to prevent the development of CR by regulating Calcium
handling proteins and channels. The importance of this lies in the fact that Calcium is a
signaling molecule required for triggering hypertrophic responses, Furthermore, CaMKI|I

IS seen to induce apoptosis as mentioned in previous sections and directly contributes to
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CR [70-71]. Carvedilol appears to be one of the most effective beta-blockers on reducing
and even reversing CR. This is seen by many clinical trials showing an improvement in
EDV, ESV and EF as well as in improvement in LV mass and geometry [72-74].
Metoprolol has been shown to selectively decrease myocardial expression of Bcl-xs,
reducing the Bcl-xs/xI and Bcl-xs/Bcl-2 ratio, thus preventing apoptosis and favoring cell
survival [75]. Another mechanism highly involved in the propagation of CR is oxidative
stress which in turn causes the production of ROS, activating cardiac MAPK cascades
and has been shown to be closely related to CR by causing hypertrophy. This can be
potentially prevented by Nebivolol, as seen in animal models, with evidence
demonstrating a reduction in the oxidative stress by reducing NADPH oxidase activity as
well as promoting both NO bioavailability and synthesis [76]. Propranolol has been
shown to prevent the propagation and up regulation of MMPs which are a major factor in

the development of oxidative stress, thus CR [77].

LCZ696 (Angiotensin receptor — Neprilysing Inhibitor):

As mentioned previously in pharmacological approaches, this drug combination can be
considered a promising agent in the treatment for CR. Sacubitril/valsartan (formerly
known as LCZ696) is a first-in-class angiotensin receptor neprilysin inhibitor that
synchronously represses RAAS activation through blockade of angiotensin Il type 1
receptors and augments vasoactive peptides including natriuretic peptides through
inhibition of neprilysin, the enzyme responsible for the degradation of vasoactive
peptides, including natriuretic peptides and bradykinins [32-34]. LCZ696 intensifies the
levels of these peptides, causing blood vessel dilation and reduction of extracellular fluid
volume via sodium excretion. LCZ696 is considered to be one of the most important
clinical break troughs in the field of cardiology over the past 10 years. Different studies
have been made in order to investigate the efficacy and safety of ARNI in patients
suffering from HF. One of these studies includes the PARADIGM-HF study by
McMurray et al, a phase 11 clinical trial conducted in 2014. This was a randomized,
double-blind study designated to test and compare the dominance of ARNI over enalapril
(ACEI) in patients with chronic heart failure with reduced EF in order to potentially
reduce mortality and morbidity among these patients that has been linked to be directly
correlated to CR [32], [78-82]. PARADIGM-HF study included 985 sites across 47

11



countries. Patients had mean age of 64 years with the majority being males and had either
NYHA class Il or class 11l symptoms of HF. In total, 8442 patients after
inclusion/exclusion criteria, administering doses ranging between 97/103 mg of ARNI in
one group, and 10 mg of enalapril to the second group at different intervals [78-82].
LCZ696 demonstrated superior benefits over enalapril by reducing the risk of both CV
death and hospitalization by 20% by distinctly improving LV size and hypertrophy
compared with ACEI/ARB in HF with reduced EF patients. Patients appeared to benefit
more in terms of CR treated with ARNI as early as possible and for at least 3 months [78-
81]. These results are consistent and reinforced according to several different studies
showing similar results [83-85]. LCZ696 can be considered a much better potential
treatment due to the fact that not only it can treat MI induced HF patients. It can also
direct the treatment for another major cause of increase mortality and morbidity
correlating to HF, that being diabetic cardiomyopathy. This is one of the most important
and persistant clinical features of diabetic cardiovascular complications which assists in
the development of CR, hence contributing to the impairment of both the function and
structure of the heart, therefore increasing morbidity and mortality risks in diabetic
patients [3], [28], [86]. The studies for this however, have been done so far only on
animal models, limiting out current information and data in order to fully investigate and
be able to propagate into human clinical trial for the improvement of mortality and
morbidity among diabetic patients. One of these studies includes the LCZ696 effect on
diabetic cardiomyopathy (LCZ696-DCM) conducted in 2019. In this study a high glucose
treatment and diabetes induction in mice generated oxidative stress and increased the
expression levels of pro-inflammatory cytokines and pro-apoptotic factors, which as
mentioned in previous sections are direct links to CR [1], [7-8] , [87-89]. These results
were greatly ameliorated by the administration of LCZ696 both in vivo and in vitro. The
results showed an improvement in both CR as well as cardiac function by several actions,
including an inhibition of overproduction of ROS, thus decreasing the inflammatory
processes as well as the oxidative stress. An inhibition of Bax/Bcl-2 was observed, thus
suppressing phosphorylation of pro-apoptotic factors and an overall improvement in
cardiac morphology [86-94]. The LCZ696-DCM study investigated these changes by
using transthoracic echocardiography to investigate morphological changes which
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displayed that the LV contraction and diastolic functions of diabetic mice were severely
impaired, but this impairment was relieved in diabetic mice treated by LCZ696 for 16
weeks in compared to untreated mice [86], [94]. In order to ascertain an appropriate result
in regards to the heart structure, the LCZ696-DCM study stained the mice heart tissue
sections with Sirius red staining, which demonstrated increased levels of collagen fibers
in diabetic mice cardiomyocytes. The latter however was also improved by the
administration of LCZ696 despite being a partial improvement [86]. This study
concluded that the administration of LCZ696 can and should be further investigated and
implemented in human clinical trials for the amelioration of CR in diabetic

cardiomyopathy-HF patients.

Aldosterone antagonists:

Aldosterone is a well know factor which causes detrimental effects through multiple
mechanisms in HF patients, some of these mechanisms include sodium retention,
potassium loss, endothelial dysfunction, vascular inflammation, hypertrophy and cardiac
fibrosis [19], [21], [95-97]. Due to its contribution to the progression towards CR it is
important to investigate the implementation of an aldosterone antagonist such as
Spironolactone to the pharmacological regimen in patients suffering from any disease
inducing CR. Several studies show the beneficial effects of Spironolactone when
introducing it into a regimen of ACE-I or ARBs. Findings by Chan et al. reported a
statistically significant beneficial effect of dual therapy blockade of Angiotensin Il with
ARB and Aldosterone antagonists on reverse remodeling in patients with chronic mild-
to-moderate systolic HF with significant reduction of LV volume and index in those
treated by dual therapy, which is thought to be due to a reduction in cardiac fibrosis [18],
[98]. Despite the positive results, it is important to mention that this study was conducted
in 2007 with a total of 51 patients post inclusion/exclusion criteria, and with 48 patients
concluding the 1 year follow up. This is worth mentioning due to the relatively small
sample size we cannot draw accurate conclusions. The results from this study can be
reinforced by the Aldo-DHF trial conducted in 2015 which was a multicenter,
randomized, placebo-controlled, double-blind study to investigate the effect of
Spironolactone on patients suffering from HF with preserved EF, demonstrating a

significant improvement in LV diastolic function as well as reverse remodeling[19], [21],
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[97]. Interestingly, Spironolactone efficacy was also investigated for its implementation
in different cardiomyopathies, including dilated and hypertrophic subtypes, which
showed no significantly statistical improvement in any pathophysiological processes of
CR induced cardiomyopathies [20-22].

Anti-Diabetic drugs:

Diabetes is a recognized comorbidity that is known to aggravate cardiac function as well

as cardiac morphology through multiple mechanisms including at cellular and molecular
levels [99-100]. Population based studies with HF trials show a prevalence of type 2 DM
among patients suffering from HF to be estimated around 12%-49% and a median
survival of 4 years [36], [101-103], so it is crucially important to investigate any anti-
diabetic drug that may have beneficial effects on both diabetes as well as CR

pathophysiology.

e SGLT-2 Inhibitors: A very promising and potential new drug with positive

results includes the sodium glucose linked co-transporter type 2 (SGLT2)
inhibitors. Several different studies suggest that this group is the only class of
glucose lowering agent to decrease the risk of cardiovascular events that result
from CR. One of these studies includes the research into the effect of SGLT2
inhibition on left ventricular remodeling in patients with heart failure and
diabetes mellitus (REFORM) study being conducted since 2015. The REFORM
trial is a randomized, double blinded, placebo controlled single-center study
conducted in order to compare the SGLT2 inhibitor effects to other anti-diabetic
drugs such as Metformin [104]. The beneficial effects are thought to be through
its mechanism of action, employing a novel mechanism to lower blood glucose
by preventing the reabsorption of glucose in the renal tubules and by
competitively blocking the SGLT2 receptors in the proximal convoluted tubules
and inhibition of sodium-hydrogen exchange in the kidneys leading to natriuresis,
hemo-concentration, and decreases in both body weight and blood pressure, all of
which act in synergistically to reduce cardiac wall stress and by that decreasing
cardiac injury [105]. Cardiac dysfunction is additionally prevented by inhibition
of sodium-hydrogen exchange in the heart failure, thus reducing intracellular
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calcium and cardiomyocyte injury and preventing the reabsorption of filtered
sodium and glucose, resulting in glycosuria and natriuresis [105-108]. An
important evidence of the benefits of SGLT2 inhibitors is the fact that they
function independently of insulin levels, pancreatic function and insulin
resistance which is a key feature that differentiates SGLT2 inhibitors from any
other anti-diabetic drug. The importance of this drug in this review paper
however does not specifically lie on its glycemic effects, but on its cardiac
functions effects, which is seen in the additional natriuretic effect and resultant
osmotic diuresis of SGLT2 inhibitors which could potentially be beneficial in
patients with cardiovascular disease, especially those with HF, thereby
distinguishing SGLT2-inhibitors from all the other oral anti-diabetic agents
[104], [106-108]. In experimental animal models it is evident that inhibition of
SGLT2 slows the development and propagation of cardiac hypertrophy as well as
cardiomyopathy [109-111]. It has been suggested that inhibition of the sodium-
hydrogen exchanger minimize cardiomyocyte injury and slows the evolution of
cardiac hypertrophy, fibrosis, remodeling, systolic dysfunction, and heart failure;
these advantages have been shown by a wide range of experimental animal
models [112-118]. It is important to mention that the beneficial effects of
empagliflozin on hospitalization for heart failure seem to appear rapidly in
EMPA-REG-OUTCOME (Empagliflozin Cardiovascular Outcome Event Trial in
Type 2 Diabetes Mellitus Patients) trial conducted in 2015 which was a
randomized, double-blind, placebo-controlled trial to examine the effect of once-
daily empagliflozin (at a dose of either 10 mg or 25 mg) against placebo on
cardiovascular events in adults with type 2 diabetes at high cardiovascular risk.
Patients were treated at 590 sites in 42 countries. The trial continued until an
adjudicated primary outcome event, being a composite of death from
cardiovascular causes that occurred, in at least 691 patients [119].The key
secondary outcome was a composite of the primary outcome including
hospitalization. Both the primary and secondary outcomes occurred in a
significantly lower percentage of patients in the empagliflozin group than in the

placebo group. It is important to mention that although the beneficial effects of
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empagliflozin on hospitalization for heart failure seem to appear rapidly in
EMPA-REG-OUTCOME, the effect of empagliflozin has never been
investigated in subjects with acute M1 with or without Type 2 DM, Therefore a
separate study is being done, known as the Impact of Empagliflozin on cardiac
function and biomarkers of heart failure in patients with acute Myocardial
infarction (EMMY) trial in process since 2019, with the sole purpose of
investigating the impact of empagliflozin on biomarkers (NT-proBNP) of HF
patients with MI with and without DM type 2 within 6 months post occurrence
[120].

Biguanide: As previously mentioned, Metformin, a biguanide, is the second anti-
diabetic drug that will be reviewed in this paper, solely due to the fact that it is
the first line therapy in DM type 2. To this date, no clinical study has been
carried out to investigate the effect of metformin on LV remodeling. The results
of the ongoing MET-REMODEL trial [121], a phase IV, randomized, placebo-
controlled trial, aimed at investigating the efficacy of metformin in reverting of
LV hypertrophy in patients with coronary artery disease and insulin resistance are
actively anticipated. In spite of the fact that studies in humans are currently
lacking, in animal models metformin shows potent anti-remodeling properties,
evidently through reduced interstitial fibrosis, reduced inflammation-related
myocardial damage, and seemingly restricting myocardial hypertrophy.
Metformin demonstrated a reduction in cardiac hypertrophy within animal
models, specifically in mice subjected to chronic pressure overload, partially
through AMPK-independent molecular pathways [122]. Metformin was also
shown to decrease cardiac fibrosis and suppress collagen synthesis in both a
mouse model of pressure overload-induced HF and a mouse model of oxidative
stress-induced ventricular hypertrophy, in which it can significantly impede the
overexpression of TGF-1 and FGF [123-124]. . Interestingly, also in a canine
model of tachycardia-induced HF, metformin reduced myocardial fibrosis
through reduced TGF-1 mRNA, and could prevent progression of HF as well
[125]. Nevertheless, in mice induced hypertrophy, metformin significantly

improved LV fractional shortening, reduced LV dilation, and was associated with
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a smaller increase in serum ANP [126]. This effect was observed in both wild-
type and AMPK-knockout animals, indicating that metformin can exert cardiac
protective effects through an AMPK-independent molecular pathway. Similar
beneficial effects have been proved also for long-term metformin administration
in rodent models of ischemic HF, wherein both short (4 weeks) [127] and long-
term (12 weeks) [128] metformin treatment after M1 significantly attenuated
cardiac remodeling and delayed the progression of ischemic cardiomyopathy and
HF. Moreover, in a model of spontaneously hypertensive insulin resistant rats, it
was demonstrated that 12 months-long metformin treatment was associated with
reduced echographically-assessed LV volumes and wall stress, as well as
histologically-proven perivascular fibrosis and cardiac lipid accumulation in an
AMPK-dependent mechanism. In the same study, metformin induced a marked
activation of endothelial NOS and vascular endothelial growth factor with
reduced TNF- expression, resulting in a significantly decreased myocyte
apoptosis.

Glucagon-like-peptide 1: GLP-1 agonists are anti-diabetic drugs for the use

against type 2-DM. GLP-1 is an intestinal hormone that exerts profound effects
in the regulation of glycemia, stimulating glucose-dependent insulin secretion,
pro-insulin gene expression, and B-cell proliferative with anti-apoptotic
properties. There is clear clinical evidence that may suggest GLP agonists are
effective in decreasing the incidence of major cardiovascular events [129-131].
While the molecular mechanisms underlying the cardio-protective effects of this
class of drugs have yet to be identified, there are preclinical studies that suggest
GLP1R agonists may also be beneficial when administered shortly after MI and
that the underlying mechanism might be due to the activation of mitophagy,
which is a type of selective autophagy [119]. DeNicola et al. conducted a study in
2014 showing that mice subjected to permanent coronary artery ligation and
administered daily injections of the anti-diabetic drug exendin-4 showed less
myocardial hypertrophy, reduced interstitial fibrosis, and increased survival due
to the normalization of cardiac steatosis and oxidative stress [133-136]. Qiao et

al. investigated in 2018 the possibility that the anti-diabetic drug Liraglutide
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would protect against cardiomyocyte death in the infarcted heart and found that
rats treated with Liraglutide for 4 weeks after an infarct showed a reduction in
cardiac fibrosis and apoptosis [137]. These results, however, contradict the earlier
finding by Kyhl et al. in 2017 where a similar liraglutide treatment in rats showed
no effect on adverse remodeling or cardiac function [138]. The most recent study
includes the Intermittent Use of a Short-Course Glucagon-like Peptide-1
Receptor Agonist Therapy study conducted in 2020, with the main purpose of
highlighting its attenuating effects on limitation of CR in the molecular level as
well as cellular levels [139]. This study used a short-course glucagon-like
peptide-1 receptor agonist therapy 2 known as quinoxalinamine, 6,7-dichloro-N-
(1,1-dimethylethyl)-3-(methylsulfonyl)-,6,7-dichloro-2-methylsulfonyl-3-N-tert-
butylaminoquinoxaline (DMB) on animal models, specifically mice. In order to
get acceptable and established reports, echocardiography and histology were used
in order to assess morphologically the LV remodeling and cardiac function. In
order to asses remodeling in the cellular level western blot was used for
autophagy and mitophagy markers. The findings in this study showed positive
and negative effects, on one hand a short-term intermittent administration of the
quinoxaline GLP-1 receptor agonist (DMB) after infarction attenuates adverse
remodeling and improves cardiac function; on the other hand DMB intensifies
autophagy, mitophagy, and mitochondrial biogenesis. In summary it was found
that DMB given post-infarction significantly reduced adverse LV remodeling and
hinder the decline of cardiac function with a paralleled increase in autophagy,

mitophagy and mitochondrial biogenesis [139].

Qiligiangxin (OLOX):

QLQX consists of 11 herbs, including ginseng, astragalus, aconite, semen lepidii, salvia,

safflower, alisma orientale, cassia twig, polygonatum, cortex periplocae, and tangerine

peel, which represents a traditional Chinese formula widely used to treat HF in China.

Despite its use, QLQX mechanism of action remains a mystery. Few studies have been

conducted to explore the direct role of QLQX on CR, despite the fact that many studies
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have been done which investigate the many different factors that induce the eventual CR.
QLQX has been reported to perform protective effects in heart failure patients in a
multicenter randomized double blind study [140]. Moreover, QLQX treatment was
shown to reduce myocardial apoptosis and cardiac fibrosis, therefore ameliorating cardiac
remodeling and improving cardiac function in a murine model of AMI [141]. A study by
Lin et al. conducted in 2015 investigated the metabolic effects of giligiangxin on
cardiomyocytes, specifically its effect on cardiac mitochondria for the sole purpose of
exploring new therapeutic strategies in order to improve and stabilize mitochondrial
function [142]. This is of great clinical importance since mitochondrial dysfunction was
shown to contribute to cardiomyopathy with various clinical manifestations, and impaired
mitochondrial homeostasis was also reported to lead to heart failure over time [143]. The
results of this study demonstrates that QLQX improves cardiomyocyte metabolism and
increases mitochondrial biogenesis which might contribute to its clinical therapeutic
effects on adverse CR and HF, hence directly influencing the progression of CR. This
study can be reinforced by multiple similar studies, such as Zhao et al. which conducted a
study in 2019 in animal models for the purpose of demonstrating QLQX ability and
efficiency to diminish oxidative stress dependent apoptosis in cardiomyocyte, which is a
known molecular factor as previously mention to produce CR. This study highlighted
very positive results, demonstrating not only an increase in cardiac function, but also a
marked lowering of oxidative stress with anti-apoptotic properties , all being major
elements in the development of CR [144]. Shen et al. study also indicated that QLQX
attenuates adverse CR after M1 in mice via activation of PPAR-y [145]. All data in
regards to QLQX appears to be extremely promising and calls for further advancement
into human clinical trials. This is demonstrated by Zhou et al. study conducted in 2020,
which investigated QLQX effect to reduce cardiomyocytes apoptosis and improved heart
function in infarcted animal models heart [146]. Mice were intragastrically treated with
QLQX (0.25 g/kg/d, QLQX group) or saline (saline group) for 4 weeks, with post-
surgical evaluation by echocardiography for morphological changes,
immunohistochemistry and western blot to investigate the results of efficiency and
efficacy of QLQX. Results were very promising, demonstrating that although survival

rates of saline group and QLQX-treated group were similar within the first 24 h,
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nevertheless, the mortality rate of saline group mortality was higher than QLQX group
over 28 days (37.5% for saline vs 22.5% for QLQX) a statistically significant difference.
Moreover, the cardiac function in the saline group was significantly worse than that in
QLQX group, specifically the LVEF. As previously mentioned myocardial apoptosis is a
major characteristic of ventricular remodeling post-MI, which was found to be
significantly decreased in the QLQX group as assessed when compared to saline group.
In order to examine the anti-apoptotic results, the ratio of Bax/Bcl-2 was measured,
which in normal setting shows a significant increase after MI. This was shown to be
reversed by QLQX. QLQX is a potential potent natural made medicine that could
alleviate and improve cardiac function and relieve mortality worldwide by reducing the
overall factors the progress to CR. This certainly can be proven if human trials are

implemented.

Nanoparticles:

Nanoparticle-based drug delivery systems are widely applied in biomedicine, owing to its
excellent physical, chemical and biological properties. Nanoparticles can be used as
delivery vehicles of small molecules, polypeptides to improve ventricular remodeling.
Nanoparticles refer to particles smaller than 200 nm, which given the inherent nanometer
size of cell’s biological components, can be considered as delivery vehicles of proteins,
nucleic acid and small molecules which may potentially provide sustained treatment in
damaged tissues. Several research demonstrate that nanoparticles packed with Nox2-
NADPHoxidase siRNA, IGF-1 or pitavastatin enhanced cardiac function post-MI [147-
149], suggesting the unlimited possibilities of nanoparticles in the treatment of
ventricular remodeling specifically, post-MI. Currently, the drugs used for the treatment
of heart failure only aim at its pathophysiological process, but do not target the cause.
Furthermore, the current available means of delivering cardio-protective drugs often miss
the deadline of reversible repair of cardiomyocytes and inevitably undergo a series of
remodeling processes. An important aspect of nanoparticles is its ability to achieve
controlled drug release by assembling a release system in response to internal stimuli
such as pH, which is seen in infarcted hearts under ischemic conditions. More
importantly, is the fact that nanotechnology-based drug delivery system can also be

applied to improve not only the biocompatibility, but also increase the precision of drug
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targeting and the level of drug accumulation in the desired area. Katsuki et al. utilized
Poly-lactic-co-glycolic acid (PLGA) as the carrier of Pitavastatin and tested its efficacy in
a MI model. They found intravenous treatment with PLGA-Pitavastatin nanoparticles
lowering post infarct ventricular remodeling by interfering with monocyte recruitment
and reducing monocyte: macrophage ratio accumulation in the heart [149]. Despite the
positive results behind nanotechnology and nanoparticles, not all drugs can be used in
these setting due to their size and structure. However, there are several proteins which
will be discussed in the following section that can be sustained by such system in order to
increasingly impair adverse remodeling and improve prognosis. Despite the beneficial
results, current research in this area is still limited to animal models and cell experiments
with no reliable clinical trials to support the hypothesis. More work is urgently needed to

achieve clinical transition of nanoparticles.

Proteins for ventricular remodeling:

Several proteins have been found to contribute in cardiac repair and attenuate adverse
remodeling with several studies demonstrating different proteins involved with cardio-
protective effects. Xiao et al found that VEGF promotes cardiac stem cell differentiation
into vascular endothelial cells [23]. IGF-1 is an additional protein that was shown by
Jackson et al to promote stem cell growth and differentiation [24]. Cerrada et al showed a
multifactorial effect of HIF-1a, specifically shown to promote cardiac function,
angiogenesis, cardiomyocyte proliferation and reduction of fibrotic tissue with no
induction of cardiac hypertrophy [25]. Despite the many positive results shown by
different studies, their effect is quite limited due to their short half-lives in vivo in their
free form. This however, may be resolved by using nanotechnology-based drug delivery
system as previously discussed. In fact, some of them have been nano-particulated for use
in the treatment of post infarct ventricular remodeling in animal experiments. For
example, injecting PLGA-IGF-1 nanoparticles into the myocardium of MI mice was
effective to narrow infarct size, prevent cardiomyocyte apoptosis and improve left
ventricle ejection fraction 3 weeks after the left coronary ligation surgery [148].
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Discussion:

The World Health Organization estimates that about 23 million people accounting for
12.8% of total deaths will die of cardiovascular disease each year by 2030 [4]. The
damage of heart function post CR and the consequent quality in many aspects of life has
become dramatically serious in public health care worldwide. It is because of this reason
that investigating, understanding and implementing newer medications for the treatment
and reversal of CR is utterly important. Despite the knowledge we have today of some
specific medications and their usefulness against CR, there is still much to be
accomplished in this topic, for it remains as one of the higher mortality pathologies
worldwide and a paramount public health problem as previously discussed. When
discussing CR it is important to mention that not only it is harmful health wise but it is
also an economic burden worldwide. The data suggests that cardiovascular diseases
alone and all that it encompasses, make up almost 50% of non-communicable diseases
deaths. It is estimated that by the year 2030 the total global cost of cardiovascular
diseases is set to increase from approximately US$863 billion in 2010 to a staggering
US$1.04 trillion as WHO data demonstrate [4]. Many different aspects of CR should be
looked upon for further examination, for the fact that different mechanisms are involved
in the rise of CR which involve molecular, cellular and interstitial changes that eventually
lead to adverse changes in LV size, shape and function after injury or stress [1]. As
shown in this review paper, CR and its reversal has different stages and different points
of treatment to improve the resultant symptoms and potentially relieve both the health
aspect and economic burden as well. Further research is needed to establish evidence in
the pharmacological field to identify correlations, patterns and relationship among
different data available to us by contextualizing different findings with previous theories
and researches, specifically for the causative agents as well as for the pathophysiological

features of CR, since there is quite a shortage of such clinical studies and human trial.

Conclusion:
The goal of this paper was to review the most important treatment being currently in use
for cardiac pathologies and their effects in the settings of CR. Despite the progress in
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recent years in regards to the therapy of cardiac diseases, CR remains associated with the
development and progression of ventricular dysfunction, arrhythmias and poor prognosis,
with mortality rates related to cardiac remodeling/dysfunction remaining high. Therefore,
the burden of CR persist high within the priorities of public health worldwide, hence,
understanding the pathophysiological mechanisms as well as the medicines direct/indirect
effect on such system involved in remodeling process is crucial and in desperate need of

additional human clinical trials and research is primordial.

References:

1. CohnJN, Ferrari R, Sharpe N (2000) Cardiac remodeling—concepts and clinical
implications: a consensus paper from an international forum on cardiac
remodeling. Behalf of an international forum on cardiac remodeling. J Am Coll
Cardiol 35:569-582

2. Khan MA, Hashim MJ, Mustafa H, Baniyas MY, Al Suwaidi SKBM, AlKatheeri
R, et al. Global epidemiology of ischemic heart disease: Results from the Global
Burden of disease study. Cureus. 2020;12(7):9349.

3. Garcia MJ, McNamara PM, Gordon T, Kannel WB. Morbidity and mortality in
diabetics in the Framingham population. Sixteen year follow up study. Diabetes
1974;23: 105-11

4. Gheorghe A, Griffiths U, Murphy A, Legido-Quigley H, Lamptey P, Perel P. The
economic burden of cardiovascular disease and hypertension in low- and middle-
income countries: a systematic review. BMC Public Health. 2018;18(1):975.

5. Zhao W, Zhao J, Rong J. Pharmacological modulation of cardiac remodeling after
myocardial infarction. Oxid Med Cell Longev. 2020;2020:8815349.

23



10.

11.

12.

13.

14.

St John Sutton M, Pfeffer MA, Moye L, Plappert T, Rouleau JL, Lamas G, et al.
Cardiovascular death and left ventricular remodeling two years after myocardial
infarction: baseline predictors and impact of long-term use of captopril:
information from the Survival and Ventricular Enlargement (SAVE) trial.
Circulation. 1997;96(10):3294-9.

Azevedo PS, Polegato BF, Minicucci MF, Paiva SAR, Zornoff LAM. Cardiac
remodeling: Concepts, clinical impact, pathophysiological mechanisms and
pharmacologic treatment. Arg Bras Cardiol. 2016;106(1):62-9.

Schirone L, Forte M, Palmerio S, Yee D, Nocella C, Angelini F, et al. A review of
the molecular mechanisms underlying the development and progression of cardiac
remodeling. Oxid Med Cell Longev. 2017;2017:3920195.

Yang J, Liu 'Y, Fan X, Li Z, Cheng Y. A pathway and network review on beta-
adrenoceptor signaling and beta blockers in cardiac remodeling. Heart Fail Rev.
2014;19(6):799-814.

Hoshikawa E, Matsumura Y, Kubo T, Okawa M, Yamasaki N, Kitaoka H, et al.
Effect of left ventricular reverse remodeling on long-term prognosis after therapy
with angiotensin-converting enzyme inhibitors or angiotensin 11 receptor blockers
and f3 blockers in patients with idiopathic dilated cardiomyopathy. Am J Cardiol.
2011;107(7):1065-70.

Bhatt AS, Ambrosy AP, Velazquez EJ. Adverse remodeling and reverse
remodeling after myocardial infarction. Curr Cardiol Rep. 2017;19(8):71.

von Lueder TG, Wang BH, Kompa AR, Huang L, Webb R, Jordaan P, et al.
Angiotensin receptor neprilysin inhibitor LCZ696 attenuates cardiac remodeling
and dysfunction after myocardial infarction by reducing cardiac fibrosis and
hypertrophy. Circ Heart Fail. 2015;8(1):71-8.

McMurray JJ, Packer M, Desai AS, Gong J, Lefkowitz MP, Rizkala AR, et al;
PARADIGM-HF Investigators and Committees. Angiotensin neprilysin inhibition
versus enalapril in heart failure. N Engl J Med. 2014;371(11):993-1004.

Ozaki Y, Imanishi T, Tanimoto T, Teraguchi I, Nishiguchi T, Orii M, et al. Effect
of direct renin inhibitor on left ventricular remodeling in patients with primary
acute myocardial infarction. Int Heart J. 2014;55(1):17-21.

24



15.

16.

17.

18.

19.

20.

21.

22.

Gradman AH, Schmieder RE, Lins RL, Nussberger J, Chiang Y, Bedigian MP.
Aliskiren, a novel orally effective renin inhibitor, provides dose-dependent
antihypertensive efficacy and placebo-like tolerability in hypertensive patients.
Circulation 2005;111:1012-1018.

Verdecchia P, Calvo C, Mo” ckel V, Keeling L, Satlin A. Safety and efficacy of
the oral direct renin inhibitor aliskiren in elderly patients with hypertension.
Blood Press 2007;16:381-391.

Oparil S, Yarows SA, Patel S, Fang H, Zhang J, Satlin A. Efficacy and safety of
combined use of aliskiren and valsartan in patients with hypertension: a
randomised,double-blind trial. Lancet 2007;370:221-229.

Chan AKY, Sanderson JE, Wang T, Lam W, Yip G, Wang M, et al. Aldosterone
receptor antagonism induces reverse remodeling when added to angiotensin
receptor blockade in chronic heart failure. J Am Coll Cardiol. 2007;50(7):591-6.
Edelmann F, Wachter R, Schmidt AG, Kraigher-Krainer E, Colantonio C, Kamke
W, et al. Effect of spironolactone on diastolic function and exercise capacity in
patients with heart failure with preserved ejection fraction: the Aldo-DHF
randomized controlled trial: The Aldo-DHF randomized controlled trial. JAMA.
2013;309(8):781-91.

Kasama S, Toyama T, Kumakura H, Takayama Y, Ichikawa S, Suzuki T, et al.
Effect of spironolactone on cardiac sympathetic nerve activity and left ventricular
remodeling in patients with dilated cardiomyopathy. J Am Coll Cardiol.
2003;41(4):574-81.

Cohen JB, Schrauben SJ, Zhao L, Basso MD, Cvijic ME, Li Z, et al. Clinical
phenogroups in heart failure with preserved ejection fraction: Detailed
phenotypes, prognosis, and response to spironolactone. JACC Heart Fail.
2020;8(3):172-84.

Maron MS, Chan RH, Kapur NK, Jaffe 1Z, McGraw AP, Kerur R, et al. Effect of
spironolactone on myocardial fibrosis and other clinical variables in patients with
hypertrophic cardiomyopathy. Am J Med. 2018;131(7):837-41.

25



23.

24,

25.

26.

217.

28.

29.

30.

31.

32.

Xiao N, Qi XY, Tang LN, Tan LL, Chen YQ, Zhao HM. VEGF promotes cardiac
stem cells differentiation into vascular endothelial cells via the PI3K/Akt
signaling pathway. Artif. Cells Nanomed. Biotechnol. 42(6), 400405 (2014).
Jackson R, Tilokee EL, LathamNet al. Paracrine engineering of human cardiac
stem cells with insulin-like growth factor 1 enhances myocardial repair. J. Am.
Heart Assoc. 4(9), e2104 (2015).

Cerrada I, Ruiz-Sauri A, Carrero R et al. Hypoxia-inducible factor 1 alpha
contributes to cardiac healing in mesenchymal stem cells-mediated cardiac repair.
Stem. Cells Dev. 22(3), 501-511 (2013).

Reis Filho JR de AR, Cardoso JN, Cardoso CM dos R, Pereira-Barretto AC.
Reverse cardiac remodeling: A marker of better prognosis in heart failure. Arq
Bras Cardiol. 2015;104(6):502—6.

Kramer DG, Trikalinos TA, Kent DM, Antonopoulos GV, Konstam MA, Udelson
JE. Quantitative evaluation of drug or device effects on ventricular remodeling as
predictors of therapeutic effects on mortality in patients with heart failure and
reduced ejection fraction: a meta-analytic approach. J Am Coll Cardiol.
2010;56(5):392-406.

Jia G, Hill MA, Sowers JR. Diabetic cardiomyopathy: An update of mechanisms
contributing to this clinical entity. Circ Res. 2018;122(4):624-38.

Aimo A, Gaggin HK, Barison A, Emdin M, Januzzi JL Jr. Imaging, biomarker,
and clinical predictors of cardiac remodeling in heart failure with reduced ejection
fraction. JACC Heart Fail. 2019;7(9):782-94.

Park SM, Kim YH, Ahn CM, Hong SJ, Lim DS, Shim WJ. Relationship between
ultrasonic tissue characterization and myocardial deformation for prediction of
left ventricular reverse remodeling in non-ischaemic dilated cardiomyopathy. Eur
J Echocardiogr 2011;12:887-94.

Barison A, Grigoratos C, Todiere G, Aquaro GD. Myocardial Interstitial
remodeling in non-ischaemic dilated cardiomyopathy: insights from
cardiovascular magnetic resonance. Heart Fail Rev 2015;20:731-49.

Khder Y, Shi V, McMurray JJV, Lefkowitz MP. Sacubitril/valsartan (LCZ696) in
heart failure. Handb Exp Pharmacol. 2017;243:133-65.

26



33.

34.

35.

36.

37.

38.

39.

40.

41.

Gu J, Noe A, Chandra P, Al-Fayoumi S, Ligueros-Saylan M, Sarangapani R, et al.
Pharmacokinetics and pharmacodynamics of LCZ696, a novel dual-acting
angiotensin receptor-neprilysin inhibitor (ARNI). J Clin Pharmacol.
2010;50(4):401-14.

Jhund PS, McMurray JJV. The neprilysin pathway in heart failure: a review and
guide on the use of sacubitril/valsartan. Heart. 2016;102(17):1342—7.

Motiwala SR, Szymonifka J, Belcher A, et al. Serial measurement of galectin-3 in
patients with chronic heart failure: results from the ProBNP Outpatient Tailored
Chronic Heart Failure Therapy (PROTECT) study. Eur J Heart Fail 2013;15:
1157-63.

Kramer DG, Trikalinos TA, Kent DM, Antonopoulos GV, Konstam MA, Udelson
JE. Quantitative evaluation of drug or device effects on ventricular remodeling as
predictors of therapeutic effects on mortality in patients with heart failure and
reduced ejection fraction: a meta-analytic approach. J Am Coll Cardiol.
2010;56:392-406.

Kakkar R, Lee RT. The IL-33/ST2 pathway: therapeutic target and novel
biomarker. Nat Rev Drugs Discov 2008;7:827-40.

Kortekaas KA, Hoogslag GE, de Boer RA, et al. Galectin-3 and left ventricular
reverse remodeling after surgical mitral valve repair. Eur J Heart Fail
2013;15:1011-8.

Motiwala SR, Szymonifka J, Belcher A, et al. Serial measurement of galectin-3 in
patients with chronic heart failure: results from the ProBNP Outpatient Tailored
Chronic Heart Failure Therapy (PROTECT) study. Eur J Heart Fail 2013;15:
1157-63.

Motiwala SR, Szymonifka J, Belcher A, et al. Measurement of novel biomarkers
to predict chronic heart failure outcomes and left ventricular remodeling. J
Cardiovasc Transl Res 2014;7: 250-61.

Ono K. microRNAs and cardiovascular remodeling. Adv Exp Med Biol
2015;888:197-213.

27



42.

43.

44,

45.

46.

47.

48.

49,

50.

51.

52.

Ibrahim NE, Rabideau DJ, Gaggin HK, et al. Circulating concentrations of orexin
A predict left ventricular myocardial remodeling. J Am Coll Cardiol
2016;68:2238-40.

Sanchis L, Andrea R, Falces C, et al. Prognosis of new-onset heart failure
outpatients and collagen biomarkers. Eur J Clin Investig 2015;45: 842-9.
Burchfield JS, Xie M, Hill JA. Pathological ventricular remodeling: mechanisms:
part 1 of 2. Circulation. 2013;128(4):388—400.

Garza MA, Wason EA, Zhang JQ. Cardiac remodeling and physical training post
myocardial infarction. World J Cardiol. 2015;7(2):52-64.

Pouleur H. Results of the treatment trial of the studies of left ventricular
dysfunction (SOLVD). The SOLVD Investigators. Am J Cardiol. 1992;70:135C—
136C.

Greenberg B, Quinones MA, Kaoilpillai C, et al. Effects of long term enalapril
therapy on cardiac structure and function in patients with left ventricular
dysfunction. Results of the SOLVD echocardiography substudy. Circulation.
1995;91: 2573-2581.

Doughty RN, Whalley GA, Walsh HA, Gamble GD, Lopez-Sendon J, Sharpe N,
CAPRICORN Echo Substudy Investigators. Effects of carvedilol on left
ventricular remodeling after acute myocardial infarction: the CAPRICORN Echo
Substudy. Circulation. 2004;109(2):201-6.

Francis GS, Cohn JN, Johnson G, Rector TS, Goldman S, Simon A. Plasma
norepinephrine, plasma renin activity, and congestive heart failure. Relations to
survival and the effects of therapy in V-HeFT Il. The V-HeFT VA Cooperative
Studies Group. Circulation. 1993;87(6 Suppl):V140-8.

Taddei S, Bortolotto L. Unraveling the pivotal role of bradykinin in ACE inhibitor
activity. Am J Cardiovasc Drugs. 2016;16(5):309-21.

Hornig B, Kohler C, Drexler H. Role of bradykinin in mediating vascular effects
of angiotensin-converting enzyme inhibitors in humans. Circulation.
1997;95(5):1115-8.

Yoshiyama M, Nakamura Y, Omura T, Izumi Y, Matsumoto R, Oda S, et al.

Angiotensin converting enzyme inhibitor prevents left ventricular remodelling

28



53.

54,

55.

56.

S7.

58.

59.

60.

61.

after myocardial infarction in angiotensin 11 type 1 receptor knockout mice. Heart.
2005;91(8):1080-5.

Barreras A, Gurk-Turner C. Angiotensin Il receptor blockers. Proc (Bayl Univ
Med Cent). 2003;16(1):123-6.

Burnier M, Brunner HR. Angiotensin Il receptor antagonists. Lancet.
2000;355(9204):637-45.

Kjeldsen SE, Strand A, Julius S, Okin PM. Mechanism of angiotensin |1 type 1
receptor blocker action in the regression of left ventricular hypertrophy. J Clin
Hypertens (Greenwich). 2006;8(7):487-92.

Swedberg K, Pfeffer M, Granger C, Held P, McMurray J, Ohlin G, et al.
Candesartan in heart failure--assessment of reduction in mortality and morbidity
(CHARM): rationale and design. Charm-Programme Investigators. J Card Fail.
1999;5(3):276-82.

Dickstein K, Kjekshus J. Effects of losartan and captopril on mortality and
morbidity in high-risk patients after acute myocardial infarction: the OPTIMAAL
randomised trial. Lancet. 2002;360(9335):752—-60.

Aimo A, Gaggin HK, Barison A, Emdin M, Januzzi JL Jr. Imaging, biomarker,
and clinical predictors of cardiac remodeling in heart failure with reduced ejection
fraction. JACC Heart Fail. 2019;7(9):782-94.

Wong M, Staszewsky L, Latini R, Barlera S, Volpi A, Chiang Y-T, et al.
Valsartan benefits left ventricular structure and function in heart failure: Val-
HeFT echocardiographic study. J Am Coll Cardiol. 2002;40(5):970-5.

Solomon SD, Shin SH, Shah A, Skali H, Desai A, Kober L, et al. Effect of the
direct renin inhibitor aliskiren on left ventricular remodelling following
myocardial infarction with systolic dysfunction. Eur Heart J. 2011;32(10):1227—
34.

McMurray JJ, Pitt B, Latini R, Maggioni AP, Solomon SD, Keefe DL, Ford J,
Verma A, Lewsey J. Aliskiren Observation of Heart Failure Treatment (ALOFT)
Investigators. Effects of the oral direct renin inhibitor aliskiren in patients with
symptomatic heart failure. Circ Heart Fail 2008;1:17-24.

29



62.

63.

64.

65.

66.

67.

68.

69.

70.

Westermann D, Riad A, Lettau O, Roks A, Savvatis K, Becher PM, et al. Renin
inhibition improves cardiac function and remodeling after myocardial infarction
independent of blood pressure. Hypertension. 2008;52(6):1068—75.

Yang N-I, Liao C-C, Hung M-J, Cherng W-J. Direct renin inhibitor attenuates left
ventricular remodeling in post-myocardial infarction heart failure mice. Acta
Cardiol Sin. 2013;29(2):160-7.

Gajarsa JJ, Kloner RA (2011) Left ventricular remodeling in the post-infarction
heart: a review of cellular, molecular mechanisms, and therapeutic modalities.
Heart Fail Rev 16:13-21

Yang J, Liu Y, Fan X, Li Z, Cheng Y. A pathway and network review on beta-
adrenoceptor signaling and beta blockers in cardiac remodeling. Heart Fail Rev.
2014;19(6):799-814.

Alderman EL, Bourassa MG, Cohen LS, Davis KB, Kaiser GG, Killip T, Mock
MB, Pettinger M, Robertson TL (1990) Ten-year follow-up of survival and
myocardial infarction in the randomized Coronary Artery Surgery Study
Circulation 82:1629-1646

9. Cleland JG, Freemantle N, Ball SG, Bonser RS, Camici P, Chattopadhyay S,
Dutka D, Eastaugh J, Hampton J, Large S, Norell MS, Pennell DJ, Pepper J,
Sanda S, Senior R, Smith D (2003) The Heart failure revascularization trial
(HEART): rationale, design and methodology. Eur J Heart Fail 5:295-303
Lechat P, Escolano S, Golmard JL, Lardoux H, Witchitz S, Henneman JA, et al.
Prognostic value of bisoprolol-induced hemodynamic effects in heart failure
during the Cardiac Insufficiency Blsoprolol Study (CIBIS). Circulation.
1997;96(7):2197-205.

Yoshitomi Y, Kojima S, Yano M, Sugi T, Matsumoto Y, Kuramochi M. Long-
term effects of bisoprolol compared with imidapril on left ventricular remodeling
after reperfusion in acute myocardial infarction: an angiographic study in patients
with maintained vessel patency. Am Heart J. 2000;140(6):E27.

Wright SC, Schellenberger U, Ji L, Wang H, Larrick JW (1997) Calmodulin-
dependent protein kinase Il mediates signal transduction in apoptosis. FASEB J
11:843-849

30



71.

72.

73.

74.

75.

76.

77,

78.

Watson PA, Reusch JE, McCune SA, Leinwand LA, Luckey SW, Konhilas JP,
Brown DA, Chicco AJ, Sparagna GC, Long CS, Moore RL (2007) Restoration of
CREB function is linked to completion and stabilization of adaptive cardiac
hypertrophy in response to exercise. Am J Physiol Heart Circ Physiol 293:H246—
H259

Colucci WS, Packer M, Bristow MR, Gilbert EM, Cohn JN, Fowler MB, et al.
Carvedilol inhibits clinical progression in patients with mild symptoms of heart
failure. US Carvedilol Heart Failure Study Group. Circulation.
1996;94(11):2800-6.

Basu S, Senior R, Raval U, van der Does R, Bruckner T, Lahiri A. Beneficial
effects of intravenous and oral carvedilol treatment in acute myocardial infarction.
A placebo-controlled, randomized trial: A placebo-controlled, randomized trial.
Circulation. 1997;96(1):183-91.

Lowes BD, Gill EA, Abraham WT, Larrain JR, Robertson AD, Bristow MR, et al.
Effects of carvedilol on left ventricular mass, chamber geometry, and mitral
regurgitation in chronic heart failure. Am J Cardiol. 1999;83(8):1201-5.

Prabhu SD, Wang G, Luo J, Gu Y, Ping P, Chandrasekar B (2003) Beta-
adrenergic Receptor blockade modulates Bcl-X(S) expression and reduces
apoptosis in failing myocardium. J Mol Cell Cardiol 35:483-493

Zhou X, Ma L, Habibi J, Whaley-Connell A, Hayden MR, Tilmon RD, Brown
AN, Kim JA, Demarco VG, Sowers JR (2010) Nebivolol improves diastolic
dysfunction and myocardial remodeling through reductions in oxidative stress in
the Zucker obese rat. Hypertension 55:880-888

Guo D, Kassiri Z, Basu R, Chow FL, Kandalam V, Damilano F, Liang W, Izumo
S, Hirsch E, Penninger JM, Backx PH, Oudit GY (2010) Loss of PI3Kgamma
enhances cCAMP-dependent MMP remodeling of the myocardial N-cadherin
adhesion complexes and extracellular matrix in response to early biomechanical
stress. Circ Res 107:1275-1289

Okumura N, Jhund PS, Gong J, Lefkowitz MP, Rizkala AR, Rouleau JL, et al.
Effects of sacubitril/valsartan in the PARADIGM-HF trial (Prospective
Comparison of ARNI with ACEI to Determine Impact on Global Mortality and

31



79.

80.

81.

82.

83.

84.

85.

86.

Morbidity in Heart Failure) according to background therapy. Circ Heart Fail.
2016;9(9).

McMurray JJ, Packer M, Desai AS et al (2014a) Baseline characteristics and
treatment of patients in prospective comparison of ARNI with ACEI to determine
impact on global mortality and morbidity in heart failure trial (PARADIGM-HF).
Eur J Heart Failure 16(7):817-825

McMurray J, Packer M, Desai A et al (2015) A putative placebo analysis of the
effects of LCZ696 on clinical outcomes in heart failure. Eur Heart J 36(7):434—
439

Miller WL, Phelps MA, Wood CM, Schellenberger U, Van Le A, Perichon R,
Jaffe AS (2011) Comparison of mass spectrometry and clinical assay
measurements of circulating fragments of B-type natriuretic peptide in patients
with chronic heart failure. Circ Heart Failure 4 (3):355-360

Desai AS, Claggett BL, Packer M, Zile MR, Rouleau JL, Swedberg K, et al.
Influence of sacubitril/valsartan (LCZ696) on 30-day readmission after heart
failure hospitalization. J Am Coll Cardiol. 2016;68(3):241-8.

Miller WL, Phelps MA, Wood CM, Schellenberger U, Van Le A, Perichon R,
Jaffe AS (2011) Comparison of mass spectrometry and clinical assay
measurements of circulating fragments of B-type natriuretic peptide in patients
with chronic heart failure. Circ Heart Failure 4 (3):355-360

Solomon SD, Zile M, Pieske B, VVoors A, Shah A, Kraigher-Krainer E, et al. The
angiotensin receptor neprilysin inhibitor LCZ696 in heart failure with preserved
ejection fraction: a phase 2 double-blind randomised controlled trial. Lancet.
2012;380(9851):1387-95.

Senni M, McMurray JJV, Wachter R et al (2016) Initiating sacubitril/valsartan
(LCZ696) in heart failure: results of TITRATION, a double-blind, randomized
comparison of two uptitration regimens. Eur J Heart Failure 18(9):1193-1202
Ge Q, Zhao L, Ren X-M, Ye P, Hu Z-Y. LCZ696, an angiotensin receptor-
neprilysin inhibitor, ameliorates diabetic cardiomyopathy by inhibiting
inflammation, oxidative stress and apoptosis. Exp Biol Med (Maywood).
2019;244(12):1028-39.

32



87.

88.

89.

90.

91.

92.

93.

94.

Dorenkamp M, Riad A, Stiehl S, Spillmann F, Westermann D, Du J, Pauschinger
M, Noutsias M, Adams V, Schultheiss HP, Tschope C. Protection against
oxidative stress in diabetic rats: role of angiotensin AT(1) receptor and beta 1-
adrenoceptor antagonism. Eur J Pharmacol 2005;520: 179-87

Westermann D, Van Linthout S, Dhayat S, Dhayat N, Schmidt A, Noutsias M,
Song XY, Spillmann F, Riad A, Schultheiss HP, Tschope C. Tumor necrosis
factor-alpha antagonism protects from myocardial inflammation and fibrosis in
experimental diabetic cardiomyopathy. Basic Res Cardiol 2007;102: 500—7

Pan Y, Wang Y, Zhao Y, Peng K, Li W, Wang Y, Zhang J, Zhou S, Liu Q, Li X,
Cai L, Liang G. Inhibition of JNK phosphorylation by a novel curcumin analog
prevents high glucose-induced inflammation and apoptosis in cardiomyocytes and
the development of diabetic cardio myopathy. Diabetes 2014;63: 3497-511
Suematsu Y, Miura S, Goto M, Matsuo Y, Arimura T, Kuwano T, Imaizumi S,
Iwata A, Yahiro E, Saku K. LCZ696, an angiotensin receptor-neprilysin inhibitor,
improves cardiac function with the atten uation of fibrosis in heart failure with
reduced ejection fraction in streptozotocin-induced diabetic mice. Eur J Heart Fail
2016;18: 386-93

Khullar M, Al-Shudiefat AA, Ludke A, Binepal G, Singal PK. Oxidative stress: a
key contributor to diabetic cardiomyopathy. Can J Physiol Pharmacol 2010;88:
233-40

Liang Q, Bueno OF,Wilkins BJ, Kuan CY, Xia Y, Molkentin JD. c-Jun N
Terminal kinases (JNK) antagonize cardiac growth through cross-talk with
calcineurin-NFAT signaling. EMBO J 2003;22 :5079-89

Suematsu Y, Jing W, Nunes A, Kashyap ML, Khazaeli M, Vaziri ND, Moradi H.
LCZ696 (Sacubitril/Valsartan), an angiotensin-receptor neprilysin inhibitor,
attenuates cardiac hypertrophy, fibrosis, and vasculopathy in a rat model of
chronic kidney disease. J Cardiac Fail 2018;24: 266—75

Qin W, Du N, Zhang L, Wu X, Hu Y, Li X, Shen N, Li Y, Yang B, Xu C, Fang Z,
Lu Y, Zhang Y, Du Z. Genistein alleviates pressure overload induced cardiac
dysfunction and interstitial fibrosis in mice. Br J Pharmacol 2015;172: 555972

33



95. Matsumura K, Fujji K, Oniki H, et al. Role of aldosterone in left ventricular
hypertrophy in hypertension. Am J Hypertens 2006;19: 13-8.

96. Borlaug BA, Paulus WJ. Heart failure with preserved ejection fraction:
pathophysiology, diagnosis, and treatment. Eur Heart J. 2011;32(6):670-679.

97. Edelmann F, Tomaschitz A, Wachter R, et al. Serum aldosterone and its
relationship to left ventricular structure and geometry in patients with preserved
left ventricular ejection fraction. Eur Heart J. 2012; 33(2):203-212.

98. Sanderson JE. New treatments for myocardial fibrosis. Cardiovascular Drugs
Ther 2002;16:181-2.

99. Petrie JR, Guzik TJ, Touyz RM. Diabetes, hypertension, and cardiovascular
disease: Clinical insights and vascular mechanisms. Can J Cardiol.
2018;34(5):575-84.

100. Chong VH, Singh J, Parry H, Saunders J, Chowdhury F, Mancini DM,
Lang CC. Management of non-cardiac comorbidities in chronic heart failure.
Cardiovasc Ther. 2015.

101. MacDonald MR, Petrie MC, Hawkins NM, Petrie JR, Fisher M, McKelvie
R, Aguilar D, Krum H, McMurray JJ. Diabetes, left ventricular systolic
dysfunction, and chronic heart failure. Eur Heart J. 2008;29:1224-40.

102. Kristensen SL, Preiss D, Jhund PS, Squire I, Cardoso JS, Merkely B,
Martinez F, Starling RC, Desai AS, Lefkowitz MP, et al. Risk related to pre-
diabetes mellitus and diabetes mellitus in heart failure with reduced ejection
fraction: insights from prospective comparison of arni with acei to determine
impact on global mortality and morbidity in heart failure trial. Circ Heart Fail.
2016;9:002560.

103. Cubbon RM, Adams B, Rajwani A, Mercer BN, Patel PA, Gherardi G,
Gale CP, Batin PD, Ajjan R, Kearney L, et al. Diabetes mellitus is associated with
adverse prognosis in chronic heart failure of ischaemic and non-ischaemic
aetiology. Diab Vasc Dis Res. 2013;10:330-6.

104. Singh JSS, Fathi A, Vickneson K, Mordi I, Mohan M, Houston JG, et al.

Research into the effect Of SGLT2 inhibition on left ventricular remodelling in

34



patients with heart failure and diabetes mellitus (REFORM) trial rationale and
design. Cardiovasc Diabetol. 2016;15(1):97.

105. Packer M, Anker SD, Butler J, Filippatos G, Zannad F. Effects of sodium-
glucose cotransporter 2 inhibitors for the treatment of patients with heart failure:
Proposal of a novel mechanism of action: Proposal of a novel mechanism of
action. JAMA Cardiol. 2017;2(9):1025-9.

106. Shubrook JH, Bokaie BB, Adkins SE. Empagliflozin in the treatment of
type 2 diabetes: evidence to date. Drug Des Devel Ther. 2015;9:5793-803.
107. Kalra S. Sodium glucose Co-transporter-2 (SGLT2) inhibitors: a review of

their basic and clinical pharmacology. Diabetes Ther. 2014;5:355-66.

108. Nauck MA. Update on developments with SGLT2 inhibitors in the
management of type 2 diabetes. Drug Des Devel Ther. 2014;8:1335-80.

109. JoubertM, Jagu B, Montaigne D, et al. The sodium-glucose cotransporter 2
inhibitor dapagliflozin prevents cardiomyopathy in a diabetic lipodystrophic
mouse model. Diabetes. 2017;66m (4):1030-1040.

110. Kusaka H, Koibuchi N, Hasegawa Y, Ogawa H, Kim-Mitsuyama S.
Empagliflozin lessened cardiac injury and reduced visceral adipocyte hypertrophy
in prediabetic rats with metabolic syndrome. Cardiovasc Diabetol.
2016;15(1):157.

111. Lee TM, Chang NC, Lin SZ. Dapagliflozin, a selective SGLT2 inhibitor,
attenuated cardiac fibrosis by regulating the macrophage polarization via STAT3
signaling in infarcted rat hearts. Free Radic Biol Med. 2017;104:298-310.

112. Baartscheer A, HardziyenkaM, Schumacher CA, et al. Chronic inhibition
of the Na+/H+-exchanger causes regression of hypertrophy, heart failure, and
ionic and electrophysiological remodelling. Br J Pharmacol. 2008;154(6):1266-
1275.

113. Baartscheer A, Schumacher CA, van Borren MM, et al. Chronic inhibition
of Na+/H+-exchanger attenuates cardiac hypertrophy and prevents cellular
remodeling in heart failure. Cardiovasc Res. 2005;65(1):83-92

114, Kili. A, Huang CX, Rajapurohitam V, Madwed JB, Karmazyn M. Early

and transient sodium-hydrogen exchanger isoform 1 inhibition attenuates

35



subsequent cardiac hypertrophy and heart failure following coronary artery
ligation. J Pharmacol Exp Ther. 2014;351(3):492-499.

115. Darmellah A, Baetz D, Prunier F, Tamareille S, Martin C, Feuvray D.
Enhanced activity of themyocardial Na+/H+ exchanger contributes to left
ventricular hypertrophy in the Goto-Kakizaki rat model of type 2 diabetes.
Diabetologia. 2007;50 (6):1335-1344.

116. Aker S, Snabaitis AK, Konietzka I, et al. Inhibition of the Na+/H+
exchanger attenuates the deterioration of ventricular function during pacing-
induced heart failure in rabbits. Cardiovasc Res. 2004;63(2):273-282.

117. Baartscheer A, Schumacher CA, van Borren MM, Belterman CN, Coronel
R, Fiolet JW. Increased Na+/H+-exchange activity is the cause of increased
[Na+]i and underlies disturbed calcium handling in the rabbit pressure and
volume overload heart failure model. Cardiovasc Res. 2003;57(4):1015-1024.

118. Kusumoto K, Haist JV, Karmazyn M. Na+/H+ exchange inhibition
reduces hypertrophy and heart failure after myocardial infarction in rats. Am J
Physiol Heart Circ Physiol. 2001;280(2):H738-H745.

119. Zinman B, Wanner C, Lachin JM, Fitchett D, Bluhmki E, Hantel S, et al.
Empagliflozin, cardiovascular outcomes, and mortality in type 2 diabetes. N Engl
J Med. 2015;373(22):2117-28.

120. Tripolt NJ, Kolesnik E, Pferschy PN, Verheyen N, Ablasser K, Sailer S, et
al. Impact of EMpagliflozin on cardiac function and biomarkers of heart failure in
patients with acute MYocardial infarction-The EMMY trial. Am Heart J.
2020;221:39-47.

121. Mohan, M, McSwiggan, S, Baig, F, Rutherford, L, Lang, CC. Metformin
and its effects on myocardial dimension and left ventricular hypertrophy in
normotensive patients with coronary heart disease (the MET-REMODEL study):
rationale and design of the MET-REMODEL study. Cardiovasc Ther 2015; 33:1-
8.

122. Zhang, CX, Pan, SN, Meng, RS, Peng, CQ, Xiong, ZJ, Chen, BL, et al.

Metformin attenuates ventricular hypertrophy by activating the AMP-activated

36



protein kinase-endothelial nitric oxide synthase pathway in rats. Clin Exp
Pharmacol Physiol 2011; 38:55-62.

123. Xiao, H, Ma, X, Feng, W, Fu, Y, Lu, Z, Xu, M, et al. Metformin
attenuates cardiac fibrosis by inhibiting the TGFbetal-Smad3 signalling pathway.
Cardiovasc Res 2010; 87:504-13.

124, Wang, XF, Zhang, JY, Li, L, Zhao, XY. Beneficial effects of metformin
on primary cardiomyocytes via activation of adenosine monophosphate-activated
protein kinase. Chin Med J (Engl) 2011; 124:1876-84.

125. Sasaki, H, Asanuma, H, Fujita, M, Takahama, H, Wakeno, M, lto, S, et al.
Metformin prevents progression of heart failure in dogs: role of AMP-activated
protein kinase. Circulation 2009; 119:2568-77.

126. Xu, X, Lu, Z, Fassett, J, Zhang, P, Hu, X, Liu, X, et al. Metformin protects
against systolic overload Induced heart failure independent of AMP-activated
protein kinase alpha2. Hypertension 2014; 63:723-8.

127. Wang, XF, Zhang, JY, Li, L, Zhao, XY, Tao, HL, Zhang, L. Metformin
improves cardiac function in rats via activation of AMP-activated protein kinase.
Clin Exp Pharmacol Physiol 2011; 38:94-101.

128. Yin, M, van der Horst, IC, van Melle, JP, Qian, C, van Gilst, WH, Sillje,
HH, et al. Metformin improves cardiac function in a nondiabetic rat model of
post-MI heart failure. Am J Physiol Heart Circ Physiol 2011; 301:H459-68.

129. Hernandez, A. F. et al. Albiglutide and cardiovascular outcomes in
patients with type 2 diabetes and cardiovascular disease (Harmony Outcomes): a
double-blind, randomised placebo-controlled trial. Lancet 392, 1519-1529

130. Marso, S. P. et al. Liraglutide and Cardiovascular Outcomes in Type 2
Diabetes. N. Engl. J. Med. 375, 311-322

131. Marso, S. P. et al. Semaglutide and Cardiovascular Outcomes in Patients
with Type 2 Diabetes. N. Engl. J. Med. 375, 1834-1844

132. Mizushima N, Komatsu M. Autophagy: renovation of cells and tissues.
Cell. 2011;147:728-41

37



133. DeNicola, M. et al. Stimulation of glucagon-like peptide-1 receptor
through exendin-4 preserves myocardial performance and prevents cardiac
remodeling in infarcted myocardium. Am. J. physiology.

134. Monji A, Mitsui T, Bando YK, Aoyama M, Shigeta T, Murohara T.
Glucagon-like peptide-1 receptor activation reverses cardiac remodeling via
normalizing cardiac steatosis and oxidative stress in type 2 diabetes. Am J Physiol
Heart Circ Physiol. 2013;305(3):H295-304.

135. Robinson E, Cassidy RS, Tate M, Zhao Y, Lockhart S, Calderwood D, et
al. Exendin-4 protects against post-myocardial infarction remodelling via specific
actions on inflammation and the extracellular matrix. Basic Res Cardiol.
2015;110(2):20.

136. DeNicola M, Du J, Wang Z, Yano N, Zhang L, Wang Y, et al. Stimulation
of glucagon-like peptide-1 receptor through exendin-4 preserves myocardial
performance and prevents cardiac remodeling in infarcted myocardium. Am J
Physiol Endocrinol Metab. 2014;307(8):E630-43.

137. Qiao, H. et al. Liraglutide repairs the infarcted heart: The role of the
SIRT1/Parkin/mitophagy pathway. Mol. Med. Rep. 17, 3722-3734,
138. Kyhl, K. et al. Lack of effect of prolonged treatment with liraglutide on

cardiac remodeling in rats after acute myocardial infarction. Peptides 93, 1-12

139. Endocrinol. Metab. 307, E630-643 Germano J de F, Huang C, Sin J,
Song Y, Tucker KC, Taylor DJR, et al. Intermittent use of a short-course
glucagon-like peptide-1 receptor agonist therapy limits adverse cardiac
remodeling via Parkin-dependent mitochondrial turnover. Sci Rep.
2020;10(1):8284.

140. Li X, Zhang J, Huang J, Ma A, Yang J, Li W, Wu Z, Yao C, Zhang Y,
Yao W, Zhang B, Gao R, Efficacy, Safety of Qili Qiangxin Capsules for Chronic
Heart Failure Study G: A multicenter, randomized, double-blind, parallel group,
placebo-controlled study of the effects of qili giangxin capsules in patients with
chronic heart failure. J Am Coll Cardiol 2013;62:1065-1072.

141. Tao L, Shen S, Fu S, Fang H, Wang X, Das S, Sluijter JP, Rosenzweig A,
Zhou Y, Kong X, Xiao J, Li X: Traditional Chinese medication giligiangxin

38



attenuates cardiac remodeling after acute myocardial infarction in mice. Sci Rep
2015;5:8374.

142. Lin S, Wu X, Tao L, Bei Y, Zhang H, Zhou Y, et al. The metabolic effects
of traditional Chinese medication Qiligiangxin on H9C2 cardiomyocytes. Cell
Physiol Biochem. 2015;37(6):2246-56.

143. Lauritzen KH, Kleppa L, Aronsen JM, Eide L, Carlsen H, Haugen OP,
Sjaastad I, Klungland A, Rasmussen LJ, Attramadal H, Storm-Mathisen J,
Bergersen LH: Impaired dynamics and function of mitochondria caused by mtdna
toxicity leads to heart failure. Am J Physiol Heart Circ Physiol 2015;309:H434-
449,

144. Zhao Q, Li H, Chang L, Wei C, Yin Y, Bei H, et al. Qiligiangxin
attenuates oxidative stress-induced mitochondrion-dependent apoptosis in
cardiomyocytes via PI3K/AKT/GSK3 signaling pathway. Biol Pharm Bull.
2019;42(8):1310-21.

145. Shen S, Jiang H, Bei Y, Zhang J, Zhang H, Zhu H, Zhang C, Yao W, Wei
C, Shang H, et al. Qiligiangxin Attenuates Adverse Cardiac Remodeling after
Myocardial Infarction in Ovariectomized Mice via Activation of PPARgamma.
Cell Physiol Biochem. 2017;42:876-88.

146. Zhou J, Wang Z, He Y, Luo X, Zhang W, Yu L, et al. Qiligiangxin
reduced cardiomyocytes apotosis and improved heart function in infarcted heart
through Pink1/Parkin -mediated mitochondrial autophagy. BMC Complement
Med Ther. 2020;20(1):203.

147. Somasuntharam |, Boopathy AV, Khan RS et al. Delivery of Nox2-
NADPH oxidase siRNA with polyketal nanoparticles for improving cardiac
function following myocardial infarction. Biomaterials 34(31), 7790 7798

148. Chang M, Yang Y, Chang C et al. Functionalized nanoparticles provide
early cardioprotection after acute myocardial infarction. J. Control. Release
170(2), 287-294

149. Mao Y, Koga JI, Tokutome M et al. Nanoparticle-mediated delivery of

pitavastatin to monocytes/macrophages inhibits left ventricular remodeling after

39



acute myocardial infarction by inhibiting monocyte-mediated inflammation. Int.
Heart J. 58(4), 615-623 (2017)

40



