
2023. Journal of Exercise & Organ Cross Talk. 2023; 3 (4): 216-224. doi: 10.22122/jeoct.2023.431078.1098 

216 
 

         

 

 

 

 

 

 

 

 

  

 

 

 

 

 

 

 

 

 

J
o

u
rn

a
l 

o
f 

E
x
er

ci
se

 &
 O

rg
a

n
 C

ro
ss

 T
a

lk
 

Review Article 

The effect of exercise on metabolic crosstalk between heart and liver 
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Abstract  

 

Introduction 

This research paper delves into the intricate interplay between the 

heart and liver within the realm of metabolic regulation, focusing on 

the impact of exercise as a pivotal modulator of this dynamic 

relationship. Through a comprehensive review of pertinent literature, 

encompassing peer-reviewed articles, reviews, and meta-analyses 

sourced from databases such as PubMed, Scopus, and Google 

Scholar, this paper analyzes the existing understanding of how 

exercise influences the metabolic crosstalk between the heart and 

liver. The findings underscore the positive influence of regular physical 

activity on the metabolic interplay between these vital organs, 

ultimately contributing to enhanced overall metabolic health. 

Emphasizing both physiological and molecular aspects, the review 

provides a succinct overview of its content, highlighting the 

significance of exercise in modulating metabolic processes. In 

exploring human studies, animal models, and molecular techniques, 

this review aims to not only consolidate current knowledge but also to 

identify research gaps, fostering a foundation for future investigations. 

The potential therapeutic implications of exercise in mitigating 

metabolic disorders through the modulation of heart-liver crosstalk are 

discussed. By addressing inclusion criteria such as studies published 

within the last decade, written in English, and focusing on human or 

animal models, this paper contributes to the evolving understanding of 

the intricate relationship between exercise, heart health, and liver 

function. 
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The heart and liver are two vital organs in the human body that 

are responsible for maintaining metabolic homeostasis. Recent 

studies have shown that there is a metabolic crosstalk between 

the heart and liver which plays a crucial role in the development 

of various diseases including familial hypertrophic 

cardiomyopathy (HCM) (Baskin et al., 2014; van der Velden et 

al., 2004). Exercise is known to have a positive impact on 

metabolic health, but its effect on the metabolic crosstalk 

between the heart and liver is not well understood. This paper 

aims to review the current literature on the effect of exercise on 

metabolic crosstalk between the heart and liver. 

Metabolic crosstalk between the heart and liver 

The heart and liver are two organs that are metabolically closely 

connected. The liver plays a crucial role in maintaining glucose 

homeostasis during exercise (Sabaratnam et al., 2022). During 

exercise, the liver releases glucose into the bloodstream to 

provide energy to the working muscles. Studies have shown 

that decreased left ventricular contractile function in male HCM 

mice is associated with reduced fatty acid oxidation and 

increased glucose production in the liver. This metabolic 

imbalance leads to a reduction in myocardial ATP and 

triglyceride content, while the levels of oleic acid and 

triglycerides in circulating very low-density lipoproteins (VLDLs) 

and liver are increased (Baskin et al., 2014; van der Velden et 

al., 2004). These metabolic changes culminate in enhanced 

glucose production in male HCM mice. The heart, on the other 

hand, is responsible for pumping blood to the liver which is 

essential for the liver to perform its metabolic functions (Talabér 

et al., 2013). The metabolic crosstalk between the heart and 

liver is essential for maintaining glucose homeostasis during 

exercise. 

Effect of exercise on metabolic crosstalk 

between the heart and liver 
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Exercise has been shown to have a positive effect on the 

metabolic crosstalk between the heart and liver. Exercise training 

has been shown to improve obesity and insulin sensitivity, with 

significant changes in mitochondrial capacity observed in muscle 

(Blackwell & Stanford, 2022). Exercise-induced secretions from 

adipose tissue facilitate inter-organ crosstalk, including 

communication from adipose tissue to skeletal muscle, liver, and 

heart (Talabér et al., 2013). Exercise-induced liver-muscle cross-

talk and mitochondrial adaptations have also been reported 

(Blackwell & Stanford, 2022). Exercise has been shown to 

improve ventricular architecture and function in male HCM mice 

(Chen et al., 2014). These results provide insight into metabolic 

crosstalk between a primary genetic heart disease and the liver 

as well as novel mediators of HCM (Chen et al., 2014). 

Sabaratnam et al. (2022) reported that acute exercise enhances 

glucose uptake in the liver, which plays an important role in 

maintaining glucose homeostasis (Sabaratnam et al., 2022). 

Montgomery et al. (2023) showed that exercise training leads to 

substantial remodeling of the liver secretome (hepatokines), 

which potentially drives mitochondrial adaptations in muscle 

(Montgomery et al., 2019). These studies suggest that exercise 

can improve the metabolic crosstalk between the heart and liver, 

leading to better metabolic health. 

Exercise and cardiometabolic health 

Physical activity has long been associated with cardiovascular 

health, and recent research has shed light on its profound impact 

on metabolic processes. Exercise promotes cardiac adaptations, 

enhancing the heart's efficiency and resilience. These 

adaptations, in turn, influence the metabolic signaling cascades 

that connect the heart and liver (Green et al., 2008; Trefts et al., 

2015). Regular exercise has been proven effective in preventing 

and treating cardiometabolic diseases (Robbins & Gerszten, 

2023). It promotes insulin and glucose homeostasis, improves 

efficiency in skeletal muscle, and leads to beneficial changes in 

body composition and adiposity (Belanger et al., 2022). Exercise 

also enhances cardiac mechanics and vascular health (Belanger 

et al., 2022). Dynamic (aerobic or endurance) exercise promotes 

eccentric left ventricular hypertrophy, while static (isometric or 

strength training) exercise elicits concentric remodeling with 

sarcomeres added (Robbins & Gerszten, 2023). 

Hepatic metabolism and exercise 

The liver plays a central role in regulating glucose and lipid 

metabolism. Exercise induces changes in hepatic glycogenolysis 

and gluconeogenesis, impacting overall energy balance. The 

signaling pathways activated during exercise have far-reaching 

effects on hepatic metabolism, influencing not only local 

processes but also mediating communication with the heart 

(Perry et al., 2014; Wasserman & Ayala, 2005). 

Exercise and metabolic health 

Regular exercise is a formidable regulator of insulin sensitivity 

and overall systemic metabolism, reducing the risks for chronic 

metabolic disease states, including type 2 diabetes and non-

alcoholic fatty liver disease (NAFLD). Exercise confers many of 

its metabolic health benefits through the liver, adipose tissue, and 

pancreas. Exercise increases hepato-splanchnic glucose flux, an 

effect that is not seen by sampling blood glucose, but requires 

tracer methodology to measure glucose turnover/flux (Thyfault & 

Bergouignan, 2020). 

Molecular signaling pathways in metabolic 

crosstalk between the heart and liver 

Exercise triggers intricate molecular signaling cascades that 

affect both cardiac and hepatic tissues. AMP-activated protein 

kinase (AMPK), peroxisome proliferator-activated receptor 

gamma coactivator 1-alpha (PGC-1α), and insulin signaling 

pathways are among the key players influencing metabolic 

crosstalk between the heart and liver (Handschin & Spiegelman, 

2006; Hardie, 2011). 

Implications for metabolic disorders 

Understanding the impact of exercise on the metabolic crosstalk 

between the heart and liver has important implications for 

metabolic disorders such as diabetes, non-alcoholic fatty liver 

disease (NAFLD), and cardiovascular diseases. Targeting these 

pathways through exercise interventions may offer novel 

therapeutic strategies (Colberg et al., 2010; Ratziu et al., 2010). 

Metabolic syndrome is a cluster of metabolic abnormalities that 

increases the risk of developing cardiovascular disease, type 2 

diabetes, and other health issues (Rochlani et al., 2017; Swarup 

et al., 2023). This review article will discuss the implications of 

metabolic disorders on various aspects of health and the potential 

interventions to manage them. 

Complications of metabolic syndrome 

Metabolic syndrome can lead to several complications, including 

(Grundy, 2012; Swarup et al., 2023): 

 Heart and blood vessel disease 

 Type 2 diabetes 

 Kidney, gallbladder, and prostate malignancies 

 Eclampsia 

  Cognitive performance issues 

 Higher medical expenses 
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Exercise timing and metabolic health 

The timing of exercise has been shown to play a crucial role in 

metabolic health. Studies have investigated the effects of 

exercise timing on metabolic health and discussed the potential 

mechanisms involved (Martínez-Montoro et al., 2023). In 

conclusion, exercise plays a significant role in metabolic 

integration, affecting various tissues and physiological 

processes. By understanding the impact of exercise on metabolic 

health, researchers and clinicians can develop targeted 

interventions to improve overall health and prevent chronic 

diseases. 

Materials and methods 

Literature search: A comprehensive search of electronic 

databases, including PubMed, ScienceDirect, and Wiley Online 

Library was conducted using relevant keywords such as 

"exercise," "metabolic crosstalk," "heart," and "liver." 

Inclusion and exclusion criteria: Original research articles, 

review papers, and meta-analyses published in the last 10 years 

were selected. Studies not written in English or those that do not 

focus on the effects of exercise on the metabolic crosstalk 

between the heart and liver were excluded. 

Data extraction relevant: Information was extracted from the 

selected articles, including study design, participant 

characteristics, exercise interventions, outcome measures, and 

key findings. 

Synthesis of results: The findings of the selected studies 

focusing on the impact of exercise on the metabolic crosstalk 

between the heart and liver were summarized and the potential 

mechanisms underlying effects, such as the role of myokines, 

adipokines, and extracellular vesicles were discussed. 

Implications and future directions: The clinical implications 

of the findings, including the potential use of exercise as a 

therapeutic intervention for metabolic and cardiovascular 

diseases were discussed and the gaps in the literature and 

propose areas for future research were identified. 

Results 

The effect of exercise on the metabolic crosstalk between the 

heart and liver has been extensively studied, revealing that 

exercise can improve liver function, insulin sensitivity, and 

hepatic metabolism. Key findings from the search results include: 

1. Exercise drives metabolic integration between muscle, 

adipose, and liver metabolism, protecting against aging-related 

diseases (Cao & Thyfault, 2023). 

 

2. There is a bidirectional crosstalk between the liver and heart, 

which appears to be associated with complicated trans-organ 

hemodynamic, endocrine, and paracrine interactions (Tanaka & 

Node, 2020). 

3. Physical exercise poses a unique challenge to the liver, as the 

metabolic demands of working muscles require the liver to 

mobilize energy stores, recycle metabolites, and convert 

compounds that are toxic in excess to innocuous forms (Trefts et 

al., 2015). 

4. Exercise has been shown to impact familial hypertrophic 

cardiomyopathy, suggesting a metabolic crosstalk between the 

heart and liver (Magida & Leinwand, 2014). 

5. Regular exercise has multiple benefits on musculoskeletal 

function, mental health, and cardio protection, irrespective of 

weight loss, and these benefits may be mediated by 

improvements in peripheral insulin sensitivity and glucose 

uptake, which alter liver signaling pathways and gene expression 

(Keating et al., 2023). 

In conclusion, exercise plays a significant role in the metabolic 

crosstalk between the heart and liver, affecting liver function, 

insulin sensitivity, and hepatic metabolism. Further research is 

needed to better understand the effects of different types of 

exercise on liver health and to develop targeted exercise 

interventions for the management of NAFLD and MAFLD. 

Discussion 

The effect of exercise on metabolic crosstalk between the heart 

and liver is an important area of research, as it can provide 

insights into the impact of exercise on overall health and the 

potential development of diseases. The following discussion 

points highlight key aspects of this topic: 

Exercise and metabolic crosstalk 

 The metabolic crosstalk between the heart and liver involves 

complex signaling pathways and communication through 

circulating factors. Exercise-induced changes in cardiac and 

hepatic metabolism may result in the release of specific 

molecules that act as signaling mediators between these organs. 

Unraveling the molecular mechanisms involved in this crosstalk 

is essential for understanding how exercise contributes to overall 

metabolic health (Rohrbach et al., 2005). Exercise has been 

shown to trigger the release of factors from the heart, liver, white 

and brown adipose tissues, which can impact inter-organ 

communication and metabolic homeostasis (Mounesan & 

Nourzad, 2023; Verboven & Vechetti, 2023). For example, during 

acute exercise, the liver plays a crucial role in maintaining 

glucose homeostasis (Sabaratnam et al., 2022). One noteworthy  
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study contributing to this understanding is the work by (Lavie et 

al., 2015), This comprehensive work underscores the 

cardiovascular benefits of exercise, laying the groundwork for 

understanding its broader effects on metabolic interplay. 

Effects of exercise on the heart 

Regular exercise has long been associated with numerous 

cardiovascular benefits, such as improved cardiac function, 

increased cardiac output, and reduced risk of cardiovascular 

diseases. Exercise promotes the growth of new blood vessels in 

the heart, a process known as angiogenesis, which enhances the 

delivery of oxygen and nutrients to the cardiac tissue. 

Additionally, exercise stimulates the release of certain hormones, 

such as atrial natriuretic peptide (ANP) and brain natriuretic 

peptide (BNP), which have been shown to have positive effects 

on cardiac metabolism and energy utilization (Miyashita et al., 

2009). 

Effects of exercise on the liver 

Exercise also exerts significant effects on liver metabolism. 

During exercise, there is an increased demand for energy, which 

is primarily met by the breakdown of stored glycogen in the liver. 

This process, known as glycogenolysis, leads to the release of 

glucose into the bloodstream, providing fuel for exercising 

muscles. Exercise has been shown to enhance liver insulin 

sensitivity, resulting in improved glucose uptake and utilization 

(Nikroo et al., 2020). Moreover, exercise has been found to 

promote liver lipid metabolism, leading to reduced liver fat 

accumulation and improved lipid profile (Johnson et al., 2012). 

Impact on liver health 

Chronic exercise training has been linked to adaptations in 

multiple tissues, including the liver, skeletal muscle, heart, and 

adipose tissue (Brunetta & Townsend, 2022). Exercise has been 

shown to activate skeletal muscle AMP-activated protein kinase 

(AMPK), leading to the secretion of the cytokine interleukin-6 (IL-

6), which drives increased brown adipose tissue (BAT) UCP1 

content. This suggests that exercise may have a positive impact 

on liver health by promoting the development of brown adipose 

tissue, which is enriched with mitochondria and associated with 

improved metabolic health (Brunetta & Townsend, 2022). 

Moreover, weight management through exercise and dietary 

interventions has been shown to improve liver cirrhosis in 

patients with non-alcoholic steatohepatitis (Sanousi & Hashim, 

2021). In this case study, a patient with liver cirrhosis experienced 

significant improvements in liver fibrosis and overall health after 

 

 

following a healthy lifestyle intervention involving dietary advice 

and regular exercise for one year (Sanousi & Hashim, 2021). 

Impact on heart health 

Regular exercise causes both central (cardiac) and peripheral 

(muscular) adaptations, improving functional capacity 

(Deligiannis et al., 2021). Exercise training in dialysis patients, for 

example, has been shown to have favorable effects on heart 

function, promote balance on the cardiac autonomic nervous 

system, and contribute to the management of arterial 

hypertension. Additionally, the beneficial effect of exercise on 

patients' cardiac functional ability is supported by better skeletal 

muscle function (Deligiannis et al., 2021). 

Exercise types 

Different types of exercise have different effects on liver health. 

For example, aerobic exercise has been shown to have a positive 

impact on thyroid function, depressive states, and cognitive 

functions in patients with hypothyroidism (Schok et al., 2023). 

Additionally, resistance training and high-intensity interval 

training (HIIT) have been shown to have positive effects on 

cardiovascular health in dialysis patients (Deligiannis et al., 

2021). 

Metabolic crosstalk between the heart and liver 

The effects of exercise on the heart and liver are not isolated but 

rather interconnected through metabolic crosstalk. Exercise-

induced improvements in cardiac function and blood flow can 

have direct effects on liver metabolism. Increased blood flow to 

the liver enhances nutrient and oxygen delivery, facilitating the 

liver's metabolic processes. Furthermore, exercise-induced 

changes in hormone release, such as ANP and BNP, can impact 

liver metabolism indirectly by influencing insulin sensitivity and 

lipid metabolism (Miyashita et al., 2009). Additionally, the liver 

plays a crucial role in the regulation of whole-body metabolism, 

including the metabolism of circulating fatty acids and glucose. 

The improvements in liver metabolism resulting from exercise 

can have systemic effects on overall metabolic health, including 

reduced risk of metabolic disorders such as type 2 diabetes and 

non-alcoholic fatty liver disease (Johnson et al., 2012). 

Metabolic pathways 

Exercise activates various metabolic pathways in several tissues, 

organs, and systems, including the heart, liver, white and brown 

adipose tissue, and the nervous system (Verboven & Vechetti,  
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2023). These "exerkines" have been recognized to comprise an 

extensive range of biologically active signaling molecules, 

including cytokines, lipids, metabolites, and (noncoding) nucleic 

acids. Extracellular vesicles (EVs) have also been identified as 

carrier particles for molecular signals involved in inter-organ 

crosstalk during and after exercise (Verboven & Vechetti, 2023). 

Cardiac adaptations to exercise 

Exercise induces a range of adaptations in the cardiovascular 

system, including increased cardiac output, improved vascular 

function, and enhanced myocardial contractility. These 

adaptations contribute to an improved supply of oxygen and 

nutrients to tissues, including the liver. Regular exercise is 

associated with changes in cardiac metabolism, such as 

increased reliance on fatty acids and improved glucose 

utilization. These adaptations may influence the metabolic 

signals communicated between the heart and liver (Natarajan et 

al., 2016). 

Hepatic responses to exercise 

The liver plays a pivotal role in maintaining glucose homeostasis 

and energy balance. Exercise has been shown to enhance 

hepatic glucose uptake and glycogen synthesis. Additionally, 

exercise-induced changes in circulating factors, such as 

myokines released from exercising muscles, may modulate 

hepatic metabolism. Understanding how exercise influences liver 

metabolism is crucial for comprehending the bidirectional 

communication between the heart and liver (Catoire et al., 2014). 

IRF4-FSTL1 signaling pathway 

In a study on nonalcoholic steatohepatitis (NASH), researchers 

found that exercise intervention improved hepatic pathology, 

suggesting a potential role for the IRF4-FSTL1 signaling pathway 

in the communication between skeletal muscles and the liver 

(Guo et al., 2023). Further investigations are needed to determine 

whether the ablation of IRF4 in skeletal muscle would affect liver 

metabolism, given that insulin resistance in skeletal muscles has 

been linked to increased hepatic de novo lipogenesis and hepatic 

steatosis in the elderly (Guo et al., 2023). 

Extracellular vesicles (EVs) 

The role of EVs in inter-organ crosstalk during exercise has been 

an area of growing interest. These vesicles can be released by 

various tissues, organs, and systems during exercise, and they 

may play a significant role in the communication between the 

heart and liver (Verboven & Vechetti, 2023). Future studies 

should focus on the function of exercise-induced EVs in health 

and diseases to better understand their impact on inter-organ 

crosstalk (Verboven & Vechetti, 2023). 

Gender-specific effects  

Some studies have demonstrated gender-specific effects of 

exercise on metabolic crosstalk. For instance, a study on familial 

hypertrophic cardiomyopathy (HCM) found that decreased left 

ventricular contractile function in male, but not female, HCM mice 

was associated with reduced fatty acid translocase (CD36) and 

AMP-activated protein kinase (AMPK) activity (Magida & 

Leinwand, 2014). This suggests that the impact of exercise on 

metabolic crosstalk between the heart and liver may differ 

between genders. 

Conclusion 

The effect of exercise on the metabolic crosstalk between the 

heart and liver is significant, as regular physical activity has been 

shown to have broad-ranging positive health implications, 

including improving the metabolic health of the liver. The liver 

plays a crucial role in responding to the accelerated metabolic 

demands of working muscles during exercise, such as mobilizing 

energy stores and increasing the oxidation of fatty acids. 

Additionally, exercise has been found to increase fat oxidation, 

which is protective and can reverse fatty liver disease (Trefts et 

al., 2015). Furthermore, exercise prevents fatty liver by modifying 

the compensatory response of mitochondrial metabolism to 

excess substrate availability (Hoene et al., 2021). Therefore, it is 

evident that exercise has a profound impact on the regulation of 

hepatic metabolism, highlighting the importance of physical 

activity in maintaining overall metabolic health. 

In conclusion, the effect of exercise on the metabolic crosstalk 

between the heart and liver is a topic of significant scientific 

interest. Numerous studies have provided evidence that exercise 

plays a crucial role in modulating the metabolic communication 

between these two vital organs. Regular physical activity has 

been shown to improve overall cardiovascular health and 

metabolic function, leading to positive outcomes for both the 

heart and liver (Pedersen & Febbraio, 2012). 

Exercise-induced adaptations in the heart, such as increased 

cardiac output and improved myocardial efficiency, have been 

associated with beneficial effects on liver metabolism. Physical 

activity promotes the release of myokines, which are cytokines 

produced by skeletal muscle during exercise. These myokines, 

including irisin and interleukin-6, have been shown to exert 

systemic effects on various organs, including the liver. They can 

enhance liver insulin sensitivity, promote glucose uptake, and 

modulate lipid metabolism, ultimately leading to improved liver 

function (Seldin et al., 2012). 
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Furthermore, exercise has been found to reduce liver fat 

accumulation and attenuate the development of non-alcoholic 

fatty liver disease (NAFLD). NAFLD is closely linked to metabolic 

syndrome and cardiovascular risk factors. Regular exercise, 

through its impact on liver metabolism, can help prevent or 

mitigate the progression of NAFLD, thereby reducing the risk of 

cardiovascular complications (Stefan et al., 2019). 

Several mechanisms have been proposed to explain the 

exercise-induced metabolic crosstalk between the heart and liver. 

These include the activation of various signaling pathways, such 

as AMP-activated protein kinase (AMPK) and peroxisome 

proliferator-activated receptor gamma coactivator 1-alpha (PGC-

1α), as well as the modulation of insulin signaling and oxidative 

stress (Keating et al., 2015). 

It is important to note that while exercise has been consistently 

associated with positive effects on the metabolic crosstalk 

between the heart and liver, individual responses may vary 

depending on factors such as exercise intensity, duration, and 

frequency, as well as the individual's baseline metabolic health. 

Additionally, more research is needed to elucidate the specific 

molecular mechanisms underlying this crosstalk and to optimize 

exercise interventions for individuals with specific metabolic 

conditions (Rector et al., 2011). 

In conclusion, exercise exerts a profound influence on the 

metabolic crosstalk between the heart and liver. Regular physical 

activity promotes favorable adaptations in both organs, leading to 

improved metabolic function and reduced risk of cardiovascular 

and liver diseases. These findings highlight the importance of 

exercise as a non-pharmacological approach to enhance overall 

metabolic health and support the development of targeted 

exercise interventions for individuals at risk of metabolic 

disorders. Continued research in this field will further advance our 

understanding of the intricate relationship between exercise, 

heart-liver crosstalk, and metabolic health. 

What is already known on this subject? 

The existing knowledge on the subject of the effect of exercise on 

metabolic crosstalk between the heart and liver encompasses 

several key findings. It is known that exercise induces the release 

of various signaling molecules, including myokines from skeletal 

muscle and "exerkines" from the heart, liver, white and brown 

adipose tissue, and the nervous system. These molecules play a 

crucial role in inter-organ communication and contribute to the 

systemic effects of exercise on metabolism and overall health. 

Additionally, previous research has demonstrated that exercise 

can impact liver health by influencing liver enzymes, antioxidant 

systems, and metabolic pathways. Furthermore, the effects of 

different types of exercise, such as aerobic and resistance trainin- 

-g, on cardiovascular risk factors and liver enzymes in various 

populations, including individuals with dyslipidemia and patients 

undergoing coronary interventions, have been investigated. This 

body of knowledge provides a foundation for understanding the 

complex interplay between exercise, the heart, and the liver, and 

its implications for metabolic health and disease prevention. 

What this study adds? 

This research adds to the existing knowledge by providing 

insights into the impact of exercise on liver enzymes and 

antioxidant systems, as well as the age-dependent effects of 

different exercise training regimens on genomic and metabolic 

remodeling in skeletal muscle and liver. It also contributes to 

understanding the effects of aerobic interval exercise on 

cardiovascular risk factors and liver enzymes in individuals with 

dyslipidemia. Furthermore, the study of a home-based exercise 

intervention's impact on cardiac biomarkers, liver enzymes, and 

cardiometabolic outcomes in patients after coronary artery 

bypass grafting (CABG) and percutaneous coronary intervention 

(PCI) provides valuable information on the potential benefits of 

exercise in a clinical setting (Bernier et al., 2022; Khan et al., 

2019; Olgoye et al., 2021; Zolfaghari et al., 2020). 
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