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Abstract
Meldonium is a substance with known anti-anginal effects demonstrated by numerous studies and human
clinical trials; however, it does not possess marketing authorization within the European Union, only in ex-
Soviet republics. Since 2016, meldonium has been included by the World Anti-doping Agency (WADA) on the
S4 list of metabolic modulators. In performance athletes, meldonium is now considered a doping agent due
to its capacity to decrease lactate production during and after exercise, its capability to enhance the storage
and utilization of glycogen, and its protective action against oxidative stress. Together, these attributes can
significantly improve aerobic endurance, cardiac function, and capacity as well as shorten recovery times
(allowing higher intensity training), thereby enhancing performance.

The purpose of this review is to highlight the most important mechanisms underlying the protective effect
of meldonium against mitochondrial dysfunction (MD), which is responsible for oxidative stress,
inflammation, and the cardiac changes known as "athletic heart syndrome." Meldonium acts as an inhibitor
of γ-butyrobetaine hydroxylase (BBOX), preventing the de novo synthesis of carnitine and its absorption at
the intestinal level via the organic cation/carnitine transporter 2 (OCTN2) and directing the oxidation of
fatty acids to the peroxisomes. The decrease in mitochondrial β-oxidation of fatty acids leads to a reduction
in lipid peroxidation products that cause oxidative stress and prevent the formation of acyl/acetyl-carnitines
involved in numerous pathological disorders.

Given the recent findings of the potentially detrimental effects of prolonged high-intensity exercise on
cardiovascular health and coronary atherosclerosis, there may be legitimate arguments for the justification
of the use of substances like meldonium as protective supplements for athletes.
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Introduction And Background
The use of illicit substances to enhance athletic performance is a subject that continuously challenges the
authorities. The World Anti-doping Agency (WADA) includes several classes of substances on its list,
depending on the type of physical effort (aerobic or anaerobic) and the benefits they provide
(pain/inflammation management or athletic performance enhancement), such as analgesics and
cannabinoids, steroidal anti-inflammatories, central stimulants, anabolic steroids, androgen receptor
modulators, erythropoiesis stimulators, or masking agents [1].

Metabolic modulators can provide substantial benefits for athletic performance due to the judicious use of
energy resources, with the advantage of possessing a much better safety profile compared to other
compounds used for performance enhancement. For example, anabolic steroids produce hyperestrogenism
(with gynecomastia, oligospermia, etc.) and need the concomitant use of an aromatase inhibitor to prevent
the conversion of testosterone to estradiol to reduce these effects [2,3]. The risk of benign prostatic
hyperplasia also increases due to the elevated levels of dihydrotestosterone (DHT), so a 5-alpha reductase
inhibitor is added [4]. All these pharmacological interventions, intended to combat side effects, complicate
the doping scheme. Erythropoiesis stimulators increase the risk of cardiovascular side effects as a result of
stimulating erythrocyte synthesis [5], while central stimulants can cause insomnia, tremors,
tachyarrhythmias, hypertension, stroke, and headache, with different pharmaco-toxicological profile
depending on the compound used [6].

In the end, the question arises whether metabolic modulators truly provide such significant benefits to high-
performance athletes compared to the previously mentioned classes of substances, whose beneficial effects
are well documented. To answer this question, the biochemical mechanisms underlying the potential effects
must be well understood.
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Meldonium (mildronate), chemically known as 3-(2,2,2-trimethylhydraziniumyl)propionate, has shown
promising anti-anginal and neuroprotective effects in various animal models of Alzheimer's or Parkinson’s
disease or hypoxia-induced lung injury [7,8]. This substance was included together with trimetazidine on the
metabolic modulators subsection list by WADA in 2016 [1,9]. Before 2016 it was on WADA’s list of monitored
substances to detect abusive cliches in sport. Based on the structural similarity of meldonium with a
precursor in the synthesis of L-carnitine, it has been established that it modifies the energy metabolism of
fatty acids in the mitochondria. Mitochondria are a semi-autonomous cellular organelle that possesses a
circular double-helical mitochondrial DNA (mtDNA), which encodes important enzymes involved in energy
metabolism. They have a reparative and adaptive capacity under stress conditions (physical exertion and
nutritional deficiencies) through processes of fusion and fission [10].

Physical effort can have both beneficial and negative dose-dependent effects on inflammatory processes and
oxidative stress. While moderate physical effort is beneficial in reducing the risk of chronic and
inflammatory diseases by modulating the activity of protein kinases such as the mammalian target of
rapamycin (mTOR) or AMP-activated protein kinase (AMPK) and the serum levels of inflammatory markers
such as leptin, adiponectin, ghrelin, interleukin-6 (IL6), interleukin-1β (IL1β), and tumor necrosis factor α
(TNFα), strenuous physical exertion has the opposite effect, with direct repercussions on mitochondrial
metabolism [11,12]. In the case of performance athletes, intense muscular exertion can sometimes cause
irreversible degenerative changes in the metabolism and functionality of mitochondria, a process known as
mitochondrial dysfunction (MD) [13]. MD, in turn, causes changes in energy metabolism, ATP production,
the occurrence of toxic levels of reactive oxygen and nitrogen species (ROS/RNS), and the exacerbation of
inflammation [14].

Considering that no negative effects of meldonium administration in athletes have been demonstrated, the
present narrative review aims to elucidate the most important mechanisms through which meldonium may
have a beneficial effect on MD that occurs in those who practice sports consistently, outside of
competitions.

Review
Modification of L-carnitine metabolism induced by meldonium
Meldonium is a structural analog of γ-butyrobetaine (GBB) (Figure 1), a precursor compound in L-carnitine
synthesis. L-carnitine, the intramitochondrial transporter of long-chain fatty acids for β-oxidation, is
synthesized through a series of four reactions, the last of which is catalyzed by γ-butyrobetaine hydroxylase
(BBOX), an enzyme competitively inhibited by meldonium [15]. This mechanism of action is demonstrated
through studies on male lean Zucker rats. Administration of meldonium (1.6 g/kg bw/day for two days and
0.8 g/kg bw/day for up to 10 days) led to the depletion of muscle L-carnitine deposits, a reduction in fatty
acid β-oxidation, and an increase in carbohydrate utilization for energy purposes. Additionally, this study
showed the potential of meldonium to modify gene expression in muscle tissue by reducing the expression
of L-carnitine transporter proteins via 189 mRNAs regulating fuel selection [16].

FIGURE 1: Chemical structure of meldonium (A) and GBB (B)
GBB: γ-butyrobetaine.

Source: This image is the original work of the authors, and the image was created by ChemDraw.

Another mechanism of action of meldonium is its competition with L-carnitine and GBB for binding to the
organic cation/carnitine transporter 2 (OCTN2). OCTN2 facilitates the significant accumulation of organic
cations such as L-carnitine and GBB within tissues. Additionally, at the intestinal and renal levels, OCTN2
plays a role in the absorption of organic cations in the ileum and their reabsorption in the kidneys [17,18].

Meldonium does not influence, or only weakly inhibits, the activity of enzymes involved in the transport of
long-chain fatty acids into the mitochondria. Thus, meldonium does not have a direct inhibitory effect on
carnitine palmitoyltransferase-1 (CPT1). Moreover, it increases the mRNA and protein expression levels of
this enzyme. It is a weak inhibitor of carnitine acetyltransferase (CrAT) in vitro and lacks any effect in vivo.
Additionally, it exhibits weak competitive inhibition of carnitine/acyl-carnitine translocase (CACT), an
enzyme involved in the carnitine/acyl-carnitine antiport [18].
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By decreasing L-carnitine-induced mitochondrial β-oxidation of fatty acids, meldonium redirects fatty acids
β-oxidation toward peroxisomes through increased gene expression of peroxisome proliferator-activated
receptor γ coactivator 1α (PGC-1α) and peroxisome proliferator-activated receptor alpha (PPAR-α) [19].

In the peroxisomes, long-chain fatty acids are transformed into shorter-chain compounds, which are much
easier to metabolize in mitochondria. This prevents the formation of long-chain acyl-carnitines, the
accumulation of which in mitochondria is implicated in ischemic heart disease, proarrhythmic muscle
contractions, and increased contractility of the myocardium [20].

Moreover, at the intestinal level, meldonium reduces the transformation of L-carnitine into trimethylamine
(TMA) under the action of intestinal flora. TMA is a precursor compound of trimethylamine-N-oxide
(TMAO), which has negative effects on cardiovascular health. TMAO acts as an activator of inflammatory
pathways and promotes foam cell formation. It is associated with increased mortality in patients with
chronic kidney disease [21]. The mechanism of action of meldonium is presented schematically in Figure 2.

FIGURE 2: Meldonium mechanism of action
In the cytoplasm, the activated fatty acid as acyl-CoA binds to L-carnitine, forming acyl-carnitine by carnitine
palmitoyltransferase-1 (CPT1). Acyl-carnitine is transferred into the mitochondria under the action of carnitine/acyl-
carnitine translocase (CACT). Inside the mitochondria, acyl-carnitine is converted back to acyl-CoA and L-carnitine
by the action of carnitine palmitoyltransferase-2 (CPT2) and enters the process of β-oxidation (β-OX) to form
acetyl-CoA. Acetyl-CoA is further metabolized in the Krebs cycle or transformed into acetyl-carnitine by the
enzyme carnitine acetyltransferase (CrAT). Within the mitochondria, meldonium inhibits the CrAT enzyme, thus
regulating the ratio of acetyl-CoA/acetyl-carnitine. By inhibiting the enzyme γ-butyrobetaine hydroxylase (BBOX),
meldonium inhibits the synthesis of L-carnitine at the final step, the transformation of γ-butyrobetaine (GBB) into
L-carnitine, thereby reducing its concentration in the cell. Fatty acids are redirected to peroxisomes where they
are transported and oxidized independently of L-carnitine.

Meldonium induces increased gene expression of peroxisome proliferator-activated receptor γ coactivator 1α
(PGC-1α) and peroxisome proliferator-activated receptor alpha (PPAR-α). At the intestinal level, meldonium
inhibits organic cation/carnitine transporter type 2 (OCTN2) and decreases the absorption of dietary L-carnitine
into the body, which is then eliminated through urine. Additionally, meldonium inhibits the formation of
trimethylamine (TMA) from GBB by intestinal microbiota and promotes the elimination of trimethylamine-N-oxide
(TMAO) through urine. At the renal level, meldonium reduces the reabsorption of L-carnitine. Green marks signify
inhibition and red marks signify activation of a pathway.

Source: This image is the original work of the authors, and the image was created by BioRender.com.

Meldonium as a protector in oxidative stress-induced MD
Intense and recurrent physical exertion can have negative effects on the cardiac muscle, ranging from left
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ventricular hypertrophy to increased ventricular dysrhythmias and diastolic ventricular dysfunction, a
phenomenon known as "athletic heart syndrome" [22]. Although there is no consensus in the scientific
literature regarding the dose, intensity, and type of physical exercise that can have negative effects on
cardiac metabolism, it is unanimously accepted that under these conditions, myocardial adaptation occurs
through an increase in the number of mitochondria and intensification of fatty acid β-oxidation for energy
purposes. Mitochondrial biogenesis is mediated by PGC-1α and activated during effort by an AMP/ATP ratio
> 1 [23].

The increase in the number of mitochondria leads to overproduction of ROS, oxidative damage of mtDNA,
MD, and may trigger cell death [24]. mtDNA lacks histones and presents a less efficient repair system
compared to nuclear DNA. Compounds formed through lipid peroxidation, together with the depletion of
other protective factors in oxidative stress such as glutathione (GSH), can cause damage to mitochondrial
membranes.

A study of forced swimming (swimming for one hour/day for seven consecutive days) conducted in mice
showed an increase in mtDNA concentration and a decrease in GSH, leading not only to mitochondrial
biogenesis but also to an increase in free radical concentration, which led to cellular apoptotic processes in
the heart. Administering meldonium to these animals reduced MD by altering energy metabolism from using
fatty acid β-oxidation for energy purposes to using glucose, capable of producing ATP under hypoxic
conditions associated with intense physical effort [25].

Another likely mechanism for meldonium to reduce oxidative stress during hypoxia-induced lung injury is
the promotion of translocation of nuclear factor erythroid 2-related factor 2 (Nrf2) from the cytoplasm to the
nucleus and the activation of 6-phosphofructo-1-kinase (6PF1K), the enzyme that catalyzes the rate-limiting
step in glycolysis [14,26,27] (Figure 3). An experiment conducted on Swiss mice with exposed type II alveolar
epithelial cells to hypobaric hypoxic conditions showed that meldonium activates 6PF1K and modulates
gene expression of important enzymes in pyruvate metabolism such as the M2 isoform of pyruvate kinase,
isozyme A of lactate dehydrogenase, and pyruvate dehydrogenase kinase 1. Under these conditions,
meldonium administration leads to a reduction in oxidative stress, as demonstrated by decreased levels of
malondialdehyde (MDA) and increased superoxide dismutase activity (SOD), thus reducing oxidative stress-
induced MD caused by alterations in mitochondrial fission and fusion balance [24]. A study in an
experimental Sprague-Dawley rat hypoxia model conducted in 2023 showed that the protective effect of
meldonium manifests not only in the lungs but also in other organs such as the liver, brain, heart, and
kidney [28].

FIGURE 3: Cardioprotective effect of meldonium in hypoxic conditions
induced by effort
In athletes, prolonged efforts can cause athletic heart syndrome by promoting inflammation, ROS (reactive
oxygen species) production, hypoxia, MD (mitochondrial dysfunction), and accumulation of acyl-carnitine.
Meldonium inhibits carnitine metabolism and decreases FA β-oxidation (fatty acids beta-oxidation) in the
mitochondria. At the same time, meldonium activates glucose metabolism by activating 6PF1K (6-phosphofructo-
1-kinase) and pyruvate dehydrogenase and shifts the production of ATP in case of aerobic effort from lipids to
carbohydrates. This mechanism of action for meldonium presents a favorable overall effect on the athletes’ heart.

PPARδ: Peroxisome proliferator-activated receptor delta; PPAR-α: Peroxisome proliferator-activated receptor
alpha.

Source: This image is the original work of the authors, and the image was created by BioRender.com.

Meldonium, the modulator of inflammation-induced MD
Hypoxia induced at high altitudes or during intense physical exertion causes a series of modifications such as
polycythemia, increased levels of proinflammatory cytokines (IL1β, IL6, and TNFα) in lung tissue, and
changes in parameters of oxidative stress (elevated lipid peroxidation product and protein carbonyl
content as well as decreased GSH and total antioxidant capacity), all of which lead to MD [29].
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In a murine model of lipopolysaccharide (LPS)-induced inflammation, meldonium reduced the extent of
mtDNA damage and decreased the concentration of diene conjugates in the hippocampus in a Nrf2-
independent manner, possibly due to a profound modification of energy metabolism and reduction of
oxidative stress [30]. The anti-inflammatory effect of meldonium was studied in a rat model of LPS-induced
sepsis. Administration of meldonium at a dose of 300 mg/kg bw/day for four weeks before inducing sepsis in
animals showed an increased activity of tissue copper-zinc SOD, manganese SOD, catalase (CAT), and
glutathione peroxidase (GSH-Px) and reduced levels of lipid peroxidation, TNFα, phospho-nuclear factor
kappa B p65 form (p-NF-κB p65), and the Bax/Bcl-2 apoptotic marker ratio, suggesting the anti-
inflammatory and anti-apoptotic effects of meldonium [31,32]. Studies on the administration of meldonium
to carnivorous fish show a decrease in the gene expression of proinflammatory molecules (IL1β and TNFα)
and apoptotic molecules (Caspase 3 and 9) in the liver [24,33].

The use of meldonium in pulmonary hypertension-induced right ventricular failure and inflammation-
induced left ventricular systolic dysfunction, like those seen in COVID-19, shows that meldonium alone or
in combination with anti-inflammatory drugs improves heart function in cases of excessive inflammation
and cytokine storm, according to a study conducted on animals [34]. Treatment with meldonium in a rat
model of traumatic brain injury showed that it presents neuroprotective effects due to its anti-inflammatory,
antiapoptotic, and antioxidant activities, which is demonstrated by the decrease in myeloperoxidase (MPO)
and caspase-3 levels as well as the increase in SOD activity [35].

All these studies demonstrate that meldonium can be considered an effective therapeutic approach in
preventing MD and impaired energy homeostasis [8,32].

Meldonium as a cardioprotective drug in athletes
Practicing physical exercise has a beneficial effect on health; however, in the case of performance athletes,
there is cardiac remodeling with left ventricular dilatation and reduced ejection fraction, known as athletic
heart syndrome. Differential diagnosis to distinguish between sports-induced cardiac modifications and
pathological conditions is often difficult to achieve. If conditions like hypertrophic cardiomyopathy, dilated
cardiomyopathy, or arrhythmogenic ventricular cardiomyopathy are not correctly diagnosed in athletes, it
can lead to sudden cardiac arrest and death during training or sports competition. On the other hand,
unnecessary restrictions on athlete training and competition can have disastrous consequences for the
athlete [36].

Normally, a significant amount of ATP in cardiac tissue comes from fatty acid β-oxidation. However, during
physical exertion, hypoxia in myocardial cells leads to incomplete mitochondrial fatty acid oxidation and
the accumulation of acyl-carnitines, which can cause cellular membrane degradation. Studies have shown
an accumulation of acyl-carnitines, especially palmitoyl-carnitine, in patients with cardiovascular diseases,
and the acyl-carnitine/free carnitine ratio is a biomarker in heart failure [37,38].

Meldonium is used as an anti-anginal medication in countries outside the European Union because it
prevents post-infarction ischemia and the progression of atherosclerosis. It improves cardiac functional
parameters and reduces the incidence and severity of arrhythmias [39,40,41]. Dysregulation of fatty acid
metabolism in right ventricular failure is caused by the reduction in the expression of PGC1α and PPARδ,
which targets the genes responsible for producing critical enzymes in fatty acid β-oxidation. Meldonium
activates the PPARδ/PGC1α pathway and decreases ROS production in mitochondria and the risk of MD,
which in turn may contribute to a reduction in cardiac injury [34]. In a rat model of diabetes mellitus,
meldonium facilitates post-ischemic cardiac recovery by promoting glucose metabolism instead of fatty
acids by increasing the activity of pyruvate dehydrogenase and reducing acyl-carnitine concentration
[42,43].

In the current literature, few studies link meldonium to sports performance and cardioprotective effects in
humans. Dzerve et al. investigated the impact of meldonium on the peripheral circulation in patients with
chronic heart failure. According to their study, meldonium combined with standard therapy was more
effective than standard therapy alone in treating primary symptoms of chronic heart failure, improving
exercise capacity, enhancing quality of life, and increasing peripheral circulation and vasodilation of both
marginal and resistance vessels at rest and during exercise [44]. Another randomized, double-blind, placebo-
controlled phase 2 trial assessed the efficacy of various doses of meldonium combined with standard therapy
on the exercise tolerance of patients with stable angina pectoris. The study evaluated 512 patients, all of
whom had coronary artery disease and positive exercise tests for ischemia. The results demonstrated that
the improvement in exercise tolerance due to meldonium in patients with stable angina was dose-
dependent [45]. Figure 3 aims to provide a clear visual representation of the cardioprotective mechanism of
meldonium in hypoxic conditions induced by effort.

Conclusions
Meldonium appears on the WADA list of prohibited substances during competition for professional athletes
due to its metabolic modulating effect between the use of fatty acids and glucose for energy production. It is
known that the maximal effort capacity when using carbohydrates is superior to that of lipids. However, the
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pharmacological mechanism implicated in providing unfair advantages in sports can bring real health
benefits to athletes. By competitively inhibiting de novo carnitine synthesis and its absorption from dietary
sources, meldonium reduces parameters of oxidative stress and inflammation, which contribute to MD.
Additionally, by redirecting metabolism of fatty acids to a carnitine-independent one in the peroxisomes, it
reduces the formation of acyl/acetyl-carnitines implicated in cardiac pathology potentially protecting
against vascular trauma in ultra-athletes.

Additional Information
Author Contributions
All authors have reviewed the final version to be published and agreed to be accountable for all aspects of the
work.

Concept and design:  Mădălina-Georgiana Buț, Amalia Pușcaș, Ruxandra Ștefănescu, Bianca-Eugenia Ősz,
Camil-Eugen Vari, Tudor-Ionuț Istrate, Cristina Filip

Drafting of the manuscript:  Mădălina-Georgiana Buț, Amalia Pușcaș

Critical review of the manuscript for important intellectual content:  Mădălina-Georgiana Buț, Amalia
Pușcaș, Amelia Tero-Vescan, Ruxandra Ștefănescu, Bianca-Eugenia Ősz, Camil-Eugen Vari, George Jîtcă,
Tudor-Ionuț Istrate, Cristina Filip

Acquisition, analysis, or interpretation of data:  Amalia Pușcaș, Amelia Tero-Vescan, George Jîtcă

Supervision:  Amelia Tero-Vescan

Disclosures
Conflicts of interest: In compliance with the ICMJE uniform disclosure form, all authors declare the
following: Payment/services info: This work was supported by the University of Medicine, Pharmacy,
Science, and Technology "George Emil Palade” of Târgu Mures. The research grant number is
164/23/10.01.2023. Financial relationships: All authors have declared that they have no financial
relationships at present or within the previous three years with any organizations that might have an
interest in the submitted work. Other relationships: All authors have declared that there are no other
relationships or activities that could appear to have influenced the submitted work.

References
1. The prohibited list. (2024). Accessed: May 27, 2024: https://www.wada-ama.org/en/prohibited-list.
2. Vari C, Osz B, Perian M, Mărușteri M, Miklos A, Bosa P, Tero-Vescan A: Do aromatase inhibitors reduce

fertility and impair sexual behaviour in an androgen doping model in rats. Farmacia. 2017, 65:336-342.
3. Vari CE, Ősz BE, Miklos A, BerbecaruIovan A, Tero-Vescan A: Aromatase inhibitors in men - off-label use,

misuse, abuse and doping. Farmacia. 2016, 64:813-818.
4. Buț MG, Jîtcă G, Imre S, Vari CE, Ősz BE, Jîtcă CM, Tero-Vescan A: The lack of standardization and

pharmacological effect limits the potential clinical usefulness of phytosterols in benign prostatic
hyperplasia. Plants (Basel). 2023, 12:1722. 10.3390/plants12081722

5. Heuberger JA, Cohen Tervaert JM, Schepers FM, et al.: Erythropoietin doping in cycling: lack of evidence for
efficacy and a negative risk-benefit. Br J Clin Pharmacol. 2013, 75:1406-21. 10.1111/bcp.12034

6. Reardon CL, Factor RM: Considerations in the use of stimulants in sport . Sports Med. 2016, 46:611-7.
10.1007/s40279-015-0456-y

7. Sesti C, Simkhovich BZ, Kalvinsh I, Kloner RA: Mildronate, a novel fatty acid oxidation inhibitor and
antianginal agent, reduces myocardial infarct size without affecting hemodynamics. J Cardiovasc Pharmacol.
2006, 47:493-9. 10.1097/01.fjc.0000211732.76668.d2

8. Klusa VZ, Isajevs S, Svirina D, et al.: Neuroprotective properties of mildronate, a small molecule, in a rat
model of Parkinson's disease. Int J Mol Sci. 2010, 11:4465-87. 10.3390/ijms11114465

9. Pușcaș A, Ștefănescu R, Vari CE, et al.: Biochemical aspects that lead to abusive use of trimetazidine in
performance athletes: a mini-review. Int J Mol Sci. 2024, 25:1605. 10.3390/ijms25031605

10. Li J, Lu H, Wu H, et al.: Periodontitis in elderly patients with type 2 diabetes mellitus: impact on gut
microbiota and systemic inflammation. Aging (Albany NY). 2020, 12:25956-80. 10.18632/aging.202174

11. Luti S, Modesti A, Modesti PA: Inflammation, peripheral signals and redox homeostasis in athletes who
practice different sports. Antioxidants (Basel). 2020, 9:1065. 10.3390/antiox9111065

12. Torre-Villalvazo I, Alemán-Escondrillas G, Valle-Ríos R, Noriega LG: Protein intake and amino acid
supplementation regulate exercise recovery and performance through the modulation of mTOR, AMPK,
FGF21, and immunity. Nutr Res. 2019, 72:1-17. 10.1016/j.nutres.2019.06.006

13. Ostojic SM, Ratgeber L, Olah A, Betlehem J, Pongras A: What do over-trained athletes and patients with
neurodegenerative diseases have in common? Mitochondrial dysfunction. Exp Biol Med (Maywood). 2021,
246:1241-3. 10.1177/1535370221990619

14. Jîtcă G, Ősz BE, Tero-Vescan A, Miklos AP, Rusz CM, Bătrînu MG, Vari CE: Positive aspects of oxidative
stress at different levels of the human body: a review. Antioxidants (Basel). 2022, 11:572.
10.3390/antiox11030572

 

2024 Pușcaș et al. Cureus 16(7): e63634. DOI 10.7759/cureus.63634 6 of 8

https://www.wada-ama.org/en/prohibited-list?utm_medium=email&utm_source=transaction
https://www.wada-ama.org/en/prohibited-list?utm_medium=email&utm_source=transaction
https://farmaciajournal.com/wp-content/uploads/2017-03-art-03-Vari_Osz_Tero-Vescan_336-342.pdf?utm_medium=email&utm_source=transaction
https://farmaciajournal.com/wp-content/uploads/2016-06-art-01-Camil_Vari_813-818.pdf?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/plants12081722?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/plants12081722?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1111/bcp.12034?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1111/bcp.12034?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s40279-015-0456-y?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s40279-015-0456-y?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1097/01.fjc.0000211732.76668.d2?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1097/01.fjc.0000211732.76668.d2?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/ijms11114465?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/ijms11114465?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/ijms25031605?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/ijms25031605?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.18632/aging.202174?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.18632/aging.202174?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/antiox9111065?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/antiox9111065?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.nutres.2019.06.006?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.nutres.2019.06.006?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1177/1535370221990619?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1177/1535370221990619?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/antiox11030572?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/antiox11030572?utm_medium=email&utm_source=transaction


15. Schobersberger W, Dünnwald T, Gmeiner G, Blank C: Story behind meldonium-from pharmacology to
performance enhancement: a narrative review. Br J Sports Med. 2017, 51:22-5. 10.1136/bjsports-2016-
096357

16. Porter C, Constantin-Teodosiu D, Constantin D, Leighton B, Poucher SM, Greenhaff PL: Muscle carnitine
availability plays a central role in regulating fuel metabolism in the rodent. J Physiol. 2017, 595:5765-80.
10.1113/JP274415

17. Liepinsh E, Makarova E, Sevostjanovs E, et al.: Carnitine and γ-butyrobetaine stimulate elimination of
meldonium due to competition for OCTN2-mediated transport. Basic Clin Pharmacol Toxicol. 2017,
120:450-6. 10.1111/bcpt.12729

18. Dambrova M, Makrecka-Kuka M, Vilskersts R, Makarova E, Kuka J, Liepinsh E: Pharmacological effects of
meldonium: biochemical mechanisms and biomarkers of cardiometabolic activity. Pharmacol Res. 2016,
113:771-80. 10.1016/j.phrs.2016.01.019

19. Di Cristo F, Finicelli M, Digilio FA, et al.: Meldonium improves Huntington's disease mitochondrial
dysfunction by restoring peroxisome proliferator-activated receptor γ coactivator 1α expression. J Cell
Physiol. 2019, 234:9233-46. 10.1002/jcp.27602

20. Aitken-Buck HM, Krause J, van Hout I, et al.: Long-chain acylcarnitine 18:1 acutely increases human atrial
myocardial contractility and arrhythmia susceptibility. Am J Physiol Heart Circ Physiol. 2021, 321:H162-74.
10.1152/ajpheart.00184.2021

21. Velasquez MT, Ramezani A, Manal A, Raj DS: Trimethylamine N-oxide: the good, the bad and the unknown .
Toxins (Basel). 2016, 8:326. 10.3390/toxins8110326

22. Gureev AP, Sadovnikova IS, Shaforostova EA, Starkov AA, Popov VN: Mildronate protects heart mtDNA
from oxidative stress toxicity induced by exhaustive physical exercise. Arch Biochem Biophys. 2021,
705:108892. 10.1016/j.abb.2021.108892

23. Fernandez-Marcos PJ, Auwerx J: Regulation of PGC-1α, a nodal regulator of mitochondrial biogenesis . Am J
Clin Nutr. 2011, 93:884S-90. 10.3945/ajcn.110.001917

24. Wang D, Liu F, Yang W, et al.: Meldonium ameliorates hypoxia-induced lung injury and oxidative stress by
regulating platelet-type phosphofructokinase-mediated glycolysis. Front Pharmacol. 2022, 13:863451.
10.3389/fphar.2022.863451

25. Övey İS, Naziroğlu M: Homocysteine and cytosolic GSH depletion induce apoptosis and oxidative toxicity
through cytosolic calcium overload in the hippocampus of aged mice: involvement of TRPM2 and TRPV1
channels. Neuroscience. 2015, 284:225-33. 10.1016/j.neuroscience.2014.09.078

26. Đurašević S, Stojković M, Sopta J, et al.: The effects of meldonium on the acute ischemia/reperfusion liver
injury in rats. Sci Rep. 2021, 11:1305. 10.1038/s41598-020-80011-y

27. Garcia-Alvarez M, Marik P, Bellomo R: Sepsis-associated hyperlactatemia. Crit Care. 2014, 18:503.
10.1186/s13054-014-0503-3

28. Liu F, Sui X, Wang Q, et al.: Insights into the pharmacodynamics and pharmacokinetics of meldonium after
exposure to acute high altitude. Front Pharmacol. 2023, 14:1119046. 10.3389/fphar.2023.1119046

29. Salama SA, Omar HA, Maghrabi IA, AlSaeed MS, EL-Tarras AE: Iron supplementation at high altitudes
induces inflammation and oxidative injury to lung tissues in rats. Toxicol Appl Pharmacol. 2014, 274:1-6.
10.1016/j.taap.2013.10.034

30. Shaforostova EA, Gureev AP, Volodina DE, Popov VN: Neuroprotective effect of mildronate and L-carnitine
on the cognitive parameters of aged mice and mice with LPS-induced inflammation. Metab Brain Dis. 2022,
37:2497-510. 10.1007/s11011-022-01047-9

31. Đurašević S, Ružičić A, Lakić I, et al.: The effects of a meldonium pre-treatment on the course of the LPS-
induced sepsis in rats. Int J Mol Sci. 2022, 23:2395. 10.3390/ijms23042395

32. Đurašević S, Ružičić A, Lakić I, et al.: The effects of a meldonium pre-treatment on the course of the faecal-
induced sepsis in rats. Int J Mol Sci. 2021, 22:9698. 10.3390/ijms22189698

33. Pan H, Li LY, Li JM, et al.: Inhibited fatty acid β-oxidation impairs stress resistance ability in Nile tilapia
(Oreochromis niloticus). Fish Shellfish Immunol. 2017, 68:500-8. 10.1016/j.fsi.2017.07.058

34. Vilskersts R, Kigitovica D, Korzh S, et al.: Protective effects of meldonium in experimental models of
cardiovascular complications with a potential application in COVID-19. Int J Mol Sci. 2021, 23:45.
10.3390/ijms23010045

35. Demir D, Kuru Bektaşoğlu P, Koyuncuoğlu T, et al.: Neuroprotective effects of mildronate in a rat model of
traumatic brain injury. Injury. 2019, 50:1586-92. 10.1016/j.injury.2019.08.036

36. Henning RJ: The differentiation of the competitive athlete with physiologic cardiac remodeling from the
athlete with cardiomyopathy [IN PRESS]. Curr Probl Cardiol. 2024, 102473. 10.1016/j.cpcardiol.2024.102473

37. Ruiz M, Labarthe F, Fortier A, et al.: Circulating acylcarnitine profile in human heart failure: a surrogate of
fatty acid metabolic dysregulation in mitochondria and beyond. Am J Physiol Heart Circ Physiol. 2017,
313:H768-81. 10.1152/ajpheart.00820.2016

38. Yoshihisa A, Watanabe S, Yokokawa T, et al.: Associations between acylcarnitine to free carnitine ratio and
adverse prognosis in heart failure patients with reduced or preserved ejection fraction. ESC Heart Fail. 2017,
4:360-4. 10.1002/ehf2.12176

39. Chirkova A, Petrenko A, Vasilyev P: Testing meldonium: assessing soviet pragmatic alternatives to the
randomized controlled trial. Clin Trials. 2021, 18:269-76. 10.1177/17407745211008540

40. Tynterova AM, Belousova YD, Reznik EY: Clinical characteristics and metabolic therapy of fatigue in the
acute and early recovery periods of ischemic stroke. S S Korsakov J Neurol Psychiatry. 2023, 123:94-100.
10.17116/jnevro202312303294

41. Bellman V: Unlocking the potential of meldonium: from performance enhancement to therapeutic insights .
Psychoactives. 2024, 3:235-247. 10.3390/psychoactives3020015

42. Savic D, Ball V, Holzner L, et al.: Hyperpolarized magnetic resonance shows that the anti-ischemic drug
meldonium leads to increased flux through pyruvate dehydrogenase in vivo resulting in improved post-
ischemic function in the diabetic heart. NMR Biomed. 2021, 34:e4471. 10.1002/nbm.4471

43. Baggish AL, Levine BD: Coronary artery calcification among endurance athletes: "hearts of stone" .
Circulation. 2017, 136:149-51. 10.1161/CIRCULATIONAHA.117.028750

 

2024 Pușcaș et al. Cureus 16(7): e63634. DOI 10.7759/cureus.63634 7 of 8

https://dx.doi.org/10.1136/bjsports-2016-096357?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1136/bjsports-2016-096357?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1113/JP274415?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1113/JP274415?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1111/bcpt.12729?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1111/bcpt.12729?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.phrs.2016.01.019?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.phrs.2016.01.019?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1002/jcp.27602?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1002/jcp.27602?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1152/ajpheart.00184.2021?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1152/ajpheart.00184.2021?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/toxins8110326?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/toxins8110326?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.abb.2021.108892?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.abb.2021.108892?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3945/ajcn.110.001917?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3945/ajcn.110.001917?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3389/fphar.2022.863451?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3389/fphar.2022.863451?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.neuroscience.2014.09.078?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.neuroscience.2014.09.078?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1038/s41598-020-80011-y?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1038/s41598-020-80011-y?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1186/s13054-014-0503-3?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1186/s13054-014-0503-3?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3389/fphar.2023.1119046?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3389/fphar.2023.1119046?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.taap.2013.10.034?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.taap.2013.10.034?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s11011-022-01047-9?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s11011-022-01047-9?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/ijms23042395?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/ijms23042395?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/ijms22189698?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/ijms22189698?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.fsi.2017.07.058?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.fsi.2017.07.058?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/ijms23010045?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/ijms23010045?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.injury.2019.08.036?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.injury.2019.08.036?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.cpcardiol.2024.102473?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.cpcardiol.2024.102473?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1152/ajpheart.00820.2016?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1152/ajpheart.00820.2016?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1002/ehf2.12176?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1002/ehf2.12176?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1177/17407745211008540?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1177/17407745211008540?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.17116/jnevro202312303294?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.17116/jnevro202312303294?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/psychoactives3020015?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3390/psychoactives3020015?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1002/nbm.4471?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1002/nbm.4471?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1161/CIRCULATIONAHA.117.028750?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1161/CIRCULATIONAHA.117.028750?utm_medium=email&utm_source=transaction


44. Dzerve V, Matiosone DK, Kukulis I, et al.: Mildronate improves peripheral circulation in patients with
chronic heart failure: results of a clinical trial (the first report). Semin Card. 2005, 11:56-64.

45. Dzerve V: A dose-dependent improvement in exercise tolerance in patients with stable angina treated with
mildronate: a clinical trial "MILSS I". Medicina (Kaunas). 2011, 47:544-51.

 

2024 Pușcaș et al. Cureus 16(7): e63634. DOI 10.7759/cureus.63634 8 of 8

https://www.researchgate.net/publication/228637069_Mildronate_improves_peripheral_circulation_in_patients_with_chronic_heart_failure_results_of_a_clinical_trial_the_first_report?utm_medium=email&utm_source=transaction
https://pubmed.ncbi.nlm.nih.gov/22186118/?utm_medium=email&utm_source=transaction

	Meldonium Supplementation in Professional Athletes: Career Destroyer or Lifesaver?
	Abstract
	Introduction And Background
	Review
	Modification of L-carnitine metabolism induced by meldonium
	FIGURE 1: Chemical structure of meldonium (A) and GBB (B)
	FIGURE 2: Meldonium mechanism of action

	Meldonium as a protector in oxidative stress-induced MD
	FIGURE 3: Cardioprotective effect of meldonium in hypoxic conditions induced by effort

	Meldonium, the modulator of inflammation-induced MD
	Meldonium as a cardioprotective drug in athletes

	Conclusions
	Additional Information
	Author Contributions
	Disclosures

	References


