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Introduction
The intricate relationship between the heart and the kid-
neys, known as the Cardiorenal Axis, has gained signifi-
cant attention in recent years. As patients increasingly 
survive acute and chronic heart and kidney diseases, 
understanding the interplay between these vital organs 
becomes crucial [1, 2].

One illustrative example of the cardiorenal axis’ role 
in coordinating cardiac and renal function is the renin-
angiotensin-aldosterone system (RAAS), which regulates 
blood pressure and fluid-electrolyte balance [3]. Upon 
the detection of a decline in arterial blood pressure by 
baroreceptors in the carotid sinus, there is an increase 
in the secretion of renin, which facilitates the conversion 
of angiotensinogen generated in the liver to angiotensin 
I. This angiotensin I is subsequently transformed into 

Cell Communication 
and Signaling

*Correspondence:
Rubén Zapata-Pérez
rzapata@ucam.edu
Rubén Rabadán-Ros
rrabadan@ucam.edu
1Group of Metabolism and Genetic Regulation of Disease, UCAM HiTech 
Sport & Health Innovation Hub, Universidad Católica de Murcia, 30107 
Guadalupe de Maciascoque, Murcia, Spain
2Laboratori Experimental de Nefrologia i Trasplantament (LENIT), Institut 
d’Investigacions Biomèdiques August Pi i Sunyer (IDIBAPS), Casanova 143 
CRB CELLEX sector 2B, Barcelona 08036, Spain
3Red de Investigación Cooperativa Orientada a Resultados en Salud 
(RICORS 2040), Madrid, Spain

Abstract
Cardiorenal diseases represent a complex interplay between heart failure and renal dysfunction, being clinically 
classified as cardiorenal syndromes (CRS). Recently, the contributions of altered nicotinamide adenine dinucleotide 
(NAD+) metabolism, through deficient NAD+ synthesis and/or elevated consumption, have proved to be decisive in 
the onset and progress of cardiorenal disease. NAD+ is a pivotal coenzyme in cellular metabolism, being significant 
in various signaling pathways, such as energy metabolism, DNA damage repair, gene expression, and stress 
response. Convincing evidence suggests that strategies designed to boost cellular NAD+ levels are a promising 
therapeutic option to address cardiovascular and renal disorders. Here, we review and discuss the implications 
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angiotensin II by the angiotensin-I-converting enzyme. 
Finally, angiotensin II exerts its hypertensive action by 
stimulating sympathetic activity and arteriolar vasocon-
striction, but also its electrolyte-preserving function by 
inducing tubular electrolyte reabsorption in the kidneys 
[4].

Cardiorenal diseases can be clinically classified into 
cardiorenal syndromes (CRS), being characterized by 
concurrent heart and kidney dysfunction, and organized 
in five CRS subtypes, according to the duration of the 
disease (acute or chronic) and the organ that originated 
the disorder (heart or kidneys) [5–8].

CRS have been associated with depletion nicotinamide 
adenine dinucleotide (NAD+), a central coenzyme in cel-
lular metabolism, as it shuttles electrons during redox 
reactions, participates in over 500 enzymatic processes, 
and is critical in several signaling pathways (energy 
metabolism, DNA damage repair, gene expression, and 
stress response) [9, 10]. This diversity of functions is the 
reason why a decrease in the bioavailability of NAD+ is a 
major contributing factor in a number of human patho-
logical conditions related to neurodegenerative disorders, 
metabolic diseases and age-related complications [11]. 
NAD+ depletion is observed in several cardiovascular 
pathologies, including myocardial ischemia-reperfusion 
injury (IRI), cardiomyopathy, heart failure (HF), and ath-
erosclerosis, but also in the context of renal disease, espe-
cially in acute (AKI) and chronic renal disease (CKD) [12, 
13]. The relationship between NAD+ level depletion and 
cardiorenal diseases makes NAD+ a promising therapeu-
tic target, as studies show that administration of NAD+ 
precursors, such as nicotinic acid (NA), nicotinamide 
(NAM), nicotinamide riboside (NR), and nicotinamide 

mononucleotide (NMN), effectively raises intracellu-
lar NAD+ levels, providing protection from cardiorenal 
inflammation, oxidative stress, and organ injury, there-
fore proving beneficial in the treatment of cardiorenal 
diseases of various natures [12, 14, 15].

Administration of NAD+ precursors is not the only 
NAD+ enhancing strategy known to efficiently increase 
NAD+ levels. Other strategies designed to restore NAD+ 
levels in human disease are focused on the modulation 
of enzymes involved in NAD+ homeostasis, either via 
amplification of NAD+ synthesis through the de novo, 
Preiss-Handler or salvage pathways, or blockade of NAD+ 
consumption by the three main families of NAD+-con-
suming enzymes: sirtuins, poly(ADP-ribose) polymerases 
(PARPs), and cyclic ADP(cADP)-ribose synthases [16–
18]. Some of these NAD+ boosting therapeutic strategies 
have already been under research for more than 20 years, 
as is the case of NR, which was presented in 2004 as a 
new NAD+ precursor [19], while others have only been 
slightly studied due to their recent discovery, as happens 
with the reduced versions of the precursors NR (NRH) 
and NMN (NMNH) [20–23].

This review provides the most updated information 
on the potential therapeutic effects of NAD+ enhanc-
ers in the cardiorenal axis, in both preclinical and clini-
cal settings. In particular, we focus on the role of NAD+ 
augmentation strategies based on the use of NAD+ pre-
cursors, PARP inhibitors (PARPi), sirtuin activators, and 
other alternative strategies, such as cADP-ribose syn-
thase inhibition or nicotinamide phosphoribosyltransfer-
ase (NAMPT) activation (Fig. 1).

Fig. 1 Pathophysiological NAD+ depletion by cardiorenal syndromes and recovery through NAD+ boosting strategies
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The cardiorenal syndrome
The heart and kidneys are physiologically interrelated. 
They are also strongly connected in pathological condi-
tions, in a phenomenon referred to as cardiorenal syn-
dromes (CRS) (Fig.  2) [8]. According to the consensus 
conference held in 2008 by the Acute Dialysis Quality 
Initiative, CRS are classified into five subtypes [24].

CRS Type I
In CRS type I, also known as acute cardiorenal, an acute 
worsening of heart function leads to acute kidney failure. 
CRS type I commonly occurs in the setting of an acute 
cardiac disease, such as acute decompensated heart 
failure (ADHF), after an ischemic (acute coronary syn-
drome, cardiac surgery complications) or non-ischemic 
heart disease (valvular disease, pulmonary embolism) 
[6]. The incidence of CRS type I is high, accounting for 

around 16% of all hospitalized AKI patients [25]. The 
presence of ADHF in CRS type I leads to a decreased 
renal arterial flow, and a consequent reduction in the glo-
merular filtration rate [26]. However, non-hemodynamic 
mechanisms have also been proposed as sources of CRS 
type I, including sympathetic nervous system (SNS) and 
RAAS activation, chronic inflammation, and an imbal-
ance in the proportion of reactive oxygen species (ROS)/
nitric oxide (NO) production [5].

CRS type II
CRS type II, also known as chronic cardiorenal, is caused 
by chronic abnormalities in heart function that lead to 
kidney injury or dysfunction. In this case, chronic heart 
failure (CHF), a pathological condition in which the heart 
is unable to effectively exert its pumping function, leads 
to a progressive worsening of the renal function [27]. It 

Fig. 2 Classification of cardiorenal syndromes (CRS) and biomarkers with clinical significance. AKI: acute kidney injury; BNP: B-type natriuretic peptide; 
CHF: chronic heart failure; CKD: chronic kidney disease; CRP: C-reactive protein; CysC: cystatin C; HF: Heart failure; IL-18: interleukin 18; KIM-1: kidney injury 
molecule 1; MPO: myeloperoxidase; NGAL: neutrophil gelatinase-associated lipocalin; NT-proBNP: N-terminal pro B-type natriuretic peptide; ST2: suppres-
sor of tumorigenicity-2
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is estimated that between 20% and 57% of CHF patients 
present renal failure, which is associated with a poor 
prognosis and a high risk of re-admission [28]. An exam-
ple of type II CRS is provided by cyanotic nephropathy, 
a disease that occurs in patients with congenital heart 
disease, in which heart disease clearly precedes the onset 
or progression of CKD [29]. Many pathophysiological 
mechanisms have been proposed as causes of type II 
CRS, such as neuro-hormonal activation, renal hypoper-
fusion and venous congestion, inflammation, atheroscle-
rosis, and oxidative stress [30].

CRS type III
CRS type III, also known as acute renocardiac, occurs 
when AKI contributes to the development of acute car-
diac injury, by directly or indirectly producing an acute 
cardiac event. Many acute renal diseases can be associ-
ated with this type of syndrome, such as ischemic AKI, 
nephrotoxic injury, sepsis-associated AKI, etc [31]. 
Although the association between AKI and cardiac dis-
ease is clear [32–34], further prospective studies are 
needed to understand the incidence of CRS type III, as 
AKI can affect the heart through direct or indirect mech-
anisms. Direct mechanisms strongly rely on inflamma-
tion since, during IRI, inflammation and apoptosis are 
induced, leading to tissue damage and organ dysfunction. 
Therefore, cardiac myocyte apoptosis and inflammatory 
neutrophil infiltration can be considered two of the most 
important contributors to the pathophysiology of heart 
failure during AKI [35]. On the other hand, AKI can 
cause significant physiological derangement, including 
oliguria, electrolyte imbalance, acidemia and accumula-
tion of uremic toxins, which may result in lung, brain, 
and liver dysfunction [36, 37]. These indirect effects can 
also affect the heart, as well as activate the SNS and the 
RAAS, causing cardiomyocyte apoptosis [38].

CRS type IV
In CRS type IV, also known as chronic renocardiac, CKD 
contributes to chronic heart injury, disease and/or dys-
function. Patients with CKD stage 1–3 present 25–100 
times higher risk for cardiovascular events than for other 
renal events [39], heart failure being the most common 
cardiac manifestation in CKD patients, with a preva-
lence of almost 28% [40]. It has been demonstrated that 
inflammation enhances cardiovascular risk and mortality 
in hemodialysis patients, which furthers the progression 
of renal parenchyma fibrosis and glomerular sclerosis, 
declining renal function [41]. These situations in CKD 
patients can cause endothelial dysfunction, arterial stiff-
ness, and smooth muscle cell proliferation, which may 
result in CRS type IV [42].

CRS type V
CRS type V, also known as secondary cardiorenal, occurs 
when cardiac and renal injury are simultaneously pres-
ent, instead of one preceding the other. In this case, the 
underlying cause for CRS type V onset is a systemic dis-
ease, in which the heart and kidneys are involved second-
arily. Therefore, pathophysiology in CRS type V depends 
on the underlying disease [7]. Type V CRS can be caused 
by many systemic pathophysiological conditions, such as 
sepsis, connective tissue disorders, and drug abuse in the 
case of acute CRS type V, and diabetes, hypertension, and 
tuberculosis in chronic CRS type V [43].

CRS biomarkers
In cardiorenal syndromes, biomarkers play a crucial role 
in diagnosis, risk prediction and prognosis in patients. 
Some biomarkers reflect on hemodynamic changes, oth-
ers determine organ damage and/or dysfunction, and 
others may reflect oxidative stress-induced cell dam-
age [2]. CRS biomarkers can be heart- or kidney-spe-
cific. During HF, cardiomyocytes increase their release 
of natriuretic peptides (NPs), including B-type natri-
uretic peptide (BNP) and N-terminal pro B-type natri-
uretic peptide (NT-proBNP), aiming to maintain cardiac 
homeostasis. This makes NP strong biomarkers of acute 
heart injury, leading to their use in the context of many 
types of CRS [44]. Other cardiac biomarkers, such as 
myeloperoxidase (MPO) [45], the suppressor of tumori-
genicity-2 (ST2) [46], and C-reactive protein (CRP) [47] 
are linked to inflammation, which is paramount for the 
onset of acute and chronic heart failure [48].

Some cardiac biomarkers can also be used as renal 
biomarkers for CRS, such as neutrophil gelatinase-asso-
ciated lipocalin (NGAL) and kidney injury molecule 1 
(KIM-1) [49], although several kidney-specific biomark-
ers have been determined. One of the most important 
elements for studying renal function is the estimated 
glomerular filtration rate (eGFR) [50], as injured kidneys 
would have it decreased. Serum creatinine (sCr) [51], 
cystatin C (CysC), and blood urea nitrogen (BUN) are 
directly related to the eGFR and can also be used as renal 
biomarkers [52]. Neutrophil gelatinase-associated lipo-
calin (NGAL) and interleukin 18 (IL-18) could be consid-
ered as inflammation-dependent renal biomarkers, the 
latter found increased after IRI [53, 54].

NAD+ metabolism
NAD+ biosynthesis
NAD+ homeostasis is achieved by a fine balance between 
its biosynthesis and consumption (Fig.  3). NAD+ can 
be generated through three pathways, namely, de novo, 
Preiss-Handler, and salvage pathways, being synthesized 
from tryptophan, NA, and NAM, NMN(H) and NR(H), 
respectively [55].
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Via de novo synthesis, the essential amino acid 
L-tryptophan suffers a first and rate-limiting oxida-
tion reaction to N-formyl-L-kynurenine by either the 
tryptophan 2,3-dioxygenase (TDO) or the indoleamine 
2,3-dioxygenase (IDO). Although both enzymes cata-
lyze the same reaction, TDO is primarily found in the 
liver, whereas IDO is widely distributed in various other 
tissues. Subsequently, N-formyl-L-kynurenine goes 
through four different consecutive enzymatic reactions 
to form the intermediate α-amino-β-carboxymuconate-
ε-semialdehyde (ACMS). These reactions include (1) 
hydrolysis by an arylformamidase (AFMID), (2) hydrox-
ylation by the kynurenine 3-monooxygenase (KMO), 
(3) hydrolysis by the kynureninase (KYNU), and (4) 

deoxygenation by the 3-hydroxyanthranilic acid oxygen-
ase (HAAO). The ACMS intermediate is highly unstable 
and can be completely oxidized to CO2 and water by the 
α-amino-β-carboxymuconate-ε-semialdehyde decar-
boxylase (ACMSD), or spontaneously cyclized to quino-
linate. Subsequently, quinolinate goes through enzymatic 
phosphoribosylation to form nicotinic acid mononucleo-
tide (NaMN) by the quinolinate phosphoribosyltransfer-
ase (QPRT), this reaction being considered as the second 
rate-limiting step in this route. NaMN is then converted 
to nicotinic acid adenine dinucleotide (NaAD) by the 
nicotinamide mononucleotide adenylyltransferases 
(NMNATs). Finally, NaAD is converted into NAD+ by a 

Fig. 3 NAD+ biosynthesis and consumption. 2-PY: N-methyl-2-pyridone-5-carboxamide; 4-PY: N-methyl-4-pyridone-3-carboxamide; ACMS: α-amino-β-
carboxymuconate-ε-semialdehyde; ACMSD: α-amino-β-carboxymuconate-ε-semialdehyde decarboxylase; AFMID: arylformamidase; AOX: aldehyde oxi-
dase; HAAO: 3-hydroxyanthranilic acid oxygenase; IDO: indoleamine 2,3-dioxygenase; KMO: kynurenine 3-monooxygenase; KYNU: kynureninase; MeNAM: 
methyl nicotinamide; NA: nicotinic acid; NaAD: nicotinic acid adenine dinucleotide; NAM: nicotinamide; NaMN: nicotinic acid mononucleotide; NAMPT: 
nicotinamide phosphoribosyltransferase; NAPRT1: nicotinic acid phosphoribosyltransferase 1; NMN: nicotinamide mononucleotide; NMNATs: nicotin-
amide mononucleotide adenylyltransferases; NMNT: nicotinamide N-methyltransferase; PARPs: poly(ADP-ribose) polymerases; PRPP: phosphoribosyl py-
rophosphate; QPRT: quinolinate phosphoribosyltransferase; TDO: tryptophan 2,3-dioxygenase
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glutamine-dependent ligation reaction catalyzed by the 
NAD+ synthetase [11, 16, 56].

Even though NAD+ can be synthetized by the amino 
acid L-tryptophan, the main source of intracellular NAD+ 
comes from alternative synthesis routes, such as the 
Preiss-Handler or the salvage pathways, which allow the 
production of NAD+ from different metabolic precur-
sors. The Preiss-Handler pathway relies on the enzyme 
nicotinate phosphoribosyltransferase domain-containing 
protein 1 (NAPRT1), which catalyzes the transfer of a 
phosphoribosyl group from a molecule of phosphoribo-
syl pyrophosphate (PRPP) to nicotinic acid (NA), forming 
the intermediate NaMN and consuming one ATP mole-
cule in the process. NaMN can then be incorporated into 
the de novo synthesis pathway and continue to the forma-
tion of NAD+ [57, 58].

Alternatively, in the salvage pathway, nicotinamide 
(NAM), nicotinamide mononucleotide (NMN) or nico-
tinamide riboside (NR) are converted into NAD+ in a 
series of specific reactions. On one hand, NAM can be 
ribosylated to NMN by the nicotinamide phosphoribo-
syltransferase (NAMPT) enzyme. On the other hand, 
NR can be phosphorylated into NMN by nicotinamide 
riboside kinases (NRKs). Both reactions converge in the 
intermediate NMN, which can be finally condensed with 
AMP to form NAD+ by the NMNATs, which are shared 
enzymes with the de novo synthesis pathway [10, 59, 60].

NAD+-consuming enzymes
Besides its role as a coenzyme, NAD+ has been found to 
act as an indispensable substrate for certain enzymatic 
reactions. In these reactions, NAD+ loses its ADP-ribose 
(ADPR) moiety. Four mammalian NAD+-consuming 
enzymes have been found: sirtuins, PARPs, cADPR syn-
thases, and sterile alpha Toll/interleukin receptor (TIR)-
motif-containing protein 1 (SARM1) [61–64]. However, 
given that the implication of SARM1 in the cardiorenal 
axis is still unclear, this review will only focus on the 
remaining three NAD+-consuming protein families.

Sirtuins
Sirtuins are class III NAD+-dependent histone deacety-
lases that consume one molecule of NAD+ for each 
deacetylation reaction [65]. To date, seven sirtuins have 
been found in mammals, namely SIRT1-7. Mammalian 
sirtuins are ubiquitously expressed and share a conserved 
catalytic NAD+-binding core domain, but can catalyze 
various enzymatic reactions: deacetylation, ADP-ribose 
transfer, desuccinylation, demalonylation, and deglutary-
lation [66–68].

Sirtuins 1, 2, 3, 5 and 7 present deacetylase activity 
[69–73], while sirtuin 4 acts as an ADP-ribosyl-transfer-
ase [74], and sirtuin 6 can catalyze both reactions [75]. 
Additionally, SIRT5 is also able to act as a desuccinylase, 

demalonylase and deglutarylase [76]. Even when they 
share enzymatic activities within the protein family, due 
to their different subcellular locations they act on dif-
ferent substrates, therefore being involved in distinct 
cellular functions. While SIRT6 and SIRT7 are nuclear 
proteins [77], SIRT3, SIRT4 and SIRT5 are mitochondrial 
sirtuins [78], with SIRT1 being able to shift between the 
cytoplasm and the nucleus due to different stimuli, such 
as oxidative stress and DNA damage [79, 80]. Finally, 
SIRT2 is primarily located in the cytoplasm, although it 
can migrate to the nucleus during mitosis [81].

Sirtuins have been found to be involved in many 
human cellular processes, such as inflammation, metabo-
lism, oxidative stress, and cell death [82–90]. Their impli-
cation in such a wide diversity of biochemical processes 
is reflected in their relationship with a plethora of human 
pathologies, such as cancer, and cardiovascular, respi-
ratory, and neurodegenerative diseases, among others 
[91–98].

PARPs
PARPs are a family of proteins, 17 in humans, with wide-
spread functions that are vital for cellular maintenance. 
These multidomain enzymes share the same catalytic 
domain between them, as well as presenting structural 
homology with other ADP-ribosyl transferases [99]. 
PARPs bind NAD+ and cleave it into NAM, transferring 
its ADP-ribose group to other proteins (PARylation) or to 
themselves (auto-PARylation) [100].

PARP1 is the most important PARP protein in its fam-
ily, comprising over 85% of the stimulated and basal 
PARP activity, leaving the contribution of other PARPs 
negligible [101]. PARPs’ crucial function for cellular 
homeostasis relies on their capacity to detect DNA dam-
age and bind to it via its DNA-binding domain. PARPs 
then transfer poly(ADP-ribose) groups to acceptor pro-
teins and recruit other repair proteins, such as X-ray 
repair cross-complementing protein 1 (XRCC1) or Ku70, 
to the damaged DNA sites [102, 103]. In cases of extreme 
DNA damage, for example due to ischemic injury, PARP1 
hyperactivation leads to NAD+ and ATP depletion, 
resulting in cell death by necrosis or apoptosis [104–106]. 
PARPs also present alternative roles, as they are also 
involved in the regulation of the expression of various 
proteins implicated in inflammation, such as interleukin 
1β (IL-1β), tumor necrosis factor α (TNF-α), and mono-
cyte chemotactic protein 1 (MCP-1) [107, 108].

cADPR synthases
cADP-ribose synthases, also known as lymphocyte 
antigens CD38 and its homologue CD157, are cell 
surface ectoenzymes involved in NAD+ metabolism 
[109–112]. These enzymes use NAD+ as a substrate to 
generate cADPR, a cellular second messenger for calcium 
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signaling [113]. The main protein in this family, CD38, 
acts as a cADP-ribose hydrolase, catalyzing the hydroly-
sis of NAD+ into cADPR and nicotinic acid adenine dinu-
cleotide phosphate (NaADP) [114].

The stoichiometry of cADP-ribose synthases requires 
around 100 molecules of NAD+ per cADPR generated 
[115], making these enzymes major regulators of NAD+ 
levels [116]. This is one of the reasons why cADP-ribose 
synthase inhibitors, such as the CD38 inhibitor 78c, have 
been proposed as treatment for conditions which natu-
rally cause NAD+-level decrease [117, 118]. Treatment 
with CD38 inhibitors has demonstrated to decrease 
inflammation [119, 120], as cADPR stimulates calcium 
release into the cytoplasm which, along with the reactive 
oxygen species generated by the cADP-ribose synthase, 
triggers the formation of the NLRP3 inflammasome [121, 
122].

NAD+ in the cardiorenal axis
NAD+ in the heart
NAD+ plays an essential role in nutrient metabolism, as it 
acts as a shuttle for the transfer of electrons and protons 
in a wide array of enzymatic reactions, such as the one 
catalyzed by the glyceraldehyde-3-phosphate dehydro-
genase during glycolysis, the isocitrate dehydrogenase, 
α-ketoglutarate dehydrogenase, and malate dehydroge-
nase in the TCA cycle, and acting as the first electron 
donor in the electron transport chain [123, 124]. Given 
that the heart is one of the most metabolically active 
organs, and cardiomyocytes are principally powered by 
aerobic metabolism, NAD+ is crucial for heart function 
[125, 126]. Cardiovascular disease can cause the deple-
tion of the cellular reserves of NAD+, as it occurs in dif-
ferent conditions such as during acute stress generated 
by myocardial infarction [127]. When cardiomyocytes 
are faced with an ischemic injury, their mitochondrial 
function is impaired, leading to the inhibition of oxida-
tive phosphorylation and mitochondrial ATP production, 
as well as causing a decline in NAD+ levels [128]. This 
situation is not limited to myocardial infarction, as NAD+ 
depletion can also be observed in dilated cardiomyopathy 
(DCM), transverse aortic constriction (TAC), and heart 
failure [129, 130]. Additionally, in both DCM and TAC 
preclinical and human models, a decrease in the expres-
sion of NAMPT has been observed, pointing towards 
deficient NAD+ synthesis through the salvage pathway 
[130]. Deficient NAD+ salvage is not the only mechanism 
by which NAD+ biosynthesis is impaired in cardiac dis-
ease, as loss-of-function mutations in KYNU and HAAO 
genes, codifying for de novo pathway enzymes, have been 
found in patients with congenital cardiac malformations 
[131].

In addition to deficient NAD+ synthesis, heart dis-
ease also features hyperactivation of NAD+ consumers, 

especially the cADP-ribose synthase CD38, and the 
PARP protein family, which aggravates NAD+ depletion 
[132–137].

Apart from its implication on heart disease, NAD+ 
metabolism is also involved in cardioprotection, as the 
activity of the sirtuin protein family, which is largely 
dependent on NAD+ intracellular levels, is beneficial in 
the context of cardiovascular diseases. In fact, sirtuin 
pharmacological activation has been shown to promote 
protective effects in several cardiovascular diseases, such 
as hypertension, fibrosis, hypertrophy, and arrhythmias 
[138–141]. In summary, NAD+ deficiency, by its insuf-
ficient synthesis or excessive consumption, is strongly 
related to heart pathophysiology [142].

NAD+ in the kidneys
NAD+ also plays an important part in kidney homeosta-
sis [12]. The kidney is one of the organs with the highest 
level of cellular NAD+, so cellular control of NAD+ syn-
thesis and consumption is crucial for renal bioenergetic 
and metabolic homeostasis. In addition, the mammalian 
renal cortex strongly depends on fatty acid oxidation to 
produce the ATP that is necessary for solute transport. 
Given that NAD+ deficiency in AKI results in impaired 
fatty acid oxidation, its depletion reduces ATP produc-
tion and impairs kidney function [15].

In AKI, NAD+ depletion has been reported [143]. 
Accelerated NAD+ consumption has been proposed as 
a reason for this reduction in cellular NAD+ levels, as 
exacerbated PARP activity has been identified in several 
acute kidney pathologies [144, 145]. Additionally, defec-
tive de novo NAD+ synthesis has also demonstrated to be 
a contributing factor in the decrease of renal NAD+ lev-
els, especially in the context of renal IRI, which causes 
a reduction in the expression of de novo NAD+ biosyn-
thetic enzymes and the accumulation of certain interme-
diates, such as quinolinate [146, 147]. In fact, QPRT, the 
enzyme that catalyzes the conversion of quinolinate into 
NaMN, has been found to be impaired in the context of 
human AKI, suggesting its implication in AKI-related 
NAD+ depletion [148]. Loss-of-function mutations in the 
HAAO and KYNU genes have also been found in patients 
suffering from congenital renal defects, further support-
ing the hypothesis that defective de novo NAD+ biosyn-
thesis could be a main driver of NAD+ depletion [131]. 
AKI has also been linked to decreased SIRT1 activity, 
impairing its protective effects in blood pressure, heart 
function, kidney fibrogenesis, cyst generation, and renal 
aging [141, 149–151].

In the context of CKD, nicotinamide N-methyltrans-
ferase (NNMT), an enzyme that is responsible for NAD+ 
excretion as methyl pyridone, has been found to be fre-
quently hyperactivated [152, 153]. This hyperactivation 
has been linked to increased apoptosis, inflammation, 
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fibrosis, oxidative stress, and autophagy dysfunction in 
other tissues [154–157]. Additionally, in a similar fash-
ion to what occurs in AKI, de novo NAD+ biosynthesis 
is altered in CKD, as lower baseline levels of tryptophan 
and higher levels of downstream metabolites, such as 
quinolinate, were associated with the development of 
CKD in several large cohorts, including the Framingham 
Heart Study [158], the Cooperative Health Research in 
the Augsburg Region Study [159], and the Atheroscle-
rosis Risk in Communities Study [160]. Therefore, low 
NAD+ levels, caused by reduced synthesis or increased 
consumption and excretion, are strongly related to kid-
ney disease [12].

Therapeutic strategies targeting NAD+ metabolism 
to combat cardiorenal disease
As NAD+ deficiency has proven to be a determining fac-
tor in cardiorenal diseases, NAD+ repletion strategies, 
aimed at increasing intracellular NAD+ levels, have risen 
as therapeutical options for the treatment of a number of 
cardiovascular and renal disorders. NAD+ enhancing can 
be achieved by supplementation with NAD+ precursors, 
inhibition of NAD+ consumption, especially through 
PARP inhibition, but also through sirtuin activation and 
other alternative strategies.

NAD+ precursors
Nicotinic acid
Nicotinic acid (NA), a vitamer of vitamin B3, is an essen-
tial nutrient for humans that needs to be incorporated 
from food sources such as meat, fish, grains, and veg-
etables [161]. The importance of maintaining proper 
NA levels has been clearly stablished, as its deficiency 
is known to cause pellagra, a disease characterized by 
diarrhea, sun-sensitive dermatitis, inflammation of the 
mouth and tongue, delirium, dementia and, if untreated, 
death [162].

Given that NAD+ deficiency has been described in 
cardiorenal disease, NA administration can be used as 
a strategy to increase intracellular NAD+ levels through 
the Preiss-Handler pathway [163]. NA has robustly dem-
onstrated beneficial effects in experimental models of 
cardiovascular diseases (Table  1), especially those of 
vascular origin, such as atherosclerosis. NA has proven 
to slow down disease progression in mouse models lack-
ing the low-density lipoprotein (LDL) receptor (LDL-R) 
by reducing atherosclerotic lesion size. Furthermore, NA 
has proved to mediate in the inflammatory nature of ath-
erosclerosis by reducing the expression of the immune 
inflammation marker Mcp-1 in cultured macrophages 
[164]. The effect of NA in oxidative stress and inflam-
mation has also been studied in cultured human aortic 
endothelial cells. NAD+ administration in this model 
inhibits vascular oxidative stress by reducing angiotensin 

II-induced ROS production, LDL oxidation and expres-
sion of the inflammatory biomarker TNF-α [165]. This 
effect has also been demonstrated in a rabbit model for 
acute vascular inflammation and endothelial dysfunc-
tion. In this case, NA reduces endothelial expression of 
the vascular cell adhesion molecule 1 (Vcam-1), intercel-
lular adhesion molecule 1 (Icam-1) and Mcp-1. In vivo, 
NA also inhibits intima-media neutrophil recruitment 
and protects against TNF-α-induced vascular inflamma-
tion [166].

In the context of renal disease, NA has proven to 
enhance renal function in vivo, also presenting positive 
effects on cardiac function (Table 1). NA dietary supple-
mentation in a nephrectomized rat model of CKD was 
effective in attenuating the expression of the inflamma-
tion and oxidative stress-related markers cyclooxygenase 
1 (Cox-1), Mcp-1, plasminogen activator inhibitor type 
1 (Pai-1), nuclear factor κB (Nf-κB), and transforming 
growth factor β (Tgf-β), as well as in ameliorating hyper-
tension, with a reduction of both systolic (SBP) and dia-
stolic blood pressures (DBP) [167]. The protective effect 
of NA in cardiorenal disease has been reinforced by other 
study that used the same nephrectomized rat model. 
NA administration through drinking water was able to 
improve lipid metabolism, and reduce hypertension (SBP 
and DBP) and proteinuria [168].

In IRI models, such as bilateral-occlusion induced 
injury, NA also presents renoprotective effects. In fact, 
NA administration via oral gavage (OG) produced a 
reduction in the expression of the cardiac disease marker 
troponin T (TrT), as well as improved renal function 
through reduction in sCr and BUN [169].

Given that NA can be considered as the first described 
antidyslipidemic drug, its effects in human cardio-
vascular health have already been thoroughly stud-
ied (Table  2). In this sense, NA supplementation shows 
beneficial effects in the lipid profile, generally reducing 
triglyceride content and increasing high-density lipo-
protein (HDL) levels, but it fails to improve cardiovas-
cular clinical outcomes [170–174]. On the other hand, 
other studies proved that NA supplementation reduces 
ischemia-related heart damage [175] and slows the pro-
gression of atherosclerosis [176–179]. In line with these 
results, The Coronary Drug Project demonstrated that, in 
patients with verified evidence of one or more myocar-
dial infarctions, NA treatment significantly reduced the 
incidence of definite nonfatal myocardial infarction. In a 
15-year follow-up of this project, a reduction of 6.2% in 
absolute mortality was seen in treated patients [180]. The 
latter effect was confirmed by the Stockholm Ischaemic 
Heart Disease Secondary Prevention Study, in which a 
reduction of 7.8% in absolute mortality was observed 
among NA-treated myocardial infarction patients [175].
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Precursor Model Dose & Administration Outcomes Ref
NA Atherosclerosis Ldlr–/– and 

Gpr109a–/– C57BL/6 mice
0.3% NA in chow for 10 
weeks

↓ Disease progression
↓ Atherosclerotic lesion size
↓ Mcp-1 expression

[164]

Human aortic endothelial 
cells

0.25–1 mM NA for 24 h ↓ ROS production, LDL oxidation and inflammation marker expression [165]

New Zealand white rabbit 
model of vascular inflam-
mation and endothelial 
dysfunction by nonocclusive 
periarterial carotid collar

0.6%/1.2% NA in chow for 
14 days

↓ Expression of Vcam-1, Icam-1 and Mcp-1
↓ Neutrophil infiltration
↓ TNF-α-induced inflammation

[166]

Nephrectomized Sprague-
Dawley rat model of CKD

50 mg/kg/day in water 
for 12 weeks

↓ Expression of Cox-1, Mcp-1, Pai-1, NF-κB and Tgf-β
↓ SBP and DBP

[167]

Nephrectomized Sprague-
Dawley rat model of CKD

50 mg/kg/day in water 
for 12 weeks

Improved lipid metabolism
↓ Hypertension and proteinuria

[168]

IRI Sprague-Dawley rat 
model by bilateral occlusion 
of renal pedicles

100 mg/kg/day by OG for 
10 days

↓ Expression of troponin T
↓ SCr and BUN

[169]

NAM ApoE-deficient C57BL/6 mice 0.25%/1% NAM in water 
for 4 days

↑ Plasma and aortic concentrations of IL-10
↓ Tnf- α expression

[187]

ApoE/Ldlr–/– C57BL/6 mice 100 mg/kg/day MeNAM 
in water for 8 weeks

↓ Macrophage infiltration [188]

DOX-induced cardiotoxicity 
in Sprague-Dawley rats

600 mg/kg/day NAM by 
OG for 28 days

↓ Expression of Nf-κB and Il-6 [189]

C57BL/6 mouse model of 
cardiac arrest by i.v. adminis-
tration of KCl

Single dose of 100 mg/kg 
NAM i.v.

↑ Survival
↓ Blood NAMPT levels

[190]

C57BL/6 mouse model of 
hypertension induced by 
L-NAME

500 mg/kg/day NAM in 
water for 2 months

Improved kidney function
↓ Urinary albumin/creatinine ratio
↓ Renal inflammation

[193]

Glycerol injection rhabdomy-
olysis-induced AKI C57BL/6 
mouse model

400 mg/kg/day NAM i.p. 
for 4 days

↓ Kidney injury
↓ Inflammatory response

[194]

C57BL/6 mouse model of 
renal fibrosis by UUO

200/400/800 mg/kg/day 
NAM i.p. for 14 days

↓ Tubule atrophy
↓ Apoptosis
↓ Renal inflammation

[195]

NR DOX-induced cardiotoxicity 
in C57BL/6 mice

Single dose of 
100/300/500 mg/kg 
NR i.p.

↓ Cardiac injury and myocardial dysfunction [203]

Genetic cardiomyopathy 
LmnaH222P/H222P mice

400 mg/kg NR in chow 
for 9 weeks

Improved cardiac function
↑ Survival

[204]

HFpEF C57BL/6J mouse 
model induced by HFD and 
L-NAME

400 mg/kg/day NR in 
chow for 8 weeks

Improved cardiac function
Reversal of the HFpEF phenotype

[206]

TAC-induced cardiac hyper-
trophy C57BL/6J mice

400 mg/kg/day NR by OG 
for 8 weeks

↓ Expression of Tnf-α and Il-1β
↓ NLRP3 activation
↓ Oxidative stress
↑ SIRT3 activation

[208]

SRFHKO DCM mice 450 mg/kg/day NR in 
chow for 45 days

↓ Heart failure [130]

AKI induced by bilateral IRI in 
Wistar rats

500 mg/kg/day NR by OG 
for 2 weeks

↑ SIRT1 activity
↑ Autophagy
No benefit in renal tubular damage and profibrotic gene expression

[143]

Genetic diabetes 2 model of 
db/db C57BL/6 mice

500 mg/kg/day in chow 
for 20 weeks

↓ Albuminuria and Kim-1 expression
↓ Inflammation
↑ Mitochondrial function

[209]

Table 1 Preclinical evidence of the use of NAD+ precursors in cardiovascular and renal disease
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More recent studies have aimed to elucidate the effect 
of NA in cardiovascular health. One of these studies is 
the HDL-Atherosclerosis Treatment Study, which proved 
that NA administration in combination with simvastatin, 
a cholesterol-lowering agent, significantly reduces coro-
nary stenosis when compared to placebo. In the same 
study, combined simvastatin-NA treatment also reduced 

the incidence of several clinical endpoints: death from 
coronary causes, nonfatal myocardial infarction, con-
firmed stroke or revascularization for worsening isch-
emia [181].

Although the effect of NA in human health and disease 
has been mainly studied in the context of cardiovascu-
lar disease, its impact on renal disorders has also been 

Precursor Model Dose & Administration Outcomes Ref
NMN Heart failure Ndufs4-KO mice 

induced by TAC
500 mg/kg NMN once 
every 3 days i.p. for 33 
days

↓ Development of heart failure [219]

Heart failure Klf4-deficient 
mice induced by TAC

Single dose of 500 mg/
kg/day NMN i.p.

↓ Cardiac injury
↑ Mitochondrial fatty acid oxidation
↓ Cell death

[220]

DOX-induced cardiotoxicity 
in C57BL/6 mice

180 mg/kg/day NMN 
i.p. for 10 (acute) or 65 
(chronic) days

↑ Survival
↓ Bodyweight loss, cardiotoxicity, and loss of physical function

[221]

DOX-induced cardiotoxicity 
in Sprague-Dawley rats

500 mg/kg NMN i.p. 
every 3 days for 12 weeks

↓ Cardiac dysfunction and injury
↓ NLRP3 inflammasome
↓ Oxidative stress

[222]

Isoproterenol-induced car-
diac fibrosis and hypertrophy 
C57BL/6 mice

500 mg/kg NMN i.p. for 
12 days

↓ Cardiac dysfunction, fibrosis, and hypertrophy [225]

Wistar rat model of 
LADCA-IRI

100 mg/kg/day NMN 
every other day i.p. for 
28 days

↑ Mitochondrial function
↓ Infarct size
↓ ROS levels
↑ Mitochondrial activity

[226]

C57BL/6 mouse model of 
LADCA-IRI

Single dose of 500 mg/kg 
NMN i.p.

↓ Infarct area [227]

Friedreich’s ataxia FXN-KO 
mouse model

500 mg/kg NMN i.p. 
twice weekly for 4–5 
weeks

↑ Cardiac function
↑ SIRT3 activation

[228]

Hypoxic HK-2 cells
C57BL/6 mouse IRI model 
by clamp of the left renal 
pedicle

500 mg/kg NMN i.p. 
twice

↓ Tubular cell DNA damage
↓ Cellular senescence
↓ Inflammation
↓ Fibrosis

[229]

Cisplatin-induced AKI mice 500 mg/kg NMN i.p. 
twice

↓ BUN and sCr [230]

Adriamycin-induced AKI 
C57BL/6 mice

500 mg/kg NMN i.p. for 
14 days

↑ Body and renal weight
↓ SCr
↓ Albumin-creatinine ratio
↓ Histological changes

[231]

NMNH C57BL/6 N mice
IM-PTEC model for 
hypoxia-reoxygenation

250 mg/kg NMNH i.p. in 
the in vivo model and 
500 µM NMNH in the in 
vitro model

↑ In vivo NAD+ levels
↓ In vitro expression of Kim-1 and Tfam

[21]

NRH Cisplatin-induced AKI 
C57BL/6NTac mouse model

250 mg/kg NRH i.p. for 
72 h

↑ NAD+ levels
↓ BUN
↑ Urine urea
↓ Expression of fibronectin, Bip, Bax and Tgf-β1

[23]

Trigonelline IM-PTECs 1 mM trigonelline ↑ NAD+ levels in kidney cells [235]
ApoE: apolipoprotein E; AKI: acute kidney injury; Bax: bcl-2-like protein 4; Bip: binding immunoglobulin protein; BUN: blood urea nitrogen; Cox-1: cyclooxygenase 1; 
CKD: chronic kidney disease; DBP: diastolic blood pressure; DCM: dilated cardiomyopathy; DOX: doxorubicin; HFD: high-fat diet; HFpEF: heat failure with preserved 
ejection fraction; Icam-1: intercellular adhesion molecule 1; IL-6: interleukin 6; IL-10: interleukin 10; IM-PTECs: immortalized proximal tubular epithelial cells; IRI: 
ischemia-reperfusion injury; i.p.: intraperitoneally; i.v.: intravenously; Kim-1: kidney injury molecule 1; LADCA-IRI: left anterior descending coronary artery IRI; LDL: 
low-density lipoprotein; Ldlr: low-density lipoprotein receptor; L-NAME: L-arginine methyl ester; Mcp-1: monocyte chemotactic protein 1; NAMPT: nicotinamide 
phosphoribosyltransferase; OG: oral gavage; Pai-1: plasminogen activator inhibitor type 1; ROS: reactive oxygen species; SBP: systolic blood pressure; SCr: serum 
creatinine; TAC: transverse aortic constriction; Tfam: mitochondrial transcription factor A; Tgf-β: transforming growth factor β; TNF-α: tumor necrosis factor α; UUO: 
unilateral urethral obstruction; Vcam-1: vascular cell adhesion molecule 1.

Table 1 (continued) 
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Table 2 Completed clinical trials
Precursor Conditions Dose Outcomes Reference / 

Clinical Trial 
ID

NA CAD 1000 mg/day NA orally 
for 12 months

↓ LDL-C
↑ HDL-C
↑ ApoA levels

[170]

CAD 2 g/day NA orally for 24 
weeks

↓ LDL-C, triglycerides, ApoB levels, and lipid/lipoprotein ratios
↑ ApoA levels and HDL-C
↓ High-sensitivity CRP levels

[171]
NCT00271817

CAD 1.5–3 g/day NA orally 
for 2.5 years

↓ Total cholesterol, LDL-C, triglycerides, and ApoB levels
↑ HDL-C

[172]

Coronary heart 
disease, cere-
brovascular or 
carotid disease, or 
peripheral arterial 
disease

1.5–2 g/day orally NA 
for 3 years

↑ HDL-C
↓ LDL-C and triglycerides

[173]
NCT00120289

Myocardial infarc-
tion, cerebro-
vascular disease, 
peripheral arterial 
disease, or diabe-
tes mellitus with 
CAD

2 g/day NA orally for 
3–6 weeks

↑ HDL-C
↓ LDL-C

[174]
NCT00461630

Myocardial 
infarction

3 g/day NA orally for 5 
years

↓ Total cholesterol and triglycerides
↓ Total mortality and ischemic heart disease mortality

[175]

Ischemic heart 
disease

500–750 mg/day NA 
orally for 3 years

↓ Total cholesterol
↑ HDL-C
↑ Number of stable plaques in the carotid area

[176]

CAD 1000 mg/day NA orally 
for 1 year

↑ HDL-C
↓ Carotid intima-media thickness increase

[177]

CAD or ca-
rotid/peripheral 
atherosclerosis

2 g/day NA orally for 
1 year

↑ HDL-C
↓ LDL-C
↓ Carotid wall area

[178]
NCT00232531

CAD Increasing doses from 
250 mg to 4 g NA orally 
for 2.5 years

↓ LDL-C
↑ HDL-C
↑ Frequency of disease regression
↓ Incidence of cardiovascular events

[179]

Myocardial 
infarction

3 g/day NA orally for 6 
years

↓ All-cause mortality [180]

CAD 2 g/day NA orally for 3 
years

↓ Proximal percent stenosis
↓ Incidence of death from coronary causes, confirmed myocardial 
infarction or stroke, or revascularization for worsening ischemic 
symptoms

[181]

CKD 500 mg/day NA orally 
for 6 months

↑ HDL-C
↓ Triglycerides
↓ Phosphorous level
↑ eGFR

[182]

NAM Autosomal domi-
nant polycystic 
kidney disease

3 g/day NAM orally for 
1 year

Safety and tolerability of NAM treatment [197]
NCT02140814
NCT02558595

Hemodialysis 1500 mg/day NAM 
orally for 8 weeks

↓ Calcium-phosphorous product
↑ HDL-C

[198]
NCT00316472

Peritoneal dialysis 1500 mg/day NAM 
orally for 8 weeks

↓ Plasma phosphorous [199]
NCT00508885

NR Heart failure Up to 2 g/day NR orally 
for 12 weeks

Safety and tolerability of NR treatment
↑ Whole blood NAD+ levels

[210]
NCT03423342

ApoA: apolipoprotein A; ApoB: apolipoprotein B; CAD: coronary artery disease; CRP: C-reactive protein; eGFR: estimated glomerular filtration rate; HDL-C: high-
density lipoprotein cholesterol; LDL-C: low-density lipoprotein cholesterol.
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slightly examined. The only clinical trial in which NA was 
used to treat a renal disease showed that NA treatment in 
CKD patients produced a reduction in phosphorous lev-
els and an increase in the eGFR, accompanied by benefi-
cial cardiovascular outcomes such as increased HDL and 
decreased triglyceride levels (Table 2) [182].

Alternatively to its potential as an NAD+ enhancer, NA 
is able to activate the GPR109A G protein-coupled recep-
tor, which is present in adipocytes and immune cells 
[183]. In mouse adipocytes, activation of this receptor 
reduces cAMP levels, decreasing the activity of hormone-
sensitive lipase and reducing hydrolysis of triglycerides to 
free fatty acids [184]. Activation of the GPR109A recep-
tor by NA has, therefore, antilipolytic effects, decreasing 
free fatty acid and triglyceride plasma levels [164, 185].

Even though the efficacy of NA as a NAD+ boosting 
agent is unquestionable, it is necessary to remark that 
some of its beneficial effects in the cardiorenal axis, espe-
cially those related to its anti-dyslipidemic function, may 
be due to its ability to activate the GPR109A receptor.

Nicotinamide
Nicotinamide (NAM), also known as niacinamide, is the 
aminated form of the vitamin B3 vitamer NA that can 
be incorporated into the NAD+ pool through the sal-
vage pathway [16]. In terms of side effects, NAM pres-
ents an advantage over NA, as due to its slightly different 
formula, NAM does not produce skin flushing, which is 
considered a main adverse effect of the administration of 
NA in doses that exceed nutritional needs [186].

In preclinical studies, NAM has demonstrated several 
beneficial effects on atherosclerosis-related cardiovascu-
lar inflammation (Table 1). In fact, NAM administration 
through drinking water in a model of atherosclerotic apo-
lipoprotein E (ApoE)-deficient mice helped to increase 
plasma concentrations of the anti-inflammatory cyto-
kine interleukin 10 (IL-10), an increase which was also 
present in the aorta, accompanied by a reduction in the 
abundance of inflammatory TNF-α [187]. These anti-
inflammatory effects can also be triggered through 
administration of 1-methylnicotinamide (MeNAM), the 
methylated form of NAM, whose dietary administra-
tion has been shown to reduce macrophage infiltration 
in atherosclerotic ApoE/Ldlr−/− mice [188]. The anti-
inflammatory effects of NAM have also been studied in 
experimental models of various cardiovascular diseases, 
such as the doxorubicin (DOX)-induced cardiotoxicity 
rat model, where NAM administration via OG reduced 
the expression of the inflammation markers NF-κB 
and interleukin 6 (IL-6) [189]. In addition, in a rodent 
model of cardiac arrest induced by potassium chlo-
ride, NAM significantly increased survival and reduced 
NAMPT concentration in blood [190], which may lead 
to decreased inflammation, as elevated blood NAMPT 

levels have been related with inflammatory disorders 
[191]. However, recent findings showed that NAMPT 
levels are related to the circadian regulation of locomo-
tor activity and energy expenditure, reflecting that the 
reduction in NAMPT concentration in blood might 
derive from its circadian variations rather than from 
NAM treatment and inflammation [192].

The potential benefits of NAM administration have 
also been assessed in the context of renal health (Table 1). 
In a mouse model of L-arginine-methyl-ester (L-NAME)-
induced hypertension, NAM improved kidney function, 
seen as a reduction of the urinary albumin/creatinine 
ratio, and suppressed renal inflammation by inhibit-
ing TNF-α signaling [193]. In mouse models of glycerol 
rhabdomyolysis-induced AKI and renal interstitial fibro-
sis through unilateral urethral obstruction (UUO), NAM 
intraperitoneal (i.p.) administration alleviated kidney 
injury and limited the inflammatory response through 
the blockade of the TNF-α and IL-1β inflammatory path-
ways [194, 195].

The high similarity between NAM and NA could 
explain why NAM has not been a main subject of 
research in human cardiovascular health, with the only 
exception being an ongoing clinical trial in patients that 
underwent on-pump cardiac surgery (Table  3) [196]. In 
contrast, NAM supplementation has been more thor-
oughly studied in the context of human renal disease. 
One of the clinical trials confirmed NAM safety and tol-
erability in autosomal dominant polycystic kidney dis-
ease patients, but failed to detect any beneficial effect 
[197]. In contrast, other clinical trials conducted in dialy-
sis patients found that NAM supplementation was effec-
tive in reducing serum phosphorus levels and increased 
HDL levels (Table 2) [198, 199]. The potential beneficial 
effects of NAM supplementation in renal health is cur-
rently being studied in other clinical trials, measuring 
vitamin A, NAM levels [200], and early graft function 
[201] in kidney transplant, and in-hospital mortality, 
need for new renal transplant, and persistent renal dys-
function in AKI patients (Table 3) [202].

Nicotinamide riboside
Nicotinamide Riboside is the ribosylated form of nicotin-
amide, which can be introduced into the NAD+ biosyn-
thesis pathways through its conversion to NMN by NRKs 
[19].

In the cardiovascular setting, NR has proven to exert 
protective effects in several preclinical models for human 
pathologies (Table 1). In a mouse model of DOX-induced 
cardiomyopathy, NR elevated NAD+ levels, reduced 
cardiac injury and necrosis, as well as myocardial dys-
function. These effects were recapitulated in cultured 
cardiomyocytes, where NR reduced oxidative stress by 
reducing ROS formation via SIRT1 activation [203]. 
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In another mouse model of genetic cardiomyopathy 
caused by laminin A/C mutation, NR rescued cardiac 
NAD+ levels and improved survival and cardiac func-
tion, measured by echocardiography [204]. NR admin-
istration has also proven beneficial in heart failure with 
preserved ejection fraction (HFpEF), which accounts for 
approximately 50% of all heart failures [205]. NR dietary 
supplementation in a high-fat diet (HFD) and L-NAME-
induced HFpEF murine model rescued NAD+ levels, 
improved cardiac function and reversed the HFpEF phe-
notype [206]. Cardiac hypertrophy, a common feature to 
many cardiovascular diseases [207], may also be poten-
tially treated with NR, as OG administration with this 
precursor in a murine model of myocardial TAC-induced 
hypertrophy triggered SIRT3 activation through the reg-
ulatory SIRT3/MnSOD axis. The activation of this axis 
by NR led to reduced IL-1β and TNF-α levels and inhibi-
tion of the NLRP3 inflammasome, as well as ameliorated 
oxidative stress through a reduction in malondialdehyde 
(MDA) levels, resulting in alleviated cardiac hypertrophy 
and dysfunction [208].

In the context of dilated cardiomyopathy (DCM), NR 
dietary supplementation attenuates the development of 
HF, by stabilizing myocardial NAD+ levels in a mouse 
model of DCM induced by inactivation of the serum 
response factor (SRFHKO model) [130].

NR supplementation has also been modestly studied 
in the context of renal disease (Table 1). In a rat model 
of AKI induced by bilateral IRI, NR pretreatment res-
cued NAD+ levels, which enhanced SIRT1 activity and 
increased autophagy through increased expression of 
Microtubule-associated protein 1  A/1B-light chain 3 B 
(LC3B) and p62. However, NR OG administration failed 
to ameliorate renal tubular damage and expression of 
the profibrotic genes Tgf-β1, inhibin subunit beta-A and 
Periostin [143].

In kidney inflammation, NR dietary supplementation 
has also demonstrated protective abilities. Treatment 
with NR in a type-2 diabetes genetic mouse model pre-
vented several manifestations of kidney dysfunction. 
In fact, NR reduced albuminuria and Kim-1 expression, 
decreased expression of the inflammation genes Il-6, 
Mcp-1 and TNF-α, and augmented mitochondrial bio-
genesis [209].

Although NR safety and tolerability has already been 
stablished, its efficacy as a therapeutic agent for cardio-
renal diseases remains to be studied (Table 2) [210]. Cur-
rent ongoing clinical trials aim to determine the effect 
of NR supplementation in several cardiovascular ail-
ments, measuring exercise endurance in HFpEF patients 
[211], systolic blood pressure in hypertension patients 
[212], left ventricular ejection fraction in the context 

Table 3 Ongoing clinical trials
Precursor Conditions Dose Primary outcomes Phase Reference / 

Clinical Trial ID
NAM On-pump cardiac 

surgery
3 g/day NAM orally for 3 days Change in troponin T levels Phase 2 [196]

NCT04750616
Kidney transplant 1 g/day NAM orally for 6 months Change in blood vitamin A and 

NAM levels
Phase 1 [200]

NCT05702398
Kidney transplant 1 g NAM orally in 3 doses Efficacy on early graft function 

assessed by CRR2
Phase 1 [201]

NCT05513807
Septic shock-induced 
AKI

1 g/day NAM orally for 3 days Reduction in in-hospital mortality, 
need for a new kidney transplant, 
or persistent kidney dysfunction

Phase 3 [202]
NCT04589546

NR Heart failure with 
preserved ejection 
fraction

900 mg/day NR orally for 6 weeks Submaximal exercise endurance Phase 2 [211]
NCT04913805

Stage-1 systolic 
hypertension

1 g/day NR orally for 3 months Systolic blood pressure Phase 2 [212]
NCT03821623

Cancer-related cardiac 
dysfunction

1 g/day NR orally for as long as 
the patient receives treatment

Prevention in left ventricular 
systolic function

Phase 2 [213]
NCT05732051

Heart failure Escalating dose up to 2 g/day NR 
orally for 2 weeks

Comparison of whole blood NAD+ 
levels

Phase 1 [214]
NCT04528004

Acute kidney injury 2 g/day NR orally for 8 weeks 
orally

eGFR levels Phase 2 [215]
NCT04342975

Chronic kidney injury 1 g/day NR orally for 3 months Carotid-femoral pulse wave 
velocity

Phase 2 [216]
NCT04040959

NMN Hypertension 800 mg/day NMN orally for 2 
months

Flow mediated dilation
Brachial-ankle pulse wave velocity

Phase 2 [232]
NCT04903210

Diabetic kidney disease 2 g/day NMN orally for 6 months Change in urinary albumin to 
creatinine excretion ratio

Phase 2 [233]
NCT05759468

AKI: acute kidney injury; eGFR: estimated glomerular filtration rate.
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of cancer-related cardiac dysfunction [213], and whole 
blood NAD+ levels in heart failure patients (Table  3) 
[214]. The same applies to kidney disease, with clinical 
trials focused on NR supplementation in the context of 
AKI to determine eGFR levels [215], and in CKD patients 
in order to study carotid-femoral pulse wave velocity 
(Table  3) [216], but only one of them is already com-
pleted. The completed randomized crossover clinical trial 
conduced in CKD patients showed that NR supplementa-
tion, accompanied by Coenzyme Q10, improved markers 
of mitochondrial metabolism and lipid profiles (Table 2) 
[217].

Nicotinamide mononucleotide
Nicotinamide mononucleotide (NMN) is a nucleo-
tide consisting of NAM, ribose, and a phosphate group. 
Structurally, NMN differs from NR in the presence of 
the phosphate radical and is only one adenine nucleo-
tide away from NAD+. Through the salvage pathway, NR 
is phosphorylated to NMN by the NRKs, which is then 
adenylated to NAD+ via NMNATs [218].

NMN administration has shown protective effects 
in several animal models of cardiovascular diseases 
(Table  1). For instance, NMN was able to blunt the 
development of HF after TAC through the prevention 
of excessive mitochondrial protein acetylation in stress 
sensitive Nfusf4-KO [219] and Klf4-KO [220] mice. In 
another murine model of DOX-induced cardiotoxicity, 
NMN i.p. administration significantly increased NAD+ 
levels, improving survival and protecting against body-
weight loss, cardiotoxicity and loss of physical function 
in an uphill treadmill exhaustion test [221]. In a similar 
model in rats, NMN alleviated cardiac dysfunction and 
injury, also blocking the activation of the NLRP3 inflam-
masome and reducing oxidative stress by reducing MDA 
levels [222].

In the context of cardiac fibrosis, NMN was able to 
alleviate cardiac dysfunction, fibrosis and hypertrophy 
in a mouse model of isoproterenol-induced cardiac dis-
ease. NMN administration increased the NAD+/NADH 
ratio, as well as Sirt1 expression, ameliorating oxidative 
stress. This cardioprotective effect may be dependent on 
Smad3 deacetylation, as the TGF-ß/Smad signaling path-
way plays a causal role in cardiac fibrosis through Smad3 
phosphorylation or acetylation, leading to the regulation 
of the expression of profibrotic genes under TGF-ß con-
trol [223, 224]. NMN treatment was able to reduce acety-
lated Smad3 levels in both isoproterenol-treated mice, 
as well as in a TGF-ß-induced in vitro model of cardiac 
fibrosis. Altogether, these results suggest that signaling 
via NAD+/SIRT1/Smad3 deacetylation may be respon-
sible for the anti-fibrotic effects of NMN [225].

NMN pretreatment in a rat model of IRI, in this case 
caused by occlusion of the left anterior descending 

coronary artery (LADCA), proved to improve myocar-
dial function and decrease infarct size, also decreasing 
ROS levels and improving mitochondrial activity [226], 
while another murine model for LADCA-ligation IRI 
(LADCA-IRI) showed that NMN pretreatment pro-
tected the heart from IRI in both ischemia and reperfu-
sion phases, by reducing infarct area [227]. Finally, in a 
mouse model of Friedreich’s ataxia, a rare neurodegener-
ative disease frequently accompanied by cardiomyopathy, 
NMN administration was able to restore cardiac function 
to near-normal levels through SIRT3 activation [228].

In contrast to cardiovascular diseases, the impact of 
NMN administration in renal health has received much 
limited attention, with just a few preclinical studies avail-
able in the literature (Table  1). In an in vitro hypoxia-
reperfusion AKI model in Human Kidney-2 (HK-2) cells, 
NMN supplementation significantly reduced tubular 
cell DNA damage and cellular senescence. These results 
were also confirmed in an IRI mouse model. In this 
model, generated by clamping of the left renal pedicle, 
NMN showed anti-inflammatory effects by reducing the 
expression of senescence and inflammation-associated Il-
6 and Il-8 [229].

The beneficial effects of NMN administration in che-
motherapy-mediated nephrotoxicity has also been stud-
ied. In a cisplatin-induced AKI mouse model, NMN i.p. 
administration proved to reduce sCr and BUN levels, 
and showed protection from AKI in a SIRT1-dependent 
manner [230]. These results were corroborated in a sub-
sequent study using an adriamycin-induced AKI murine 
model. Mice supplemented with NMN maintained body 
and kidney weight, and showed reduced sCr levels, and 
urinary albumin-to-creatinine ratio [231].

Although promising, the beneficial effects of NMN 
administration to fight cardiorenal disease are based on 
preclinical evidence. At the moment, only two clinical 
trials are being carried out in the context of cardiore-
nal disease, one focused on hypertensive patients [232] 
and another in diabetic kidney disease patients (Table 3) 
[233].

Next-generation NAD+ precursors
In addition to the classical NAD+ precursors (NA, NAM, 
NR, and NMN), in recent years we and others have 
described a new generation of NAD+ enhancers with 
potential applications in cardiorenal disease. Although 
research with these next-generation NAD+ precursors is 
still in its infancy, their administration has already shown 
promising results (Table 1). One of these enhancers is the 
reduced form of NMN (NMNH), which has been pro-
posed as a novel NAD+ precursor, as it has been postu-
lated that, in cells, NMNH is converted into NADH via 
the same NMNATs that convert NMN into NAD+ [234]. 
We previously described that NMNH is able to increase 
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NAD+ levels in a number of mouse tissues, including the 
heart and kidneys, to a higher extent than its oxidized 
counterpart (Table 1). Not only NMNH increased NAD+ 
content, but also protected conditionally immortalized 
proximal tubular epithelial cells (IM-PTECs) against 
hypoxia/reoxygenation injury, which was confirmed by a 
decrease in the expression of the kidney injury biomarker 
Kim-1, and the mitochondrial function biomarker Tfam 
(mitochondrial transcription factor A) [21].

Dihydronicotinamide riboside (NRH) is the reduced 
form of nicotinamide riboside. NRH has been described 
to increase cellular NADH levels through its conver-
sion to NMNH by the enzyme adenosine kinase, which 
is subsequently converted into NADH via NMNATs. In a 
pioneering study, NRH i.p. administration was shown to 
increase NAD+ levels in murine renal cells, as well as to 
protect the kidneys in cisplatin-induced AKI mice, which 
was confirmed by a decrease in BUN and an increase 
in urine urea. NRH administration by i.p. injection was 
also able to reduce the expression of fibronectin, binding 
immunoglobulin protein (Bip), bcl-2-like protein 4 (Bax), 
and Tgf-β1, which are markers of glomerular dysfunc-
tion, endoplasmic reticulum stress, apoptosis, and fibro-
sis, respectively (Table 1) [23].

The newest NAD+ precursor to be described is trigo-
nelline, a methylated form of NA. In a recently published 
study, trigonelline has been described, for the first time, 
as a cellular NAD+ enhancer. In fact, trigonelline can be 
incorporated into the NAD+ pool through the Preiss-
Handler pathway, due to its resemblance to NA, being 
able to increase NAD+ content in vitro in muscle (C2C12 
myoblasts), liver (HepG2 cells), and kidney (IM-PTECs) 
cells (Table  1) [235]. However, the effect of trigonelline 
on renal health, and whether it can raise NAD+ levels in 
heart tissues, remains to be discovered.

PARP inhibitors
Poly(ADP-ribose) polymerases (PARPs) are major NAD+ 
consumers, with PARP1 accounting for the largest 
amount of PARP activity in cells and being the greatest 
NAD+ consumer in the nucleus [236, 237]. In fact, acute 
activation of PARP1 can lead to the depletion of 50–80% 
of total cellular NAD+ [238]. Therefore, their inhibition 
accounts for a method of boosting the cellular NAD+ 
levels, which could ameliorate the NAD+ depletion that 
several pathophysiological conditions present with [99, 
221]. Given that cardiorenal diseases usually present 
with both NAD+ depletion and PARP hyperactivation, 
PARP inhibitors (PARPi) have arisen as promising ther-
apeutic agents [128, 131, 135–137, 142, 144, 145, 218, 
239].

Many of the PARPi that have already been commer-
cialized are used as synthetic lethality agents for the 
treatment of cancer, specifically breast and ovarian 

cancer [240, 241]. Examples of commercial anti-cancer 
PARPi are Olaparib, Niraparib and Rucaparib [242–
244]. However, other compounds, such as INO-1001, 
have been proposed as PARP inhibitors that could be 
of use in other pathologies [245]. In the cardiovascular 
setting, INO-1001 intravenous (i.v.) administration in 
a porcine model of LADCA-IRI led to improved func-
tional recovery, based on several cardiac health param-
eters, such as increased stroke volume, cardiac index, 
and mixed venous oxygen saturation (Table  4) [246]. 
This cardioprotective effect has also been confirmed in 
murine models, in which INO-1001, administered sub-
cutaneously, helped to reduce mortality and improved 
cardiac function in a mouse model of DOX-induced 
heart failure and a LADCA-ligated rat heart failure 
model [247]. INO-1001 subcutaneous administration 
has also proven effective in attenuating oxidative stress 
(reduced MDA levels), inflammation (reduced expres-
sion of Tnf-α) and fibrosis in the context of diabetic 
disease [137]. INO-1001 subcutaneous administration 
in animal models of cardiovascular disease proved to 
inhibit PARP activity, especially PARP1, also increasing 
Sirt1 expression in cardiac tissue, which demonstrates 
that these outcomes in the cardiovascular setting are a 
direct effect of PARP inhibition [137, 246].

Another example of the application of PARPi for car-
diovascular diseases is 3-aminobenzamide (3-AB) [248]. 
3-AB i.v. administration has proven to reduce infarct size 
after ischemic insult, not only in perfused isolated mouse 
hearts [249], but also in LADCA-IRI rats [250], and rab-
bits [251]. The cardioprotective role of 3-AB was also 
patent in other cardiovascular health parameters, such 
as left ventricular end-systolic diameter, left ventricular 
end-diastolic diameter, end-diastolic volume, and left-
ventricular ejection fraction in a myocardial infarction 
rat model [252].

Although an ischemic insult would also be deleterious 
for the kidneys, the effect of 3-AB on renal health has 
been timidly assessed (Table 4). 3-AB i.p. administration 
in rats after renal IRI, achieved by bilateral renal artery 
clamp, reduced IRI-induced increase in sCr, BUN, and 
aspartate aminotransferase (AST), as well as decreased 
the levels of oxidative stress markers, such as MDA and 
protein carbonyl content, and ameliorated histologi-
cal alterations, reducing tubular dilation and medullar 
hemorrhage [253]. In addition, subcutaneous admin-
istration of the PARPi 4-hydroxy-quinazoline (4-HQ) 
in a rat model of kidney transplant rejection was able 
to reduce oxidative stress (reduction in nitrotyrosine 
levels) and to suppress the apoptotic response (inhib-
iting proapoptotic Bax and inducing antiapoptotic 
Bcl2 expression), attenuating organ rejection [254]. In 
another study, Olaparib i.p. administration in a mouse 
model of lipopolysaccharide-induced AKI proved to 
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mediate against secondary kidney injury by restor-
ing serum levels of urea, creatinine and uric acid, and 
downregulating the expression of inflammation mark-
ers, such as Tnf-α and Il-1β [255].

Although the results in preclinical models of car-
diorenal disease are promising, only one PARPi, INO-
1001, has made it to the clinic in this context. INO-1001 
administration in patients with ST-elevation myocar-
dial infarction has demonstrated effective in decreasing 
inflammation, as confirmed by a reduction of serial CRP 
and IL-6 levels, although it did not to reach statistical 
significance [256]. Apart from this study, no other com-
pleted or ongoing clinical trials in non-cancer patients 
exist for PARPi, highlighting the need for clinical research 
to consolidate the cardio- and renoprotective effects that 
PARPi have demonstrated in preclinical models.

Sirtuin activators
The sirtuin protein family is involved in a plethora 
of major cellular processes, including inflammation, 

oxidative stress, apoptosis, autophagy, metabolism, and 
cell proliferation [61]. Sirtuin loss of function has been 
linked to a number of pathologies, including cardiac, 
such as cardiac hypertrophy and fibrosis developed by 
loss of SIRT3 function, and renal disorders, as IRI and 
diabetic kidney disease, which are aggravated by SIRT1 
loss of function [257, 258]. At the same time, sirtuin 
activation has been shown to play protective roles [55] 
in cardiorenal disorders, such as hypertension [259], 
atherosclerosis [260], CAD [261], myocardial IRI [262], 
heart failure [263], cardiac fibrosis [264], kidney fibro-
sis [265], and AKI [230]. This has spiked the interest in 
new small-molecule modulators able to increase sirtuin 
activity [266].

The phenolic antioxidant 3,4′,5-trihydroxystilbene, 
also known as resveratrol, was the first sirtuin activator 
to be described. Resveratrol is a natural substance found 
in grapes, wine, peanuts, soy or berries [267], and acts 
both as a ROS scavenger [268] and a SIRT1 activator 

Table 4 Preclinical and clinical evidence of the use of PARPi in cardiovascular and renal diseases
Model/Condition Dose & Administration Outcomes/Expected outcomes Ref / Clinical 

Trial ID
LADCA-IRI Landrace pigs 1 mg/kg INO-1001 i.v. infu-

sion over 20 min (1 ml/
min)

↑ Functional recovery during reperfusion [246]

LADCA ligation-induced heart 
failure in Wistar rats
DOX-induced heart failure in 
BALB/c mice

3 mg/kg INO-1001 sub-
cutaneously via osmotic 
pump

↓ Mortality
↑ Cardiac function

[247]

Type 2 diabetes db/db 
C57BLKS/J mice

5 mg/kg/day INO-1001 
subcutaneously via 
osmotic pump

↓ Inflammation and oxidative stress
↓ Hypertension
↑ Sirt1 expression

[137]

Isolated SV129 mice heart 
perfusion

10 mg/kg 3-AB i.v. twice ↓ Infarct size [249]

LADCA-IRI Wistar rats 10 mg/kg 3-AB i.v. twice ↑ Myocardial infarct size
↓ Plasma creatine phosphokinase activity and myeloperoxidase activity
Preservation of myocardial ATP levels

[250]

IRI-LADCA New Zealand white 
rabbits

10 mg/kg 3-AB intra-
arterially twice

↓ Infarct size
↓ Myocardial dysfunction

[251]

LADCA ligation myocardial 
infarction Wistar rats

30 mg/kg/day 3-AB i.p. for 
15 days

Restoration of cardiovascular health parameters
↓ Myocardial injury
↓ Infarct size, increase in left-ventricular mass, and pathological score

[252]

Bilateral renal artery clamp-IRI 
Sprague-Dawley rats

10 mg/kg 3-AB i.p. twice ↓ SCr, BUN, and AST
↓ Oxidative stress and restoration of antioxidant enzymes levels
↓ Histological alterations

[253]

Renal transplantation model 
using inbred Fischer rats

40 mg/kg/day 4-HQ sub-
cutaneously for 10 days

↓ Rejection processes
↓ Pro-apoptotic proteins
↑ Anti-apoptotic proteins
↓ Oxidative stress

[254]

Lipopolysaccharide-induced 
AKI LADCA mice

Single dose of 5 mg/kg 
Olaparib i.p.

↓ Serum urea, sCr and uric acid
Restoration of kidney redox balance

[255]

ST-elevation myocardial 
infarction

Single dose of 
200/400/800 mg INO-
1001 i.v.

Non-significant reduction of CRP and IL-6 levels [256]
NCT00271765

3-AB: 3-aminobenzamide; 4-HQ: 4-hydroxy-quinazoline; AST: aspartate aminotransferase; BUN: blood urea nitrogen; CRP: C-reactive protein; DOX: doxorubicin; 
IL-6: interleukin 6; i.p.: intraperitoneally; i.v.: intravenously; LADCA-IRI: left anterior descending coronary artery ischemia-reperfusion injury; sCr: serum creatinine.
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[88, 269]. Resveratrol is, with no doubt, the most stud-
ied sirtuin activator, also in the cardiorenal context.

In a mouse model for LADCA-IRI, resveratrol admin-
istration by OG improved cardiac function, increased 
survival rate, decreased infarct and risk areas, and inhib-
ited NLRP3 inflammasome and apoptosis (Table  5) 
[270]. Another rodent IRI model, in this case of isolated 
heart ischemia in Zucker obese rats, showed that resve-
ratrol OG administration improved coronary flow (CF), 
aortic flow (AF), and left ventricular developed pres-
sure (LVDP), and reduced the incidence of ventricular 
fibrillation and infarct size [271]. To determine whether 
the beneficial effects of resveratrol administration are 
mediated by SIRT1 activation, Sirt1-KO DOX-induced 
cardiomyopathy mice were used. Resveratrol i.p. admin-
istration in this model increased Sirt1 expression, which 
was linked to a reduction in the inflammatory response 
via decreased expression of Tnf-α and Il-1β, and amelio-
rated oxidative stress by decreasing 4-hydroxynonenal 
(4-HNE) and 3-nitrotyrosine levels, therefore blocking 
cardiomyocyte apoptosis [272]. Finally, in a cardiorenal 
rat model of hypertension induced by nephrectomy in 
rats, resveratrol OG administration reduced SBP, as well 
as endothelin-1 (ET-1) and angiotensin II levels, reflect-
ing a protective effect against hypertension [273].

As SIRT1 activation has also been linked to renopro-
tection [86], resveratrol has been studied as a poten-
tial therapeutic agent in the context of kidney disease 
(Table 5). In a rat model of partial nephrectomy-induced 
CKD, resveratrol OG administration improved kidney 
function via BUN and sCr level reduction, ameliorated 
renal fibrosis, confirmed by collagen-1 and fibronectin 
reduced expression, and reduced cardiac hypertrophy 
by decreasing left ventricular (LV) mass and left ventric-
ular end-diastolic diameter (LVEDD) [274]. In another 
study, sepsis-induced AKI mice administered i.p. with 
resveratrol showed ameliorated histological alterations, 
such as reduced histological edema, inflammation, and 
glomerular enlarging; lowered sCr, BUN, NGAL and 
KIM-1 levels, and decreased levels of the inflamma-
tion markers TNF-α and Il-1β. These physiological and 
molecular effects were reflected in an overall increase in 
survival [275].

Piceatannol, another natural phenol present in grapes, 
passion fruit seed, and blueberries, known to activate 
SIRT1 [276, 277] has proven to prolong allograft sur-
vival, and to reduce histologic damage and mononuclear 
cell infiltration in a rat model for kidney transplant [278]. 
This compound is demonstrating a promising therapeutic 
potential for renal diseases, as it has also proven to atten-
uate fibrosis, by reducing the expression of the fibrosis-
related markers collagen I, fibronectin, α-smooth muscle 
actin (α-Sma) and connective tissue growth factor (Ctgf), 
in a UUO-induced kidney fibrosis murine model [279].

Other phenolic compounds, such as genistein, a natu-
ral flavonoid present in legumes, such as fava beans and 
soybeans [280], have also demonstrated protective effects 
in the kidney, seen as a reduction in sCr and BUN lev-
els, and reduced apoptosis, in a mouse model of IRI. 
This effect proved to be mediated by SIRT1 activation, as 
genistein increased Sirt1 expression in renal cells and its 
beneficial effects were abolished when SIRT1 was inhib-
ited by sirtinol, a potent sirtuin inhibitor [281].

Although SIRT1 has attracted most of the attention, 
the cardioprotective and renoprotective roles of SIRT3 
have also been studied. In the cardiac context, adminis-
tration of spinacetin, a flavonoid glycoside, was able to 
activate the SIRT3/AMPK/mTOR pathway in a doxo-
rubicin-induced cardiotoxicity rat model. Activation of 
this axis resulted in increased cardiomyocyte survival, 
reduced expression of myocardial damage biomarkers 
(e.g. lactate dehydrogenase, TrT), inhibited apoptosis 
and induced autophagy [282]. Similarly, administration 
of 2-APQC, a synthetic small-molecule activator of 
SIRT3, attenuated cardiac hypertrophy and prevented 
the development of interstitial fibrosis in a isoprotere-
nol-induced heart disease rat model [283].

Regarding the relationship between SIRT3 and renal 
health, reduced levels of SIRT3 have been associated 
with oxidative stress and mitochondrial damage in cis-
platin-induced AKI mice. In this model, administration 
of either AICAR (5-aminoimidazole-4-carboxamide-
1-β-d-ribofuranoside) or ALCAR (acetyl-L-carnitine), 
restored Sirt expression, improving kidney function, as 
determined via reduced BUN and sCR [284]. In another 
study, this time using a IRI rat model, AICAR adminis-
tration also reduced sCR and serum urea levels, atten-
uating IRI-induced nitrosative stress and monocyte/
macrophage infiltration, ameliorating in this way the 
development of acute tubular necrosis [285].

Evidence of the application of sirtuin activators for 
cardiorenal disease is essentially preclinical, with just 
a few ongoing or completed clinical trials. In patients 
with high risk of cardiovascular disease, resveratrol, in 
combination with grape extract, reduced the levels of 
the inflammation markers CRP, TNF-α, and PAI-1, and 
increased anti-inflammatory IL-10, adiponectin, and 
soluble intercellular adhesion molecule 1 (sICAM-1) 
[286]. The same clinical trial also revealed that the com-
bination of resveratrol and grape extract was effective in 
improving the lipid profile, reducing LDL-C and ApoB 
levels, as well as decreasing LDL-C oxidation [287]. To 
this date, further clinical trials to support the beneficial 
effect of resveratrol supplementation on cardiovascular 
health are being held, one studying its effects on endo-
thelial function in CAD and diabetes mellitus patients 
[288], other focused on cardiovascular recovery in over-
weight and obese individuals [289], another aiming to 
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Table 5 Preclinical and clinical evidence of the use of sirtuin activators in cardiovascular and renal diseases
Model/Condition Dose & Administration Outcomes/Expected outcomes Ref / Clinical 

Trial ID
LADCA-IRI C57BL/6 
mice

320 mg/kg/day resveratrol 
by OG for up to 14 days

↑ Cardiac function and survival
↓ Infarct and risk area
↓ NLRP3 inflammasome and apoptosis

[270]

Isolated-IRI Zucker rats 5 mg/kg/day resveratrol 
by OG for 3 weeks

↑ CF, AF, and LVDP
↓ Ventricular fibrillation and infarct size

[271]

Sirt1-KO DOX-induced 
cardiomyopathy 
C57BL/6 mice

10 mg/kg/day resveratrol 
i.p. for 5 weeks

↑ Sirt1 expression
↓ Tnf-α and Il-1β expression
↓ 4-HNE and 3-nitrotyrosine levels
↓ Apoptosis

[272]

Nephrectomy-induced 
hypertension Sprague 
Dawley rats

10/50 mg/kg/day resvera-
trol by OG for 4 weeks

↓ SBP, ET-1, and angiotensin II [273]

Partial nephrectomy 
CKD Sprague-Dawley 
rats

20 mg/kg/day resveratrol 
by OG for 12 weeks

↓ BUN and sCr levels
↓ Collagen-1 and fibronectin expression
↓ Cardiac hypertrophy

[274]

Sepsis-induced AKI 
Sprague-Dawley rats

Single dose of 3/10 mg/kg 
resveratrol i.p.

↓ sCr, BUN, NGAL, KIM-1 levels
↓ TNF-α and IL-1β levels
↑ Survival

[275]

ACI-to-Lewis rat kidney 
transplant model

30 mg/kg/day piceatan-
nol i.v. for 60 days

↑ Allograft survival
↓ Histological damage
↓ Mononuclear cell infiltration

[278]

UUO-induced renal 
fibrosis C57BL/6 mice

50 mg/kg/day piceatan-
nol i.p. for 2 weeks

↓ Expression of collagen I, fibronectin, α-Sma and Ctgf [279]

BALB/c mouse model 
of IRI induced by 
clamping of the renal 
pedicles

Single dose of 5/10 mg/kg 
genistein i.v.

↓ sCr and BUN levels
↓ Apoptosis

[281]

Doxorubicin-induced 
heart disease in 
Sprague Dawley rats

50/100 mg/kg/day 
spinacetin for 14 days 
intragastrically

↓ Cardiomyocyte toxicity
↓ Apoptosis
↑ Autophagy

[282]

Isoproterenol-induced 
cardiac fibrosis in SD 
rats

10/20/30 mg/kg/day 
2-APQC for 4 weeks 
intragastrically

↓ Myocardial hypertrophy
↓ Myocardial fibrosis

[283]

Cisplatin-induced AKI 
C57BL/6J mice

500 mg/kg/day AICAR i.p. 
for 3 days

↓ sCr and BUN levels
↓ Hyaline casts, tubular cell degeneration and necrosis

[284]

Sprague Dawley 
rat model of IRI by 
clamping of the renal 
pedicles

Single dose of 500 mg/kg 
AICAR i.v.

↓ sCR and serum urea levels
↓ IRI-induced nitrosative stress
↓ Monocyte/macrophage infiltration
↓ ATN development

[285]

High-risk CVD patients 8/16 mg/day resveratrol 
orally for 12 months

↓ CRP, TNF-α, PAI-1, IL-10, adiponectin, sICAM-1 levels
↓ LDL-C, ApoB, LDL-C oxidation

[286] [287]
NCT01449110

Diabetes and meta-
bolic diseases

2 g/day resveratrol orally 
for 6 weeks

Change in serum levels of NO
Change in heart levels of NOS

[288]
NCT03762096

Overweight patients 500 mg/day resveratrol 
orally for 7 days

Improved autonomic and cardiovascular recovery
Improved complete blood count, blood glucose, triglycerides, and total 
cholesterol

[289]
NCT06020313

CAD 1 g/day resveratrol orally 
for 90 days

Change in SIRT1 and SIRT3 levels and expression
Change in Bcl-2, Xiap, c-Iap-1, and survivin expression
Change in soluble receptor for advanced glycation end-products levels and 
expression

[290]
NCT05808387

CKD 400 mg/day resveratrol 
orally for 6 weeks

Change in vascular endothelial function [291]
NCT03597568

4-HNE: 4-hydroxynonenal; α-Sma: α-smooth muscle actin; AF: aortic flow; AKI: acute kidney injury; ApoB: apolipoprotein B; ATN: acute tubular necrosis; Bcl-2: B-cell 
lymphoma 2; BUN: blood urea nitrogen; CAD: coronary artery disease; CF: coronary flow; CKD: chronic kidney disease; Ctgf: connective tissue growth factor: c-Iap-
1: cellular inhibitor of apoptosis 1; ET-1: endothelin 1; Il-1β: interleukin 1 β; IL-10: interleukin 10; i.v.: intravenously; KIM-1: kidney injury molecule 1; LADCA-IRI: left 
anterior descending coronary artery ischemia-reperfusion injury; LDL-C: low-density lipoprotein cholesterol; LVDP: left ventricular developed pressure; NGAL: 
neutrophil gelatinase-associated lipocalin; NO: nitric oxide; NOS: nitric oxide synthase; PAI-1: plasminogen activator inhibitor type 1; OG: oral gavage; SBP: systolic 
blood pressure; sCr: serum creatinine; sICAM-1: soluble intercellular adhesion molecule 1; Tnf-α: tumor necrosis factor α; UUO: unilateral urethral obstruction; Xiap: 
X-linked inhibitor of apoptosis protein.
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determine the effect of resveratrol on SIRT1 and SIRT3 
expression, inhibition of apoptosis proteins, and inflam-
mation [290], and one of them focused on the effect 
of resveratrol on the activity of SIRT1 and SIRT3, and 
inflammation [290]. In contrast, resveratrol administra-
tion in the context of renal health is not common, with 
only one clinical trial being conducted to study whether 
resveratrol can improve vascular endothelial function in 
CKD patients [291].

Alternative strategies
The potential of NAD+ metabolism modulation as a 
therapeutic avenue for cardiorenal disease has mainly 
focused on the administration of NAD+ precursors, the 
blockade of its major consumers, the PARPs, and the 
activation of sirtuins. The promising results obtained 
have sparked the interest in alternative strategies with 
therapeutic potential.

One of these strategies focuses on CD38, a member of 
the NAD+-dependent cADP-ribose synthases. Blocking 
CD38 activity potentially increases NAD+ levels, trig-
gering protective effects in cardiorenal disease [57]. In 
the cardiovascular setting, 78c, a known inhibitor of 
CD38 [292], has demonstrated cardiac protection in an 
isolated heart perfusion mouse model, increasing the 
recovery of the contractile function, the nitric oxide 
synthase (NOS)-dependent CF, the content of the NOS 
cofactor tetrahydrobiopterin, and reducing infarct size 
(Table  6) [293]. Other CD38 inhibitors, such as luteo-
linidin, the most potent flavonoid CD38 inhibitor, and 

MK-0159, a synthetic CD38 inhibitor, have also proven 
to protect the heart during IRI in preclinical models, 
increasing NOS-dependent CF, and reducing infarct 
size [294, 295].

Another alternative strategy to raise NAD+ content 
involves NAMPT. Given that NAMPT is considered 
one of the rate-limiting enzymes in the salvage pathway 
[296], NAMPT activators could be used to enhance cel-
lular NAD+ levels [297]. In a mouse model of LADCA-
IRI, a ferroptosis-associated circular RNA (FEACR) 
which was found to be expressed in cardiomyocytes dur-
ing IRI-induced ferroptosis, has proven to interact with 
NAMPT and enhance its stability, protecting cardiomyo-
cytes from IRI-induced ferroptosis in the process [298]. 
Another NAMPT activator, 1-(3,6-Dibromo-carbazol-
9-yl)-3-phenylamino-propan-2-ol (P7C3), has shown 
beneficial effects in a genetic mouse model of diabetes, 
reducing blood glucose levels, and improving cardiac 
electric (QTc interval, JT interval, ST elevation) and 
function (ejection fraction, fractional shortening) param-
eters [299].

Finally, combined interventions that target NAD+ 
metabolism at different levels are also being tested. 
In this context, the combination of sirtuin activa-
tors and NAD+ precursors to treat cardiorenal disease 
has already been studied. In fact, NR administration 
in combination with pterostilbene, a resveratrol ana-
log, has proven to activate SIRT1 in AKI patients. This 
clinical trial was designed to uniquely confirm the 
safety and tolerability of the treatment, also proving 

Table 6 Preclinical and clinical evidence of the use of alternative NAD+ enhancers in cardiovascular and renal diseases
Model/Condition Dose & Administration Outcomes/Expected outcomes Ref / Clinical 

Trial ID
Isolated heart perfusion 
C57BL/6 mice

1–40 nM 78c administered by 
a Harvard pump

↑ Contractile function and NOS-dependent CF
↓ Infarct size

[293]

Isolated heart perfusion 
Sprague-Dawley rats

5/15/25/50 µM luteolinidin by 
osmotic pump

↑ NOS-dependent CF
↑ NOS activity
↑ LVDP, rate-pressure product, left ventricular end diastolic pressure and 
CF
↓ Infarct size

[294]

LADCA-IRI C75BL76 mice Single dose of 30 mg/kg MK-
0159 by OG

↓ Infarct size [295]

LADCA-IRI C75BL76 
mouse model

FEACR administered by 
adenovirus vector

↓ Ferroptosis [298]

Genetic diabetes 2 model 
of db/db C57BL/6 mice

10 mg/kg P7C3 i.p. for 4 
weeks

↓ Blood glucose levels
↓ QTc interval, JT interval, and ST elevation
↑ Ejection fraction, fractional shortening, body weight, LV wall mass
↓ Infarct size

[299]

AKI 2000 mg/day NR and 400 mg/
day pterostilbene orally for 
2 days

Safety and tolerability
↑ NAD+ levels

[300]
NCT03176628

AKI 2000 mg/day NR and 400 mg/
day pterostilbene orally for 8 
weeks

Change in eGFR levels
Incidence of myocardial infarction

[215]
NCT04342975

NOS: nitric oxide synthase; CF: coronary flow; LVDP: left ventricular developed pressure; LADCA-IRI: left anterior descending ischemia reperfusion injury; i.p.: 
intraperitoneally; LV: left ventricle; AKI: acute kidney injury; eGFR: estimated glomerular filtration rate.
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that it increased whole blood NAD+ levels [300]. The 
promising results obtained have led to another clini-
cal trial (currently ongoing), in which AKI patients are 
being treated with this combination in hopes to experi-
ence a benefit in their renal (improvement of their AKI 
through eGFR increase) and cardiac (decrease in the 
frequency of myocardial infarction) health [215].

Potential side effects of NAD+ enhancement
NAD+ enhancement offers a promising therapeutic 
approach for treating cardiorenal diseases, which is 
reflected in the growing number of studies in which this 
strategy is used. However, tweaking NAD+ cellular bal-
ance might not come without risks. In this section, we 
discuss on the potential side effects that targeting NAD+ 
metabolism may have.

NAD+ precursors
NAD+ precursors are generally considered to be safe, as 
they are present in many food sources in small quantities, 
such as eggs (NA), meat (NAM), edamame (NMN) or 
milk (NR) [301, 302]. However, supranutritional dietary 
intake of NAD+ precursors may lead to undesirable 
effects.

The recommended dietary allowance for NA is estab-
lished at 16–18 mg, according to the National Institutes 
of Health [303], but consumption of more than 30  mg 
of NA has been described to cause cutaneous vasodila-
tion that can lead to skin flushing, resulting in sensa-
tions of burning, tingling, and itching via activation of 
the GPR109A receptor [304]. Although administration 
of NAM can overcome this undesired reaction, as it 
does not trigger GPR109A activation, NAM accumu-
lation might lead to other undesired effects, such as 
end-product inhibition of NAD+-consuming enzymes, 
including sirtuins, at least in vitro [305]. Moreover 
[306], increased NAM dietary intake has been reported 
to induce methyl donor depletion in rats, as NAM can 
be irreversibly methylated into MeNAM by NMNT 
[307]. Such depletion of methyl donors has been linked 
to inhibited growth of rodent pups and increased liver 
steatosis in adult rodents [308].

The mononucleotide and riboside forms of NAM 
(NMN and NR) are also generally considered as safe 
and, as NAM, lack the effects derived from GPR109A 
activation. Despite their good safety profile, potential 
side effects resulting from their long-term administra-
tion cannot be neglected. In fact, NMN is known to 
allosterically activate SARM1, an NADase involved in 
axonal degeneration [309]. Activation of SARM1 by 
NMN accumulation leads to a sharp increase in NAD+ 
consumption, which ultimately elicits axonal degenera-
tion in vitro [310, 311] and in vivo [312].

NR, on the contrary, does not trigger SARM1 activa-
tion, and has shown to cause few and mild side effects in 
healthy adults, such as nausea and leg cramps [313, 314]. 
However, the reduced stability of NR in blood must be 
considered [314, 315], as its degradation in plasma leads 
to the formation of NAM, potentially leading to its accu-
mulation and derived side effects [310]. Moreover, NR 
administration unavoidably results in NMN accumula-
tion during its path to NAD+ synthesis via the salvage 
pathways [316] which might, in the long term, trigger 
SARM1 activation.

PARP inhibitors
Given that PARP inhibitors have mainly been used for 
the treatment of different types of cancer, rather than 
for their potential as NAD+ enhancers, the majority of 
adverse effects are reported in relation to the treatment 
of cancer patients. In this scenario, anemia is one of the 
most common side effects, occurring in 44% of patients 
treated with Olaparib [317]. This negative effect may be 
an on-target adverse effect related to PARP2 inhibition 
and erythrogenesis, as the deletion of PARP2 has been 
described to impair the differentiation of erythroid pro-
genitors and to reduce life expectancy in mouse eryth-
rocytes [318].

Other PARP inhibitors are also known to produce side 
effects. For example, low doses of 3-aminobenzamide 
(3-AB) stimulate angiogenesis in endothelial cells in vitro 
[319], something that must be considered when treating 
cancer patients with 3-AB, as an increased angiogenic 
potential may promote tumor growth and metastasis 
[320].

Sirtuin activators
Most sirtuin activators are naturally-occurring mol-
ecules whose potential adverse effects, if any, are not 
described. Nevertheless, some widely used sirtuin 
activators may have some secondary effects worth 
mentioning.

Resveratrol, based on its structural similarity to dieth-
ylstilbestrol, a synthetic estrogen, may also act as a phy-
toestrogen, acting as an agonist of estrogen receptors 
[321]. Additionally, this compound has been reported to 
reduce cell growth and induce apoptosis in normal cells 
when administered at high doses, via activation of the 
mitogen-activated protein kinase (MAPK) in a MEK-1, 
Src, matrix metalloproteinase, and epidermal growth fac-
tor receptor dependent manner [322, 323].

Piceatannol and genistein, both natural polyphenols 
known to activate SIRT1, can influence many cellular 
processes as well [277, 281, 324]. For instance, both com-
pounds are known to induce cell cycle arrest and apopto-
sis [325, 326], effects that might be considered beneficial 
in the fight against cancer, but that must be accounted 
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for as probable side effects when using piceatannol and 
genistein in the treatment of cardiorenal disease.

Future directions
Research on NAD+ metabolism interventions as tools 
to combat a wide array of genetic and acquired disor-
ders has rapidly evolved in the last two decades, partly 
triggered by the outstanding results obtained in pre-
clinical models of disease. In the context of cardiorenal 
disease, the clearest example is nicotinic acid, which has 
been used as an anti-dyslipidemic drug for more than 
50 years. However, whether the positive effects on car-
diorenal health that NA exerts are due to its role as an 
NAD+ precursor or its ability to activate the GPR109A 
receptor remain unclear. Interestingly, the adminis-
tration of other NAD+ precursors that do not interact 
with this receptor, such as NR, NMN and their reduced 
forms, has also proven to protect against cardiore-
nal disease, supporting the use of strategies aimed at 
enhancing NAD+ levels as novel therapeutic avenues for 
combating such diseases, at least in animal models.

In fact, while preclinical studies have provided com-
pelling evidence regarding the beneficial effects of 
NAD+ repletion strategies in cardiorenal health, the 
translation of these findings to humans remains a work 
in progress, as the outcomes of the clinical trials have 
not met the high expectations derived from animal 
studies. This lack of translatability may be due to two 
main reasons: the limited NAD+ enhancing poten-
tial of the classical NAD+ precursors, and the absence 
of long-term clinical trials. Administration of classical 
NAD+ precursors, such as NMN or NR, usually leads 
to twofold increases in intracellular NAD+ levels, at 
best, which might limit their biological effects. Next-
generation NAD+ enhancers, such as NRH or NMNH, 
arise as potent alternatives, as they are able to increase 
NAD+ levels to a much higher extent than their oxidized 
counterparts.

Apart from the limitation in their NAD+-enhancing 
capacity, the duration of the human trials has been 
limited to several weeks in most cases, hindering the 
possibility to evaluate the long-term effects of NAD+ 
enhancement in cardiorenal syndromes. For instance, 
in the case of NR administration in humans, the median 
duration of NR treatment is 8 weeks, which might not be 
sufficient to fully elucidate the long-term impact of NR in 
health [327].

Another interesting point is that almost every effort 
to target NAD+ metabolism in the cardiorenal context 
has been focused on the use of NAD+ precursors, leav-
ing other strategies, such as PARP inhibition and sirtuin 
activation in the background. In fact, certain alterna-
tive strategies designed to increase NAD+ levels have 

also been timidly studied, such as CD38 inhibition or 
NAMPT activation.

Finally, the potential synergistic effects of the appli-
cation of different strategies at the same time is largely 
unexplored. To date, only one clinical trial has aimed to 
improve cardiorenal health through the administration 
of NAD+ precursors (NR) and SIRT1 activators (pteros-
tilbene), demonstrating that this combination is safe, well 
tolerated, and effective in increasing whole blood NAD+ 
levels. The combination of molecules targeting NAD+ 
metabolism at different levels might hold the key to 
unlock the full potential of these therapies.

Overall, this review highlights the significant advances 
in the field of NAD+ modulation in the onset, progres-
sion, and potential therapy for cardiorenal diseases. Even 
though there is still a long way to go, the first steps have 
already been taken, and NAD+ repletion strategies are 
here to stay.

Author contributions
Conceptualization: M.M-B., J.R., M.J.R-R., R.Z-P. and R.R-R.Writing—original 
draft preparation: M.M-B.Writing—review and editing: J.R., M.J.R-B, R.Z-P. 
and R.R-R.Visualization: M.M-B.Supervision: J.R., M.J.R-B., R.Z-P. and R.R-R.
Project administration: R.Z-P. and R.R-R.Funding acquisition: R.Z-P. and R.R-R. 
All authors have approved the submitted version and have agreed both to 
be personally accountable for the author’s own contributions and to ensure 
that questions related to the accuracy or integrity of any part of the work, 
even ones in which the author was not personally involved, are appropriately 
investigated, resolved, and the resolution documented in the literature.

Funding
Work in R.R-R. and R.Z-P. group is supported by grants from Ministerio 
de Ciencia, Innovación y Universidades – Proyectos de Generación de 
Conocimiento 2023 (PID2023-147560OA-I00) and from Plan Propio de 
Ayuda a la Investigación 2020–2021 – Programa de Apoyo a los Grupos de 
Investigación, Universidad Católica San Antonio de Murcia (PMAFI 25/21 and 
PMAFI 26/21). R.Z-P. is supported by a grant from Fundación Séneca – Agencia 
de Ciencia y Tecnología de la Región de Murcia (22011/JLI/22, Ayudas a 
Proyectos para la Generación de Nuevo Liderazgo Científico Jóvenes Líderes 
en Investigación 2022).

Data availability
No datasets were generated or analysed during the current study.

Declarations

Competing interests
The authors declare no competing interests.

Received: 1 August 2024 / Accepted: 22 October 2024

References
1. Ebeling M, Meyer AC, Modig K. The rise in the number of long-term survivors 

from different diseases can slow the increase in Life Expectancy of the Total 
Population. BMC Public Health. 2020;20:1523.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 8 6 / s 1 2 8 8 
9 - 0 2 0 - 0 9 6 3 1 - 3     .   

2. Gallo G, Lanza O, Savoia C. New Insight in Cardiorenal Syndrome: from 
biomarkers to Therapy. Int J Mol Sci. 2023;24.  h t t  p s : /  / d o  i .  o r g / 1 0 . 3 3 9 0 / i j m s 2 4 0 
6 5 0 8 9     .   

3. Patel S, Rauf A, Khan H, Abu-Izneid T. Renin-angiotensin-aldosterone (RAAS): 
the ubiquitous system for Homeostasis and pathologies. Biomed Pharmaco-
ther. 2017;94:317–25. https:/ /doi.or g/10.10 16/j .biopha.2017.07.091.

https://doi.org/10.1186/s12889-020-09631-3
https://doi.org/10.1186/s12889-020-09631-3
https://doi.org/10.3390/ijms24065089
https://doi.org/10.3390/ijms24065089
https://doi.org/10.1016/j.biopha.2017.07.091


Page 22 of 30Marín-Blázquez et al. Cell Communication and Signaling          (2024) 22:537 

4. Caputo I, Bertoldi G, Driussi G, Cacciapuoti M, Calò LA. The RAAS Goodfellas in 
Cardiovascular System. J Clin Med. 2023;12:6873.  h t t  p s : /  / d o  i .  o r g / 1 0 . 3 3 9 0 / j c m 
1 2 2 1 6 8 7 3     .   

5. Di Lullo L, Bellasi A, Barbera V, Russo D, Russo L, Di Iorio B, Cozzolino M, Ronco 
C. Pathophysiology of the Cardio-Renal syndromes types 1–5: an Uptodate. 
Indian Heart J. 2017;69:255–65. https:/ /doi.or g/10.10 16/j .ihj.2017.01.005.

6. Ronco C, Bellasi A, Di Lullo L. Cardiorenal Syndrome: an overview. Adv 
Chronic Kidney Dis. 2018;25:382–90.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 5 3 / j . a c k d . 2 0 1 8 . 0 8 . 0 
0 4     .   

7. Ronco C. The Cardiorenal Syndrome: basis and Common Ground for a multi-
disciplinary patient-oriented therapy. Cardiorenal Med. 2011;1:3–4.  h t t  p s : /  / d o  
i .  o r g / 1 0 . 1 1 5 9 / 0 0 0 3 2 3 3 5 2     .   

8. Zannad F, Rossignol P, Cardiorenal Syndrome, Revisited. Circulation. 
2018;138:929–44. https:/ /doi.or g/10.11 61/C IRCULATIONAHA.117.028814.

9. Amjad S, Nisar S, Bhat AA, Shah AR, Frenneaux MP, Fakhro K, Haris M, Reddy 
R, Patay Z, Baur J, et al. Role of NAD + in regulating Cellular and Metabolic 
Signaling pathways. Mol Metab. 2021;49:101195.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j . m 
o l m e t . 2 0 2 1 . 1 0 1 1 9 5     .   

10. Xie N, Zhang L, Gao W, Huang C, Huber PE, Zhou X, Li C, Shen G, Zou B. 
NAD + metabolism: pathophysiologic mechanisms and therapeutic potential. 
Sig Transduct Target Ther. 2020;5:1–37.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 3 8 / s 4 1 3 9 2 - 0 2 0 - 0 
0 3 1 1 - 7     .   

11. Zapata-Pérez R, Wanders RJA, van Karnebeek CDM, Houtkooper RH. 
NAD + homeostasis in Human Health and Disease. EMBO Mol Med. 
2021;13:e13943. https:/ /doi.or g/10.15 252/ emmm.202113943.

12. Morevati M, Fang EF, Mace ML, Kanbay M, Gravesen E, Nordholm A, Egstrand 
S, Hornum M. Roles of NAD + in Acute and chronic kidney diseases. Int J Mol 
Sci. 2022;24:137. https:/ /doi.or g/10.33 90/i jms24010137.

13. Zhang X, Zhang Y, Sun A, Ge J. The effects of Nicotinamide Adenine 
Dinucleotide in Cardiovascular diseases: Molecular mechanisms, roles and 
therapeutic potential. Genes Dis. 2021;9:959–72.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j . g e 
n d i s . 2 0 2 1 . 0 4 . 0 0 1     .   

14. Rotllan N, Camacho M, Tondo M, Diarte-Añazco EMG, Canyelles M, Méndez-
Lara KA, Benitez S, Alonso N, Mauricio D, Escolà-Gil JC, et al. Therapeutic 
potential of emerging NAD+-Increasing strategies for Cardiovascular 
diseases. Antioxid (Basel). 2021;10(1939).  h t t  p s : /  / d o  i .  o r g / 1 0 . 3 3 9 0 / a n t i o x 1 0 1 2 1 
9 3 9     .   

15. Ralto KM, Rhee EP, Parikh SM. NAD + homeostasis in Renal Health and Disease. 
Nat Rev Nephrol. 2020;16:99–111.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 3 8 / s 4 1 5 8 1 - 0 1 9 - 0 2 1 6 - 6     
.   

16. Houtkooper RH, Cantó C, Wanders RJ, Auwerx J. The Secret Life of NAD+: An 
Old Metabolite Controlling New Metabolic Signaling pathways. Endocr Rev. 
2010;31:194–223. https:/ /doi.or g/10.12 10/e r.2009-0026.

17. Rajman L, Chwalek K, Sinclair DA. Therapeutic potential of NAD-Boosting 
molecules: the in vivo evidence. Cell Metab. 2018;27:529–47.  h t t  p s : /  / d o  i .  o r g / 
1 0 . 1 0 1 6 / j . c m e t . 2 0 1 8 . 0 2 . 0 1 1     .   

18. Freeberg KA, Udovich CC, Martens CR, Seals DR, Craighead DH. Dietary 
supplementation with NAD+-Boosting compounds in humans: current 
knowledge and future directions. J Gerontol Biol Sci Med Sci. 2023;78:2435–
48. https:/ /doi.or g/10.10 93/g erona/glad106.

19. Cercillieux A, Ciarlo E, Canto C. Balancing NAD + deficits with Nicotin-
amide Riboside: therapeutic possibilities and limitations. Cell Mol Life Sci. 
2022;79:463. https:/ /doi.or g/10.10 07/s 00018-022-04499-5.

20. Yang Y, Mohammed FS, Zhang N, Sauve AA. Dihydronicotinamide Riboside 
is a potent NAD(+) concentration enhancer in Vitro and in vivo. J Biol Chem. 
2019;294:9295–307. https:/ /doi.or g/10.10 74/j bc.RA118.005772.

21. Zapata-Pérez R, Tammaro A, Schomakers BV, Scantlebery AML, Denis S, 
Elfrink HL, Giroud-Gerbetant J, Cantó C, López-Leonardo C, McIntyre RL, et al. 
Reduced Nicotinamide Mononucleotide is a new and potent NAD + precur-
sor in mammalian cells and mice. FASEB J. 2021;35:e21456.  h t t  p s : /  / d o  i .  o r g / 1 0 . 
1 0 9 6 / f  . 2 0 2 0 0 1 8 2 6 R     .   

22. Liu Y, Luo C, Li T, Zhang W, Zong Z, Liu X, Deng H. Reduced Nicotinamide 
Mononucleotide (NMNH) potently enhances NAD + and suppresses glycoly-
sis, the TCA cycle, and cell growth. J Proteome Res. 2021;20:2596–606.  h t t  p s : /  / 
d o  i .  o r g / 1 0 . 1 0 2 1 / a c s . j p r o t e o m e . 0 c 0 1 0 3 7     .   

23. Giroud-Gerbetant J, Joffraud M, Giner MP, Cercillieux A, Bartova S, Makarov 
MV, Zapata-Pérez R, Sánchez-García JL, Houtkooper RH, Migaud ME, et al. A 
reduced form of Nicotinamide Riboside defines a new path for NAD + bio-
synthesis and acts as an orally bioavailable NAD + precursor. Mol Metab. 
2019;30:192–202. https:/ /doi.or g/10.10 16/j .molmet.2019.09.013.

24. Ronco C, McCullough P, Anker SD, Anand I, Aspromonte N, Bagshaw SM, 
Bellomo R, Berl T, Bobek I, Cruz DN, et al. Cardio-renal syndromes: Report from 

the Consensus Conference of the Acute Dialysis Quality Initiative. Eur Heart J. 
2010;31:703–11. https:/ /doi.or g/10.10 93/e urheartj/ehp507.

25. Seckinger D, Ritter O, Patschan D. Risk factors and outcome variables of 
Cardiorenal Syndrome Type 1 from the nephrologist’s perspective. Int Urol 
Nephrol. 2022;54:1591–601. https:/ /doi.or g/10.10 07/s 11255-021-03036-w.

26. Hanada S, Takewa Y, Mizuno T, Tsukiya T, Taenaka Y, Tatsumi E. Effect of the 
technique for assisting renal blood circulation on ischemic kidney in Acute 
Cardiorenal Syndrome. J Artif Organs. 2012;15:140–5.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 0 7 / 
s 1 0 0 4 7 - 0 1 1 - 0 6 1 3 - 5     .   

27. De Vecchis R, Baldi C. Cardiorenal Syndrome Type 2: from diagnosis to Opti-
mal Management. Ther Clin Risk Manag. 2014;10:949–61.  h t t  p s : /  / d o  i .  o r g / 1 0 . 2 
1 4 7 / T C R M . S 6 3 2 5 5     .   

28. de Silva R, Nikitin NP, Witte KKA, Rigby AS, Goode K, Bhandari S, Clark AL, 
Cleland JGF. Incidence of renal dysfunction over 6 months in patients with 
chronic heart failure due to left ventricular systolic dysfunction: contributing 
factors and relationship to prognosis. Eur Heart J. 2006;27:569–81.  h t t  p s : /  / d o  i .  
o r g / 1 0 . 1 0 9 3 / e u r h e a r t j / e h i 6 9 6     .   

29. Cruz DN, Schmidt-Ott KM, Vescovo G, House AA, Kellum JA, Ronco C, 
McCullough PA, for the Acute Dialysis Quality Initiative (ADQI). Consensus 
Group Pathophysiology of Cardiorenal Syndrome Type 2 in Stable Chronic 
Heart Failure: Workgroup Statements from the Eleventh Consensus Confer-
ence of the Acute Dialysis Quality Initiative (ADQI). In ADQI Consensus on 
AKI Biomarkers and Cardiorenal Syndromes; Kellum, J.A., McCullough, P.A., 
Mehta, R.L., Murray, P.T., Ronco, C., Eds.; S.Karger AG, 2013; Vol. 182, p. 0 ISBN 
978-3-318-02406-7.

30. Prastaro M, Nardi E, Paolillo S, Santoro C, Parlati ALM, Gargiulo P, Basile C, 
Buonocore D, Esposito G, Filardi PP. Cardiorenal Syndrome: pathophysiology 
as a key to the Therapeutic Approach in an under-diagnosed disease. J Clin 
Ultrasound. 2022;50:1110–24. https:/ /doi.or g/10.10 02/j cu.23265.

31. Chuasuwan A, Kellum JA, Cardio-Renal Syndrome. Type 3: epidemiology, 
pathophysiology, and treatment. Semin Nephrol. 2012;32:31–9.  h t t  p s : /  / d o  i .  o r 
g / 1 0 . 1 0 1 6 / j . s e m n e p h r o l . 2 0 1 1 . 1 1 . 0 0 5     .   

32. Geerlings W, Tufveson G, Ehrich JH, Jones EH, Landais P, Loirat C, Mallick NP, 
Margreiter R, Raine AE, Salmela K. Report on management of renal failure in 
Europe, XXIII. Nephrol Dial Transpl. 1994;9(Suppl 1):6–25.

33. de Abreu KLS, Silva Júnior GB, Barreto AGC, Melo FM, Oliveira BB, Mota RMS, 
Rocha NA, Silva SL, Araújo SMHA, Daher EF. Acute kidney Injury after Trauma: 
prevalence, clinical characteristics and RIFLE classification. Indian J Crit Care 
Med. 2010;14:121–8. https:/ /doi.or g/10.41 03/0 972-5229.74170.

34. Liaño F, Pascual J. Epidemiology of Acute Renal failure: a prospective, Mul-
ticenter, Community-based study. Madrid Acute Renal failure Study Group. 
Kidney Int. 1996;50:811–8. https:/ /doi.or g/10.10 38/k i.1996.380.

35. Daemen MA, van ’t Veer C, Denecker G, Heemskerk VH, Wolfs TG, Clauss M, 
Vandenabeele P, Buurman WA. Inhibition of apoptosis Induced by Ischemia-
Reperfusion prevents inflammation. J Clin Invest. 1999;104:541–9.  h t t  p s : /  / d o  i .  
o r g / 1 0 . 1 1 7 2 / J C I 6 9 7 4     .   

36. Okusa MD. The changing pattern of Acute kidney Injury: from one to multiple 
organ failure. Contrib Nephrol. 2010;165:153–8.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 5 9 / 0 0 0 3 
1 3 7 5 4     .   

37. Li X, Hassoun HT, Santora R, Rabb H. Organ crosstalk: the role of the kidney. 
Curr Opin Crit Care. 2009;15:481–7.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 9 7 / M C C . 0 b 0 1 3 e 3 2 8 3 
3 2 f 6 9 e     .   

38. Jackson G, Gibbs CR, Davies MK, Lip GY. ABC Heart Fail Pathophysiology BMJ. 
2000;320:167–70. https:/ /doi.or g/10.11 36/b mj.320.7228.167.

39. Hallan SI, Stevens P. Screening for chronic kidney disease: which Strategy? J 
Nephrol. 2010;23:147–55.

40. Minciunescu A, Genovese L, deFilippi C. Cardiovascular alterations and struc-
tural changes in the setting of chronic kidney disease: a review of Cardiorenal 
Syndrome Type 4. SN Compr Clin Med. 2023;5:15.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 0 7 / s 4 2 
3 9 9 - 0 2 2 - 0 1 3 4 7 - 2     .   

41. Zimmermann J, Herrlinger S, Pruy A, Metzger T, Wanner C. Inflammation 
enhances Cardiovascular Risk and Mortality in Hemodialysis patients. Kidney 
Int. 1999;55:648–58. https:/ /doi.or g/10.10 46/j .1523-1755.1999.00273.x.

42. Clementi A, Virzì GM, Goh CY, Cruz DN, Granata A, Vescovo G, Ronco C. 
Cardiorenal Syndrome Type 4: a review. Cardiorenal Med. 2013;3:63–70.  h t t  p s : 
/  / d o  i .  o r g / 1 0 . 1 1 5 9 / 0 0 0 3 5 0 3 9 7     .   

43. Di Lullo L, Ronco C, Cozzolino M, Selvi A, Santoboni F, Bellasi A. Type-5 
Cardiorenal Syndrome (CRS-5): an up to date. Nephrol @ Point Care. 
2017;3:napoc5000212. https:/ /doi.or g/10.53 01/n apoc.5000212.

44. Fu S, Zhao S, Ye P, Luo L. Biomarkers in Cardiorenal Syndromes. BioMed 
Research International 2018, 2018, 9617363,  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 5 5 / 2 0 1 8 / 9 6 1 
7 3 6 3       

https://doi.org/10.3390/jcm12216873
https://doi.org/10.3390/jcm12216873
https://doi.org/10.1016/j.ihj.2017.01.005
https://doi.org/10.1053/j.ackd.2018.08.004
https://doi.org/10.1053/j.ackd.2018.08.004
https://doi.org/10.1159/000323352
https://doi.org/10.1159/000323352
https://doi.org/10.1161/CIRCULATIONAHA.117.028814
https://doi.org/10.1016/j.molmet.2021.101195
https://doi.org/10.1016/j.molmet.2021.101195
https://doi.org/10.1038/s41392-020-00311-7
https://doi.org/10.1038/s41392-020-00311-7
https://doi.org/10.15252/emmm.202113943
https://doi.org/10.3390/ijms24010137
https://doi.org/10.1016/j.gendis.2021.04.001
https://doi.org/10.1016/j.gendis.2021.04.001
https://doi.org/10.3390/antiox10121939
https://doi.org/10.3390/antiox10121939
https://doi.org/10.1038/s41581-019-0216-6
https://doi.org/10.1210/er.2009-0026
https://doi.org/10.1016/j.cmet.2018.02.011
https://doi.org/10.1016/j.cmet.2018.02.011
https://doi.org/10.1093/gerona/glad106
https://doi.org/10.1007/s00018-022-04499-5
https://doi.org/10.1074/jbc.RA118.005772
https://doi.org/10.1096/fj.202001826R
https://doi.org/10.1096/fj.202001826R
https://doi.org/10.1021/acs.jproteome.0c01037
https://doi.org/10.1021/acs.jproteome.0c01037
https://doi.org/10.1016/j.molmet.2019.09.013
https://doi.org/10.1093/eurheartj/ehp507
https://doi.org/10.1007/s11255-021-03036-w
https://doi.org/10.1007/s10047-011-0613-5
https://doi.org/10.1007/s10047-011-0613-5
https://doi.org/10.2147/TCRM.S63255
https://doi.org/10.2147/TCRM.S63255
https://doi.org/10.1093/eurheartj/ehi696
https://doi.org/10.1093/eurheartj/ehi696
https://doi.org/10.1002/jcu.23265
https://doi.org/10.1016/j.semnephrol.2011.11.005
https://doi.org/10.1016/j.semnephrol.2011.11.005
https://doi.org/10.4103/0972-5229.74170
https://doi.org/10.1038/ki.1996.380
https://doi.org/10.1172/JCI6974
https://doi.org/10.1172/JCI6974
https://doi.org/10.1159/000313754
https://doi.org/10.1159/000313754
https://doi.org/10.1097/MCC.0b013e328332f69e
https://doi.org/10.1097/MCC.0b013e328332f69e
https://doi.org/10.1136/bmj.320.7228.167
https://doi.org/10.1007/s42399-022-01347-2
https://doi.org/10.1007/s42399-022-01347-2
https://doi.org/10.1046/j.1523-1755.1999.00273.x
https://doi.org/10.1159/000350397
https://doi.org/10.1159/000350397
https://doi.org/10.5301/napoc.5000212
https://doi.org/10.1155/2018/9617363
https://doi.org/10.1155/2018/9617363


Page 23 of 30Marín-Blázquez et al. Cell Communication and Signaling          (2024) 22:537 

45. Gedikli O, Kiris A, Hosoglu Y, Karahan C, Kaplan S. Serum myeloperoxidase 
level is Associated with heart-type fatty acid-binding protein but not tropo-
nin T in patients with chronic heart failure. Med Principles Pract. 2014;24:42–
6. https:/ /doi.or g/10.11 59/0 00368717.

46. O’Malley RG, Bonaca MP, Scirica BM, Murphy SA, Jarolim P, Sabatine MS, 
Braunwald E, Morrow DA. Prognostic performance of multiple biomarkers in 
patients with Non–ST-Segment Elevation Acute Coronary Syndrome: analysis 
from the MERLIN–TIMI 36 Trial (metabolic efficiency with Ranolazine for Less 
Ischemia in Non – ST-Elevation Acute Coronary syndromes–thrombolysis in 
myocardial infarction 36). J Am Coll Cardiol. 2014;63:1644–53.  h t t  p s : /  / d o  i .  o r g / 
1 0 . 1 0 1 6 / j . j a c c . 2 0 1 3 . 1 2 . 0 3 4     .   

47. Li-ping H. Xin-Yi Tang; Wen-Hua Ling; Wei-Qing Chen; Yu-ming Chen Early 
C-Reactive protein in the prediction of long-term outcomes after Acute Coro-
nary syndromes: a Meta-analysis of Longitudinal studies. Heart. 2010;96:339. 
https:/ /doi.or g/10.11 36/h rt.2009.174912.

48. Riehle C, Bauersachs J. Key inflammatory mechanisms underlying heart 
failure. Herz. 2019;44:96–106. https:/ /doi.or g/10.10 07/s 00059-019-4785-8.

49. Goffredo G, Barone R, Di Terlizzi V, Correale M, Brunetti ND, Iacoviello M. 
Biomarkers in Cardiorenal Syndrome. J Clin Med. 2021;10:3433.  h t t  p s : /  / d o  i .  o r 
g / 1 0 . 3 3 9 0 / j c m 1 0 1 5 3 4 3 3     . .   

50. Cusumano AM, Tzanno-Martins C, Rosa-Diez GJ. The glomerular filtration rate: 
from the diagnosis of kidney function to a Public Health Tool. Front Med (Lau-
sanne). 2021;8:769335. https:/ /doi.or g/10.33 89/f med.2021.769335.

51. Zhang WR, Parikh CR. Biomarkers of Acute and chronic kidney disease. Annu 
Rev Physiol. 2019;81:309–33.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 4 6 / a n n u r e v - p h y s i o l - 0 2 0 5 1 
8 - 1 1 4 6 0 5     .   

52. Lena A, Anker MS, Springer J. Muscle wasting and Sarcopenia in Heart 
failure—the current state of Science. Int J Mol Sci. 2020;21.  h t t  p s : /  / d o  i .  o r g / 1 0 . 
3 3 9 0 / i j m s 2 1 1 8 6 5 4 9     .   

53. Jungbauer CG, Birner C, Jung B, Buchner S, Lubnow M, von Bary C, Ende-
mann D, Banas B, Mack M, Böger CA, et al. Kidney Injury Molecule-1 and 
N-Acetyl-ß-d-Glucosaminidase in Chronic Heart failure: possible biomarkers 
of Cardiorenal Syndrome. Eur J Heart Fail. 2011;13:1104–10.  h t t  p s : /  / d o  i .  o r g / 1 0 
. 1 0 9 3 / e u r j h f / h f r 1 0 2     .   

54. Wybraniec MT, Mizia-Stec K. Renalase and biomarkers of contrast-Induced 
Acute kidney Injury. Cardiorenal Med. 2015;6:25–36.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 5 9 / 
0 0 0 4 3 9 1 1 7     .   

55. Katsyuba E, Romani M, Hofer D, Auwerx J. NAD + homeostasis in Health and 
Disease. Nat Metab. 2020;2:9–31. https:/ /doi.or g/10.10 38/s 42255-019-0161-5.

56. Chini CCS, Zeidler JD, Kashyap S, Warner G, Chini EN. Evolving concepts in 
NAD + metabolism. Cell Metab. 2021;33:1076–87.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j . c 
m e t . 2 0 2 1 . 0 4 . 0 0 3     .   

57. Cantó C, Auwerx J. NAD + as a signaling molecule modulating metabolism. 
Cold Spring Harb Symp Quant Biol. 2011;76:291–8.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 0 1 / s q 
b . 2 0 1 2 . 7 6 . 0 1 0 4 3 9     .   

58. Cantó C, Menzies K, Auwerx J. NAD + metabolism and the Control of Energy 
Homeostasis - a Balancing Act between Mitochondria and the Nucleus. Cell 
Metab. 2015;22:31–53. https:/ /doi.or g/10.10 16/j .cmet.2015.05.023.

59. Braidy N, Berg J, Clement J, Khorshidi F, Poljak A, Jayasena T, Grant R, Sachdev 
P. Role of Nicotinamide Adenine Dinucleotide and related precursors as ther-
apeutic targets for age-related degenerative diseases: Rationale, Biochemis-
try, Pharmacokinetics, and outcomes. Antioxid Redox Signal. 2019;30:251–94. 
https:/ /doi.or g/10.10 89/a rs.2017.7269.

60. Wang T, Zhang X, Bheda P, Revollo JR, Imai S, Wolberger C. Structure of 
Nampt/PBEF/Visfatin, a mammalian NAD + biosynthetic enzyme. Nat Struct 
Mol Biol. 2006;13:661–2. https:/ /doi.or g/10.10 38/n smb1114.

61. Wu Q-J, Zhang T-N, Chen H-H, Yu X-F, Lv J-L, Liu Y-Y, Liu Y-S, Zheng G, Zhao 
J-Q, Wei Y-F, et al. The Sirtuin Family in Health and Disease. Sig Transduct 
Target Ther. 2022;7:1–74. https:/ /doi.or g/10.10 38/s 41392-022-01257-8.

62. Morales J, Li L, Fattah FJ, Dong Y, Bey EA, Patel M, Gao J, Boothman DA. Review 
of poly (ADP-Ribose) polymerase (PARP) mechanisms of Action and Rationale 
for Targeting in Cancer and Other diseases. Crit Rev Eukaryot Gene Expr. 
2014;24:15–28. https:/ /doi.or g/10.16 15/c ritrev eukaryo tgeneex pr.2 013006875.

63. Konen JM, Fradette JJ, Gibbons DL. The Good, the bad and the unknown of 
CD38 in the metabolic microenvironment and Immune Cell functionality of 
solid tumors. Cells. 2019;9:52. https:/ /doi.or g/10.33 90/c ells9010052.

64. Angeletti C, Amici A, Gilley J, Loreto A, Trapanotto AG, Antoniou C, Merlini 
E, Coleman MP, Orsomando G. SARM1 is a multi-functional NAD(P)ase with 
prominent Base Exchange Activity, all regulated Bymultiple physiologically 
relevant NAD metabolites. iScience. 2022;25:103812.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j 
. i s c i . 2 0 2 2 . 1 0 3 8 1 2     .   

65. Dai Y, Faller DV. Transcription regulation by class III histone deacetylases 
(HDACs)—Sirtuins. Transl Oncogenomics. 2008;3:53–65.

66. Haigis MC, Sinclair DA. Mammalian sirtuins: Biological insights and Disease 
Relevance. Annu Rev Pathol. 2010;5:253–95.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 4 6 / a n n u r e v . 
p a t h o l . 4 . 1 1 0 8 0 7 . 0 9 2 2 5 0     .   

67. Frye RA. Phylogenetic classification of Prokaryotic and eukaryotic Sir2-like 
proteins. Biochem Biophys Res Commun. 2000;273:793–8.  h t t  p s : /  / d o  i .  o r g / 1 0 . 
1 0 0 6 / b b r c . 2 0 0 0 . 3 0 0 0     .   

68. Lin H. Chapter 4 - The Enzymatic Activities of Sirtuins. In Introductory Review 
on Sirtuins in Biology, Aging, and Disease; Guarente, L., Mostoslavsky, R., Kazant-
sev, A., Eds.; Academic Press, 2018; pp. 45–62 ISBN 978-0-12-813499-3.

69. Yu J, Auwerx J. Protein deacetylation by SIRT1: an emerging key post-trans-
lational modification in metabolic regulation. Pharmacol Res. 2010;62:35–41. 
https:/ /doi.or g/10.10 16/j .phrs.2009.12.006.

70. Black JC, Mosley A, Kitada T, Washburn M, Carey M. The SIRT2 deacetylase 
regulates autoacetylation of P300. Mol Cell. 2008;32:449–55.  h t t  p s : /  / d o  i .  o r g / 1 
0 . 1 0 1 6 / j . m o l c e l . 2 0 0 8 . 0 9 . 0 1 8     .   

71. Ansari A, Rahman MS, Saha SK, Saikot FK, Deep A, Kim K. Function of the 
SIRT3 mitochondrial deacetylase in Cellular Physiology, Cancer, and neurode-
generative disease. Aging Cell. 2017;16:4–16.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 1 1 / a c e l . 1 2 5 
3 8     .   

72. Kumar S, Lombard DB. Functions of the Sirtuin Deacylase SIRT5 in normal 
physiology and pathobiology. Crit Rev Biochem Mol Biol. 2018;53:311–34. 
https:/ /doi.or g/10.10 80/1 0409238.2018.1458071.

73. Tang M, Tang H, Tu B, Zhu W-G. SIRT7: a Sentinel of Genome Stability. Open 
Biol 11, 210047, https:/ /doi.or g/10.10 98/r sob.210047

74. Tomaselli D, Steegborn C, Mai A, Rotili D. Sirt4: a multifaceted enzyme at 
the crossroads of mitochondrial metabolism and Cancer. Front Oncol. 
2020;10:474. https:/ /doi.or g/10.33 89/f onc.2020.00474.

75. Rahnasto-Rilla M, Lahtela-Kakkonen M, Moaddel R. Sirtuin 6 (SIRT6) activity 
assays. Methods Mol Biol. 2016;1436:259–69.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 0 7 / 9 7 8 - 1 - 4 
9 3 9 - 3 6 6 7 - 0 _ 1 7     .   

76. Fabbrizi E, Fiorentino F, Carafa V, Altucci L, Mai A, Rotili D. Emerging roles of 
SIRT5 in metabolism, Cancer, and SARS-CoV-2 infection. Cells. 2023;12:852. 
https:/ /doi.or g/10.33 90/c ells12060852.

77. Mendes KL, Lelis D, de Santos F. Nuclear sirtuins and Inflammatory Signaling 
pathways. Cytokine Growth Factor Rev. 2017;38:98–105.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 
1 6 / j . c y t o g f r . 2 0 1 7 . 1 1 . 0 0 1     .   

78. Lombard DB, Tishkoff DX, Bao J. Mitochondrial sirtuins in the regulation of 
mitochondrial activity and metabolic adaptation. Handb Exp Pharmacol. 
2011;206:163–88. https:/ /doi.or g/10.10 07/9 78-3-642-21631-2_8.

79. Yanagisawa S, Baker JR, Vuppusetty C, Koga T, Colley T, Fenwick P, Donnelly 
LE, Barnes PJ, Ito K. The dynamic shuttling of SIRT1 between cytoplasm and 
nuclei in bronchial epithelial cells by single and repeated cigarette smoke 
exposure. PLoS ONE. 2018;13:e0193921.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 3 7 1 / j o u r n a l . p o n e 
. 0 1 9 3 9 2 1     .   

80. Tanno M, Sakamoto J, Miura T, Shimamoto K, Horio Y. Nucleocytoplasmic 
shuttling of the NAD+-Dependent histone deacetylase SIRT1 *. J Biol Chem. 
2007;282:6823–32. https:/ /doi.or g/10.10 74/j bc.M609554200.

81. Vaquero A, Scher MB, Lee DH, Sutton A, Cheng H-L, Alt FW, Serrano L, Sterng-
lanz R, Reinberg D. SirT2 is a histone deacetylase with preference for histone 
H4 lys 16 during mitosis. Genes Dev. 2006;20:1256–61.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 0 
1 / g a d . 1 4 1 2 7 0 6     .   

82. Singh V, Ubaid S. Role of Silent Information Regulator 1 (SIRT1) in regulating 
oxidative stress and inflammation. Inflammation. 2020;43:1589–98.  h t t  p s : /  / d o  
i .  o r g / 1 0 . 1 0 0 7 / s 1 0 7 5 3 - 0 2 0 - 0 1 2 4 2 - 9     .   

83. Yang Y, Liu Y, Wang Y, Chao Y, Zhang J, Jia Y, Tie J, Hu D. Regulation of SIRT1 
and its roles in inflammation. Front Immunol. 2022;13:831168.  h t t  p s : /  / d o  i .  o r g 
/ 1 0 . 3 3 8 9 / fi  m m u . 2 0 2 2 . 8 3 1 1 6 8     .   

84. Wan X, Garg NJ. Sirtuin Control of Mitochondrial Dysfunction, oxidative stress, 
and inflammation in Chagas Disease models. Front Cell Infect Microbiol. 
2021;11:693051. https:/ /doi.or g/10.33 89/f cimb.2021.693051.

85. Yapryntseva MA, Maximchik PV, Zhivotovsky B, Gogvadze V. Mitochondrial sir-
tuin 3 and various cell death modalities. Front Cell Dev Biol. 2022;10:947357. 
https:/ /doi.or g/10.33 89/f cell.2022.947357.

86. Carafa V, Rotili D, Forgione M, Cuomo F, Serretiello E, Hailu GS, Jarho E, 
Lahtela-Kakkonen M, Mai A, Altucci L. Sirtuin functions and Modulation: from 
Chemistry to the clinic. Clin Epigenetics. 2016;8:61.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 8 6 / s 1 
3 1 4 8 - 0 1 6 - 0 2 2 4 - 3     .   

87. Dong XC. Sirtuin 6-A Key Regulator of hepatic lipid metabolism and Liver 
Health. Cells. 2023;12:663. https:/ /doi.or g/10.33 90/c ells12040663.

https://doi.org/10.1159/000368717
https://doi.org/10.1016/j.jacc.2013.12.034
https://doi.org/10.1016/j.jacc.2013.12.034
https://doi.org/10.1136/hrt.2009.174912
https://doi.org/10.1007/s00059-019-4785-8
https://doi.org/10.3390/jcm10153433
https://doi.org/10.3390/jcm10153433
https://doi.org/10.3389/fmed.2021.769335
https://doi.org/10.1146/annurev-physiol-020518-114605
https://doi.org/10.1146/annurev-physiol-020518-114605
https://doi.org/10.3390/ijms21186549
https://doi.org/10.3390/ijms21186549
https://doi.org/10.1093/eurjhf/hfr102
https://doi.org/10.1093/eurjhf/hfr102
https://doi.org/10.1159/000439117
https://doi.org/10.1159/000439117
https://doi.org/10.1038/s42255-019-0161-5
https://doi.org/10.1016/j.cmet.2021.04.003
https://doi.org/10.1016/j.cmet.2021.04.003
https://doi.org/10.1101/sqb.2012.76.010439
https://doi.org/10.1101/sqb.2012.76.010439
https://doi.org/10.1016/j.cmet.2015.05.023
https://doi.org/10.1089/ars.2017.7269
https://doi.org/10.1038/nsmb1114
https://doi.org/10.1038/s41392-022-01257-8
https://doi.org/10.1615/critreveukaryotgeneexpr.2013006875
https://doi.org/10.3390/cells9010052
https://doi.org/10.1016/j.isci.2022.103812
https://doi.org/10.1016/j.isci.2022.103812
https://doi.org/10.1146/annurev.pathol.4.110807.092250
https://doi.org/10.1146/annurev.pathol.4.110807.092250
https://doi.org/10.1006/bbrc.2000.3000
https://doi.org/10.1006/bbrc.2000.3000
https://doi.org/10.1016/j.phrs.2009.12.006
https://doi.org/10.1016/j.molcel.2008.09.018
https://doi.org/10.1016/j.molcel.2008.09.018
https://doi.org/10.1111/acel.12538
https://doi.org/10.1111/acel.12538
https://doi.org/10.1080/10409238.2018.1458071
https://doi.org/10.1098/rsob.210047
https://doi.org/10.3389/fonc.2020.00474
https://doi.org/10.1007/978-1-4939-3667-0_17
https://doi.org/10.1007/978-1-4939-3667-0_17
https://doi.org/10.3390/cells12060852
https://doi.org/10.1016/j.cytogfr.2017.11.001
https://doi.org/10.1016/j.cytogfr.2017.11.001
https://doi.org/10.1007/978-3-642-21631-2_8
https://doi.org/10.1371/journal.pone.0193921
https://doi.org/10.1371/journal.pone.0193921
https://doi.org/10.1074/jbc.M609554200
https://doi.org/10.1101/gad.1412706
https://doi.org/10.1101/gad.1412706
https://doi.org/10.1007/s10753-020-01242-9
https://doi.org/10.1007/s10753-020-01242-9
https://doi.org/10.3389/fimmu.2022.831168
https://doi.org/10.3389/fimmu.2022.831168
https://doi.org/10.3389/fcimb.2021.693051
https://doi.org/10.3389/fcell.2022.947357
https://doi.org/10.1186/s13148-016-0224-3
https://doi.org/10.1186/s13148-016-0224-3
https://doi.org/10.3390/cells12040663


Page 24 of 30Marín-Blázquez et al. Cell Communication and Signaling          (2024) 22:537 

88. Dai H, Sinclair DA, Ellis JL, Steegborn C. Sirtuin activators and inhibitors: prom-
ises, achievements, and challenges. Pharmacol Ther. 2018;188:140–54. https:/ 
/doi.or g/10.10 16/j .pharmthera.2018.03.004.

89. Nogueiras R, Habegger KM, Chaudhary N, Finan B, Banks AS, Dietrich MO, 
Horvath TL, Sinclair DA, Pfluger PT, Tschöp MH. Sirtuin 1 and Sirtuin 3: physi-
ological modulators of metabolism. Physiol Rev. 2012;92:1479–514.  h t t  p s : /  / d 
o  i .  o r g / 1 0 . 1 1 5 2 / p h y s r e v . 0 0 0 2 2 . 2 0 1 1     .   

90. Jomova K, Raptova R, Alomar SY, Alwasel SH, Nepovimova E, Kuca K, Valko M. 
Reactive oxygen species, toxicity, oxidative stress, and antioxidants: chronic 
diseases and Aging. Arch Toxicol. 2023;97:2499–574.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 0 7 / 
s 0 0 2 0 4 - 0 2 3 - 0 3 5 6 2 - 9     .   

91. Silaghi CN, Farcaș M, Crăciun AM. Sirtuin 3 (SIRT3) pathways in Age-Related 
Cardiovascular and neurodegenerative diseases. Biomedicines. 2021;9:1574. 
https:/ /doi.or g/10.33 90/b iomedicines9111574.

92. Lautrup S, Sinclair DA, Mattson MP, Fang EF. NAD + in Brain Aging and Neuro-
degenerative disorders. Cell Metab. 2019;30:630–55.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j 
. c m e t . 2 0 1 9 . 0 9 . 0 0 1     .   

93. Chen Y, Zhou D, Feng Y, Li B, Cui Y, Chen G, Li N. Association of Sirtuins (SIRT1-
7) with lung and intestinal diseases. Mol Cell Biochem. 2022;477:2539–52. 
https:/ /doi.or g/10.10 07/s 11010-022-04462-9.

94. Sun C, Bai S, Liang Y, Liu D, Liao J, Chen Y, Zhao X, Wu B, Huang D, Chen M, et 
al. The role of Sirtuin 1 and its activators in Age-related lung disease. Biomed 
Pharmacother. 2023;162:114573.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j . b i o p h a . 2 0 2 3 . 1 1 4 5 7 
3     .   

95. Cencioni C, Spallotta F, Mai A, Martelli F, Farsetti A, Zeiher AM, Gaetano C. 
Sirtuin function in Aging Heart and vessels. J Mol Cell Cardiol. 2015;83:55–61. 
https:/ /doi.or g/10.10 16/j .yjmcc.2014.12.023.

96. Zhang J, Xiang H, Liu J, Chen Y, He R-R, Liu B. Mitochondrial sirtuin 3: 
New Emerging Biological function and therapeutic target. Theranostics. 
2020;10:8315–42. https:/ /doi.or g/10.71 50/t hno.45922.

97. Nikas IP, Paschou SA, Ryu HS. The role of Nicotinamide in Cancer Chemopre-
vention and Therapy. Biomolecules. 2020;10:477.  h t t  p s : /  / d o  i .  o r g / 1 0 . 3 3 9 0 / b i o 
m 1 0 0 3 0 4 7 7     .   

98. Navas LE, Carnero A, NAD + Metabolism. Stemness, the Immune Response, 
and Cancer. Signal Transduct Target Ther. 2021;6.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 3 8 / s 4 1 
3 9 2 - 0 2 0 - 0 0 3 5 4 - w     .   

99. Jubin T, Kadam A, Jariwala M, Bhatt S, Sutariya S, Gani AR, Gautam S, Begum 
R. The PARP Family: insights into functional aspects of poly (ADP-ribose) 
Polymerase‐1 in cell growth and survival. Cell Prolif. 2016;49:421–37.  h t t  p s : /  / d 
o  i .  o r g / 1 0 . 1 1 1 1 / c p r . 1 2 2 6 8     .   

100. Malanga M, Althaus F, Malanga M. Althaus FRThe Role of Poly(ADP-Ribose) in 
the DNA Damage Signaling Network. Biochem Cell Biol 83:354–364. Biochem-
istry and cell biology = Biochimie et biologie cellulaire 2005, 83, 354–364,  h t t  p s : /  / 
d o  i .  o r g / 1 0 . 1 1 3 9 / o 0 5 - 0 3 8       

101. Ke Y, Han Y, Guo X, Wen J, Wang K, Jiang X, Tian X, Ba X, Boldogh I, Zeng X. 
PARP1 promotes Gene expression at the post-transcriptional level by modu-
lating the RNA-Binding protein HuR. Nat Commun. 2017;8:14632.  h t t  p s : /  / d o  i .  
o r g / 1 0 . 1 0 3 8 / n c o m m s 1 4 6 3 2     .   

102. Demin AA, Hirota K, Tsuda M, Adamowicz M, Hailstone R, Brazina J, Gittens W, 
Kalasova I, Shao Z, Zha S, et al. XRCC1 prevents toxic PARP1 trapping during 
DNA base excision repair. Mol Cell. 2021;81:3018–e30305.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 
0 1 6 / j . m o l c e l . 2 0 2 1 . 0 5 . 0 0 9     .   

103. Paddock MN, Bauman AT, Higdon R, Kolker E, Takeda S, Scharenberg AM. 
Competition between PARP-1 and Ku70 control the decision between 
high-fidelity and mutagenic DNA repair. DNA Repair (Amst). 2011;10:338–43. 
https:/ /doi.or g/10.10 16/j .dnarep.2010.12.005.

104. Murata MM, Kong X, Moncada E, Chen Y, Imamura H, Wang P, Berns MW, 
Yokomori K, Digman MA. NAD + consumption by PARP1 in response to DNA 
damage triggers metabolic shift critical for damaged cell survival. Mol Biol 
Cell. 2019;30:2584–97. https:/ /doi.or g/10.10 91/m bc.E18-10-0650.

105. Andrabi SA, Dawson TM, Dawson VL. Mitochondrial and Nuclear Cross talk in 
cell death: Parthanatos. Ann N Y Acad Sci. 2008;1147:233–41.  h t t  p s : /  / d o  i .  o r g / 
1 0 . 1 1 9 6 / a n n a l s . 1 4 2 7 . 0 1 4     .   

106. Affar EB, Shah RG, Dallaire A-K, Castonguay V, Shah GM. Role of poly(ADP-
Ribose) polymerase in Rapid Intracellular Acidification Induced by alkylating 
DNA damage. Proc Natl Acad Sci U S A. 2002;99:245–50.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 
7 3 / p n a s . 0 1 2 4 6 0 3 9 9     .   

107. Ba X, Garg NJ. Signaling mechanism of poly(ADP-Ribose) Polymerase-1 (PARP-
1) in Inflammatory diseases. Am J Pathol. 2011;178:946–55.  h t t  p s : /  / d o  i .  o r g / 1 0 . 
1 0 1 6 / j . a j p a t h . 2 0 1 0 . 1 2 . 0 0 4     .   

108. Ke Y, Wang C, Zhang J, Zhong X, Wang R, Zeng X, Ba X. The role of PARPs in 
inflammation—and metabolic—related diseases: Molecular mechanisms 
and Beyond. Cells. 2019;8:1047. https:/ /doi.or g/10.33 90/c ells8091047.

109. Malavasi F, Deaglio S, Funaro A, Ferrero E, Horenstein AL, Ortolan E, Vaisitti T, 
Aydin S. Evolution and function of the ADP Ribosyl Cyclase/CD38 Gene Fam-
ily in Physiology and Pathology. Physiol Rev. 2008;88:841–86.  h t t  p s : /  / d o  i .  o r g / 
1 0 . 1 1 5 2 / p h y s r e v . 0 0 0 3 5 . 2 0 0 7     .   

110. Kim H, Jacobson EL, Jacobson MK. Synthesis and degradation of cyclic ADP-
Ribose by NAD Glycohydrolases. Science. 1993;261:1330–3.  h t t  p s : /  / d o  i .  o r g / 1 0 
. 1 1 2 6 / s c i e n c e . 8 3 9 5 7 0 5     .   

111. Ishihara K, Hirano T. BST-1/CD157 regulates the Humoral Immune responses 
in vivo. Chem Immunol. 2000;75:235–55. https:/ /doi.or g/10.11 59/0 00058772.

112. Howard M, Grimaldi JC, Bazan JF, Lund FE, Santos-Argumedo L, Parkhouse 
RM, Walseth TF, Lee HC. Formation and hydrolysis of cyclic ADP-Ribose cata-
lyzed by lymphocyte Antigen CD38. Science. 1993;262:1056–9.  h t t  p s : /  / d o  i .  o r 
g / 1 0 . 1 1 2 6 / s c i e n c e . 8 2 3 5 6 2 4     .   

113. Lee HC. Mechanisms of Calcium Signaling by cyclic ADP-Ribose and NAADP. 
Physiol Rev. 1997;77:1133–64.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 5 2 / p h y s r e v . 1 9 9 7 . 7 7 . 4 . 1 1 3 3     
.   

114. Takasawa S. CD38–Cyclic ADP-Ribose Signal System in Physiology, Biochemis-
try, and pathophysiology. Int J Mol Sci. 2022;23:4306.  h t t  p s : /  / d o  i .  o r g / 1 0 . 3 3 9 0 / 
i j m s 2 3 0 8 4 3 0 6     .   

115. Horenstein AL, Chillemi A, Quarona V, Zito A, Roato I, Morandi F, Marimpietri 
D, Bolzoni M, Toscani D, Oldham RJ, et al. NAD+-Metabolizing ectoenzymes 
in remodeling tumor–host interactions: the human myeloma model. Cells. 
2015;4:520–37. https:/ /doi.or g/10.33 90/c ells4030520.

116. Chini EN. CD38 as a Regulator of Cellular NAD: a novel potential pharmaco-
logical target for metabolic conditions. Curr Pharm Des. 2009;15:57–63.

117. Tarragó MG, Chini CCS, Kanamori KS, Warner GM, Caride A, de Oliveira 
GC, Rud M, Samani A, Hein KZ, Huang R, et al. A potent and specific CD38 
inhibitor ameliorates Age-related metabolic dysfunction by reversing tissue 
NAD + decline. Cell Metab. 2018;27:1081–e109510.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j . c 
m e t . 2 0 1 8 . 0 3 . 0 1 6     .   

118. Zhang X, Wang H, Song X, Song Y, He G, Fang K, Chang X. Compound 78c 
exerts a Therapeutic Effect on Collagen-Induced Arthritis and Rheumatoid 
Arthritis. Clin Exp Rheumatol. 2023;41:1384–95.  h t t  p s : /  / d o  i .  o r g / 1 0 . 5 5 5 6 3 / c l i n 
e x p r h e u m a t o l / 0 d c k 3 t     .   

119. Roboon J, Hattori T, Ishii H, Takarada-Iemata M, Nguyen DT, Heer CD, 
O’Meally D, Brenner C, Yamamoto Y, Okamoto H, et al. Inhibition of CD38 and 
supplementation of Nicotinamide Riboside Ameliorate Lipopolysaccharide-
Induced Microglial and Astrocytic Neuroinflammation by increasing NAD+. J 
Neurochem. 2021;158:311–27. https:/ /doi.or g/10.11 11/j nc.15367.

120. Alabarse PG, Oliveira P, Qin H, Yan T, Migaud M, Terkeltaub R, Liu-Bryan R. 
The NADase CD38 is a Central Regulator in Gouty inflammation and a Novel 
Druggable Therapeutic Target. Inflamm Res. 2024.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 0 7 / s 0 
0 0 1 1 - 0 2 4 - 0 1 8 6 3 - y     .   

121. Li J-P, Wei W, Li X-X, Xu M. Regulation of NLRP3 inflammasome by CD38 
through cADPR-Mediated Ca2 + release in vascular smooth muscle cells in 
Diabetic mice. Life Sci. 2020;255:117758.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j . l f s . 2 0 2 0 . 1 1 7 
7 5 8     .   

122. Zheng Y, Xu Y, Xu W, Cao S, Yan Q, Huang X, Wen Y, Zhao Q, Du S, Lang Y, et al. 
CD38 enhances TLR9 expression and activates NLRP3 inflammasome after 
Porcine Parvovirus infection. Viruses. 2022;14:1136.  h t t  p s : /  / d o  i .  o r g / 1 0 . 3 3 9 0 / v 1 
4 0 6 1 1 3 6     .   

123. Xiao W, Wang R-S, Handy DE, Loscalzo J. NAD(H) and NADP(H) Redox Couples 
and Cellular Energy Metabolism. Antioxid Redox Signal. 2018;28:251–72. 
https:/ /doi.or g/10.10 89/a rs.2017.7216.

124. Covarrubias AJ, Perrone R, Grozio A, Verdin E. NAD + metabolism and its roles 
in Cellular processes during ageing. Nat Rev Mol Cell Biol. 2021;22:119–41. 
https:/ /doi.or g/10.10 38/s 41580-020-00313-x.

125. Wang Z, Ying Z, Bosy-Westphal A, Zhang J, Schautz B, Later W, Heymsfield SB, 
Müller MJ. Specific metabolic rates of Major organs and tissues across Adult-
hood: evaluation by mechanistic model of resting energy Expenditure1234. 
Am J Clin Nutr. 2010;92:1369–77. https:/ /doi.or g/10.39 45/a jcn.2010.29885.

126. Gandoy-Fieiras N, Gonzalez-Juanatey JR, Eiras S. Myocardium metabolism 
in physiological and Pathophysiological States: implications of Epicardial 
Adipose tissue and potential therapeutic targets. Int J Mol Sci. 2020;21:2641. 
https:/ /doi.or g/10.33 90/i jms21072641.

127. Yao W, Pei Z, Zhang X, NAD+:. A Key Metabolic Regulator with Great 
Therapeutic potential for myocardial infarction via Sirtuins Family. Heliyon. 
2023;9:e21890. https:/ /doi.or g/10.10 16/j .heliyon.2023.e21890.

https://doi.org/10.1016/j.pharmthera.2018.03.004
https://doi.org/10.1016/j.pharmthera.2018.03.004
https://doi.org/10.1152/physrev.00022.2011
https://doi.org/10.1152/physrev.00022.2011
https://doi.org/10.1007/s00204-023-03562-9
https://doi.org/10.1007/s00204-023-03562-9
https://doi.org/10.3390/biomedicines9111574
https://doi.org/10.1016/j.cmet.2019.09.001
https://doi.org/10.1016/j.cmet.2019.09.001
https://doi.org/10.1007/s11010-022-04462-9
https://doi.org/10.1016/j.biopha.2023.114573
https://doi.org/10.1016/j.biopha.2023.114573
https://doi.org/10.1016/j.yjmcc.2014.12.023
https://doi.org/10.7150/thno.45922
https://doi.org/10.3390/biom10030477
https://doi.org/10.3390/biom10030477
https://doi.org/10.1038/s41392-020-00354-w
https://doi.org/10.1038/s41392-020-00354-w
https://doi.org/10.1111/cpr.12268
https://doi.org/10.1111/cpr.12268
https://doi.org/10.1139/o05-038
https://doi.org/10.1139/o05-038
https://doi.org/10.1038/ncomms14632
https://doi.org/10.1038/ncomms14632
https://doi.org/10.1016/j.molcel.2021.05.009
https://doi.org/10.1016/j.molcel.2021.05.009
https://doi.org/10.1016/j.dnarep.2010.12.005
https://doi.org/10.1091/mbc.E18-10-0650
https://doi.org/10.1196/annals.1427.014
https://doi.org/10.1196/annals.1427.014
https://doi.org/10.1073/pnas.012460399
https://doi.org/10.1073/pnas.012460399
https://doi.org/10.1016/j.ajpath.2010.12.004
https://doi.org/10.1016/j.ajpath.2010.12.004
https://doi.org/10.3390/cells8091047
https://doi.org/10.1152/physrev.00035.2007
https://doi.org/10.1152/physrev.00035.2007
https://doi.org/10.1126/science.8395705
https://doi.org/10.1126/science.8395705
https://doi.org/10.1159/000058772
https://doi.org/10.1126/science.8235624
https://doi.org/10.1126/science.8235624
https://doi.org/10.1152/physrev.1997.77.4.1133
https://doi.org/10.3390/ijms23084306
https://doi.org/10.3390/ijms23084306
https://doi.org/10.3390/cells4030520
https://doi.org/10.1016/j.cmet.2018.03.016
https://doi.org/10.1016/j.cmet.2018.03.016
https://doi.org/10.55563/clinexprheumatol/0dck3t
https://doi.org/10.55563/clinexprheumatol/0dck3t
https://doi.org/10.1111/jnc.15367
https://doi.org/10.1007/s00011-024-01863-y
https://doi.org/10.1007/s00011-024-01863-y
https://doi.org/10.1016/j.lfs.2020.117758
https://doi.org/10.1016/j.lfs.2020.117758
https://doi.org/10.3390/v14061136
https://doi.org/10.3390/v14061136
https://doi.org/10.1089/ars.2017.7216
https://doi.org/10.1038/s41580-020-00313-x
https://doi.org/10.3945/ajcn.2010.29885
https://doi.org/10.3390/ijms21072641
https://doi.org/10.1016/j.heliyon.2023.e21890


Page 25 of 30Marín-Blázquez et al. Cell Communication and Signaling          (2024) 22:537 

128. Peoples JN, Saraf A, Ghazal N, Pham TT, Kwong JQ. Mitochondrial dysfunction 
and oxidative stress in Heart Disease. Exp Mol Med. 2019;51:1–13.  h t t  p s : /  / d o  i .  
o r g / 1 0 . 1 0 3 8 / s 1 2 2 7 6 - 0 1 9 - 0 3 5 5 - 7     .   

129. Pillai JB, Isbatan A, Imai S, Gupta MP. Poly(ADP-Ribose) polymerase-
1-Dependent Cardiac Myocyte Cell Death during Heart failure is mediated 
by NAD + depletion and reduced Sir2α deacetylase activity *. J Biol Chem. 
2005;280:43121–30. https:/ /doi.or g/10.10 74/j bc.M506162200.

130. Diguet N, Trammell SA, Tannous C, Deloux R, Piquereau J, Mougenot N, 
Gouge A, Gressette M, Manoury B, Blanc J, et al. Nicotinamide Riboside 
preserves cardiac function in a mouse model of dilated cardiomyopathy. 
Circulation. 2018;137:2256–73.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 6 1 / C I R C U L A T I O N A H A . 1 1 
6 . 0 2 6 0 9 9     .   

131. Shi H, Enriquez A, Rapadas M, Martin EMMA, Wang R, Moreau J, Lim CK, Szot 
JO, Ip E, Hughes JN, et al. NAD Deficiency, Congenital Malformations, and 
Niacin Supplementation. N Engl J Med. 2017;377:544–52.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 
0 5 6 / N E J M o a 1 6 1 6 3 6 1     .   

132. Zuo W, Liu N, Zeng Y, Liu Y, Li B, Wu K, Xiao Y, Liu Q. CD38: a potential thera-
peutic target in Cardiovascular Disease. Cardiovasc Drugs Ther. 2021;35:815–
28. https:/ /doi.or g/10.10 07/s 10557-020-07007-8.

133. Guan X-H, Liu X-H, Hong X, Zhao N, Xiao Y-F, Wang L-F, Tang L, Jiang K, Qian 
Y-S, Deng K-Y, et al. CD38 Deficiency protects the heart from Ischemia/Reper-
fusion Injury through activating SIRT1/FOXOs-Mediated antioxidative stress 
pathway. Oxidative Med Cell Longev. 2016;2016:e7410257.  h t t  p s : /  / d o  i .  o r g / 1 0 . 
1 1 5 5 / 2 0 1 6 / 7 4 1 0 2 5 7     .   

134. Boslett J, Helal M, Chini E, Zweier JL. Genetic deletion of CD38 confers post-
ischemic myocardial protection through preserved pyridine nucleotides. J 
Mol Cell Cardiol. 2018;118:81–94. https:/ /doi.or g/10.10 16/j .yjmcc.2018.02.015.

135. Henning RJ, Bourgeois M, Harbison RD. Poly(ADP-Ribose) polymerase (PARP) 
and PARP inhibitors: mechanisms of Action and Role in Cardiovascular disor-
ders. Cardiovasc Toxicol. 2018;18:493–506.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 0 7 / s 1 2 0 1 2 - 0 1 
8 - 9 4 6 2 - 2     .   

136. Wang H, Yang X, Yang Q, Gong L, Xu H, Wu Z. PARP-1 inhibition attenu-
ates Cardiac Fibrosis Induced by myocardial infarction through regulating 
Autophagy. Biochem Biophys Res Commun. 2018;503:1625–32.  h t t  p s : /  / d o  i .  o r 
g / 1 0 . 1 0 1 6 / j . b b r c . 2 0 1 8 . 0 7 . 0 9 1     .   

137. Waldman M, Nudelman V, Shainberg A, Abraham NG, Kornwoski R, Aravot D, 
Arad M, Hochhauser E. PARP-1 inhibition protects the Diabetic Heart through 
activation of SIRT1-PGC-1α Axis. Exp Cell Res. 2018;373:112–8.  h t t  p s : /  / d o  i .  o r g / 
1 0 . 1 0 1 6 / j . y e x c r . 2 0 1 8 . 1 0 . 0 0 3     .   

138. Kane AE, Sinclair DA. Sirtuins and NAD + in the Development and Treatment 
of Metabolic and Cardiovascular diseases. Circ Res. 2018;123:868–85.  h t t  p s : /  / 
d o  i .  o r g / 1 0 . 1 1 6 1 / C I R C R E S A H A . 1 1 8 . 3 1 2 4 9 8     .   

139. Sundaresan NR, Pillai VB, Gupta MP. Emerging roles of SIRT1 deacetylase 
in regulating cardiomyocyte survival and hypertrophy. J Mol Cell Cardiol. 
2011;51:614–8. https:/ /doi.or g/10.10 16/j .yjmcc.2011.01.008.

140. North BJ, Rosenberg MA, Jeganathan KB, Hafner AV, Michan S, Dai J, Baker DJ, 
Cen Y, Wu LE, Sauve AA, et al. SIRT2 induces the checkpoint kinase BubR1 to 
increase lifespan. EMBO J. 2014;33:1438–53.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 5 2 5 2 / e m b j . 2 0 
1 3 8 6 9 0 7     .   

141. Gao P, Xu T-T, Lu J, Li L, Xu J, Hao D-L, Chen H-Z, Liu D-P. Overexpression of 
SIRT1 in vascular smooth muscle cells attenuates Angiotensin II-Induced Vas-
cular remodeling and hypertension in mice. J Mol Med (Berl). 2014;92:347–
57. https:/ /doi.or g/10.10 07/s 00109-013-1111-4.

142. Abdellatif M, Sedej S, Kroemer G. NAD + metabolism in Cardiac Health, Aging, 
and Disease. Circulation. 2021;144:1795–817.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 6 1 / C I R C U L 
A T I O N A H A . 1 2 1 . 0 5 6 5 8 9     .   

143. Morevati M, Egstrand S, Nordholm A, Mace ML, Andersen CB, Salmani R, 
Olgaard K, Lewin E. Effect of NAD + boosting on kidney ischemia-reperfusion 
Injury. PLoS ONE. 2021;16:e0252554.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 3 7 1 / j o u r n a l . p o n e . 0 2 
5 2 5 5 4     .   

144. Martin DR, Lewington AJ, Hammerman MR, Padanilam BJ. Inhibition of 
poly(ADP-Ribose) polymerase attenuates ischemic renal Injury in rats. Am J 
Physiol Regul Integr Comp Physiol. 2000;279:R1834–1840.  h t t  p s : /  / d o  i .  o r g / 1 0 . 
1 1 5 2 / a j p r e g u . 2 0 0 0 . 2 7 9 . 5 . R 1 8 3 4     .   

145. Liu S, Liu J, Liu D, Wang X, Yang R. Inhibition of Poly-(ADP-Ribose) poly-
merase protects the kidney in a Canine Model of endotoxic shock. Nephron. 
2015;130:281–92. https:/ /doi.or g/10.11 59/0 00435815.

146. Tran MT, Zsengeller ZK, Berg AH, Khankin EV, Bhasin MK, Kim W, Clish CB, Still-
man IE, Karumanchi SA, Rhee EP, et al. PGC1α drives NAD biosynthesis linking 
oxidative metabolism to Renal Protection. Nature. 2016;531:528–32.  h t t  p s : /  / d 
o  i .  o r g / 1 0 . 1 0 3 8 / n a t u r e 1 7 1 8 4     .   

147. Rodgers JT, Lerin C, Haas W, Gygi SP, Spiegelman BM, Puigserver P. Nutrient 
Control of Glucose Homeostasis through a complex of PGC-1alpha and 
SIRT1. Nature. 2005;434:113–8. https:/ /doi.or g/10.10 38/n ature03354.

148. Poyan Mehr A, Tran MT, Ralto KM, Leaf DE, Washco V, Messmer J, Lerner A, 
Kher A, Kim SH, Khoury CC, et al. De Novo NAD + biosynthetic impairment in 
Acute kidney Injury in humans. Nat Med. 2018;24:1351–9.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 
0 3 8 / s 4 1 5 9 1 - 0 1 8 - 0 1 3 8 - z     .   

149. Chen D, Steele AD, Lindquist S, Guarente L. Increase in activity during calorie 
restriction requires Sirt1. Science. 2005;310:1641.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 2 6 / s c i e 
n c e . 1 1 1 8 3 5 7     .   

150. Bordone L, Cohen D, Robinson A, Motta MC, van Veen E, Czopik A, Steele AD, 
Crowe H, Marmor S, Luo J, et al. SIRT1 transgenic mice show phenotypes 
resembling calorie restriction. Aging Cell. 2007;6:759–67.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 
1 1 1 / j . 1 4 7 4 - 9 7 2 6 . 2 0 0 7 . 0 0 3 3 5 . x     .   

151. Hasegawa K, Wakino S, Simic P, Sakamaki Y, Minakuchi H, Fujimura K, Hosoya 
K, Komatsu M, Kaneko Y, Kanda T, et al. Renal tubular Sirt1 attenuates Diabetic 
Albuminuria by Epigenetically suppressing Claudin-1 overexpression in 
Podocytes. Nat Med. 2013;19:1496–504. https:/ /doi.or g/10.10 38/n m.3363.

152. Takahashi R, Kanda T, Komatsu M, Itoh T, Minakuchi H, Urai H, Kuroita T, 
Shigaki S, Tsukamoto T, Higuchi N, et al. The significance of NAD + metabo-
lites and nicotinamide N-Methyltransferase in chronic kidney disease. Sci Rep. 
2022;12:6398. https:/ /doi.or g/10.10 38/s 41598-022-10476-6.

153. Gao Y, Martin NI, van Haren MJ, Nicotinamide N. -Methyl transferase (NNMT): 
an emerging therapeutic target. Drug Discov Today. 2021;26:2699–706. 
https:/ /doi.or g/10.10 16/j .drudis.2021.05.011.

154. Rehan M, Deskin B, Kurundkar AR, Yadav S, Matsunaga Y, Manges J, Smith 
N, Dsouza KG, Burow ME, Thannickal VJ. Nicotinamide N-Methyltransferase 
mediates lipofibroblast-myofibroblast transition and apoptosis resistance. J 
Biol Chem. 2023;299:105027. https:/ /doi.or g/10.10 16/j .jbc.2023.105027.

155. Zhang J, Wang Y, Li G, Yu H, Xie X. Down-regulation of Nicotinamide 
N-Methyltransferase induces apoptosis in human breast Cancer cells via the 
mitochondria-mediated pathway. PLoS ONE. 2014;9:e89202.  h t t  p s : /  / d o  i .  o r g / 1 
0 . 1 3 7 1 / j o u r n a l . p o n e . 0 0 8 9 2 0 2     .   

156. Yang C, Wang T, Zhu S, Zong Z, Luo C, Zhao Y, Liu J, Li T, Liu X, Liu C, et al. 
Nicotinamide N-Methyltransferase remodeled cell metabolism and aggra-
vated proinflammatory responses by activating STAT3/IL1β/PGE2 pathway. 
ACS Omega. 2022;7:37509–19. https:/ /doi.or g/10.10 21/a csomega.2c04286.

157. Yu H, Zhou X, Wang Y, Huang X, Yang J, Zeng J, Li G, Xie X, Zhang J. Nicotin-
amide N-Methyltransferase inhibits Autophagy Induced by oxidative stress 
through suppressing the AMPK pathway in breast Cancer cells. Cancer Cell 
Int. 2020;20:191. https:/ /doi.or g/10.11 86/s 12935-020-01279-8.

158. Rhee EP, Clish CB, Ghorbani A, Larson MG, Elmariah S, McCabe E, Yang Q, 
Cheng S, Pierce K, Deik A, et al. A combined epidemiologic and Metabolomic 
Approach improves CKD prediction. J Am Soc Nephrol. 2013;24:1330–8. 
https:/ /doi.or g/10.16 81/A SN.2012101006.

159. Goek O-N, Prehn C, Sekula P, Römisch-Margl W, Döring A, Gieger C, Heier M, 
Koenig W, Wang-Sattler R, Illig T, et al. Metabolites associate with kidney func-
tion decline and Incident chronic kidney disease in the General Population. 
Nephrol Dialysis Transplantation. 2013;28:2131–8.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 9 3 / n d t 
/ g f t 2 1 7     .   

160. Yu B, Zheng Y, Nettleton JA, Alexander D, Coresh J, Boerwinkle E. Serum 
metabolomic profiling and Incident CKD among African americans. Clin J Am 
Soc Nephrol. 2014;9:1410–7. https:/ /doi.or g/10.22 15/C JN.11971113.

161. Henderson LM, Niacin. Annu Rev Nutr. 1983;3:289–307.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 4 
6 / a n n u r e v . n u . 0 3 . 0 7 0 1 8 3 . 0 0 1 4 4 5     .   

162. Hołubiec P, Leończyk M, Staszewski F, Łazarczyk A, Jaworek AK, Wojas-Pelc A. 
Pathophysiology and Clinical Management of Pellagra - a review. Folia Med 
Cracov. 2021;61:125–37. https:/ /doi.or g/10.24 425/ fmc.2021.138956.

163. Bogan KL, Brenner C. Nicotinic acid, Nicotinamide, and Nicotinamide Ribo-
side: a molecular evaluation of NAD + precursor vitamins in Human Nutrition. 
Annu Rev Nutr. 2008;28:115–30.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 4 6 / a n n u r e v . n u t r . 2 8 . 0 6 1 8 
0 7 . 1 5 5 4 4 3     .   

164. Lukasova M, Malaval C, Gille A, Kero J, Offermanns S. Nicotinic acid inhibits 
progression of atherosclerosis in mice through its receptor GPR109A 
expressed by Immune cells. J Clin Invest. 2011;121:1163–73.  h t t  p s : /  / d o  i .  o r g / 1 
0 . 1 1 7 2 / J C I 4 1 6 5 1     .   

165. Ganji SH, Qin S, Zhang L, Kamanna VS, Kashyap ML. Niacin inhibits vascular 
oxidative stress, redox-sensitive genes, and Monocyte Adhesion to Human 
aortic endothelial cells. Atherosclerosis. 2009;202:68–75.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 
1 6 / j . a t h e r o s c l e r o s i s . 2 0 0 8 . 0 4 . 0 4 4     .   

166. Wu BJ, Yan L, Charlton F, Witting P, Barter PJ, Rye K-A. Evidence that Niacin 
inhibits Acute Vascular inflammation and improves endothelial dysfunction 

https://doi.org/10.1038/s12276-019-0355-7
https://doi.org/10.1038/s12276-019-0355-7
https://doi.org/10.1074/jbc.M506162200
https://doi.org/10.1161/CIRCULATIONAHA.116.026099
https://doi.org/10.1161/CIRCULATIONAHA.116.026099
https://doi.org/10.1056/NEJMoa1616361
https://doi.org/10.1056/NEJMoa1616361
https://doi.org/10.1007/s10557-020-07007-8
https://doi.org/10.1155/2016/7410257
https://doi.org/10.1155/2016/7410257
https://doi.org/10.1016/j.yjmcc.2018.02.015
https://doi.org/10.1007/s12012-018-9462-2
https://doi.org/10.1007/s12012-018-9462-2
https://doi.org/10.1016/j.bbrc.2018.07.091
https://doi.org/10.1016/j.bbrc.2018.07.091
https://doi.org/10.1016/j.yexcr.2018.10.003
https://doi.org/10.1016/j.yexcr.2018.10.003
https://doi.org/10.1161/CIRCRESAHA.118.312498
https://doi.org/10.1161/CIRCRESAHA.118.312498
https://doi.org/10.1016/j.yjmcc.2011.01.008
https://doi.org/10.15252/embj.201386907
https://doi.org/10.15252/embj.201386907
https://doi.org/10.1007/s00109-013-1111-4
https://doi.org/10.1161/CIRCULATIONAHA.121.056589
https://doi.org/10.1161/CIRCULATIONAHA.121.056589
https://doi.org/10.1371/journal.pone.0252554
https://doi.org/10.1371/journal.pone.0252554
https://doi.org/10.1152/ajpregu.2000.279.5.R1834
https://doi.org/10.1152/ajpregu.2000.279.5.R1834
https://doi.org/10.1159/000435815
https://doi.org/10.1038/nature17184
https://doi.org/10.1038/nature17184
https://doi.org/10.1038/nature03354
https://doi.org/10.1038/s41591-018-0138-z
https://doi.org/10.1038/s41591-018-0138-z
https://doi.org/10.1126/science.1118357
https://doi.org/10.1126/science.1118357
https://doi.org/10.1111/j.1474-9726.2007.00335.x
https://doi.org/10.1111/j.1474-9726.2007.00335.x
https://doi.org/10.1038/nm.3363
https://doi.org/10.1038/s41598-022-10476-6
https://doi.org/10.1016/j.drudis.2021.05.011
https://doi.org/10.1016/j.jbc.2023.105027
https://doi.org/10.1371/journal.pone.0089202
https://doi.org/10.1371/journal.pone.0089202
https://doi.org/10.1021/acsomega.2c04286
https://doi.org/10.1186/s12935-020-01279-8
https://doi.org/10.1681/ASN.2012101006
https://doi.org/10.1093/ndt/gft217
https://doi.org/10.1093/ndt/gft217
https://doi.org/10.2215/CJN.11971113
https://doi.org/10.1146/annurev.nu.03.070183.001445
https://doi.org/10.1146/annurev.nu.03.070183.001445
https://doi.org/10.24425/fmc.2021.138956
https://doi.org/10.1146/annurev.nutr.28.061807.155443
https://doi.org/10.1146/annurev.nutr.28.061807.155443
https://doi.org/10.1172/JCI41651
https://doi.org/10.1172/JCI41651
https://doi.org/10.1016/j.atherosclerosis.2008.04.044
https://doi.org/10.1016/j.atherosclerosis.2008.04.044


Page 26 of 30Marín-Blázquez et al. Cell Communication and Signaling          (2024) 22:537 

Independent of changes in plasma lipids. Arterioscler Thromb Vasc Biol. 
2010;30:968–75. https:/ /doi.or g/10.11 61/A TVBAHA.109.201129.

167. Cho K, Kim H, Rodriguez-Iturbe B, Vaziri ND. Niacin ameliorates oxidative 
stress, inflammation, Proteinuria, and hypertension in rats with chronic renal 
failure. Am J Physiol Ren Physiol. 2009;297:F106–113.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 5 2 / 
a j p r e n a l . 0 0 1 2 6 . 2 0 0 9     .   

168. Cho K, Kim H, Kamanna VS, Vaziri ND. Niacin improves renal lipid metabolism 
and slows progression in chronic kidney disease. Biochim Biophys Acta. 
2010;1800:6–15. https:/ /doi.or g/10.10 16/j .bbagen.2009.10.009.

169. Tai ST, Fu YH, Yang YC, Wang JJ. Niacin ameliorates kidney warm ischemia and 
Reperfusion Injury–Induced Ventricular Dysfunction and oxidative stress and 
disturbance in mitochondrial metabolism in rats. Transpl Proc. 2015;47:1079–
82. https:/ /doi.or g/10.10 16/j .transproceed.2014.11.057.

170. Sang Z, Wang F, Zhou Q, Li Y, Li Y, Wang H, Chen S. Combined use of 
extended-release niacin and atorvastatin: Safety and effects on lipid modifi-
cation. Chin Med J. 2009;122:1615.  h t t  p s : /  / d o  i .  o r g / 1 0 . 3 7 6 0 / c m a . j . i s s n . 0 3 6 6 - 6 9 
9 9 . 2 0 0 9 . 1 4 . 0 0 3     .   

171. Guyton JR, Brown BG, Fazio S, Polis A, Tomassini JE, Tershakovec AM. Lipid-
altering efficacy and safety of Ezetimibe/Simvastatin Coadministered with 
extended-release niacin in patients with type IIa or type IIb hyperlipidemia. J 
Am Coll Cardiol. 2008;51:1564–72. https:/ /doi.or g/10.10 16/j .jacc.2008.03.003.

172. Sacks FM, Pasternak RC, Gibson CM, Rosner B, Stone PH. Effect on coronary 
atherosclerosis of decrease in plasma cholesterol concentrations in normo-
cholesterolaemic patients. Lancet. 1994;344:1182–6.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / 
S 0 1 4 0 - 6 7 3 6 ( 9 4 ) 9 0 5 0 6 - 1     .   

173. The AIM-HIGH. Investigators niacin in patients with low HDL cholesterol 
levels receiving intensive statin therapy. N Engl J Med 365, 2255–67,  h t t  p s : /  / d 
o  i .  o r g / 1 0 . 1 0 5 6 / N E J M o a 1 1 0 7 5 7 9     .   

174. The HPS2-THRIVE Collaborative Group Effects of Extended-Release. Niacin 
with laropiprant in high-risk patients. N Engl J Med 371, 203–12,  h t t  p s : /  / d o  i .  o r 
g / 1 0 . 1 0 5 6 / N E J M o a 1 3 0 0 9 5 5       

175. Carlson LA, Rosenhamer G. Reduction of Mortality in the Stockholm Isch-
aemic Heart Disease secondary Prevention Study by Combined Treatment 
with Clofibrate and Nicotinic Acid. Acta Med Scand. 1988;223:405–18.  h t t  p s : /  / 
d o  i .  o r g / 1 0 . 1 1 1 1 / j . 0 9 5 4 - 6 8 2 0 . 1 9 8 8 . t b 1 5 8 9 1 . x     .   

176. Caruzzo C, Liboni W, Bonzano A, Bobbio M, Bongioanni S, Caruzzo E, Civaia F. 
Effect of lipid-lowering treatment on progression of atherosclerotic Lesions—
a duplex Ultrasonographic Investigation. Angiology. 1995;46:269–80.  h t t  p s : /  / 
d o  i .  o r g / 1 0 . 1 1 7 7 / 0 0 0 3 3 1 9 7 9 5 0 4 6 0 0 4 0 1     .   

177. Taylor AJ, Sullenberger LE, Lee HJ, Lee JK, Grace KA. Arterial Biology for the 
Investigation of the Treatment Effects of Reducing Cholesterol (ARBITER) 2. 
Circulation 2004, 110, 3512–3517,  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 6 1 / 0 1 . C I R . 0 0 0 0 1 4 8 9 5 5 . 
1 9 7 9 2 . 8 D       

178. Lee JMS, Robson MD, Yu L-M, Shirodaria CC, Cunnington C, Kylintireas I, Digby 
JE, Bannister T, Handa A, Wiesmann F, et al. Effects of High-Dose modified-
release nicotinic acid on atherosclerosis and vascular function: a randomized, 
Placebo-Controlled, magnetic resonance imaging study. J Am Coll Cardiol. 
2009;54:1787–94. https:/ /doi.or g/10.10 16/j .jacc.2009.06.036.

179. Albers John BG, Fisher Lloyd J, Schaefer Susan D, Lin M, Bisson Brad D, 
Fitzpatrick Virginia F. Dodge Harold T. Regression of Coronary Artery Disease 
as a result of intensive lipid-lowering therapy in men with high levels of 
apolipoprotein B. N Engl J Med. 1990;323:1289–98.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 5 6 / N 
E J M 1 9 9 0 1 1 0 8 3 2 3 1 9 0 1     .   

180. Canner PL, Berge KG, Wenger NK, Stamler J, Friedman L, Prineas RJ, Friede-
wald W. Fifteen Year Mortality in Coronary Drug Project patients: long-term 
benefit with niacin. J Am Coll Cardiol. 1986;8:1245–55.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 
6 / S 0 7 3 5 - 1 0 9 7 ( 8 6 ) 8 0 2 9 3 - 5     .   

181. Vittone F, Chait A, Morse JS, Fish B, Brown BG, Zhao X-Q. Niacin plus Simvas-
tatin reduces coronary stenosis progression among patients with metabolic 
syndrome despite a modest increase in insulin resistance: a subgroup 
analysis of the HDL-Atherosclerosis treatment study (HATS). J Clin Lipidol. 
2007;1:203–10. https:/ /doi.or g/10.10 16/j .jacl.2007.05.003.

182. Jin Kang H, Kim DK, Mi Lee S, Han Kim K, Hee Han S, Hyun Kim K, Eun Kim 
S, Ki Son Y, An WS. Effects of low-dose niacin on Dyslipidemia and serum 
phosphorus in patients with chronic kidney disease. Kidney Res Clin Pract. 
2013;32:21–6. https:/ /doi.or g/10.10 16/j .krcp.2012.12.001.

183. Benyó Z, Gille A, Kero J, Csiky M, Suchánková MC, Nüsing RM, Moers A, Pfeffer 
K, Offermanns S. GPR109A (PUMA-G/HM74A) mediates nicotinic acid–
Induced Flushing. J Clin Invest. 2005;115:3634–40.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 7 2 / J C I 
2 3 6 2 6     .   

184. Tunaru S, Kero J, Schaub A, Wufka C, Blaukat A, Pfeffer K, Offermanns S. 
PUMA-G and HM74 are receptors for nicotinic acid and mediate its anti-
lipolytic effect. Nat Med. 2003;9:352–5. https:/ /doi.or g/10.10 38/n m824.

185. Chai JT, Digby JE, Choudhury RP. GPR109A and vascular inflammation. Curr 
Atheroscler Rep. 2013;15. https:/ /doi.or g/10.10 07/s 11883-013-0325-9.

186. Chen AC, Damian DL. Nicotinamide and the skin. Australas J Dermatol. 
2014;55:169–75. https:/ /doi.or g/10.11 11/a jd.12163.

187. Méndez-Lara KA, Letelier N, Farre N, Diarte-Añazco EMG, Nieto-Nicolau N, 
Rodríguez-Millán E, Santos D, Pallarès V, Escolà-Gil JC, del Vázquez T, et al. 
Nicotinamide prevents apolipoprotein B-Containing lipoprotein oxidation, 
inflammation and atherosclerosis in apolipoprotein E-Deficient mice. Anti-
oxid (Basel). 2020;9:1162. https:/ /doi.or g/10.33 90/a ntiox9111162.

188. Mateuszuk L, Jasztal A, Maslak E, Gasior-Glogowska M, Baranska M, Sitek B, 
Kostogrys R, Zakrzewska A, Kij A, Walczak M, et al. Antiatherosclerotic effects 
of 1-Methylnicotinamide in apolipoprotein E/Low-Density lipoprotein recep-
tor–deficient mice: a comparison with nicotinic acid. J Pharmacol Exp Ther. 
2016;356:514–24. https:/ /doi.or g/10.11 24/j pet.115.228643.

189. Awad HH, El-Derany MO, Mantawy EM, Michel HE, El-Naa MM, Salah El-Din 
RA, El-Brairy AI, El-Demerdash E. Comparative study on Beneficial effects of 
vitamins B and D in attenuating Doxorubicin Induced Cardiotoxicity in rats: 
emphasis on Calcium Homeostasis. Biomed Pharmacother. 2021;140:111679. 
https:/ /doi.or g/10.10 16/j .biopha.2021.111679.

190. Zhu X, Li J, Wang H, Gasior FM, Lee C, Lin S, Justice CN, O’Donnell JM, Vanden 
Hoek TL. Nicotinamide restores tissue NAD + and improves survival in Rodent 
models of Cardiac arrest. PLoS ONE. 2023;18:e0291598.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 3 7 
1 / j o u r n a l . p o n e . 0 2 9 1 5 9 8     .   

191. Audrito V, Messana VG, Deaglio S. NAMPT and NAPRT: two metabolic 
enzymes with key roles in inflammation. Front Oncol. 2020;10.  h t t  p s : /  / d o  i .  o r g 
/ 1 0 . 3 3 8 9 / f o n c . 2 0 2 0 . 0 0 3 5 8     .   

192. Park JW, Roh E, Kang GM, Gil SY, Kim HK, Lee CH, Jang WH, Park SE, Moon 
SY, Kim SJ, et al. Circulating blood eNAMPT drives the circadian rhythms in 
locomotor activity and energy expenditure. Nat Commun. 2023;14:1994.  h t t  p 
s : /  / d o  i .  o r g / 1 0 . 1 0 3 8 / s 4 1 4 6 7 - 0 2 3 - 3 7 5 1 7 - 6     .   

193. Huynh PK, Wilder J, Hiller S, Hagaman J, Takahashi N, Maeda-Smithies N, Li 
F. Beneficial effects of Nicotinamide on Hypertensive mice with impaired 
endothelial nitric oxide function. J Exp Nephrol. 2020;1:1–8.

194. Lin W, Wu X, Wen J, Fei Y, Wu J, Li X, Zhang Q, Dong Y, Xu T, Fan Y et al. Nicotin-
amide Retains Klotho Expression and Ameliorates Rhabdomyolysis-Induced 
Acute Kidney Injury. Nutrition 2021, 91–92, 111376,  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j . n 
u t . 2 0 2 1 . 1 1 1 3 7 6       

195. Zheng M, Cai J, Liu Z, Shu S, Wang Y, Tang C, Dong Z. Nicotinamide reduces 
renal interstitial fibrosis by suppressing Tubular Injury and inflammation. J 
Cell Mol Med. 2019;23:3995–4004. https:/ /doi.or g/10.11 11/j cmm.14285.

196. Kaiser Permanente. NAD + augmentation in cardiac surgery Associated 
Myocardial Injury (NACAM) Trial. clinicaltrials.gov; 2023.

197. El Ters M, Zhou X, Lepping RJ, Lu P, Karcher RT, Mahnken JD, Brooks WM, 
Winklhofer FT, Li X, Yu ASL. Biological Efficacy and Safety of Niacinamide in 
patients with ADPKD. Kidney Int Rep. 2020;5:1271–9.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / 
j . e k i r . 2 0 2 0 . 0 6 . 0 0 2     .   

198. Cheng SC, Young DO, Huang Y, Delmez JA, Coyne DWA, Randomized. 
Double-Blind, placebo-controlled trial of Niacinamide for reduction of 
Phosphorus in Hemodialysis patients. Clin J Am Soc Nephrol. 2008;3:1131–8. 
https:/ /doi.or g/10.22 15/C JN.04211007.

199. Young DO, Cheng SC, Delmez JA, Coyne DW. The effect of oral niacinamide 
on plasma phosphorus levels in peritoneal Dialysis patients. Perit Dial Int. 
2009;29:562–7.

200. Rhode Island Hospital. Pilot Trial of Supplemental Vitamin A and Nicotinamide 
and Levels of Blood Vitamin A and Nicotinamide; clinicaltrials.gov, 2023.

201. Assistance Publique - Hôpitaux de Paris. Graft Acute Kidney Injury: Vitamin B3 to 
Facilitate Renal Recovery In the Early Life of a Transplant - GABRIEL; clinicaltrials.
gov, 2022.

202. Centre Hospitalier Universitaire. Amiens Does High-Dose Vitamin B3 
Supplementation Prevent Major Adverse Kidney Events During Septic Shock? A 
Multicenter Randomized Controlled Study; clinicaltrials.gov, 2022.

203. Zheng D, Zhang Y, Zheng M, Cao T, Wang G, Zhang L, Ni R, Brockman J, 
Zhong H, Fan G-C, et al. Nicotinamide Riboside promotes Autolysosome 
Clearance in preventing Doxorubicin-Induced Cardiotoxicity. Clin Sci (Lond). 
2019;133:1505–21. https:/ /doi.or g/10.10 42/C S20181022.

204. Vignier N, Chatzifrangkeskou M, Morales Rodriguez B, Mericskay M, Mouge-
not N, Wahbi K, Bonne G, Muchir A. Rescue of biosynthesis of Nicotinamide 
Adenine Dinucleotide protects the heart in Cardiomyopathy caused by 

https://doi.org/10.1161/ATVBAHA.109.201129
https://doi.org/10.1152/ajprenal.00126.2009
https://doi.org/10.1152/ajprenal.00126.2009
https://doi.org/10.1016/j.bbagen.2009.10.009
https://doi.org/10.1016/j.transproceed.2014.11.057
https://doi.org/10.3760/cma.j.issn.0366-6999.2009.14.003
https://doi.org/10.3760/cma.j.issn.0366-6999.2009.14.003
https://doi.org/10.1016/j.jacc.2008.03.003
https://doi.org/10.1016/S0140-6736(94)90506-1
https://doi.org/10.1016/S0140-6736(94)90506-1
https://doi.org/10.1056/NEJMoa1107579
https://doi.org/10.1056/NEJMoa1107579
https://doi.org/10.1056/NEJMoa1300955
https://doi.org/10.1056/NEJMoa1300955
https://doi.org/10.1111/j.0954-6820.1988.tb15891.x
https://doi.org/10.1111/j.0954-6820.1988.tb15891.x
https://doi.org/10.1177/000331979504600401
https://doi.org/10.1177/000331979504600401
https://doi.org/10.1161/01.CIR.0000148955.19792.8D
https://doi.org/10.1161/01.CIR.0000148955.19792.8D
https://doi.org/10.1016/j.jacc.2009.06.036
https://doi.org/10.1056/NEJM199011083231901
https://doi.org/10.1056/NEJM199011083231901
https://doi.org/10.1016/S0735-1097(86)80293-5
https://doi.org/10.1016/S0735-1097(86)80293-5
https://doi.org/10.1016/j.jacl.2007.05.003
https://doi.org/10.1016/j.krcp.2012.12.001
https://doi.org/10.1172/JCI23626
https://doi.org/10.1172/JCI23626
https://doi.org/10.1038/nm824
https://doi.org/10.1007/s11883-013-0325-9
https://doi.org/10.1111/ajd.12163
https://doi.org/10.3390/antiox9111162
https://doi.org/10.1124/jpet.115.228643
https://doi.org/10.1016/j.biopha.2021.111679
https://doi.org/10.1371/journal.pone.0291598
https://doi.org/10.1371/journal.pone.0291598
https://doi.org/10.3389/fonc.2020.00358
https://doi.org/10.3389/fonc.2020.00358
https://doi.org/10.1038/s41467-023-37517-6
https://doi.org/10.1038/s41467-023-37517-6
https://doi.org/10.1016/j.nut.2021.111376
https://doi.org/10.1016/j.nut.2021.111376
https://doi.org/10.1111/jcmm.14285
https://doi.org/10.1016/j.ekir.2020.06.002
https://doi.org/10.1016/j.ekir.2020.06.002
https://doi.org/10.2215/CJN.04211007
https://doi.org/10.1042/CS20181022


Page 27 of 30Marín-Blázquez et al. Cell Communication and Signaling          (2024) 22:537 

Lamin A/C Gene Mutation. Hum Mol Genet. 2018;27:3870–80.  h t t  p s : /  / d o  i .  o r g 
/ 1 0 . 1 0 9 3 / h m g / d d y 2 7 8     .   

205. Dunlay SM, Roger VL, Redfield MM. Epidemiology of Heart failure with pre-
served ejection fraction. Nat Rev Cardiol. 2017;14:591–602.  h t t  p s : /  / d o  i .  o r g / 1 0 . 
1 0 3 8 / n r c a r d i o . 2 0 1 7 . 6 5     .   

206. Tong D, Schiattarella GG, Jiang N, Altamirano F, Szweda PA, Elnwasany A, Lee 
DI, Yoo H, Kass DA, Szweda LI, et al. NAD + repletion reverses Heart failure 
with preserved ejection fraction. Circ Res. 2021;128:1629–41.  h t t  p s : /  / d o  i .  o r g / 
1 0 . 1 1 6 1 / C I R C R E S A H A . 1 2 0 . 3 1 7 0 4 6     .   

207. Zeitz MJ, Smyth JW. Translating translation to mechanisms of Cardiac Hyper-
trophy. J Cardiovasc Dev Dis. 2020;7. https:/ /doi.or g/10.33 90/j cdd7010009.

208. Ma S, Feng J, Lin X, Liu J, Tang Y, Nie S, Gong J, Wang L. Nicotinamide Riboside 
Alleviates Cardiac Dysfunction and Remodeling in Pressure Overload Cardiac 
Hypertrophy. Oxid Med Cell Longev 2021, 2021, 5546867,  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 
5 5 / 2 0 2 1 / 5 5 4 6 8 6 7       

209. Myakala K, Wang XX, Shults NV, Krawczyk E, Jones BA, Yang X, Rosenberg AZ, 
Ginley B, Sarder P, Brodsky L, et al. NAD metabolism modulates inflamma-
tion and mitochondria function in Diabetic kidney disease. J Biol Chem. 
2023;299:104975. https:/ /doi.or g/10.10 16/j .jbc.2023.104975.

210. Wang DD, Airhart SE, Zhou B, Shireman LM, Jiang S, Melendez Rodriguez C, 
Kirkpatrick JN, Shen DD, Tian R, O’Brien KD. Safety and Tolerability of Nicotin-
amide Riboside in Heart failure with reduced ejection fraction. JACC Basic 
Transl Sci. 2022;7:1183–96. https:/ /doi.or g/10.10 16/j .jacbts.2022.06.012.

211. Zamani P. Matching Perfusion and Metabolic Activity in HFpEF; clinicaltrials.gov, 
2023.

212. Seals D. Nicotinamide Riboside Supplementation for Treating Elevated Systolic 
Blood Pressure and Arterial Stiffness in Middle-Aged and Older Adults; clinicaltri-
als.gov, 2023.

213. Omland T. Effect of Nicotinamide Riboside on Myocardial and Skeletal Muscle 
Injury and Function in Patients With Metastatic Breast Cancer Receiving Anthra-
cyclines; clinicaltrials.gov, 2023.

214. O’Brien K. Mechanistic Studies of Nicotinamide Riboside in Human Heart Failure; 
clinicaltrials.gov, 2023.

215. Mendes BC. A Phase II, Randomized, Double-Blinded, Placebo-Controlled Clinical 
Trial to Evaluate the Efficacy of BASIS™ (Nicotinamide Riboside and Pterostilbene) 
Treatment for Kidney Protection in Patients Treated by Complex Aortic Aneurysm 
Repair and Aortic Arch Reconstruction; clinicaltrials.gov, 2024.

216. University of Colorado. Denver Nicotinamide Riboside Supplementation for 
Treating Arterial Stiffness and Elevated Systolic Blood Pressure in Patients With 
Moderate to Severe CKD; clinicaltrials.gov, 2023.

217. Ahmadi A, Begue G, Valencia AP, Norman JE, Lidgard B, Bennett BJ, Van Doren 
MP, Marcinek DJ, Fan S, Prince DK et al. Randomized crossover clinical trial 
of Coenzyme Q10 and Nicotinamide Riboside in chronic kidney disease. JCI 
Insight 8, e167274, https:/ /doi.or g/10.11 72/j ci.insight.167274

218. Nadeeshani H, Li J, Ying T, Zhang B, Lu J. Nicotinamide Mononucleotide 
(NMN) as an Anti-aging Health product - promises and safety concerns. J Adv 
Res. 2022;37:267–78. https:/ /doi.or g/10.10 16/j .jare.2021.08.003.

219. Lee CF, Chavez JD, Garcia-Menendez L, Choi Y, Roe ND, Chiao YA, Edgar JS, 
Goo YA, Goodlett DR, Bruce JE, et al. Normalization of NAD + redox balance as 
a therapy for heart failure. Circulation. 2016;134:883–94.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 
6 1 / C I R C U L A T I O N A H A . 1 1 6 . 0 2 2 4 9 5     .   

220. Zhang R, Shen Y, Zhou L, Sangwung P, Fujioka H, Zhang L, Liao X. Short-
term administration of Nicotinamide Mononucleotide preserves Cardiac 
mitochondrial homeostasis and prevents heart failure. J Mol Cell Cardiol. 
2017;112:64–73. https:/ /doi.or g/10.10 16/j .yjmcc.2017.09.001.

221. Margier M, Kuehnemann C, Hulo N, Morales J, Ashok Kumaar PV, Cros C, Can-
nelle H, Charmetant J, Verdin E, Canault M, et al. Nicotinamide Mononucleo-
tide Administration prevents Doxorubicin-Induced Cardiotoxicity and loss in 
physical activity in mice. Cells. 2022;12:108.  h t t  p s : /  / d o  i .  o r g / 1 0 . 3 3 9 0 / c e l l s 1 2 0 1 
0 1 0 8     .   

222. Wan Y, He B, Zhu D, Wang L, Huang R, Zhu J, Wang C, Gao F. Nicotinamide 
Mononucleotide attenuates Doxorubicin-Induced cardiotoxicity by reducing 
oxidative stress, inflammation and apoptosis in rats. Arch Biochem Biophys. 
2021;712:109050. https:/ /doi.or g/10.10 16/j .abb.2021.109050.

223. Derynck R, Zhang YE. Smad-dependent and smad-independent pathways in 
TGF-β family signalling. Nature. 2003;425:577–84.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 3 8 / n a t 
u r e 0 2 0 0 6     .   

224. Frangogiannis NG. Cardiac Fibrosis: Cell Biological mechanisms, Molecular 
pathways and Therapeutic opportunities. Mol Aspects Med. 2019;65:70–99. 
https:/ /doi.or g/10.10 16/j .mam.2018.07.001.

225. Wu K, Li B, Lin Q, Xu W, Zuo W, Li J, Liu N, Tu T, Zhang B, Xiao Y, et al. Nicotin-
amide Mononucleotide attenuates Isoproterenol-Induced Cardiac Fibrosis by 

regulating oxidative stress and Smad3 acetylation. Life Sci. 2021;274:119299. 
https:/ /doi.or g/10.10 16/j .lfs.2021.119299.

226. Rajabi M, Vafaee MS, Hosseini L, Badalzadeh R. Pretreatment with Nicotin-
amide Mononucleotide increases the Effect of Ischaemic Postconditioning 
on Cardioprotection and mitochondrial function following Ex vivo myocar-
dial reperfusion Injury in aged rats. Clin Exp Pharmacol Physiol. 2022;49:474–
82. https:/ /doi.or g/10.11 11/1 440-1681.13616.

227. Yamamoto T, Byun J, Zhai P, Ikeda Y, Oka S, Sadoshima J. Nicotinamide 
Mononucleotide, an Intermediate of NAD + synthesis, protects the heart from 
Ischemia and Reperfusion. PLoS ONE. 2014;9:e98972.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 3 7 1 / 
j o u r n a l . p o n e . 0 0 9 8 9 7 2     .   

228. Martin AS, Abraham DM, Hershberger KA, Bhatt DP, Mao L, Cui H, Liu J, Liu X, 
Muehlbauer MJ, Grimsrud PA et al. Nicotinamide Mononucleotide requires 
SIRT3 to improve cardiac function and Bioenergetics in a Friedreich’s Ataxia 
Cardiomyopathy Model. JCI Insight 2, e93885,  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 7 2 / j c i . i n s i 
g h t . 9 3 8 8 5       

229. Jia Y, Kang X, Tan L, Ren Y, Qu L, Tang J, Liu G, Wang S, Xiong Z, Yang L. 
Nicotinamide Mononucleotide attenuates renal interstitial fibrosis after 
AKI by suppressing tubular DNA damage and senescence. Front Physiol. 
2021;12:649547. https:/ /doi.or g/10.33 89/f phys.2021.649547.

230. Guan Y, Wang S-R, Huang X-Z, Xie Q-H, Xu Y-Y, Shang D, Hao C-M. Nico-
tinamide Mononucleotide, an NAD + precursor, rescues Age-Associated 
susceptibility to AKI in a sirtuin 1-Dependent manner. J Am Soc Nephrol. 
2017;28:2337–52. https:/ /doi.or g/10.16 81/A SN.2016040385.

231. Doke T, Mukherjee S, Mukhi D, Dhillon P, Abedini A, Davis JG, Chellappa 
K, Chen B, Baur JA, Susztak K. NAD + precursor supplementation prevents 
mtRNA/RIG-I-Dependent inflammation during kidney Injury. Nat Metab. 
2023;5:414–30. https:/ /doi.or g/10.10 38/s 42255-023-00761-7.

232. Tao J. Pilot Study of Nicotinamide Mononucleotide Supplementation in Patients 
With Hypertension; clinicaltrials.gov, 2022.

233. Bhasin S. NAD Augmentation to Treat Diabetes Kidney Disease: A Randomized 
Controlled Trial; clinicaltrials.gov, 2023.

234. Berger F, Lau C, Dahlmann M, Ziegler M. Subcellular compartmentation and 
Differential Catalytic properties of the Three Human Nicotinamide Mono-
nucleotide Adenylyltransferase isoforms. J Biol Chem. 2005;280:36334–41. 
https:/ /doi.or g/10.10 74/j bc.M508660200.

235. Membrez M, Migliavacca E, Christen S, Yaku K, Trieu J, Lee AK, Morandini F, 
Giner MP, Stiner J, Makarov MV, et al. Trigonelline is an NAD + precursor that 
improves muscle function during ageing and is reduced in human Sarcope-
nia. Nat Metab. 2024;6:433–47. https:/ /doi.or g/10.10 38/s 42255-024-00997-x.

236. Hurtado-Bagès S, Knobloch G, Ladurner AG, Buschbeck M. The tam-
ing of PARP1 and its impact on NAD + metabolism. Mol Metabolism. 
2020;38:100950. https:/ /doi.or g/10.10 16/j .molmet.2020.01.014.

237. Altmeyer M, Hottiger MO. Poly(ADP-Ribose) polymerase 1 at the crossroad of 
metabolic stress and inflammation in aging. Aging. 2009;1:458–69.  h t t  p s : /  / d o  
i .  o r g / 1 0 . 1 8 6 3 2 / a g i n g . 1 0 0 0 5 2     .   

238. Fouquerel E, Goellner EM, Yu Z, Gagné J-P, de Barbi M, Feinstein T, Wheeler D, 
Redpath P, Li J, Romero G, et al. ARTD1/PARP1 negatively regulates glycolysis 
by inhibiting hexokinase 1 Independent of NAD + depletion. Cell Rep. 
2014;8:1819–31. https:/ /doi.or g/10.10 16/j .celrep.2014.08.036.

239. Sureshbabu A, Ryter SW, Choi ME. Oxidative stress and autophagy: crucial 
modulators of kidney Injury. Redox Biol. 2015;4:208–14.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 
1 6 / j . r e d o x . 2 0 1 5 . 0 1 . 0 0 1     .   

240. Helleday T. The underlying mechanism for the PARP and BRCA synthetic 
lethality: Clearing up the misunderstandings. Mol Oncol. 2011;5:387–93. 
https:/ /doi.or g/10.10 16/j .molonc.2011.07.001.

241. Lord CJ, Ashworth APARP, Inhibitors. The First Synthetic Lethal targeted 
therapy. Science. 2017;355:1152–8. https:/ /doi.or g/10.11 26/s cience.aam7344.

242. Robson M, Im S-A, Senkus E, Xu B, Domchek SM, Masuda N, Delaloge S, Li W, 
Tung N, Armstrong A, et al. Olaparib for metastatic breast Cancer in patients 
with a germline BRCA mutation. N Engl J Med. 2017;377:523–33.  h t t  p s : /  / d o  i .  o 
r g / 1 0 . 1 0 5 6 / N E J M o a 1 7 0 6 4 5 0     .   

243. González-Martín A, Pothuri B, Vergote I, DePont Christensen R, Graybill W, 
Mirza MR, McCormick C, Lorusso D, Hoskins P, Freyer G, et al. Niraparib in 
patients with newly diagnosed Advanced Ovarian Cancer. N Engl J Med. 
2019;381:2391–402. https:/ /doi.or g/10.10 56/N EJMoa1910962.

244. Coleman RL, Oza AM, Lorusso D, Aghajanian C, Oaknin A, Dean A, Colombo 
N, Weberpals JI, Clamp A, Scambia G, et al. Rucaparib Maintenance Treatment 
for Recurrent Ovarian Carcinoma after response to platinum therapy (ARIEL3): 
a Randomised, Double-Blind, Placebo-Controlled, phase 3 trial. Lancet. 
2017;390:1949–61. https:/ /doi.or g/10.10 16/S 0140-6736(17)32440-6.

https://doi.org/10.1093/hmg/ddy278
https://doi.org/10.1093/hmg/ddy278
https://doi.org/10.1038/nrcardio.2017.65
https://doi.org/10.1038/nrcardio.2017.65
https://doi.org/10.1161/CIRCRESAHA.120.317046
https://doi.org/10.1161/CIRCRESAHA.120.317046
https://doi.org/10.3390/jcdd7010009
https://doi.org/10.1155/2021/5546867
https://doi.org/10.1155/2021/5546867
https://doi.org/10.1016/j.jbc.2023.104975
https://doi.org/10.1016/j.jacbts.2022.06.012
https://doi.org/10.1172/jci.insight.167274
https://doi.org/10.1016/j.jare.2021.08.003
https://doi.org/10.1161/CIRCULATIONAHA.116.022495
https://doi.org/10.1161/CIRCULATIONAHA.116.022495
https://doi.org/10.1016/j.yjmcc.2017.09.001
https://doi.org/10.3390/cells12010108
https://doi.org/10.3390/cells12010108
https://doi.org/10.1016/j.abb.2021.109050
https://doi.org/10.1038/nature02006
https://doi.org/10.1038/nature02006
https://doi.org/10.1016/j.mam.2018.07.001
https://doi.org/10.1016/j.lfs.2021.119299
https://doi.org/10.1111/1440-1681.13616
https://doi.org/10.1371/journal.pone.0098972
https://doi.org/10.1371/journal.pone.0098972
https://doi.org/10.1172/jci.insight.93885
https://doi.org/10.1172/jci.insight.93885
https://doi.org/10.3389/fphys.2021.649547
https://doi.org/10.1681/ASN.2016040385
https://doi.org/10.1038/s42255-023-00761-7
https://doi.org/10.1074/jbc.M508660200
https://doi.org/10.1038/s42255-024-00997-x
https://doi.org/10.1016/j.molmet.2020.01.014
https://doi.org/10.18632/aging.100052
https://doi.org/10.18632/aging.100052
https://doi.org/10.1016/j.celrep.2014.08.036
https://doi.org/10.1016/j.redox.2015.01.001
https://doi.org/10.1016/j.redox.2015.01.001
https://doi.org/10.1016/j.molonc.2011.07.001
https://doi.org/10.1126/science.aam7344
https://doi.org/10.1056/NEJMoa1706450
https://doi.org/10.1056/NEJMoa1706450
https://doi.org/10.1056/NEJMoa1910962
https://doi.org/10.1016/S0140-6736(17)32440-6


Page 28 of 30Marín-Blázquez et al. Cell Communication and Signaling          (2024) 22:537 

245. Szabó G, Soós P, Mandera S, Heger U, Flechtenmacher C, Bährle S, Seres L, 
Cziráki A, Gries A, Zsengellér Z et al. INO-1001 a Novel Poly(ADP-Ribose) 
Polymerase (PARP) Inhibitor Improves Cardiac and Pulmonary Function 
after Crystalloid Cardioplegia and Extracorporal Circulation. Shock 2004, 21, 
426–432, https:/ /doi.or g/10.10 97/0 0024382-200405000-00005

246. Roesner JP, Mersmann J, Bergt S, Bohnenberg K, Barthuber C, Szabo C, 
Nöldge-Schomburg GEF, Zacharowski K, THERAPEUTIC INJECTION OF PARP 
INHIBITOR INO-1001 PRESERVES CARDIAC FUNCTION IN PORCINE MYOCAR-
DIAL ISCHEMIA AND REPERFUSION WITHOUT REDUCING INFARCT SIZE. Shock 
2010, 33, 507, https:/ /doi.or g/10.10 97/S HK.0b013e3181c4fb08

247. PACHER P, LIAUDET L, MABLEY JG, CZIRÁKI A, HASKÓ G, SZABÓ C. Beneficial 
effects of a Novel Ultrapotent Poly(ADP-Ribose) polymerase inhibitor in 
Murine models of Heart failure. Int J Mol Med. 2006;17:369–75.

248. Shekh K, Khan S, Jena G, Kansara BR, Kushwaha S. 3-Aminobenzamide – a 
PARP inhibitor enhances the sensitivity of Peripheral Blood Micronucleus and 
Comet assays in mice. Toxicol Mech Methods. 2014;24:332–41.  h t t  p s : /  / d o  i .  o r g 
/ 1 0 . 3 1 0 9 / 1 5 3 7 6 5 1 6 . 2 0 1 4 . 8 9 8 3 5 5     .   

249. Pieper AA, Walles T, Wei G, Clements EE, Verma A, Snyder SH, Zweier JL. Myo-
cardial Postischemic Injury is reduced by polyADPripose Polymerase-1 gene 
disruption. Mol Med. 2000;6:271–82.

250. Zingarelli B, Cuzzocrea S, Zsengellér Z, Salzman AL, Szabó C. Protection 
against Myocardial Ischemia and Reperfusion Injury by 3-Aminobenzamide, 
an inhibitor of poly (ADP-Ribose) synthetase. Cardiovasc Res. 1997;36:205–15. 
https:/ /doi.or g/10.10 16/s 0008-6363(97)00137-5.

251. Thiemermann C, Bowes J, Myint FP, Vane JR. Inhibition of the activity of 
poly(ADP ribose) synthetase reduces ischemia–reperfusion Injury in the heart 
and skeletal muscle. Proc Natl Acad Sci U S A. 1997;94:679–83.

252. Wang M, Hu B, Zhang Y-L, Shen E, Pan X-Q. Effects of 3-Aminobenzamide on 
ventricular function in Infarct Heart assessed by quantitative tissue velocity 
imaging. J Cardiovasc Med. 2016;17.  h t t  p s : /  / d o  i .  o r g / 1 0 . 2 4 5 9 / J C M . 0 0 0 0 0 0 0 0 0 
0 0 0 0 0 6 1     .   

253. Oztas E, Guven A, Turk E, Uysal B, Akgul EO, Cayci T, Ersoz N, Korkmaz A. 
3-Aminobenzamide, a poly ADP ribose polymerase inhibitor, attenuates renal 
Ischemia/Reperfusion Injury. Ren Fail. 2009;31:393–9.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 8 0 / 
0 8 8 6 0 2 2 0 9 0 2 8 8 2 7 4 1     .   

254. Kalmar-Nagy K, Degrell P, Szabo A, Sumegi K, Wittmann I, Gallyas F, Sumegi 
BPARP. Inhibition attenuates acute kidney allograft rejection by suppress-
ing cell death pathways and activating PI-3K-Akt Cascade. PLoS ONE. 
2013;8:e81928. https:/ /doi.or g/10.13 71/j ournal.pone.0081928.

255. Kapoor K, Singla E, Sahu B, Naura ASPARP, Inhibitor. Olaparib ameliorates 
acute lung and kidney Injury upon Intratracheal Administration of LPS in 
mice. Mol Cell Biochem. 2015;400:153–62.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 0 7 / s 1 1 0 1 0 - 0 1 
4 - 2 2 7 1 - 4     .   

256. Morrow DA, Brickman CM, Murphy SA, Baran K, Krakover R, Dauerman H, 
Kumar S, Slomowitz N, Grip L, McCabe CH, et al. A randomized, placebo-con-
trolled trial to evaluate the tolerability, Safety, Pharmacokinetics, and Pharma-
codynamics of a potent inhibitor of poly(ADP-Ribose) polymerase (INO-1001) 
in patients with ST-Elevation myocardial infarction undergoing primary 
percutaneous coronary intervention: results of the TIMI 37 Trial. J Thromb 
Thrombolysis. 2009;27:359–64. https:/ /doi.or g/10.10 07/s 11239-008-0230-1.

257. Matsushima S, Sadoshima J. The role of sirtuins in Cardiac Disease. Am J 
Physiol Heart Circ Physiol. 2015;309:H1375–89.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 5 2 / a j p h e 
a r t . 0 0 0 5 3 . 2 0 1 5     .   

258. van de Ven RAH, Santos D, Haigis MC. Mitochondrial sirtuins and Molecular 
mechanisms of Aging. Trends Mol Med. 2017;23:320–31.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 
1 6 / j . m o l m e d . 2 0 1 7 . 0 2 . 0 0 5     .   

259. Martinez-Arroyo O, Ortega A, Galera M, Solaz E, Martinez-Hervas S, Redon J, 
Cortes R. Decreased urinary levels of SIRT1 as non-invasive biomarker of early 
renal damage in hypertension. Int J Mol Sci. 2020;21:6390.  h t t  p s : /  / d o  i .  o r g / 1 0 . 
3 3 9 0 / i j m s 2 1 1 7 6 3 9 0     .   

260. Gorenne I, Kumar S, Gray K, Figg N, Yu H, Mercer J, Bennett M. Vascular 
smooth muscle cell sirtuin 1 protects against DNA damage and inhibits 
atherosclerosis. Circulation. 2013;127:386–96.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 6 1 / C I R C U L 
A T I O N A H A . 1 1 2 . 1 2 4 4 0 4     .   

261. Chan S-H, Hung C-H, Shih J-Y, Chu P-M, Cheng Y-H, Lin H-C, Tsai K-L. SIRT1 
inhibition causes oxidative stress and inflammation in patients with coronary 
artery disease. Redox Biol. 2017;13:301–9.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j . r e d o x . 2 0 1 
7 . 0 5 . 0 2 7     .   

262. Zhao S, Yu L. Sirtuin 1 activated by SRT1460 protects against Myocardial 
Ischemia/Reperfusion Injury. Clin Hemorheol Microcirc. 2021;78:271–81.  h t t  p 
s : /  / d o  i .  o r g / 1 0 . 3 2 3 3 / C H - 2 0 1 0 6 1     .   

263. Sun S, Wang C, Weng J. MicroRNA-138-5p drives the progression of heart 
failure via inhibiting sirtuin 1 signaling. Mol Med Rep. 2021;23:276.  h t t  p s : /  / d o  i .  
o r g / 1 0 . 3 8 9 2 / m m r . 2 0 2 1 . 1 1 9 1 5     .   

264. Liu Z-H, Zhang Y, Wang X, Fan X-F, Zhang Y, Li X, Gong Y-S, Han L-P. SIRT1 acti-
vation attenuates Cardiac Fibrosis by endothelial-to-mesenchymal transition. 
Biomed Pharmacother. 2019;118:109227.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j . b i o p h a . 2 0 
1 9 . 1 0 9 2 2 7     .   

265. Ren Y, Du C, Shi Y, Wei J, Wu H, Cui H. The Sirt1 activator, SRT1720, attenu-
ates renal fibrosis by inhibiting CTGF and oxidative stress. Int J Mol Med. 
2017;39:1317–24. https:/ /doi.or g/10.38 92/i jmm.2017.2931.

266. Villalba JM, Alcaín FJ. Sirtuin activators and inhibitors. BioFactors. 2012;38:349–
59. https:/ /doi.or g/10.10 02/b iof.1032.

267. Burns J, Yokota T, Ashihara H, Lean MEJ, Crozier A. Plant Foods and Herbal 
Sources of Resveratrol. J Agric Food Chem. 2002;50:3337–40.  h t t  p s : /  / d o  i .  o r g / 
1 0 . 1 0 2 1 / j f 0 1 1 2 9 7 3     .   

268. Truong V-L, Jun M, Jeong W-S. Role of Resveratrol in Regulation of Cellular 
Defense systems against oxidative stress. BioFactors. 2018;44:36–49.  h t t  p s : /  / d 
o  i .  o r g / 1 0 . 1 0 0 2 / b i o f . 1 3 9 9     .   

269. Breuss JM, Atanasov AG, Uhrin P. Resveratrol and its effects on the Vascular 
System. Int J Mol Sci. 2019;20:1523. https:/ /doi.or g/10.33 90/i jms20071523.

270. Feng H, Mou S, Li W, Zhang N, Zhou Z, Ding W, Bian Z-Y, Liao H. Resveratrol 
Inhibits Ischemia-Induced Myocardial Senescence Signals and NLRP3 Inflam-
masome Activation. Oxid Med Cell Longev 2020, 2020, 2647807,  h t t  p s : /  / d o  i .  o r g 
/ 1 0 . 1 1 5 5 / 2 0 2 0 / 2 6 4 7 8 0 7       

271. Lekli I, Szabo G, Juhasz B, Das S, Das M, Varga E, Szendrei L, Gesztelyi R, Varadi 
J, Bak I, et al. Protective mechanisms of Resveratrol against Ischemia-Reperfu-
sion-Induced damage in hearts obtained from Zucker obese rats: the role of 
GLUT-4 and Endothelin. Am J Physiol Heart Circ Physiol. 2008;294:H859–66. 
https:/ /doi.or g/10.11 52/a jpheart.01048.2007.

272. Wang(a) J, Tang Y, Zhang J, Wang(b) J, Xiao M, Lu G, Li J, Liu Q, Guo Y, Gu J. 
Cardiac SIRT1 ameliorates Doxorubicin-Induced Cardiotoxicity by Targeting 
Sestrin 2. Redox Biol. 2022;52:102310.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j . r e d o x . 2 0 2 2 . 1 0 
2 3 1 0     .   

273. Liu Z, Song Y, Zhang X, Liu Z, Zhang W, Mao W, Wang W, Cui W, Zhang X, Jia X, 
et al. Effects of Trans -resveratrol on hypertension‐induced Cardiac Hypertro-
phy using the partially nephrectomized rat model. Clin Exp Pharma Physio. 
2005;32:1049–54. https:/ /doi.or g/10.11 11/j .1440-1681.2005.04299.x.

274. Li P, Song X, Zhang D, Guo N, Wu C, Chen K, Liu Y, Yuan L, Chen X, Huang X. 
Resveratrol Improves Left Ventricular Remodeling in Chronic Kidney Disease 
via Sirt1-Mediated Regulation of FoxO1 Activity and MnSOD Expression. 
BioFactors 2020, 46, 168–179, https:/ /doi.or g/10.10 02/b iof.1584.

275. Gan Y, Tao S, Cao D, Xie H, Zeng Q. Protection of Resveratrol on Acute kidney 
Injury in septic rats. Hum Exp Toxicol. 2017;36:1015–22.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 7 
7 / 0 9 6 0 3 2 7 1 1 6 6 7 8 2 9 8     .   

276. Lee HJ, Kang M-G, Cha HY, Kim YM, Lim Y, Yang SJ. Effects of Piceatannol and 
Resveratrol on sirtuins and hepatic inflammation in High-Fat Diet-Fed mice. J 
Med Food. 2019;22:833–40. https:/ /doi.or g/10.10 89/j mf.2018.4261.

277. Kershaw J, Kim K-H. The therapeutic potential of Piceatannol, a natural 
stilbene, in metabolic diseases: a review. J Med Food. 2017;20:427.  h t t  p s : /  / d o  i .  
o r g / 1 0 . 1 0 8 9 / j m f . 2 0 1 7 . 3 9 1 6     .   

278. Fernandez LA, Torrealba J, Yagci G, Ishido N, Tsuchida M, Tae Kim H, Dong Y, 
Oberley T, Fechner J, Colburn MJ et al. Piceatannol in Combination with Low 
Doses of Cyclosporine a Prolongs Kidney Allograft Survival in a Stringent Rat 
Transplantation Model1,2. Transplantation 2002, 74, 1609.

279. Choi SY, Piao ZH, Jin L, Kim JH, Kim GR, Ryu Y, Lin MQ, Kim H-S, Kee HJ, Jeong 
MH. Piceatannol attenuates Renal Fibrosis Induced by Unilateral Ureteral 
obstruction via downregulation of histone deacetylase 4/5 or P38-MAPK 
signaling. PLoS ONE. 2016;11:e0167340.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 3 7 1 / j o u r n a l . p o n e . 
0 1 6 7 3 4 0     .   

280. Goh YX, Jalil J, Lam KW, Husain K, Premakumar CM, Genistein. A review on its 
anti-inflammatory properties. Front Pharmacol. 2022;13:820969.  h t t  p s : /  / d o  i .  o r 
g / 1 0 . 3 3 8 9 / f p h a r . 2 0 2 2 . 8 2 0 9 6 9     .   

281. Li W-F, Yang K, Zhu P, Zhao H-Q, Song Y-H, Liu K-C, Huang W-F. Genistein ame-
liorates Ischemia/Reperfusion-Induced Renal Injury in a SIRT1-Dependent 
manner. Nutrients. 2017;9:403. https:/ /doi.or g/10.33 90/n u9040403.

282. Liu D, Zhao L. Spinacetin Alleviates Doxorubicin-Induced Cardiotoxicity by 
Initiating Protective Autophagy through SIRT3/AMPK/mTOR Pathways. Phyto-
medicine 2022, 101, 154098, https:/ /doi.or g/10.10 16/j .phymed.2022.154098.

283. Peng F, Liao M, Jin W, Liu W, Li Z, Fan Z, Zou L, Chen S, Zhu L, Zhao Q, et al. 
2-APQC, a small-molecule activator of Sirtuin-3 (SIRT3), alleviates myocardial 
hypertrophy and fibrosis by regulating mitochondrial homeostasis. Signal 

https://doi.org/10.1097/00024382-200405000-00005
https://doi.org/10.1097/SHK.0b013e3181c4fb08
https://doi.org/10.3109/15376516.2014.898355
https://doi.org/10.3109/15376516.2014.898355
https://doi.org/10.1016/s0008-6363(97)00137-5
https://doi.org/10.2459/JCM.0000000000000061
https://doi.org/10.2459/JCM.0000000000000061
https://doi.org/10.1080/08860220902882741
https://doi.org/10.1080/08860220902882741
https://doi.org/10.1371/journal.pone.0081928
https://doi.org/10.1007/s11010-014-2271-4
https://doi.org/10.1007/s11010-014-2271-4
https://doi.org/10.1007/s11239-008-0230-1
https://doi.org/10.1152/ajpheart.00053.2015
https://doi.org/10.1152/ajpheart.00053.2015
https://doi.org/10.1016/j.molmed.2017.02.005
https://doi.org/10.1016/j.molmed.2017.02.005
https://doi.org/10.3390/ijms21176390
https://doi.org/10.3390/ijms21176390
https://doi.org/10.1161/CIRCULATIONAHA.112.124404
https://doi.org/10.1161/CIRCULATIONAHA.112.124404
https://doi.org/10.1016/j.redox.2017.05.027
https://doi.org/10.1016/j.redox.2017.05.027
https://doi.org/10.3233/CH-201061
https://doi.org/10.3233/CH-201061
https://doi.org/10.3892/mmr.2021.11915
https://doi.org/10.3892/mmr.2021.11915
https://doi.org/10.1016/j.biopha.2019.109227
https://doi.org/10.1016/j.biopha.2019.109227
https://doi.org/10.3892/ijmm.2017.2931
https://doi.org/10.1002/biof.1032
https://doi.org/10.1021/jf0112973
https://doi.org/10.1021/jf0112973
https://doi.org/10.1002/biof.1399
https://doi.org/10.1002/biof.1399
https://doi.org/10.3390/ijms20071523
https://doi.org/10.1155/2020/2647807
https://doi.org/10.1155/2020/2647807
https://doi.org/10.1152/ajpheart.01048.2007
https://doi.org/10.1016/j.redox.2022.102310
https://doi.org/10.1016/j.redox.2022.102310
https://doi.org/10.1111/j.1440-1681.2005.04299.x
https://doi.org/10.1002/biof.1584
https://doi.org/10.1177/0960327116678298
https://doi.org/10.1177/0960327116678298
https://doi.org/10.1089/jmf.2018.4261
https://doi.org/10.1089/jmf.2017.3916
https://doi.org/10.1089/jmf.2017.3916
https://doi.org/10.1371/journal.pone.0167340
https://doi.org/10.1371/journal.pone.0167340
https://doi.org/10.3389/fphar.2022.820969
https://doi.org/10.3389/fphar.2022.820969
https://doi.org/10.3390/nu9040403
https://doi.org/10.1016/j.phymed.2022.154098


Page 29 of 30Marín-Blázquez et al. Cell Communication and Signaling          (2024) 22:537 

Transduct Target Ther. 2024;9(133).  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 3 8 / s 4 1 3 9 2 - 0 2 4 - 0 1 8 1 
6 - 1     .   

284. Morigi M, Perico L, Rota C, Longaretti L, Conti S, Rottoli D, Novelli R, Remuzzi 
G, Benigni A. Sirtuin 3–Dependent mitochondrial dynamic improvements 
protect against Acute kidney Injury. J Clin Invest. 2015;125:715–26.  h t t  p s : /  / d o  i 
.  o r g / 1 0 . 1 1 7 2 / J C I 7 7 6 3 2     .   

285. Lempiäinen J, Finckenberg P, Levijoki J, Mervaala EAMPK, Activator AICAR. 
Ameliorates Ischaemia Reperfusion Injury in the rat kidney. Br J Pharmacol. 
2012;166:1905–15. https:/ /doi.or g/10.11 11/j .1476-5381.2012.01895.x.

286. Tomé-Carneiro J, Gonzálvez M, Larrosa M, Yáñez-Gascón MJ, García-Almagro 
FJ, Ruiz-Ros JA, García-Conesa MT, Tomás-Barberán FA, Espín JC. One-year 
consumption of a grape Nutraceutical Containing Resveratrol improves the 
inflammatory and fibrinolytic status of patients in primary Prevention of 
Cardiovascular Disease. Am J Cardiol. 2012;110:356–63.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 
6 / j . a m j c a r d . 2 0 1 2 . 0 3 . 0 3 0     .   

287. Tomé-Carneiro J, Gonzálvez M, Larrosa M, García-Almagro FJ, Avilés-Plaza F, 
Parra S, Yáñez-Gascón MJ, Ruiz-Ros JA, García-Conesa MT, Tomás-Barberán 
FA, et al. Consumption of a grape extract supplement containing resveratrol 
decreases oxidized LDL and ApoB in patients undergoing primary Prevention 
of Cardiovascular Disease: a Triple-Blind, 6-Month Follow-up, Placebo-Con-
trolled, Randomized Trial. Mol Nutr Food Res. 2012;56:810–21.  h t t  p s : /  / d o  i .  o r g / 
1 0 . 1 0 0 2 / m n f r . 2 0 1 1 0 0 6 7 3     .   

288. Sawyer DB. Short Interval Resveratrol Trial in Cardiovascular Surgery; clinicaltri-
als.gov, 2023.

289. Cavalcante TCF. Evaluation of the Metabolic Profile and Autonomic and 
Cardiovascular Recovery in response to the Acute Use of Resveratrol in 
individuals with overweight and obesity. clinicaltrials.gov; 2023.

290. MANSUR ADP. The effects of Resveratrol on inhibitors of apoptosis proteins, 
on Soluble receptors of Advanced Glycation End products and on Sirtuins-1 
and – 3 in Postmenopausal Women. clinicaltrials.gov: With Coronary Artery 
Disease; 2023.

291. Jalal D. Effect of 6 Weeks Resveratrol Supplementation on Vascular Function in 
CKD; clinicaltrials.gov, 2023.

292. Peclat TR, Thompson KL, Warner GM, Chini CCS, Tarragó MG, Mazdeh DZ, 
Zhang C, Zavala-Solorio J, Kolumam G, Liang Wong Y, et al. CD38 inhibitor 
78c increases mice Lifespan and Healthspan in a model of chronological 
aging. Aging Cell. 2022;21:e13589. https:/ /doi.or g/10.11 11/a cel.13589.

293. Boslett J, Reddy N, Alzarie YA, Zweier JL. Inhibition of CD38 with the 
Thiazoloquin(Az)Olin(on)e 78c protects the heart against Postischemic Injury. 
J Pharmacol Exp Ther. 2019;369:55–64.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 2 4 / j p e t . 1 1 8 . 2 5 4 5 
5 7     .   

294. Boslett J, Hemann C, Zhao YJ, Lee H-C, Zweier JL. Luteolinidin protects the 
Postischemic Heart through CD38 inhibition with preservation of NAD(P)(H). 
J Pharmacol Exp Ther. 2017;361:99–108.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 2 4 / j p e t . 1 1 6 . 2 3 9 
4 5 9     .   

295. Lagu B, Wu X, Kulkarni S, Paul R, Becherer JD, Olson L, Ravani S, Chatzianas-
tasiou A, Papapetropoulos A, Andrzejewski S. Orally bioavailable enzymatic 
inhibitor of CD38, MK-0159, protects against Ischemia/Reperfusion Injury in 
the Murine Heart. J Med Chem. 2022;65:9418–46.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 2 1 / a c s . 
j m e d c h e m . 2 c 0 0 6 8 8     .   

296. Revollo JR, Grimm AA, Imai S. The NAD biosynthesis pathway mediated by 
Nicotinamide Phosphoribosyltransferase regulates Sir2 activity in mammalian 
cells. J Biol Chem. 2004;279:50754–63.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 7 4 / j b c . M 4 0 8 3 8 8 2 
0 0     .   

297. Gardell SJ, Hopf M, Khan A, Dispagna M, Hampton Sessions E, Falter R, Kapoor 
N, Brooks J, Culver J, Petucci C, et al. Boosting NAD + with a small molecule 
that activates NAMPT. Nat Commun. 2019;10:3241.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 3 8 / s 
4 1 4 6 7 - 0 1 9 - 1 1 0 7 8 - z     .   

298. Ju J, Li X-M, Zhao X-M, Li F-H, Wang S-C, Wang K, Li R-F, Zhou L-Y, Liang L, 
Wang Y, et al. Circular RNA FEACR inhibits ferroptosis and alleviates myocar-
dial Ischemia/Reperfusion Injury by interacting with NAMPT. J Biomed Sci. 
2023;30. https:/ /doi.or g/10.11 86/s 12929-023-00927-1.

299. Tur J, Badole SL, Manickam R, Chapalamadugu KC, Xuan W, Guida W, Crews JJ, 
Bisht KS, Tipparaju SM. Cardioprotective effects of 1-(3,6-Dibromo-Carbazol-
9-Yl)-3-Phenylamino-Propan-2-Ol in Diabetic hearts via Nicotinamide 
phosphoribosyltransferase activation. J Pharmacol Exp Ther. 2022;382:233–45. 
https:/ /doi.or g/10.11 24/j pet.122.001122.

300. Simic P, Vela Parada XF, Parikh SM, Dellinger R, Guarente LP, Rhee EP. Nicotin-
amide Riboside with Pterostilbene (NRPT) increases NAD + in patients with 
acute kidney Injury (AKI): a Randomized, Double-Blind, Placebo-Controlled, 
Stepwise Safety Study of Escalating Doses of NRPT in patients with AKI. BMC 
Nephrol. 2020;21. https:/ /doi.or g/10.11 86/s 12882-020-02006-1.

301. Rolfe HM. A review of Nicotinamide: treatment of skin diseases and potential 
side effects. J Cosmet Dermatol. 2014;13:324–8.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 1 1 1 / j o c d . 
1 2 1 1 9     .   

302. Poljsak B, Milisav I. Vitamin B3 forms as precursors to NAD+: are they safe? 
Trends Food Sci Technol. 2018;79:198–203.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j . t i f s . 2 0 1 8 . 
0 7 . 0 2 0     .   

303. Javaid A, Mudavath SL, Niacin-Induced Flushing. Mechanism, pathophysiol-
ogy, and future perspectives. Arch Biochem Biophys. 2024;761:110163. https:/ 
/doi.or g/10.10 16/j .abb.2024.110163.

304. Benyó Z, Gille A, Bennett CL, Clausen BE, Offermanns S. Nicotinic Acid-
Induced Flushing is mediated by activation of Epidermal Langerhans Cells. 
Mol Pharmacol. 2006;70:1844–9. https:/ /doi.or g/10.11 24/m ol.106.030833.

305. Bitterman KJ, Anderson RM, Cohen HY, Latorre-Esteves M, Sinclair DA. Inhibi-
tion of silencing and accelerated aging by Nicotinamide, a putative negative 
Regulator of yeast Sir2 and human SIRT1. J Biol Chem. 2002;277:45099–107. 
https:/ /doi.or g/10.10 74/j bc.M205670200.

306. Boo YC. Mechanistic Basis and Clinical Evidence for the Applications of Nico-
tinamide (Niacinamide) to Control Skin Aging and Pigmentation. Antioxidants 
2021, 10, 1315, https:/ /doi.or g/10.33 90/a ntiox10081315.

307. Pissios P, Nicotinamide N-M. More than a vitamin B3 clearance enzyme. 
Trends Endocrinol Metab. 2017;28:340–53.  h t t  p s : /  / d o  i .  o r g / 1 0 . 1 0 1 6 / j . t e m . 2 0 1 7 
. 0 2 . 0 0 4     .   

308. Kang-Lee YA, McKee RW, Wright SM, Swendseid ME, Jenden DJ, Jope RS. Met-
abolic effects of Nicotinamide Administration in rats. J Nutr. 1983;113:215–21. 
https:/ /doi.or g/10.10 93/j n/113.2.215.

309. Zhao ZY, Xie XJ, Li WH, Liu J, Chen Z, Zhang B, Li T, Li SL, Lu JG, Zhang L et al. 
A Cell-Permeant Mimetic of NMN Activates SARM1 to Produce Cyclic ADP-
Ribose and Induce Non-Apoptotic Cell Death. iScience 2019, 15, 452,  h t t  p s : /  / d 
o  i .  o r g / 1 0 . 1 0 1 6 / j . i s c i . 2 0 1 9 . 0 5 . 0 0 1     .   

310. Canto C, NAD + Precursors. A questionable redundancy. Metabolites. 
2022;12:630. https:/ /doi.or g/10.33 90/m etabo12070630.

311. Gerdts J, Brace EJ, Sasaki Y, DiAntonio A, Milbrandt J. SARM1 activa-
tion triggers Axon Degeneration locally via NAD + Destruction. Science. 
2015;348:453–7. https:/ /doi.or g/10.11 26/s cience.1258366.

312. Jiang Y, Liu T, Lee C-H, Chang Q, Yang J, Zhang Z. The NAD+-Mediated 
self-inhibition mechanism of pro-neurodegenerative SARM1. Nature. 
2020;588:658–63. https:/ /doi.or g/10.10 38/s 41586-020-2862-z.

313. Martens CR, Denman BA, Mazzo MR, Armstrong ML, Reisdorph N, McQueen 
MB, Chonchol M, Seals DR. Chronic Nicotinamide Riboside supplementation 
is well-tolerated and elevates NAD + in healthy middle-aged and older adults. 
Nat Commun. 2018;9:1286. https:/ /doi.or g/10.10 38/s 41467-018-03421-7.

314. Airhart SE, Shireman LM, Risler LJ, Anderson GD, Gowda GAN, Raftery D, 
Tian R, Shen DD, O’Brien KD. An Open-Label, non-randomized study of the 
pharmacokinetics of the Nutritional supplement Nicotinamide Riboside 
(NR) and its effects on Blood NAD + levels in healthy volunteers. PLoS ONE. 
2017;12:e0186459. https:/ /doi.or g/10.13 71/j ournal.pone.0186459.

315. Mehmel M, Jovanović N, Spitz U. Nicotinamide Riboside—the current state 
of Research and Therapeutic uses. Nutrients. 2020;12:1616.  h t t  p s : /  / d o  i .  o r g / 1 0 . 
3 3 9 0 / n u 1 2 0 6 1 6 1 6     .   

316. Trammell SAJ, Schmidt MS, Weidemann BJ, Redpath P, Jaksch F, Dellinger RW, 
Li Z, Abel ED, Migaud ME, Brenner C. Nicotinamide Riboside is uniquely and 
orally bioavailable in mice and humans. Nat Commun. 2016;7:12948.  h t t  p s : /  / 
d o  i .  o r g / 1 0 . 1 0 3 8 / n c o m m s 1 2 9 4 8     .   

317. Pujade-Lauraine E, Ledermann JA, Selle F, Gebski V, Penson RT, Oza AM, 
Korach J, Huzarski T, Poveda A, Pignata S, et al. Olaparib tablets as mainte-
nance therapy in patients with Platinum-Sensitive, relapsed ovarian Cancer 
and a BRCA1/2 mutation (SOLO2/ENGOT-Ov21): a Double-Blind, randomised, 
Placebo-Controlled, phase 3 trial. Lancet Oncol. 2017;18:1274–84.  h t t  p s : /  / d o  i .  
o r g / 1 0 . 1 0 1 6 / S 1 4 7 0 - 2 0 4 5 ( 1 7 ) 3 0 4 6 9 - 2     .   

318. Farrés J, Llacuna L, Martin-Caballero J, Martínez C, Lozano JJ, Ampurdanés 
C, López-Contreras AJ, Florensa L, Navarro J, Ottina E, et al. PARP-2 sustains 
erythropoiesis in mice by limiting replicative stress in erythroid progenitors. 
Cell Death Differ. 2015;22:1144–57. https:/ /doi.or g/10.10 38/c dd.2014.202.

319. Caldini R, Fanti E, Magnelli L, Barletta E, Tanganelli E, Zampieri M, Chevanne M. 
Low doses of 3-Aminobenzamide, a poly(ADP-Ribose) polymerase inhibitor, 
stimulate angiogenesis by regulating expression of urokinase type plasmino-
gen activator and Matrix metalloprotease 2. Vascular Cell. 2011;3(12).  h t t  p s : /  / 
d o  i .  o r g / 1 0 . 1 1 8 6 / 2 0 4 5 - 8 2 4 X - 3 - 1 2     .   

320. Nishida N, Yano H, Nishida T, Kamura T, Kojiro M. Angiogenesis in Cancer. Vasc 
Health Risk Manag. 2006;2:213–9.

https://doi.org/10.1038/s41392-024-01816-1
https://doi.org/10.1038/s41392-024-01816-1
https://doi.org/10.1172/JCI77632
https://doi.org/10.1172/JCI77632
https://doi.org/10.1111/j.1476-5381.2012.01895.x
https://doi.org/10.1016/j.amjcard.2012.03.030
https://doi.org/10.1016/j.amjcard.2012.03.030
https://doi.org/10.1002/mnfr.201100673
https://doi.org/10.1002/mnfr.201100673
https://doi.org/10.1111/acel.13589
https://doi.org/10.1124/jpet.118.254557
https://doi.org/10.1124/jpet.118.254557
https://doi.org/10.1124/jpet.116.239459
https://doi.org/10.1124/jpet.116.239459
https://doi.org/10.1021/acs.jmedchem.2c00688
https://doi.org/10.1021/acs.jmedchem.2c00688
https://doi.org/10.1074/jbc.M408388200
https://doi.org/10.1074/jbc.M408388200
https://doi.org/10.1038/s41467-019-11078-z
https://doi.org/10.1038/s41467-019-11078-z
https://doi.org/10.1186/s12929-023-00927-1
https://doi.org/10.1124/jpet.122.001122
https://doi.org/10.1186/s12882-020-02006-1
https://doi.org/10.1111/jocd.12119
https://doi.org/10.1111/jocd.12119
https://doi.org/10.1016/j.tifs.2018.07.020
https://doi.org/10.1016/j.tifs.2018.07.020
https://doi.org/10.1016/j.abb.2024.110163
https://doi.org/10.1016/j.abb.2024.110163
https://doi.org/10.1124/mol.106.030833
https://doi.org/10.1074/jbc.M205670200
https://doi.org/10.3390/antiox10081315
https://doi.org/10.1016/j.tem.2017.02.004
https://doi.org/10.1016/j.tem.2017.02.004
https://doi.org/10.1093/jn/113.2.215
https://doi.org/10.1016/j.isci.2019.05.001
https://doi.org/10.1016/j.isci.2019.05.001
https://doi.org/10.3390/metabo12070630
https://doi.org/10.1126/science.1258366
https://doi.org/10.1038/s41586-020-2862-z
https://doi.org/10.1038/s41467-018-03421-7
https://doi.org/10.1371/journal.pone.0186459
https://doi.org/10.3390/nu12061616
https://doi.org/10.3390/nu12061616
https://doi.org/10.1038/ncomms12948
https://doi.org/10.1038/ncomms12948
https://doi.org/10.1016/S1470-2045(17)30469-2
https://doi.org/10.1016/S1470-2045(17)30469-2
https://doi.org/10.1038/cdd.2014.202
https://doi.org/10.1186/2045-824X-3-12
https://doi.org/10.1186/2045-824X-3-12


Page 30 of 30Marín-Blázquez et al. Cell Communication and Signaling          (2024) 22:537 

321. Gehm BD, McAndrews JM, Chien P-Y, Jameson JL. Resveratrol, a polyphenolic 
compound found in grapes and wine, is an agonist for the estrogen receptor. 
Proc Natl Acad Sci U S A. 1997;94:14138–43.

322. Salehi B, Mishra AP, Nigam M, Sener B, Kilic M, Sharifi-Rad M, Fokou PVT, Mar-
tins N, Sharifi-Rad J. Resveratrol: a double-edged Sword in Health benefits. 
Biomedicines. 2018;6:91. https:/ /doi.or g/10.33 90/b iomedicines6030091.

323. Klinge CM, Blankenship KA, Risinger KE, Bhatnagar S, Noisin EL, Sumanasekera 
WK, Zhao L, Brey DM, Keynton RS. Resveratrol and Estradiol rapidly activate 
MAPK signaling through Estrogen Receptors Alpha and Beta in endothelial 
cells. J Biol Chem. 2005;280:7460–8. https:/ /doi.or g/10.10 74/j bc.M411565200.

324. Z J, H W, Y Y, Y Y, H M. Genistein activated SIRT1-AMPK signaling pathway 
mediated by ERβ-FOXO1-Nampt to reduce Fat Accumulation in Chicken 
hepatocytes. Life Sci. 2023;312. https:/ /doi.or g/10.10 16/j .lfs.2022.121259.

325. Surh Y-J, Na H-K. Therapeutic Potential and Molecular Targets of Piceatannol 
in Chronic Diseases. In Anti-inflammatory Nutraceuticals and Chronic Diseases; 

Gupta, S.C., Prasad, S., Aggarwal, B.B., Eds.; Springer International Publishing: 
Cham, 2016; pp. 185–211 ISBN 978-3-319-41334-1.

326. Tuli HS, Tuorkey MJ, Thakral F, Sak K, Kumar M, Sharma AK, Sharma U, Jain 
A, Aggarwal V, Bishayee A. Molecular mechanisms of Action of Genistein in 
Cancer: recent advances. Front Pharmacol. 2019;10.  h t t  p s : /  / d o  i .  o r g / 1 0 . 3 3 8 9 / f 
p h a r . 2 0 1 9 . 0 1 3 3 6     .   

327. Damgaard MV, Treebak JT. What is really known about the effects of Nico-
tinamide Riboside supplementation in humans. Sci Adv. 2023;9:eadi4862. 
https:/ /doi.or g/10.11 26/s ciadv.adi4862.

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations.

https://doi.org/10.3390/biomedicines6030091
https://doi.org/10.1074/jbc.M411565200
https://doi.org/10.1016/j.lfs.2022.121259
https://doi.org/10.3389/fphar.2019.01336
https://doi.org/10.3389/fphar.2019.01336
https://doi.org/10.1126/sciadv.adi4862

	NAD+ enhancers as therapeutic agents in the cardiorenal axis
	Abstract
	Introduction
	The cardiorenal syndrome
	CRS Type I
	CRS type II
	CRS type III
	CRS type IV
	CRS type V
	CRS biomarkers

	NAD+ metabolism
	NAD+ biosynthesis
	NAD+-consuming enzymes
	Sirtuins
	PARPs
	cADPR synthases


	NAD+ in the cardiorenal axis
	NAD+ in the heart
	NAD+ in the kidneys

	Therapeutic strategies targeting NAD+ metabolism to combat cardiorenal disease
	NAD+ precursors
	Nicotinic acid
	Nicotinamide
	Nicotinamide riboside
	Nicotinamide mononucleotide
	Next-generation NAD+ precursors


	PARP inhibitors
	Sirtuin activators
	Alternative strategies
	Potential side effects of NAD+ enhancement


