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Abstract

Obesity can destroy tissues and cause metabolic and chronic diseases. It is well-established that obesity
damages liver tissue, and it is a risk factor for hepatocellular carcinoma Regular physical activities, especially
aerobic exercise, have been introduced as a beneficial non-drug treatment without side effects and improves
liver function under obesity conditions. Evidence Acquisition: This bibliometric article analyzes trends in
publications relating to aerobic training on the liver under obesity conditions. The Magiran database was used,
and articles without the desired keywords were collected. Journals that published more articles in this field,
keywords were used more by authors, and prolific authors were analyzed and identified by VOS viewer
software. Results: The results showed that aerobic exercise, obesity, and the liver, especially at the cellular
level, are an attractive and relatively novel topics for researchers. The articles in recent years have had an
upward trend, and the journals of Ardabil University of Medical Sciences and the Yafteh Journal of Medical
Sciences have the highest number of publications. Conclusions: In general, studying the impact of aerobic
training on the liver in obesity cases represents a novel area of research. Investigating this at the cellular and
molecular levels will provide more insightful insights.
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Introduction

besity is increasing alarmingly, and
Othis trend has spread globally (1).
Obese people have tripled over the last
50 years. It is predicted that this number will
grow rapidly, and more than 1 out of 5 people
will be considered obese (2). Obesity results
from energy imbalance; in this condition,
adipocytes are hypertrophied, and adipokine
secretion pattern is changed. Increased release
of inflammatory adipokines in obesity
conditions is the molecular basis of many
diseases caused by obesity (3). Fat is
associated with mild chronic inflammation and
can induce several metabolic diseases,
including insulin resistance, type 2 diabetes
(T2D), high blood pressure, dyslipidemia,
non-alcoholic fatty liver, and cancer (4).
Obesity can increase oxidative stress and
disturb the homeostasis between the
antioxidant system and reactive oxygen
species (ROS). An inverse relationship exists
between increased fat mass and antioxidant
capacity (5). An increase in tissue oxidative
stress can further damage DNA and lead to
genomic instability and mutations (6,7). On
the other hand, chronic systemic inflammation
caused by obesity can induce epigenetic
changes such as DNA methylation and histone
changes that change the expression of
oncogenes and lead to cancers (such as colon,
liver, and breast cancer). Among other
common diseases caused by obesity, liver
diseases such as non-alcoholic fatty liver
(NAFLD) (renamed metabolic dysfunction-
associated steatotic liver disease (MASLD)),

non-alcoholic  steatosis (NASH, renamed
MASH: metabolic dysfunction-associated
steatohepatitis), liver cirrhosis and

hepatocellular carcinoma (HCC) (8).

The liver is a vital organ in the human body.
It has many responsibilities, including
participating in the digestive process,
metabolism, vitamin storage, detoxification,
immune processes, and many other functions.
Hepatocytes are liver cells, and liver
functional units are called lobules. The lobules

are hexagonal, and the bile duct, hepatic
venous, and arterial networks are triangular.
Hepatocytes significantly influence beta-
oxidation, cholesterol synthesis, amino acid
catabolism, and gluconeogenesis. Glycolysis,
lipogenesis, ketogenesis, and the formation of
some amino acids can also be mentioned
(9,10).

Chronic liver disease and its related diseases
contribute to many deaths around the world.
These diseases include non-alcoholic fatty
liver disease (NAFLD), alcoholic fatty liver
disease (AFLD), liver cirrhosis, and finally,
liver cancer (11,12). Obesity can lead to
chronic liver diseases such as NAFLD or
Hepatocellular carcinoma (HCC) (13). Obesity
can disrupt hepatocyte metabolism through the
down-regulation of factors such as PGC-la
and HGF and the up-regulation of some
signalling pathways such as JAK/STAT,
leading to liver diseases such as liver fibrosis
and hepatocellular carcinoma (14-16).

Another significant factor in HCC risk is
obesity. Obesity's role in HCC development is
complex and involves multiple signalling
pathways (17). Obesity is often associated
with insulin resistance, which means
hyperinsulinemia can contribute to HCC (18).
Insulin  resistance and hyperinsulinemia
activate the PI3K/Akt/mTOR pathways, which
promote cell growth, proliferation, and
survival. Chronic activation of this pathway
and hyperinsulinemia can cause HCC
progression. One adverse effect of chronic
hyperinsulinemia is hepatic fat accumulation.
This accumulation can lead to NAFLD, which
is recognized as a risk factor for HCC (18-20).

Liver dysfunction has a direct relationship
with obesity; increasing the accumulation of
fat cells in the liver tissue will be associated
with NAFLD disease, which can be due to an
increase in the flow of free fatty acids (FFA)
or lipogenesis (13,21). Continuing this process
can cause NASH and eventually lead to liver
fibrosis, cirrhosis, and liver cancer.
Mitochondrial oxidative stress, as well as
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peroxisomal, microsomal, and ER stress, plays
an essential role in NAFLD pathogenesis.
Excessive production of ROS and reactive
aldehyde derivatives results in oxidative stress
and cell death by reducing ATP, glutathione,
and cellular NAD levels. It also causes DNA
damage. ER stress-induced cell death is
mediated through calcium disturbance, ROS
production, and activation of the JNK
signaling pathway (6,22-24). On the other
hand, several studies show that exercise,
especially aerobic training, reduces oxidative
stress, apoptosis, and inflammation. Aerobic
training can control, moderate, or inhibit these
processes by activating and expressing various
factors. Among other things, we can mention
the increase in Nrf2 expression in aerobic
training and the inhibition of the JAK2/STAT3
signaling pathway, ultimately leading to better
liver function. Exercise and physical activity
activate AMPK, which promotes fatty acid
oxidation and glucose uptake while inhibiting
lipogenesis and gluconeogenesis. AMPK
activation also increases energy consumption
and improves insulin sensitivity (25).

Exercise  also  increases  adiponectin
production, a hormone secreted by the adipose
tissue.  Adiponectin  improves  insulin
sensitivity, reduces inflammation, and
enhances fatty acid oxidation (26). Obesity
often disrupts these signaling pathways that
contribute to obesity development and
maintenance. For example, decreasing AMPK
and increasing mTOR activity can lead to
enhanced lipogenesis and decreased fatty acid
oxidation.

This results in excessive fat accumulation
Dysregulation of PPARY, adiponectin, and the
myokine pathways can also contribute to
obesity-related metabolic abnormalities (27).
Aerobic training affects obesity, at least in
part, by modulating various signaling
pathways. These pathways regulate energy
metabolism, lipid metabolism, and
inflammation. = Dysregulation  of  these
pathways in obesity helps create and maintain
obesity (28). Obesity management requires
lifestyle changes, such as regular exercise

(29). Aerobic training is the most effective
exercise and activity for weight loss because
various studies have shown that exercise or
aerobic exercise can significantly increase fat
oxidation and energy consumption (30, 31).
The research results showed that the gene
expression of anti-obesity factors such as irisin
and FNDCS5 increased, and on the other hand,
the levels of factors such as adipolin decreased
(32,33). Aerobic training reduces fat in liver
cells without losing body weight (34).
Evidence shows that aerobic training reduces
liver fat more than other training systems (35).
Also, liver enzyme levels have been adjusted
to aerobic exercise (36,37). Aerobic training
improves liver health. Studies have shown that
exercise and aerobic training positively affect
the fatty liver, increase fat oxidation in the
liver, and modulate or inhibit the signaling
pathways for lipogenesis (38,39).

Also, in hepatocellular carcinoma, aerobic
training suppresses expansion pathways and
tumor progression such as Akt/GSK-3b/b-
catenin, JAK/STAT, and Akt/PI3K or by
modulating and reducing hypoxia (HIF-la)
and increasing blood perfusion in the tumor
have moderated or inhibited liver cancer
progression (14,40,41). Due to the growth and
development of studies by Iranian researchers,
no bibliometric analysis has been done on
studies conducted in the field of the effect of
aerobic exercise on the structure and function
of the liver in obesity conditions. The results
of this study can provide valuable information
about the process of studies conducted in this
field. It can also identify existing information
gaps for researchers.

Evidence acquisition
Research design

This research was conducted based on a
bibliometric analysis conducted by a scientific
network of publications on the effects of
aerobic training on the liver in obesity
conditions based on similar research.
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Data source

The Magiran database was used to collect
data. This database is one of the most widely
used databases researchers in Iran utilize for
analysis based on the exhaustive list of validly
indexed journals in Iran (42,43).
The data was extracted from the Magiran
database on March 5, 2024. The advanced
search keywords were as follows: (obesity) or
(overweight) or (adipose tissue) or (aerobic
training) or (aerobic exercise) or (aerobic
activity). Or ("aerobic physical activity") and
("liver") or ("liver tissue") or ("hepatocytes").
The articles were limited to scientific journals.
There was no time limit, and the articles were
extracted up to the indicated date. The data set
was downloaded in the format of a "plain text
file" and the English output of "RIS," and the
data graph was analyzed with Microsoft Excel
software (version 2021) and VOSviewer
software for network shapes. Among 58
articles, 33 were selected from this review's
study area.

Analyze
To compile the present article based on
existing  studies, Keywords, Authors,

Universities, and journals that did the most
research in this field were analyzed. Complete
records of this manuscript and cited references
were imported into EXCEL software (2021-

NUMBER OF PAPERS

2011 2014 2015 2016 2017

Microsoft Corporation) and VOSviewer
(CWTS, Leiden University, Leiden, The
Netherlands) for bibliometric analysis.

Results
The process of publishing articles by
year

In general, 33 articles were found in this
field, of which 32 were research articles
(original) and a review article. A breakdown
of the years 2010 to 2024 was selected. In
2010, 2012, and 2013, no articles with the
keywords of this article were found in the
readers' database. Figure 1 shows published
articles by year. The years 2021, with 9
articles, and 2022, with 7 articles, had the
highest numbers.
The most popular journals

The journals that published articles in this
field were analyzed. The Journal of Medical
Sciences of Ardabil University and the Journal
of Medical Sciences (Lorestan Medical
Sciences) produced the most articles.
Considering that there is an h-index in some
domestic journals of Iran, the index was not
considered in this analysis due to the lack of
access to this section. Table 1 lists the journals
that published the most articles in this field.

[e)]
~
o o
~ ~ ~ ~
i i I I I I i
2018 2019 2020 2021 2022 2023
YEAR

Figure 1. Number of articles published per year
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Table 1. Top 10 journals publishing combined aerobic training (or activity), liver and obesity

Rank Journal Number of Paper SJR2022
1 Journal of Ardabil University of Medical Sciences 3 scientific-research
1 Yafteh 3 scientific-research
2 Sport Physiology 2 scientific-research
2 Armaghane-danesh 2 scientific-research
2 Journal of Applied Exercise Physiology 2 scientific-research
2 Journal of Animal Biology 2 scientific-research
3 Sport Biosciences 1 scientific-research
3 Medical Journal of Mashhad University of Medical Sciences 1 scientific-research
3 Iranian Journal of Rehabilitation Research in Nursing 1 scientific-research
3 Journal of Neyshabur University of Medical Sciences 1 scientific-research
Highly cited articles Their 2023  study, "Aerobic Exercise

Table 2 shows the articles with the most
citations. The article entitled "Reviewing the
physiological effects of aerobic and resistance
training on insulin resistance and some
biomarkers in non-alcoholic fatty liver
disease" by Azam Moosavi-Sohroforouzani et
al., published in Feyz Medical Sciences
Journal, had the most citations, with 118.

Discussion

Research results indicate that regular aerobic
exercise can alter the liver's antioxidant
defense, inflammation, and metabolism by
influencing the expression of proteins involved
in cellular processes. These alterations may
include an increase in antioxidant capacity,
such as superoxide dismutase (SOD), a
reduction in malondialdehyde (MDA) levels,
an increase in antioxidant signaling, including
Nrf2, and a decrease or inhibition of the
phosphorylation of inflammatory signaling
pathways like the Jak2/STAT3 pathway.
Furthermore, in diabetic mice, exercise
significantly lowers serum levels of ALT,
AST, TNF-a, IL-6, cholesterol, and
triglycerides (15,57). A study found that 8
weeks of aerobic training can improve non-
alcoholic fatty liver disease by enhancing
insulin signaling through increased glypican-4
and decreased Fetuin-A (55).

Additionally, another study revealed that 10
weeks of aerobic resistance training reduced
serum RBP4  concentrations, reduced
abdominal  obesity,  improved  insulin
sensitivity, and lowered fasting glucose,
triglycerides, LDL, and AST in
postmenopausal women with a fatty liver (54).

Ameliorates Liver Injury in Db/Db Mice by
Attenuating Oxidative Stress, Apoptosis, and
Inflammation  through the Nrf2 and
JAK2/STAT3 Signaling Pathways," examined
seven-week-old male mice with type 2
diabetes (db/db) and age-matched m/m mice.
These mice were randomly assigned to either a
control or an experimental group that
underwent aerobic exercise. Over 12 weeks,
the experimental group engaged in treadmill
exercise at 10 m/min. Results indicated that
aerobic  exercise reduced inflammation,
oxidative stress, and apoptosis, likely due to
increased Nrf2 expression and suppression of
the JAK2/STAT3 signaling cascade. This
intervention  effectively  reversed  liver
dysfunction in DB/dB mice suffering from
T2DM (14,58). Engaging in regular physical
activity also benefits obesity, metabolic
syndrome, and non-alcoholic fatty liver
disease (NAFLD). It enhances mitochondrial
function by elevating PGC-la expression
within liver tissue, which decreases hepatic
steatosis, inflammation, fibrosis, and tumor
development. Therefore, consistent physical
activity is a valuable strategy for mitigating
obesity and its impacts on liver health,
especially NAFLD. This method may be
connected to interactions between the liver, fat
tissue, muscle tissue, and the microbiome (59).

Twelve weeks of exercise training, including
high-intensity  interval  aerobic  training
(HIAT), moderate-intensity continuous
aerobic training (MICT), and resistance
training (RT), can reduce hepatic fat
accumulation, regardless of weight loss or
visceral fat.
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Table 2. Most cited articles

Rank Author Title Citation  University Journal
Azam Moosav1.- Reywwmg th'e physml.ogmgl efff?cts of aerobic and Uittty o Mes bl
1 Sohroforouzani et al resistance training on insulin resistance and some 118 Isfahan Science Journal
(2016) (44) biomarkers in non-alcoholic fatty liver disease.
The effect of aerobic training and diet on lipid Ferdowsi
Gholam Rasool et al . . . . . ..
2 (2014) (45) profile and liver enzymes in obese women with type 23 University of Daneshvar Medicine
II diabetes Mashhad
Omid Yaghoobpour Effect of type of training on markers of hepatocyte Islqmw Azad
S Yekani et al (2018) (38) apoptosis in rats fed a high-fat diet 1 DImER, pa
’ Central Branch
Mohammadreza Lehatoei ot Aerqblc Ui Wlth Gimger Medical Journal of
Supplementation on Some Liver Enzymes (AST, Shomal . .
4 Esmaelzadeh Toloee et . L7 13 . . Mashhad University
al (2017) (46) ALT, GGT) and Resistance to Insulin in Obese University of Medical Sciences
Women with Type 2 Diabetes.
The effect of a restricted diet with or without an .
. . .. . . Ferdowsi Journal of North
Hossein Nikroo et al aerobic training program on cardio-respiratory o L
5 B . . 12 University of Khorasan University
(2011) (47) fitness and anthropometric indices in patients with . .
. o Mashhad of Medical Sciences
non-alcoholic steatohepatitis.
. The Impact of 10 weeks of Aerobic Exercise and . .
b gt Lz Supplementation of Green Tea on Lipid Profile Wiy @it
6  Ghahfarokhi et al (2015) PPl . . P > 9 Sistanand Armaghane-danesh
(48) Insulin Resistance and Liver Enzymes (GGT, ALT, Baluchestan
AST) in Obese Diabetic Women (type 2).
The Effect of Resistance- Aerobic Interval Training
7 Somayeh Rajabietal  on the Fatty Liver Grade, Liver Dimensions, and 5 Hakim Sabzevari Community Health
(2021) (49) Liver Enzymes in Obese or Overweight Women University, Journal
with Fatty Liver.
Azadeh Nabizadeh Comparison of drug therapy with exercise program Islamic Azad Iranian Journal of
8  Haghighi et al (2015)  on body composition and cardio-pulmonary fitness 5 University, Rehabilitation
(50) in patients with nonalcoholic fatty liver disease. Rasht Branch Research in Nursing
Mozhean Sahraci et al Protective Effect of Berberine Chloride and Aerobic {?i{aimércsfzad Journal of Ardabil

9 @ 0; l)g 1) Training on Liver Nrf2/HO-1 Pathway and PPARy 4 A a\tlollaltqy:Amoli University of

in Streptozotocin-induced Diabetic Rats BZanch Medical Sciences
. Investigation of tissue and blood indices of liver Urmia
Shahsanam Gheibi et al . . . . . . .

10 (2018) (52) and metabqllc synd?ome in patients Wl.'[h ) Umx{ersﬁy of Journgl of Applled
nonalcoholic fatty liver during 36 sessions of Medical Exercise Physiology
exercise training Sciences

Hamdollah Traii et al Effect of Two Exercise Modalities on Some Liver University of
11 J Enzymes and Lipid Profile of Adolescents with 1 y Sport Physiology
(2021) (53) . Isfahan
Fatty Liver
The Effect of Aerobic-Resistance Exercise on

1 Masoumeh Norouzpour i%rgénmlﬁzleggi2?”:2&?&2&%‘1520;22&}8 in 1 University of Journal of Applied

et al (2021) (54) Y5 Isfahan Exercise Physiology

Postmenopausal Women with Non-Alcoholic Fatty
Liver
Effects of Aerobic Training with Ginger

Bahar Zandi et al (2021) Consumption on Plasma Levels of Adipokine

(55) Glipican-4 and Hepatokine Fetuin-A in Rats with
Non-alcoholic Fatty Livers
Fatemeh Habibzadeh Effect of 8 weeks aerobic exercise and Vitamin C

Bizhani et al (2017) (56)

on Liver transaminases activities in obese 8-11
years girls

Islamic Azad
University,
Central Branch

Islamic Azad
University, Sari
Branch

Iranian Journal of
Nutrition Sciences &
Food Technology

Journal of Gorgan
University of
Medical Sciences

HIAT also enhances hepatic stiffness; thus,
this method can be recommended for
individuals with suspected NAFLD fibrosis.
Additionally, exercise can effectively manage
NAFLD, even without concurrent dietary
changes or therapy (60). Six weeks of aerobic
training in obese rats' liver tissue showed an

increase in PGC-1a gene expression. Aerobic
training was performed at a moderate
intensity, and obese rats' weight decreased
compared to the obese group without training.

Also, in hemoptocytic histopathology, the
amount of collagen in the liver tissue was
lower than in the obese group without training.
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On the other hand, there were no significant
differences between the healthy control group
and the non-healthy control group. Therefore,
aerobic training modulates obesity's adverse
effects (15). Also, 6 weeks of aerobic training
increased the HGF gene expression in the liver
tissue of obese rats. HGF is a signal that
increases hepatocyte survival and protects
against complications caused by obesity and
insulin resistance (16).

The present bibliography was extracted from
33 published studies, 32 original studies, and 1
review study on aerobic training or aerobic
exercise (that lasted between 4 and 10 weeks),
obesity, and liver studies in the database of
readers from 2010 to 2024, and was analyzed.
81 authors have published articles in a cluster.
In 2010, 2012, and 2013, articles with the
searched keyword were not found in this
database. In the years before 2010, no
continuity was found on this topic. From 2015
to 2022, articles increased, reaching their peak
in 2021 and 2022. The majority of articles
were published in 2021. After 2022, a
decreasing trend can be observed. This can be
influenced by the fact that authors prefer to
send their articles to journals outside Iran with
international profiles.

The present article analyzes 23 journals,
including the Ardabil University Medical
Sciences Journal and the Medical Quarterly
that produced the most articles in this field.
Each of these journals publishes 3 articles in
the field. Other journals were Sports
Physiology, Armaghane Danesh, Journal of
Applied Sports Physiology, Journal of Animal
Biology, Journal of Sports Biology, Journal of
the Faculty of Medicine of Mashhad
University of Medical Sciences, Journal of
Rehabilitation Research in Nursing, and
Journal of the Faculty of Medicine of
Neishabur University of Medical Sciences,
respectively. One of the reasons more articles
have been published in Ardabil medical
science journals is that these journals accept
articles from different fields of health sciences.
More articles are sent to the mentioned
journals.

Conversely, the article by Azam Moosavi-
Sohroforouzani et al. (2016), entitled
"Reviewing the Physiological Effects of
Aerobic and Resistance Training on Insulin
Resistance and Some Biomarkers in Non-
Alcoholic Fatty Liver Disease," received the
most citations (118 citations) from Isfahan
University, where the Feyz Medical Sciences
Journal was published.

The high citation of this article compared to
other articles is because it was a review in this
field.The article writing in this field was slow
and minimal. Also, authors with a high
number of articles had little or no cooperation.
Two authors were recognized as prolific:
Ahmad Abdi with 4 articles and Parveen
Farzangi with 3 articles. The prolificity of
these authors can be attributed to their
academic status at the Islamic Azad University
of Iran.

This is because they have more postgraduate
students and face a wide range of subjects.
Parvin Farzangi has collaborated with 7
authors, which is the most in this regard. The
article "Reviewing the physiological effects of
aerobic and resistance training on insulin
resistance and some biomarkers in non-
alcoholic fatty liver disease" was the most
cited. This review aimed to analyze studies
conducted concerning the effects of aerobic
and resistance exercise on insulin status and
some biomarkers in non-alcoholic fatty liver
patients. 300 articles were reviewed (abstract
review). 107 articles were selected based on
their relation to the title of the article and on
meeting the entry requirements. They were
also subject to secondary reviews. The effect
of both resistance and aerobic training on non-
alcoholic fatty liver disease is considered in
this article. The results show that, regardless of
its type, regular exercise can improve
inflammation, obesity, and insulin resistance
in patients with non-alcoholic fatty liver
disease. The most used keyword was obesity,
with 10 repetitions in the articles' titles, which
were repeated more between 2019 and 2021.

After that, the keyword exercise with 7
repetitions (the most repetition between 2020
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and 2021), where both the keywords obesity
and exercise were in the same cluster, aerobic
exercise with 6 repetitions (the most repetition
between 2019 and 2021), the word Liver
enzymes with 5 repetitions (the most repetition
between 2018 and 2020), the words lipid
profile (the most repetition between 2018 and
2020) and insulin resistance (the most
repetition between 2017 and 2019) with 4
repetitions and the word aerobic training The
had the most repetitions with 3 repetitions (the
most repetitions between 2017 and 2019).
There are some limitations to this study. The
data was taken from Magiran's database, and
bibliometric research for articles from inside
Iran has been limited. On the other hand, since
the search was done from a database, some
articles on the same topics may be missing.
This database was chosen because it is
widely used and has advanced search
capabilities. Information was extracted using
bibliometric tools, which may bias.The present
article shows that more recent research focuses
more on the effect of physical activity,
exercise, antioxidant supplements, bioactive
supplements, and herbal extracts. This is about
obesity, a high-fat diet, and the liver and liver
tissues. It seems that combined exercises
(aerobic exercise and resistance exercise) (58)
Combine aerobic training or high-intensity
exercises (HIIT) (53,59,60) have received
more attention, and research has shown that
this type of exercise, compared to continuous
aerobic exercises, can probably have a higher
effect and improve various physical fitness
factors faster. This bibliometric analysis
provides an overview of the results of aerobic
training, obesity, and liver disease in Iran from
2010 to 2024. During these years, research has
grown, although the trend has been slow.
Research in this field, especially at the cellular
and  molecular  level, along  with
complementary-nutritional interventions, are
topics expected to gain increasing interest
among researchers. Islamic Azad University of
Iran was the most productive university in the
field. Also, the most prolific authors were
Ahmad Abdi and Parveen Farzangi; the

Journal of Ardabil University of Medical
Sciences and the Journal of Medical Sciences
found more priority for researchers related to
aerobic training, obesity, and the liver. The
effect of various exercises on the liver can be
described as a research gap: What type of
exercise with what intensity can positively
affect hepatocyte function?

Conclusion

This article focuses primarily on quantifying
keywords across various categories in
bibliometrics. However, upon reviewing the
article, several research gaps emerged. Most of
the articles are animal studies, making it
challenging to draw general conclusions and
apply them to humans. Additionally, obesity
and high-fat feeding protocols used in animals
can influence some of the factors being
evaluated.

The liver is crucial for the body's
metabolism. Consequently, factors measured
in liver tissue or related to the liver have been
less studied in metabolomics. The influence of
these factors on the tissue and their impact on
the overall metabolic process has not received
adequate attention. Investigating systematic
signaling pathways in hepatocytes related to
obesity appears to be a relatively
underexplored area of research. Therefore, this
topic presents an attractive field for future
researchers.

Acknowledgments
We thank everyone who participated in this
research.

Funding
This study is not funded.
Conflict of Interest
The authors declare no conflicts of interest.

Authors' contributions

AH.SF: Extraction and analysis data,
interpreting results, up-to-date reference lists,
performing software analysis, and creating
summary tables of findings.

IRANIAN JOURNAL OF DIABETES AND OBESITY, VOLUME 17, NUMBER 3, AUTUMN 2025 213

(CCBY4.0)


http://dx.doi.org/10.18502/ijdo.v17i3.19270
https://ijdo.ssu.ac.ir/article-1-970-en.html

[ Downloaded from ijdo.ssu.ac.ir on 2026-04-13 ]

[ DOI: 10.18502/ijdo.v17i3.19270 ]

Aerobic training, liver and obesity

Open Access

MA.A: Writing the

report, arbitrating

potentially eligible studies, extracting and
analyzing data, and interpreting the results. He
contributed to data extraction and provided
feedback on the report.

F.RR, M.P and H.M: Screening potentially
eligible studies.

References

1.

10.

11.

Cavalera M, Axling U, Berger K, Holm C. Rose
hip supplementation increases energy expenditure
and induces browning of white adipose tissue.
Nutrition & metabolism. 2016;13:1-9.

Pineda E, Sanchez-Romero LM, Brown M, Jaccard
A, Jewell J, Galea G, et al. Forecasting future
trends in obesity across Europe: the value of
improving surveillance. Obesity facts.
2018;11(5):360-71.

Taherzadeh S, Rasoulian B, Khaleghi M,
Rashidipour M, Mogharnasi M, Kaeidi A. Anti-
obesity effects of acrobic exercise along with Rosa
canina seed extract supplementation in rats: The
role of irisin and adipolin. Obesity Research &
Clinical Practice. 2023;17(3):218-25.

Rohm TV, Meier DT, Olefsky JM, Donath MY.
Inflammation in obesity, diabetes, and related
disorders. Immunity. 2022;55(1):31-55.

Nono Nankam PA, Nguelefack TB, Goedecke JH,
Blither M. Contribution of adipose tissue oxidative
stress to obesity-associated diabetes risk and ethnic
differences: Focus on women of African ancestry.
Antioxidants. 2021;10(4):622.

Manna P, Jain SK. Obesity, oxidative stress,
adipose tissue dysfunction, and the associated
health risks: causes and therapeutic strategies.
Metabolic syndrome and related disorders.
2015;13(10):423-44.

Jovanovi¢ M, Kovacevi¢ S, Brkljaci¢ J, Djordjevic
A. Oxidative stress linking obesity and cancer: is
obesity a ‘Radical trigger’to Cancer?. International
Journal of Molecular Sciences. 2023;24(9):8452.
Panic A, Stanimirovic J, Sudar-Milovanovic E,
Isenovic ER. Oxidative stress in obesity and insulin
resistance. Exploration of Medicine. 2022;3(1):58-
70.

Gong J, Tu W, Liu J, Tian D. Hepatocytes: A key
role in liver inflammation. Frontiers in
immunology. 2023;13:1083780.

Arjun Kalra EY, Chase J. Wehrle, Faiz Tuma.
Physiology, Liver: StatPearls Publishing; 2023.
Devarbhavi H, Asrani SK, Arab JP, Nartey YA,
Pose E, Kamath PS. Global burden of liver disease:
2023 update. Journal of  hepatology.
2023;79(2):516-37.

All the authors

critically revised the

manuscript, agree to be fully accountable for
the integrity and accuracy of the study, and
read and approved the final manuscript.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Jepsen P, Younossi ZM. The global burden of
cirrhosis: a review of disability-adjusted life-years
lost and unmet needs. Journal of Hepatology.
2021;75:83-13.

Fabbrini E, Sullivan S, Klein S. Obesity and
nonalcoholic fatty liver disease: biochemical,
metabolic, and clinical implications. Hepatology.
2010;51(2):679-89.

Salmasi Fard AH, Azarbayjani MA. The effect of
aerobic exercise on JAK/STAT signaling pathway.
Journal of Sports Physiology and Athletic
Conditioning. 2024;13(13):52.

SalmasiFard AH, Azarbayjani MA, Riazi-Rad F,
peeri m, Matin-Homaee H. The impact of aerobic
exercise and Iranian ethanolic extract of bitter
orange peel on PGC-1a gene expression in the liver
tissue of obese female Wistar rats. Physical
Activity and Health. 2024;3(3).(in Persian)

Sun EJ, Wankell M, Palamuthusingam P,
McFarlane C, Hebbard L. Targeting the
PI3BK/Akt/mTOR  pathway in hepatocellular
carcinoma. Biomedicines. 2021;9(11):1639.

Sun HJ, Jiao B, Wang Y, Zhang YH, Chen G,
Wang ZX, et al. Necroptosis contributes to non-
alcoholic fatty liver disease pathoetiology with
promising diagnostic and therapeutic functions.
World Journal of Gastroenterology.
2024;30(14):1968.

Chettouh H, Lequoy M, Fartoux L, Vigouroux C,
Desbois-Mouthon C. Hyperinsulinaemia and
insulin signalling in the pathogenesis and the
clinical course of hepatocellular carcinoma. Liver
International. 2015;35(10):2203-17.

Shi T, Kobara H, Oura K, Masaki T. Mechanisms
underlying hepatocellular carcinoma progression in
patients with type 2 diabetes. Journal of
Hepatocellular Carcinoma. 2021:45-55.

Marchesini G, Moscatiello S, Di Domizio S,
Forlani G. Obesity-associated liver disease. The
Journal of Clinical Endocrinology & Metabolism.
2008;93(11-supplement-1):s74-80.

Sumida Y, Niki E, Naito Y, Yoshikawa T.
Involvement of free radicals and oxidative stress in
NAFLD/NASH. Free radical research.
2013;47(11):869-80.

IRANIAN JOURNAL OF DIABETES AND OBESITY, VOLUME 17, NUMBER 3, AUTUMN 2025
(CCBY4.0)


http://dx.doi.org/10.18502/ijdo.v17i3.19270
https://ijdo.ssu.ac.ir/article-1-970-en.html

[ Downloaded from ijdo.ssu.ac.ir on 2026-04-13 ]

[ DOI: 10.18502/ijdo.v17i3.19270 ]

Aerobic training, liver and obesity

Open Access

22.

23.

24.

25.

26.

27.

28.

29.

30.

Koek GH, Liedorp PR, Bast A. The role of
oxidative stress in non-alcoholic steatohepatitis.
Clinica chimica acta. 2011;412(15-16):1297-305.
Rolo AP, Teodoro JS, Palmeira CM. Role of
oxidative stress in the pathogenesis of nonalcoholic
steatohepatitis. Free radical biology and medicine.
2012;52(1):59-69.

O'neill HM. AMPK and exercise: glucose uptake
and insulin sensitivity. Diabetes & metabolism
journal. 2013;37(1):1.

Babaei P, Hoseini R. Exercise training modulates
adipokine dysregulations in metabolic syndrome.
Sports Medicine and Health Science. 2022;4(1):18-
28.

Wen X, Zhang B, Wu B, Xiao H, Li Z, Li R, et al.
Signaling pathways in obesity: mechanisms and
therapeutic interventions. Signal transduction and
targeted therapy. 2022;7(1):298.

Martinez-Montoro JI, Benitez-Porres J, Tinahones
FJ, Ortega-Gomez A, Murri M. Effects of exercise
timing on metabolic health. Obesity Reviews.
2023;24(10):e13599.

El-Shiekh RA, Al-Mahdy DA, Hifnawy MS,
Abdel-Sattar EA. In-vitro screening of selected
traditional medicinal plants for their anti-obesity
and anti-oxidant activities. South African journal of
botany. 2019;123:43-50.

Abdelbasset WK, Tantawy SA, Kamel DM,
Algahtani BA, Soliman GS. A randomized
controlled trial on the effectiveness of 8-week high-
intensity  interval exercise on intrahepatic
triglycerides, visceral lipids, and health-related
quality of life in diabetic obese patients with
nonalcoholic  fatty liver disease. Medicine.
2019;98(12):e14918.

Petridou A, Siopi A, Mougios V. Exercise in the
management of obesity. Metabolism. 2019;92:163-
9

35.

36.

37.

38.

39.

40.

41.

liver enzymes, and insulin resistance by HOMA in
overweight adults from STRRIDE AT/RT.
American Journal of Physiology-Endocrinology
and Metabolism. 2011;301(5):E1033-9.

de Piano A, de Mello MT, Sanches PD, da Silva
PL, Campos RM, Carnier J, et al. Long-term effects
of aerobic plus resistance training on the adipokines
and neuropeptides in nonalcoholic fatty liver
disease obese adolescents. European journal of
gastroenterology & hepatology. 2012;24(11):1313-
24.

Orci LA, Gariani K, Oldani G, Delaune V, Morel P,
Toso C. Exercise-based interventions for
nonalcoholic fatty liver disease: a meta-analysis
and meta-regression. Clinical gastroenterology and
hepatology. 2016;14(10):1398-411.

Shokati P, Fatolahi H. The effect of six weeks of
aerobic exercise with pomegranate peel extract on
liver enzymes of obese female rats. Journal of
Torbat Heydariyeh University of Medical Sciences.
2022;10(2):13-24.(in Persian)

Xiao CL, Zhong ZP, Lii C, Guo BJ, Chen JJ, Zhao
T, et al. Physical exercise suppresses hepatocellular
carcinoma progression by alleviating hypoxia and
attenuating cancer stemness through the Akt/GSK-
3p/B-catenin pathway. Journal of Integrative
Medicine. 2023;21(2):184-93.

Zhang X, Xia Y, Cao L, Ji B, Ge Z, Zheng Q, et al.
PC 18: 1/18: 1 mediates the anti-inflammatory
effects of exercise and remodels tumor
microenvironment of hepatocellular carcinoma.
Life Sciences. 2024;336:122335.

Chen L, Ren T, Tan Y, Li H. Global trends of
research on depression in breast cancer: A
bibliometric study based on VOSviewer. Frontiers
in psychology. 2022;13:969679.

Fresno-Alba S, Denche-Zamorano A, Pastor-
Cisneros R, Pereira-Payo D, Franco-Garcia JM,

31. Mohammad M, Karim D, Mehdi M, Marziyeh S, Jiménez-Castuera R. Breast cancer and physical
Hadi S, Shila N. The combinatory effect of activity: A bibliometric analysis. Frontiers in
spirulina supplementation and resistance exercise oncology. 2023;12:1051482.
on plasma contents of adipolin, apelin, ghrelin, and ~ 42. Moosavi-Sohroforouzani A, Ganbarzadeh M.
glucose in overweight and obese men. Mediators of Reviewing the physiological effects of aerobic and
Inflammation. 2022;2022(1):9539286. resistance training on insulin resistance and some

32. Abdi A, Mehrabani J, Nordvall M, Wong A, Fallah biomarkers in non-alcoholic fatty liver disease.
A, Bagheri R. Effects of concurrent training on Feyz Medical Sciences Journal. 2016;20(3):282-
irisin and fibronectin type-III domain containing 5 96.(in Persian)

(FNDCS5) expression in visceral adipose tissue in ~ 43. Chen Z, Zhou R, Liu X, Wang J, Wang L, Lv Y, et
type-2 diabetic rats. Archives of physiology and al. Effects of Aerobic Exercise on Blood Lipids in
biochemistry. 2022;128(3):651-6. People with Overweight or Obesity: A Systematic

33. Keating SE, Hackett DA, Parker HM, O’Connor Review and Meta-Analysis of Randomized
HT, Gerofi JA, Sainsbury A, et al. Effect of aerobic Controlled Trials. Life. 2025;15(2):166.
exercise training dose on liver fat and visceral 44. Rafie R, Hosseini SA, Hajiani E, Saki Malehi A,
adiposity. Journal of hepatology. 2015;63(1):174- Mard SA. Effect of ginger powder supplementation
82. in patients with non-alcoholic fatty liver disease: a

34, Slentz CA, Bateman LA, Willis LH, Shields AT, randomized clinical trial. Clinical and experimental
Tanner CJ, Piner LW, et al. Effects of aerobic vs. gastroenterology. 2020;13:35-45.
resistance training on visceral and liver fat stores,

IRANIAN JOURNAL OF DIABETES AND OBESITY, VOLUME 17, NUMBER 3, AUTUMN 2025

(CCBY 4.0)


http://dx.doi.org/10.18502/ijdo.v17i3.19270
https://ijdo.ssu.ac.ir/article-1-970-en.html

[ Downloaded from ijdo.ssu.ac.ir on 2026-04-13 ]

[ DOI: 10.18502/ijdo.v17i3.19270 ]

Open Access

AH.Salmasi-Fard et al.

45.

46.

47.

48.

49.

50.

51.

52.

Hejazi K, Hackett D. Effect of exercise on liver
function and insulin resistance markers in patients
with non-alcoholic fatty liver disease: a systematic
review and meta-analysis of randomized controlled
trials. Journal of clinical medicine.
2023;12(8):3011.

Hematinezhad TM, Elmieh A, Hosseinpour A. The
Effect of Six-Week Aerobic Exercise Combined
with max Increase 2 Green Tea Consumption on
PONI and VO and Apelin, Blood Pressure, and
Blood Lipids Reduction in Young Obese
Men.Archives of Razavi Institute.2022;77(6):2115-
2123.

Sini, Z.K., Afzalpour, M.E., Ahmadi, M.M., Sardar,
M.A., Khaleghzadeh, H., Gorgani-Firuzjaee, S., et
al. Comparison of the effects of high-intensity
interval training and moderate-intensity continuous
training on indices of liver and muscle tissue in
high-fat diet-induced male rats with non-alcoholic
fatty liver disease. Egyptian Liver
Journal.2022;12(1):63.

Charatcharoenwitthaya P,  Kuljiratitikal K,
Aksornchanya O, Chaiyasoot K, Bandidniyamanon
W, Charatcharoenwitthaya N. Moderate-intensity
aerobic vs resistance exercise and dietary
modification in patients with nonalcoholic fatty
liver disease: a randomized clinical trial. Clinical
and Translational Gastroenterology.
2021;12(3):e00316.

Sahraei M, Abdi A, Jalal H. Protective effect of
berberine chloride and aerobic training on liver
Nrf2/HO-1 pathway and PPARYy in streptozotocin-
induced diabetic rats. Journal of Ardabil University
of Medical Sciences. 2020;20(3):296-306.(in
Persian)

Keating SE, Sabag A, Hallsworth K, Hickman 1J,
Macdonald GA, Stine JG, George J, Johnson NA.
Exercise in the management of metabolic-
associated fatty liver disease (MAFLD) in adults: A
position statement from exercise and sport science
Australia. Sports Medicine. 2023;53(12):2347-71.
Xue Y, Peng Y, Zhang L, Ba Y, Jin G, Liu G.
Effect of different exercise modalities on
nonalcoholic fatty liver disease: a systematic
review and network meta-analysis. Scientific
reports. 2024;14(1):6212.

52. Norouzpour M, Marandi M, Ghanbarzadeh M,
ZareMaivan A. The effect of aerobic-resistance
exercise on serum level of retinol-bonded protein 4,
abdominal obesity, and metabolic markers in

53.

54.

55.

56.

57.

58.

59.

60.

postmenopausal women with non-alcoholic fatty
liver. Journal of Applied Exercise Physiology.
2020;16(32):171-86.(in Persian)

53. Zandi B, Abedi B. Effects of Aerobic Training
with Ginger Consumption on Plasma Levels of
Adipokine Glipican-4 and Hepatokine Fetuin-A in
Rats with Non-alcoholic Fatty Livers. Iranian
Journal of Nutrition Sciences and Food
Technology. 2022;16(4):9-18.(in Persian)

Shi J, Cui J, Zheng T, Han X, Wang B, Wang W, et
al. Comparative effects of aerobic and resistance
exercise on bile acid profiles and liver function in
patients with non-alcoholic fatty liver disease.
BMC gastroenterology. 2025;25(1):239.

Fathi R, Nasiri K, Akbari A, Ahmadi-KaniGolzar
F, Farajtabar Z. Exercise protects against ethanol-
induced damage in rat heart and liver through the
inhibition of apoptosis and activation of Nrf2/Keap-
1/HO-1 pathway. Life Sciences. 2020;256:117958.
Sun M, Zhao X, Li X, Wang C, Lin L, Wang K, et
al. Aerobic exercise ameliorates liver injury in
Db/Db mice by attenuating oxidative stress,
apoptosis and inflammation through the Nrf2 and
JAK2/STAT3 signalling pathways. Journal of
Inflammation Research. 2023;16:4805-19.
Takahashi H, Kotani K, Tanaka K, Egucih Y,
Anzai K. Therapeutic approaches to nonalcoholic
fatty liver disease: exercise intervention and related
mechanisms. Frontiers in  endocrinology.
2018;9:588.

Oh S, So R, Shida T, Matsuo T, Kim B, Akiyama
K, et al. High-intensity aerobic exercise improves
both hepatic fat content and stiffness in sedentary
obese men with nonalcoholic fatty liver disease.
Scientific reports. 2017;7(1):43029.

Jamka M, Makarewicz-Bukowska A, Bokayeva K,
Smidowicz A, Geltz J, Kokot M, et al. Comparison
of the effect of endurance, strength and endurance-
strength  training on glucose and insulin
homeostasis and the lipid profile of overweight and
obese subjects: a systematic review and meta-
analysis. International Journal of Environmental
Research and Public Health.2022;19(22):14928.
Mirzaeyan E, Shirvani H. The Effect of High
Intensity Interval Training on the Expression of
Enolase3, Caveolin 3 Genes and Plasma Levels of
SGOT Enzyme in the Cardiac Tissue of Male Rats
with Fatty Liver (Steatosis). Yafteh.
2020;22(3):108-17.(in Persian)

IRANIAN JOURNAL OF DIABETES AND OBESITY, VOLUME 17, NUMBER 3, AUTUMN 2025

(CCBY4.0)


http://dx.doi.org/10.18502/ijdo.v17i3.19270
https://ijdo.ssu.ac.ir/article-1-970-en.html
http://www.tcpdf.org

