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Abstract: Body composition has recently been attracting people’s attention, not only from a cosmetic
standpoint but also from the perspective of health and longevity. The body is classified into three
components: fat, bone, and lean soft tissue, and it is common to see an increase in body fat and
a decrease in total body muscle mass with aging. Aging-related loss of muscle mass and muscle
function is referred to as primary sarcopenia, while sarcopenia caused by disease-specific conditions
is referred to as secondary sarcopenia. On the other hand, the liver-muscle axis has been attracting
attention in recent years, and it has become clear that the liver and the skeletal muscles interact
with each other. In particular, patients with cirrhosis are prone to secondary sarcopenia due to
protein-energy malnutrition, which is a characteristic pathophysiology of the disease, suggesting the
importance of the organ–organ network. In this review, we would like to outline the latest findings in
this field, with a focus on body composition in liver diseases such as liver cirrhosis, fatty liver disease,
alcoholic liver disease, and hepatocellular carcinoma.
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1. Introduction

The body is divided into three components: fat, bone, and lean soft tissue, and
imbalances among these components can cause various diseases. The decline in muscle
mass due to aging begins in the late 30s and 40s, and accelerates thereafter [1]. Aging-
related loss of muscle mass and muscle function is referred to as primary sarcopenia, while
sarcopenia caused by disease-specific conditions is referred to as secondary sarcopenia [1].
On the other hand, the liver–muscle axis has been attracting attention in recent years, and
it has become clear that the liver and the skeletal muscles interact with each other [2].
Skeletal muscle is the largest store of glucose in the human body, and can be considered an
endocrine organ, since it regulates glucose metabolism. Especially in cirrhotic patients, it is
prone to secondary sarcopenia due to its characteristic pathophysiology and protein-energy
malnutrition (PEM) [3]. The effects of alcohol on skeletal muscle, of fatty liver (FL) on
skeletal muscle, of malignancy on skeletal muscle, and of gut–liver circulation on skeletal
muscle are also recent topics of interest. The frequency of sarcopenia in liver disease varied
markedly from report to report, ranging from 10 to 70% in Japan, partly due to the fact that
the method of determination varied from report to report [3]. In addition, since sarcopenia
is a strong prognostic factor in liver disease, the Japanese Society of Hepatology (JSH)
developed sarcopenia assessment criteria specific to liver disease in 2016 [3]. This criterion
has been cited many times in many countries, suggesting that the world is paying attention
to this condition. (Note, however, that the reference values for determining sarcopenia are
different between Asians and Westerners because of their different physiques [3,4].) With
these backgrounds in mind, this review will outline the latest findings on body composition
(especially skeletal muscle and fat) in various liver diseases. First, primary sarcopenia will
be mentioned, followed by its association with body composition in patients with cirrhosis,
FL, alcoholic liver disease, and liver cancer. Finally, the association between gut microbiota

Int. J. Mol. Sci. 2024, 25, 964. https://doi.org/10.3390/ijms25020964 https://www.mdpi.com/journal/ijms

https://doi.org/10.3390/ijms25020964
https://doi.org/10.3390/ijms25020964
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.mdpi.com/journal/ijms
https://www.mdpi.com
https://orcid.org/0000-0002-2915-7875
https://doi.org/10.3390/ijms25020964
https://www.mdpi.com/journal/ijms
https://www.mdpi.com/article/10.3390/ijms25020964?type=check_update&version=1


Int. J. Mol. Sci. 2024, 25, 964 2 of 12

and body composition in liver disease will be noted. In this article, representative papers
are cited as appropriate, using the key words “body composition” and “liver disease.”

2. Body Composition and Primary Sarcopenia

The body is composed of four major components: water, protein, fat, and minerals,
and is classified into three elements: fat, bone, and lean soft tissue. These imbalances can
lead to lifestyle-related diseases and chronic disease-related symptoms such as obesity,
diabetes, hyperlipidemia, osteoporosis, edema, malnutrition, physical dysfunction, and
falls [5]. Body composition, including body weight and body fat, has attracted people’s
attention in recent years, not only from a cosmetic standpoint but also from the perspective
of health and longevity [6]. Weight gain or loss depends on the balance between energy
intake through diet and energy expenditure through metabolism and exercise.

Generally, aging changes in body composition include an increase in body fat and a
decrease in total body muscle mass. In other words, elderly people have both “obesity”
and “emaciation” problems at the same time. The decline in muscle mass due to aging
is said to begin in the late 30s and 40s, followed by an accelerated decline [1]. This is a
phenomenon that can occur for anyone, and is difficult to avoid [1]. Primary sarcopenia
has been associated with decreased stimulation of the central nervous system, decreased
physical activity, decreased sex and growth hormones (GHs), decreased protein intake,
and increased inflammatory response [1]. In particular, inflammation has negative effects
on skeletal muscle, either directly via proteolysis or indirectly via a reduction of GH and
insulin-like growth factor (IGF)-1 via IL-6 and others [7]. A number of studies have shown
that inflammatory markers are associated with physical decline in the elderly [7]. IL-6 and
C reactive protein (CRP) are called aging-related “geriatric” cytokines, which increase with
aging and are produced by trauma, stress, and infection, and have many physiological
effects [8]. Muscle protein-related factors in primary sarcopenia are listed in Table 1.

Table 1. Primary sarcopenia and muscle protein-related factors.

Increase in muscle protein synthesis

1. Increased protein intake

2. Increased physical activity

3. Increased sex and growth hormones

4. Increased insulin-like growth factor 1
Decrease in muscle protein synthesis

1. Aging

2. Decreased protein intake

3. Decreased physical activity

4. Decreased sex and growth hormones

5. Increased inflammatory cytokines such as IL-6 and TNF-α

6. Decreased stimulation of the central nervous system

There are also many reports of a selective decrease in type II fibers (fast-twitch muscle
fibers) with aging [1,9]. Since type II fibers are associated with glycolytic capacity and
insulin resistance (IR), type II fibers may also be the basis for the association between
sarcopenia and diabetes development [1,9]. Most of the body’s glucose stores are in skeletal
muscle, and a decrease in muscle mass with aging is thought to directly affect the function
of glucose metabolism [10]. Furthermore, muscle is a tissue directly attached to bone, and
it has long been noted that sarcopenia affects bone density and bone metabolism, forming
the pathology of so-called “osteosarcopenia” [11]. In a study of 126 cirrhotic patients by
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Saeki et al., 24 (19%) had osteosarcopenia, and osteosarcopenia has also been shown to
be a poor prognostic factor [12]. On the other hand, as mentioned earlier, a characteristic
of aging-related changes in body composition is an increase in body fat mass in addition
to a decrease in muscle mass, but such aging-related changes in body composition show
large individual differences, and these changes may be observed simultaneously. In other
words, despite a low body mass index (BMI) due to low muscle mass, body fat ratio and
abdominal circumference may be rather high, and such a condition is called “sarcopenic
obesity” [13]. Sarcopenic obesity is not only associated with physical dysfunction, but also
with progressive metabolic disorders and atherosclerosis, which may increase the risk of
developing cardiovascular disease [14]. Although the establishment of diagnostic criteria is
necessary for the development of clinical research on sarcopenic obesity, there are still no
established diagnostic criteria for sarcopenic obesity in the Japanese population.

3. Body Composition in Liver Cirrhosis

Recently, the liver–muscle axis has been the focus of attention, and it has become clear
that the liver and the skeletal muscles interact with each other [2]. It has been shown that
the rate of annual loss of muscle mass is approximately twice as high in cirrhotic patients as
in the average elderly Japanese individual [15]. This is partly due to the fact that cirrhotic
patients are more likely to have PEM. The early morning fasting burn (carbohydrate–fat–
protein) ratio of the three macronutrients is about = 5–6:2–3:2 in healthy subjects, whereas,
in advanced cirrhosis, it is about 1–2:6–7:2, with significant endogenous fat burning [16].
In other words, in advanced cirrhotic cases, the patient is in an energy state similar to
starvation [16]. In cirrhosis, IR is increased and branched-chain amino acids (BCAAs) are
used as an energy source, and BCAAs are decreased because they are used for ammonia
processing in the skeletal muscle. Of the BCAAs, leucine is important for muscle protein
synthesis [17].

In 2016, the JSH published criteria for secondary sarcopenia specific to liver disease [3],
and several years later, a JSH working group conducted a revision process. A study of the
prognosis of 1624 patients with liver disease showed that grip strength was a prognostic
factor, and the reference value for grip strength in men was revised from 26 kg to 28 kg
(women were not revised from 18 kg) [18]. These reference values of 28 kg for men and
18 kg for women are consistent with those proposed by the Asian Working Group for
Sarcopenia (AWGS) [19]. In actual clinical practice, it is also important to reliably pick up
sarcopenic patients, and there are simple screening methods such as the finger-circle test
and SARC-F [20]. The SARC-F is a five-item questionnaire, with a score of four or higher
on a ten-point scale suggesting a suspected sarcopenia diagnosis, and is recommended for
use in screening for sarcopenia in the AWGS criteria [19], but it should be noted that there
is a sensitivity problem (more cases may be missed) [21]. In our study, among 1282 patients
with gastrointestinal diseases who underwent SARC-F questionnaires, the percentage
of patients with SARC-F scores of four or higher was 17.5% for upper gastrointestinal
diseases, 12.0% for lower gastrointestinal diseases, 17.3% for hepatobiliary and pancreatic
diseases and 13.7% for liver diseases [22]. Considering that the frequency of sarcopenia
in independent older adults is 7–10% [23], gastrointestinal diseases are at high risk for the
development of sarcopenia secondary to the disease condition itself.

On the other hand, a meta-analysis of the prognostic impact of sarcopenia in cirrhotic
patients was published in a journal [24]. It is significant that four papers from Japan
(Hanai et al., Hiraoka et al., Nishikawa et al., Hamaguchi et al.) were cited in the meta-
analysis. In this meta-analysis, the following points were emphasized: (1) the overall
sarcopenia complication rate in cirrhotic patients was 37.5%, (2) the frequency of sarcopenia
increased with worsening Child-Pugh score, (3) sarcopenia was more common (49.6%) in
patients with alcoholic cirrhosis, and (4) the 5-year survival rate is 45.3% for patients with
sarcopenia and 74.2% for those without sarcopenia. (5) In forest plots, the lower limit of the
95% confidence interval for the hazard ratio (HR) of sarcopenia on mortality exceeds one in
all articles, indicating that sarcopenia is a definite prognostic factor in cirrhotic patients [24].
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In the flowchart for nutritional therapy in the Japanese guidelines for the treatment
of cirrhosis 2020, patients are initially screened for serum albumin levels, Child-Pugh
classifications, and the presence of sarcopenia (using JSH criteria [3]), and even if none of
these are met, in patients with a low BMI (<18.5 kg/m2), nutritional dietary guidance and
general enteral nutrition are recommended, taking into account the risk of sarcopenia. If
any of these conditions are met, the administration of BCAA granules or enteral nutrition
for hepatic failure is recommended, taking into account serum albumin levels and com-
plications such as ascites and encephalopathy, in addition to the evaluation of food intake
and nutritional status [25]. International guidelines also state that cirrhotic cases with low
BMI are at high risk of sarcopenia, and recommend detailed pathological evaluation and
nutritional intervention [26]. As for separate meals, they are also strongly recommended
for improving one’s non-protein respiratory quotient. It has been reported that the admin-
istration of BCAA granules to cirrhotic patients significantly improves homeostasis model
assessments for insulin resistance (HOMA-R), and significantly suppresses the cumulative
carcinogenesis rate in cirrhotic patients with BMI > 25 kg/m2, who often have IR [27,28].

4. Boby Composition in Fatty Liver

The number of FL patients in Japan is increasing, with approximately 25 million
people currently suffering from FL, and approximately 20% of non-alcoholic fatty liver
disease (NAFLD) patients are said to have FL without obesity (i.e., lean NAFLD) [29].
Adipose tissue produces inflammatory proteins and cytokines such as CRP, TNF-α, IL-6,
and IL1β, forming a chronic inflammatory environment that leads to muscle atrophy
and sarcopenia [30]. Adipose tissue also produces numerous hormones and bioactive
substances such as adiponectin. Adiponectin is present in large amounts in the blood,
decreases with fat accumulation, and increases with weight loss [9]. Adiponectin improves
systemic insulin sensitivity and stimulates free fatty acid oxidation and glucose uptake
in skeletal muscle and adipocytes via AMP-activated protein kinase [31]. Adiponectin
receptor-1 and adiponectin receptor-2, receptors for adiponectin, are present in the skeletal
muscle, and adiponectin decreases with aging [31].

Overseas studies have reported that NAFLD is associated with a higher rate of sarcope-
nia than other chronic liver diseases such as hepatitis C virus and hepatitis B virus, with
40% of NAFLD [32]. Skeletal muscle loss and increased body fat mass have been reported
to be risk factors for NAFLD development and NAFLD exacerbation [33,34]. Conversely,
NAFLD is a risk factor for the development of sarcopenia, and therefore NAFLD and
sarcopenia have a bidirectional relationship [35]. Individuals with NAFLD and without
obesity are also prone to sarcopenia, and should be treated with caution [36]. The balance
between fat and skeletal muscle is also very important: in our study of 1186 men and
1441 women (health checkup subjects), fat mass to fat-free mass ratio was strongly corre-
lated with HOMA-R, and a multivariate analysis results showed that fat mass and fat-free
mass were not independent factors related to HOMA-R, but fat mass to fat-free mass ratio
was shown to be an independent factor [37]. In the management of diabetic patients, it is
important to have an awareness of the fat–skeletal muscle linkage [37].

Although NAFLD has served as an anchor point for clinical practice and trials, sub-
stantial concerns have been raised about its use due to the inherent drawbacks of being
exclusionary and stigmatizing, prompting a search for new nomenclature. In April 2020, dis-
tinguished hepatologists from all over the world met and discussed the new disease concept
of metabolic dysfunction-associated fatty liver disease (MAFLD) [38], which is now becom-
ing more common in the medical community [39]. The diagnostic criteria for MAFLD are
FL and one or more of the following three conditions (with or without a history of alcohol
or other causes of liver disease): (1) overweight and obesity (BMI ≥ 23 kg/m2 in Japanese);
(2) type 2 diabetes; and (3) thin/normal weight with two or more metabolic abnormalities
(hypertension, visceral fat accumulation, glucose intolerance, dyslipidemia) [38]. MAFLD
is a new disease concept that combines FL and metabolic disorders, and was proposed to
detect and treat “dangerous FL” at an early stage [38]. MAFLD is also a disease definition
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that is designed to be prognostic for FL patients, not only for the liver, but also for the
body as a whole. MAFLD is even more likely to progress in the presence of metabolic
abnormalities such as obesity and type 2 diabetes [40]. The disease concept of MAFLD is
expected to help address FL disease from multiple perspectives, including gastrointestinal,
cardiovascular, and endocrine metabolism [41]. The latest nomenclature proposed steatotic
liver disease (SLD) as an umbrella term, consisting of several subcategories based on the
presence of five cardiometabolic risk factors, in addition to other etiologies such as alcohol
intake. Patients with SLD who have cardiometabolic risk factors are further classified as
metabolic dysfunction-associated SLD (MASLD) [42].

A Korean report on MAFLD and muscle mass showed that MAFLD and a loss of
skeletal muscle mass were closely correlated, with diabetes-associated MAFLD being
associated with the greatest loss of skeletal muscle mass, and patients with advanced liver
fibrosis had a significantly higher rate of loss of skeletal muscle mass than those without
the advanced disease [43]. Combining appendicular skeletal muscle mass and diabetes
can also predict the degree of hepatic steatosis in MAFLD [44]. IR and body fat mass are
significantly interrelated in MAFLD patients [45]. A close correlation between MAFLD and
low skeletal muscle mass has also been reported in patients with hepatitis B [46].

In our study of MAFLD and skeletal muscle mass (median age and BMI were 55 years
and 25.4 kg/m2 in men (2014 cases), and 57 years and 25.4 kg/m2 in women (949 cases),
respectively), fat-free mass index was strongly correlated with muscle mass index in both
men (correlation coefficient r = 0.999) and women (r = 0.999). The proportion of patients
with a fat-free mass index <18 kg/m2 in men and a fat-free mass index <15 kg/m2 in
women (the threshold for skeletal muscle loss) was significantly stratified by age, BMI,
severity of FL, and FIB4 index. In men, BMI (p < 0.0001), fat mass index (p < 0.0001), and
waist circumference (p = 0.0050) were found to be significant factors associated with fat-free
mass index in the multivariate analysis. In women, BMI (p < 0.0001) and fat mass index
(p < 0.0001) were found to be significant in the multivariate analysis, indicating a strong
correlation between body fat mass and muscle mass in MAFLD patients [47].

5. Body Composition and Alcohol Intake

Chronic overconsumption of alcohol causes fatty degeneration in the liver first, fol-
lowed by a gradual progression of hepatic fibrosis. Ethanol acts directly and indirectly
on muscle cells, causing skeletal muscle atrophy and a loss of function [48]. There are
six main possible mechanisms: (1) ethanol inhibits mitochondrial function and ATP pro-
duction in skeletal muscle cells [49]; (2) ethanol and its metabolite acetaldehyde suppress
mammalian target of rapamycin (mTOR) signaling, inhibit muscle protein synthesis, and
promote autophagy [50]; (3) ethanol affects ZO-1 and claudin-1 binding, two important
proteins in intestinal epithelial tight junctions [51], and also promotes the in vivo influx of
endotoxins, and induces the production of inflammatory cytokines such as TNF-α, leading
to increased myostatin in skeletal muscle and inhibiting the synthesis of muscle proteins
(described later) [52]; (4) ethanol reduces gonadal function and decreases the production
of testosterone, an anabolic hormone that activates muscle satellite cells and promotes
muscle protein synthesis [53]; (5) alcohol intake increases cortisol, which is also a stress
hormone, and cortisol breaks down skeletal muscle [53]; and (6) acetaldehyde inhibits
ornithine transcarbamylase, a known rate-limiting enzyme in the urea circuit, resulting
in increased blood ammonia levels [52] (Figure 1). Alcohol abstinence and sobriety are
considered effective means of improving sarcopenia. Alcohol consumption and muscle
mass show a strong inverse relationship regardless of gender [54].
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According to the annual trends in the causes of cirrhosis reported by the JSH, until
2007, hepatitis C accounted for 58.6%, hepatitis B for 13.6%, alcohol for 13.7%, and non-
alcoholic steatohepatitis (NASH) for 2.0%, while, after 2014, hepatitis C, hepatitis B, alcohol,
and NASH accounted for 40.2%, 9.0%, 24.9%, and 9.1%, respectively, and the share of
alcoholic cirrhosis increased by more than 10% [55]. The latest data presented at the 59th
Annual Meeting of the JSH in 2023 showed that alcohol accounted for 28.8%, hepatitis C
for 27.1%, and NASH for 12.7% from 2018 to 2021, indicating that a significant change
in the causes of the disease had occurred, albeit at a preliminary stage [56]. While there
have been significant advances in antiviral therapies such as direct-acting antivirals and
nucleoside analogues, the difficulties in managing alcoholic cirrhotic patients who have
difficulty abstaining from alcohol or moderating their drinking, and the increase in FL
disease, which is estimated to account for over 20% of the Japanese population, may have
been highlighted. These trends may become increasingly evident in the future.

Saeki et al. reported that of 181 cirrhotic cases, 64 (35.4%) were alcoholic and younger
than non-alcoholic ones (median: 61.5 vs. 72 years, p < 0.001). The frequency of sarcopenia
was 18.8% vs. 32.5% (p = 0.048) for alcoholic and non-alcoholic patients, and the frequency
of sarcopenia increased with increasing age [57]. On the other hand, as noted earlier,
in a meta-analysis on cirrhosis and sarcopenia reported from overseas, sarcopenia was
complicated in 49.6% of alcoholic cirrhosis, while the sarcopenia complication rate was
33.4% in non-alcoholic cirrhosis, which was considerably lower [24]. These results differ
from those reported earlier by Saeki et al., and suggest that there are racial differences in
alcohol-degrading enzymes, and differences in the amount of alcohol consumed.

Myostatin is a myokine that inhibits muscle protein synthesis. Excessive alcohol
consumption adversely affects skeletal muscle protein metabolism and increases myostatin
expression in muscle [58]. In alcoholic cirrhotic patients, the incidence of hepatocellular
carcinoma (HCC) was shown to be significantly higher in patients with higher serum
myostatin levels compared to those with lower serum myostatin levels (hazard ratio
(HR) = 7.53) [59]. We were the first in the world to report that a higher serum myostatin
level is an adverse prognostic factor in cirrhotic cases [60]. Serum myostatin levels also
positively correlate with serum ammonia levels [60]. Serum zinc levels are often low in
cirrhosis, and serum zinc levels and myostatin levels show an inverse correlation [60]. In
patients with advanced alcoholic cirrhosis, hyperammonemia due to decreased ammonia
clearance may lead to high levels of myostatin in muscle, resulting in the suppression
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of skeletal muscle protein synthesis and sarcopenia. Sato et al. reported that skeletal
muscle mass and endotoxin levels were negatively correlated in patients with alcoholic
cirrhosis (r = −0.67, p < 0.0001), and that hyper-endotoxemia due to alcohol-induced tight
junction disruption is strongly associated with the development of sarcopenia in alcoholic
cirrhosis [61].

6. Body Composition, Hepatocellular Carcinoma, and Cancer Cachexia

The condition called cancer cachexia has been known since the time of Hippocrates,
who taught that food is the essence of medicine, and the word cachexia is derived from the
Greek words kakos and hexis (bad condition). Cancer cachexia is strongly associated with
symptoms that reduce patients’ quality of life, such as weight loss, anorexia, and fatigue,
and is estimated to occur in 50–80% of advanced cancer patients and to account for 20%
of cancer-related deaths [62]. In an observational study using Fearon et al.’s diagnostic
criteria for cancer cachexia, the prevalence of cachexia was the highest in pancreatic can-
cer (88.9%), and totaled 50% in patients with HCC [63]. Proteolysis-inducing factor (PIF)
secreted by cancer cells inhibits protein synthesis and accelerates proteolysis in skeletal
muscle [64,65]. Lipid-mobilizing factor (LMF) secreted by cancer cells promotes lipoly-
sis [65]. Inflammatory cytokines such as TNFα (1) accelerate proteolysis via the ubiquitin
proteasome pathway (UPP), and (2) enhance glycogenesis in the liver via IR [66,67]. An
increased consumption of glucose by cancer cells depletes liver glycogen, further increasing
glycogenesis and accelerating fat breakdown and skeletal muscle degradation [66,67].

Recent meta-analyses have shown that sarcopenia is an adverse prognostic factor for
HCC [68]. Guo Y et al. reported that 41.7% of HCC patients had sarcopenia, with a HR
of sarcopenia for survival = 1.93, a HR for tumor recurrence = 1.75, a HR for response
rate = 0.37, and a HR for adverse events = 2.23, all indicating a strong impact of sarcopenia
in patients with HCC [68]. HCC is associated with cirrhosis at a high rate, but it should be
noted that cirrhosis can easily be complicated by cachexia, whether in the compensated
stage or with early stage HCC. Rich et al. found pre-cachexia in 201 (33.3%) of 604 HCC
cases and cachexia in 143 (23.7%). In their results, by the HCC stage, 19.0% of BCLC
stage 0/A, 23.5% of BCLC stage B, 34.7% of BCLC stage C, and 34.0% of BCLC stage D
had cachexia. In addition, 41.8% of Child-Pugh A, 46.1% of Child-Pugh B, and 12.1% of
Child-Pugh C patients had cachexia, and cachexia was reported to be an independent poor
prognostic factor in patients with HCC [69].

7. Body Composition and Gut Microbiota in Liver Disease

There are approximately 1000 types of bacteria, or 100 trillion bacteria, known to live
in the intestines, and they are composed of three major groups: good bacteria, bad bacteria,
and bacteria in between that are neither. These bacteria are closely related to each other and
are intricately balanced. Recent advances in next-generation sequencer and metabolomic
analysis technologies have revealed that factors derived from the intestinal tract (e.g.,
intestinal bacteria) play a very important role in the development and aggravation of liver
diseases via the enterohepatic circulation [70].

Excessive alcohol consumption (described earlier) and high-fat diets disrupt the in-
testinal barrier and strongly affect not only the composition of the gut microbiota, but
also the microbe-associated molecular patterns (MAMPs) of bacterial metabolites and
host interactions. As a result, it promotes the development of hepatitis, liver fibrosis,
cirrhosis, HCC, and sarcopenia [71]. NASH is a pathological condition in which chronic
inflammation is induced in a simple FL, leading to fibrosis and carcinogenesis, and the
multiple parallel hits hypothesis is widely known as the mechanism of NASH [72]. Factors
that cause inflammation include oxidative stress, inflammatory cytokines, lipotoxicity, IR,
genetic predisposition and endogenous endotoxins, and their exposure to the liver plays
an important role. In NASH, the intestinal defense mechanism is disrupted (i.e., leaky gut),
and the increased influx of lipopolysaccharide (LPS) derived from intestinal bacteria into
the liver results in the excessive production of inflammatory cytokines such as TNF-α via
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TLR4 signaling in Kupffer cells, which promotes liver fibrosis in NASH [73]. Exogenous
endotoxin load also promotes liver fibrosis [74]. Dysbiosis in the gut promotes the induction
of myostatin in skeletal muscle via LPS activation, and is a risk for the development of
sarcopenia [75]. It is interesting to note that in the feces of cirrhotic patients, there is an
increase in oral commensal bacteria, as well as an increase in Proteobacteria (Gram-negative
bacteria with LPS) [76]. Hyperammonemia associated with decreased ammonia clearance
due to cirrhosis also promotes the induction of myostatin in skeletal muscle, and is a risk
factor for the development of sarcopenia [60]. Rifaximin enhances muscle protein synthesis
capacity in cirrhotic rats via its ammonia-lowering effect in blood and muscle [77]. Con-
stipation is a risk factor for hepatic encephalopathy (HE), and constipation and dysbiosis
are closely correlated [78]. Trace element deficiencies, such as hypozincemia associated
with cirrhosis, may also cause a disruption of intestinal defense mechanisms, leading to
the development of sarcopenia [79–81]. HE improves when cirrhotic patients with HE are
treated with fecal microbiota transplantation from healthy individuals [82]. Decreased grip
strength correlates closely with covert HE, and decreased grip strength is a risk factor for
the development of overt HE [83].

8. Closing Remarks

This review focuses on the relationship between liver disease and body composition.
Since the liver is a central organ in metabolism, it is considered to be closely related to body
composition. The strength of our article is that it presents the latest findings across a wide
range of liver diseases. Conversely, however, this does not allow for a detailed reference to
the relationship between individual liver diseases and body composition. Finally, we would
like to emphasize the importance of approaching liver diseases with body composition
in mind.
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20. Bahat, G.; Erdoğan, T.; İlhan, B. SARC-F and other screening tests for sarcopenia. Curr. Opin. Clin. Nutr. Metab. Care 2022, 25,
37–42. [CrossRef]

21. Kurita, N.; Wakita, T.; Kamitani, T.; Wada, O.; Mizuno, K. SARC-F Validation and SARC-F+EBM Derivation in Musculo-skeletal
Disease: The SPSS-OK Study. J. Nutr. Health Aging 2019, 23, 732–738. [CrossRef]

22. Ushiro, K.; Nishikawa, H.; Matsui, M.; Ogura, T.; Takeuchi, T.; Goto, M.; Nakamura, S.; Kakimoto, K.; Miyazaki, T.; Fukunishi, S.;
et al. Comparison of SARC-F Score among Gastrointestinal Diseases. J. Clin. Med. 2021, 10, 4099. [CrossRef] [PubMed]

23. Petermann-Rocha, F.; Balntzi, V.; Gray, S.R.; Lara, J.; Ho, F.K.; Pell, J.P.; Celis-Morales, C. Global prevalence of sarcopenia and
severe sarcopenia: A systematic review and meta-analysis. J. Cachexia Sarcopenia Muscle 2022, 13, 86–99. [CrossRef] [PubMed]

24. Tantai, X.; Liu, Y.; Yeo, Y.H.; Praktiknjo, M.; Mauro, E.; Hamaguchi, Y.; Engelmann, C.; Zhang, P.; Jeong, J.Y.; van Vugt, J.L.A.; et al.
Effect of sarcopenia on survival in patients with cirrhosis: A meta-analysis. J. Hepatol. 2022, 76, 588–599. [CrossRef] [PubMed]

25. Yoshiji, H.; Nagoshi, S.; Akahane, T.; Asaoka, Y.; Ueno, Y.; Ogawa, K.; Kawaguchi, T.; Kurosaki, M.; Sakaida, I.; Shimizu, M.; et al.
Evidence-based clinical practice guidelines for Liver Cirrhosis 2020. J. Gastroenterol. 2021, 56, 593–619. [CrossRef]

26. European Association for the Study of the Liver. Electronic address: Easloffice@easloffice.eu; European Association for the Study
of the Liver. EASL Clinical Practice Guidelines on nutrition in chronic liver disease. J. Hepatol. 2019, 70, 172–193. [CrossRef]

27. Muto, Y.; Sato, S.; Watanabe, A.; Moriwaki, H.; Suzuki, K.; Kato, A.; Kato, M.; Nakamura, T.; Higuchi, K.; Nishiguchi, S.; et al.
Effects of Oral Branched-Chain Amino Acid Granules on Event-Free Survival in Patients with Liver Cirrhosis. Clin. Gastroenterol.
Hepatol. 2005, 3, 705–713. [CrossRef] [PubMed]

28. Kawaguchi, T.; Shiraishi, K.; Ito, T.; Suzuki, K.; Koreeda, C.; Ohtake, T.; Iwasa, M.; Tokumoto, Y.; Endo, R.; Kawamura, N.H.; et al.
Branched-Chain Amino Acids Prevent Hepatocarcinogenesis and Prolong Survival of Patients with Cirrhosis. Clin. Gastroenterol.
Hepatol. 2014, 12, 1012–1018. [CrossRef]

29. Ye, Q.; Zou, B.; Yeo, Y.H.; Li, J.; Huang, D.Q.; Wu, Y.; Yang, H.; Liu, C.; Kam, L.Y.; Tan, X.X.E.; et al. Global prevalence, incidence,
and outcomes of non-obese or lean non-alcoholic fatty liver disease: A systematic review and meta-analysis. Lancet Gastroenterol.
Hepatol. 2020, 5, 739–752. [CrossRef]

30. Rubio-Ruiz, M.E.; Guarner-Lans, V.; Pérez-Torres, I.; Soto, M.E. Mechanisms Underlying Metabolic Syndrome-Related Sarcopenia
and Possible Therapeutic Measures. Int. J. Mol. Sci. 2019, 20, 647. [CrossRef]

31. Yadav, A.; Kataria, M.A.; Saini, V.; Yadav, A. Role of leptin and adiponectin in insulin resistance. Clin. Chim. Acta. 2013, 417, 80–84.
[CrossRef]

32. Van Dongen, C.; Paik, J.M.; Harring, M.; Younossi, Y.; Price, J.K.; Kabbara, K.; Golabi, P.; Younossi, Z.M. Sarcopenia, healthy
living, and mortality in patients with chronic liver diseases. Hepatol. Commun. 2022, 6, 3140–3153. [CrossRef]

https://doi.org/10.1016/j.exger.2021.111544
https://doi.org/10.1155/2013/204164
https://doi.org/10.1016/j.exger.2013.02.012
https://doi.org/10.2147/DMSO.S186600
https://doi.org/10.1016/j.metabol.2023.155638
https://www.ncbi.nlm.nih.gov/pubmed/37348597
https://doi.org/10.1186/s12876-023-02835-y
https://www.ncbi.nlm.nih.gov/pubmed/37277731
https://doi.org/10.1038/s41574-018-0062-9
https://www.ncbi.nlm.nih.gov/pubmed/30065268
https://doi.org/10.1200/JCO.2017.75.7526
https://www.ncbi.nlm.nih.gov/pubmed/29356607
https://doi.org/10.1111/hepr.12616
https://doi.org/10.3390/nu13020540
https://doi.org/10.1016/S0014-5793(99)00304-X
https://www.jsh.or.jp/lib/files/medical/guidelines/jsh_guidlines/sarcopenia_criterion_v2.pdf
https://doi.org/10.1016/j.jamda.2019.12.012
https://doi.org/10.1097/MCO.0000000000000801
https://doi.org/10.1007/s12603-019-1222-x
https://doi.org/10.3390/jcm10184099
https://www.ncbi.nlm.nih.gov/pubmed/34575208
https://doi.org/10.1002/jcsm.12783
https://www.ncbi.nlm.nih.gov/pubmed/34816624
https://doi.org/10.1016/j.jhep.2021.11.006
https://www.ncbi.nlm.nih.gov/pubmed/34785325
https://doi.org/10.1007/s00535-021-01788-x
https://doi.org/10.1016/j.jhep.2018.06.024
https://doi.org/10.1016/S1542-3565(05)00017-0
https://www.ncbi.nlm.nih.gov/pubmed/16206505
https://doi.org/10.1016/j.cgh.2013.08.050
https://doi.org/10.1016/S2468-1253(20)30077-7
https://doi.org/10.3390/ijms20030647
https://doi.org/10.1016/j.cca.2012.12.007
https://doi.org/10.1002/hep4.2061


Int. J. Mol. Sci. 2024, 25, 964 10 of 12

33. Shida, T.; Akiyama, K.; Oh, S.; Sawai, A.; Isobe, T.; Okamoto, Y.; Ishige, K.; Mizokami, Y.; Yamagata, K.; Onizawa, K.; et al. Skeletal
muscle mass to visceral fat area ratio is an important determinant affecting hepatic conditions of non-alcoholic fatty liver disease.
J. Gastroenterol. 2018, 53, 535–547. [CrossRef]

34. Miwa, T.; Francisque, C.; Tajirika, S.; Hanai, T.; Imamura, N.; Adachi, M.; Horita, R.; Menezes, L.J.; Kawaguchi, T.; Shimizu, M.;
et al. Impact of body fat accumulation on metabolic dysfunction-associated fatty liver disease and nonalcoholic fatty liver disease
in Japanese male young adults. Hepatol. Res. 2023, 53, 691–700. [CrossRef] [PubMed]

35. Joo, S.K.; Kim, W. Interaction between sarcopenia and nonalcoholic fatty liver disease. Clin. Mol. Hepatol. 2023, 29, S68–S78.
[CrossRef] [PubMed]

36. Shida, T.; Oshida, N.; Suzuki, H.; Okada, K.; Watahiki, T.; Oh, S.; Kim, T.; Isobe, T.; Okamoto, Y.; Ariizumi, S.; et al. Clinical and
anthropometric characteristics of non-obese non-alcoholic fatty liver disease subjects in Japan. Hepatol. Res. 2020, 50, 1032–1046.
[CrossRef] [PubMed]

37. Matsui, M.; Fukuda, A.; Onishi, S.; Ushiro, K.; Nishikawa, T.; Asai, A.; Kim, S.K.; Nishikawa, H. Insulin Resistance: A Marker for
Fat-to-Lean Body Composition in Japanese Adults. Nutrients 2023, 15, 4724. [CrossRef]

38. Eslam, M.; Newsome, P.N.; Sarin, S.K.; Anstee, Q.M.; Targher, G.; Romero-Gomez, M.; Zelber-Sagi, S.; Wai-Sun, W.V.; Dufour,
J.F.; Schattenberg, J.M.; et al. A new definition for metabolic dysfunc-tion-associated fatty liver disease: An international expert
consensus statement. J. Hepatol. 2020, 73, 202–209. [CrossRef]

39. Crane, H.; Gofton, C.; Sharma, A.; George, J. MAFLD: An optimal framework for understanding liver cancer phenotypes. J.
Gastroenterol. 2023, 58, 947–964. [CrossRef]

40. Koo, B.K.; Kim, D.; Joo, S.K.; Kim, J.H.; Chang, M.S.; Kim, B.G.; Lee, K.L.; Kim, W. Sarcopenia is an independent risk factor for
non-alcoholic steatohepatitis and significant fibrosis. J. Hepatol. 2017, 66, 123–131. [CrossRef]

41. Pipitone, R.M.; Ciccioli, C.; Infantino, G.; La Mantia, C.; Parisi, S.; Tulone, A.; Pennisi, G.; Grimaudo, S.; Petta, S. MAFLD: A
multisystem disease. Ther. Adv. Endocrinol. Metab. 2023, 14. [CrossRef]

42. Rinella, M.E.; Lazarus, J.V.; Ratziu, V.; Francque, S.M.; Sanyal, A.J.; Kanwal, F.; Romero, D.; Abdelmalek, M.F.; Anstee, Q.M.; Arab,
J.P.; et al. A multisociety Delphi consensus statement on new fatty liver disease nomenclature. J. Hepatol. 2023, 29, 101133.

43. Seo, J.Y.; Cho, E.J.; Kim, M.J.; Kwak, M.S.; Yang, J.I.; Chung, S.J.; Yim, J.Y.; Yoon, J.W.; Chung, G.E. The relationship between
metabolic dysfunction-associated fatty liver disease and low muscle mass in an asymptomatic Korean population. J. Cachexia
Sarcopenia Muscle 2022, 13, 2953–2960. [CrossRef] [PubMed]

44. Jin, R.; Wang, X.; Li, X.; Yang, J.; Liu, B.; Wei, L.; Liu, F.; Rao, H. Appendicular Skeletal Muscle Index and HbA1c Evaluate Liver
Steatosis in Patients with Metabolic Associated Fatty Liver Disease. Front. Med. 2022, 9, 919502. [CrossRef] [PubMed]

45. Pal, S.C.; Méndez-Sánchez, N. Insulin resistance and adipose tissue interactions as the cornerstone of metabolic (dysfunction)-
associated fatty liver disease pathogenesis. World J. Gastroenterol. 2023, 29, 3999–4008. [CrossRef]

46. Santos, C.M.d.L.; Brito, M.D.; de Castro, P.A.S.V.; de Vries, T.P.; Viana, N.L.; Coelho, M.P.P.; Malheiro, O.B.; Bering, T.; Gonzalez,
M.C.; Teixeira, R.; et al. Metabolic-associated fatty liver disease is associated with low muscle mass and strength in patients with
chronic hepatitis B. World J. Hepatol. 2022, 14, 1652–1666. [CrossRef]

47. Onishi, S.; Fukuda, A.; Matsui, M.; Ushiro, K.; Nishikawa, T.; Asai, A.; Kim, S.K.; Nishikawa, H. Body Composition Analysis in
Patients with Metabolic Dysfunction-Associated Fatty Liver Disease. Nutrients 2023, 15, 3878. [CrossRef] [PubMed]

48. Dasarathy, J.; McCullough, A.J.; Dasarathy, S. Sarcopenia in Alcoholic Liver Disease: Clinical and Molecular Advances. Alcohol
Clin. Exp. Res. 2017, 41, 1419–1431. [CrossRef]

49. Bonet-Ponce, L.; Saez-Atienzar, S.; da Casa, C.; Flores-Bellver, M.; Barcia, J.M.; Sancho-Pelluz, J.; Romero, F.J.; Jordan, J.; Galindo,
M.F. On the mechanism underlying ethanol-induced mitochondrial dynamic disruption and autophagy response. Biochim.
Biophys. Acta (BBA)-Mol. Basis Dis. 2015, 1852, 1400–1409. [CrossRef]

50. Tsien, C.; Davuluri, G.; Singh, D.; Allawy, A.; Have, G.A.T.; Thapaliya, S.; Schulze, J.M.; Barnes, D.; McCullough, A.J.; Engelen,
M.P.; et al. Metabolic and molecular responses to leucine-enriched branched chain amino acid supplementation in the skeletal
muscle of alcoholic cirrhosis. Hepatology 2015, 61, 2018–2029. [CrossRef]

51. Elamin, E.; Jonkers, D.; Juuti-Uusitalo, K.; van Ijzendoorn, S.; Troost, F.; Duimel, H.; Broers, J.; Verheyen, F.; Dekker, J.; Masclee, A.
Effects of ethanol and acetaldehyde on tight junction integrity: In vitro study in a three-dimensional intestinal epi-thelial cell
culture model. PLoS ONE 2012, 7, e35008. [CrossRef]

52. Fujimoto, Y.; Kaji, K.; Nishimura, N.; Enomoto, M.; Murata, K.; Takeda, S.; Takaya, H.; Kawaratani, H.; Moriya, K.; Namisaki, T.;
et al. Dual therapy with zinc acetate and rifaximin prevents from ethanol-induced liver fibrosis by maintaining intestinal barrier
integrity. World J. Gastroenterol. 2021, 27, 8323–8342. [CrossRef]

53. Villalta, J.; Ballescà, J.L.; Nicolás, J.M.; Martínez de Osaba, M.J.; Antúnez, E.; Pimentel, C. Testicular function in asymptomatic
chronic alcoholics: Relation to ethanol intake. Alcohol Clin. Exp. Res. 1997, 21, 128–133. [CrossRef] [PubMed]

54. Skinner, J.; Shepstone, L.; Hickson, M.; Welch, A.A. Alcohol Consumption and Measures of Sarcopenic Muscle Risk: Cross-
Sectional and Prospective Associations Within the UK Biobank Study. Calcif. Tissue Int. 2023, 113, 143–156. [CrossRef]

55. Enomoto, H.; Ueno, Y.; Hiasa, Y.; Nishikawa, H.; Hige, S.; Takikawa, Y.; Taniai, M.; Ishikawa, T.; Yasui, K.; Takaki, A.; et al. Japan
Etiology of Liver Cirrhosis Study Group in the 54th Annual Meeting of JSH. Transition in the etiology of liver cirrhosis in Japan:
A nationwide survey. J. Gastroenterol. 2020, 55, 353–362. [CrossRef] [PubMed]

56. Available online: https://medical.nikkeibp.co.jp/leaf/mem/pub/report/t352/202306/580143.html (accessed on 8 November
2023).

https://doi.org/10.1007/s00535-017-1377-3
https://doi.org/10.1111/hepr.13906
https://www.ncbi.nlm.nih.gov/pubmed/37143429
https://doi.org/10.3350/cmh.2022.0358
https://www.ncbi.nlm.nih.gov/pubmed/36472051
https://doi.org/10.1111/hepr.13543
https://www.ncbi.nlm.nih.gov/pubmed/32602214
https://doi.org/10.3390/nu15224724
https://doi.org/10.1016/j.jhep.2020.03.039
https://doi.org/10.1007/s00535-023-02021-7
https://doi.org/10.1016/j.jhep.2016.08.019
https://doi.org/10.1177/20420188221145549
https://doi.org/10.1002/jcsm.13099
https://www.ncbi.nlm.nih.gov/pubmed/36222309
https://doi.org/10.3389/fmed.2022.919502
https://www.ncbi.nlm.nih.gov/pubmed/35872790
https://doi.org/10.3748/wjg.v29.i25.3999
https://doi.org/10.4254/wjh.v14.i8.1652
https://doi.org/10.3390/nu15183878
https://www.ncbi.nlm.nih.gov/pubmed/37764663
https://doi.org/10.1111/acer.13425
https://doi.org/10.1016/j.bbadis.2015.03.006
https://doi.org/10.1002/hep.27717
https://doi.org/10.1371/journal.pone.0035008
https://doi.org/10.3748/wjg.v27.i48.8323
https://doi.org/10.1097/00000374-199702000-00019
https://www.ncbi.nlm.nih.gov/pubmed/9046385
https://doi.org/10.1007/s00223-023-01081-4
https://doi.org/10.1007/s00535-019-01645-y
https://www.ncbi.nlm.nih.gov/pubmed/31768801
https://medical.nikkeibp.co.jp/leaf/mem/pub/report/t352/202306/580143.html


Int. J. Mol. Sci. 2024, 25, 964 11 of 12

57. Saeki, C.; Kanai, T.; Nakano, M.; Oikawa, T.; Torisu, Y.; Saruta, M.; Tsubota, A. Clinical characteristics of sarcopenia in patients
with alcoholic liver cirrhosis. JGH Open 2021, 5, 763–769. [CrossRef] [PubMed]

58. Dasarathy, S. Consilience in sarcopenia of cirrhosis. J. Cachexia Sarcopenia Muscle 2012, 3, 225–237. [CrossRef]
59. Kim, J.H.; Kang, S.H.; Lee, M.; Youn, G.S.; Kim, T.S.; Jun, B.G.; Kim, M.Y.; Kim, Y.D.; Cheon, G.J.; Kim, D.J.; et al. Serum Myostatin

Predicts the Risk of Hepatocellular Carcinoma in Patients with Alcoholic Cirrhosis: A Multicenter Study. Cancers 2020, 12, 3347.
[CrossRef]

60. Nishikawa, H.; Enomoto, H.; Ishii, A.; Iwata, Y.; Miyamoto, Y.; Ishii, N.; Yuri, Y.; Hasegawa, K.; Nakano, C.; Nishimura, T.; et al.
Elevated serum myostatin level is associated with worse survival in patients with liver cirrhosis. J. Cachexia Sarcopenia Muscle
2017, 8, 915–925. [CrossRef]

61. Sato, S.M.; Namisaki, T.M.; Murata, K.; Fujimoto, Y.; Takeda, S.; Enomoto, M.; Shibamoto, A.; Ishida, K.; Ogawa, H.; Takagi,
H.; et al. The association between sarcopenia and endotoxin in patients with alcoholic cirrhosis. Medicine 2021, 100, e27212.
[CrossRef]

62. Argilés, J.M.; Busquets, S.; Stemmler, B.; López-Soriano, F.J. Cancer cachexia: Understanding the molecular basis. Nat. Rev. Cancer
2014, 14, 754–762. [CrossRef]

63. Sun, L.; Quan, X.-Q.; Yu, S. An Epidemiological Survey of Cachexia in Advanced Cancer Patients and Analysis on Its Diagnostic
and Treatment Status. Nutr. Cancer 2015, 67, 1056–1062. [CrossRef] [PubMed]

64. A Mirza, K.; Tisdale, M.J. Functional identity of receptors for proteolysis-inducing factor on human and murine skeletal muscle.
Br. J. Cancer 2014, 111, 903–908. [CrossRef]

65. Martin, A.; Gallot, Y.S.; Freyssenet, D. Molecular mechanisms of cancer cachexia-related loss of skeletal muscle mass: Data
analysis from preclinical and clinical studies. J. Cachexia Sarcopenia Muscle 2023, 14, 1150–1167. [CrossRef]

66. Aniort, J.; Stella, A.; Philipponnet, C.; Poyet, A.; Polge, C.; Claustre, A.; Combaret, L.; Béchet, D.; Attaix, D.; Boisgard, S.; et al.
Muscle wasting in patients with end-stage renal disease or early-stage lung cancer: Common mechanisms at work. J. Cachexia
Sarcopenia Muscle 2019, 10, 323–337. [CrossRef] [PubMed]

67. Akash, M.S.H.; Rehman, K.; Liaqat, A. Tumor Necrosis Factor-Alpha: Role in Development of Insulin Resistance and Pathogenesis
of Type 2 Diabetes Mellitus. J. Cell. Biochem. 2018, 119, 105–110. [CrossRef]

68. Guo, Y.; Ren, Y.; Zhu, L.; Yang, L.; Zheng, C. Association between sarcopenia and clinical outcomes in patients with hepa-tocellular
carcinoma: An updated meta-analysis. Sci. Rep. 2023, 13, 934. [CrossRef] [PubMed]

69. Rich, N.E.; Phen, S.; Desai, N.; Mittal, S.; Yopp, A.C.; Yang, J.D.; Marrero, J.A.; Iyengar, P.; Infante, R.E.; Singal, A.G. Cachexia is
Prevalent in Patients with Hepatocellular Carcinoma and Associated with Worse Prognosis. Clin. Gastroenterol. Hepatol. 2022, 20,
e1157–e1169. [CrossRef]

70. Zhang, F.; Aschenbrenner, D.; Yoo, J.Y.; Zuo, T. The gut mycobiome in health, disease, and clinical applications in association with
the gut bacterial microbiome assembly. Lancet Microbe 2022, 3, e969–e983. [CrossRef]

71. Wiest, R.; Albillos, A.; Trauner, M.; Bajaj, J.S.; Jalan, R. Targeting the gut-liver axis in liver disease. J. Hepatol. 2017, 67, 1084–1103.
[CrossRef]

72. Tilg, H.; Moschen, A. R: Evolution of inflammation in nonalcoholic fatty liver disease: The multiple parallel hits hypothesis.
Hepatology 2010, 52, 1836–1846. [CrossRef]

73. Seki, E.; De Minicis, S.; Osterreicher, C.H.; Kluwe, J.; Osawa, Y.; Brenner, D.A.; Schwabe, R.F. TLR4 enhances TGF-beta signaling
and hepatic fibrosis. Nat. Med. 2007, 13, 1324–1332. [CrossRef] [PubMed]

74. Nakanishi, K.; Kaji, K.; Kitade, M.; Kubo, T.; Furukawa, M.; Saikawa, S.; Shimozato, N.; Sato, S.; Seki, K.; Kawaratani, H.; et al.
Exogenous Administration of Low-Dose Lipopolysaccharide Potentiates Liver Fibrosis in a Choline-Deficient l-Amino-Acid-
Defined Diet-Induced Murine Steatohepatitis Model. Int. J. Mol. Sci. 2019, 20, 2724. [CrossRef] [PubMed]

75. Maslennikov, R.; Alieva, A.; Poluektova, E.; Zharikov, Y.; Suslov, A.; Letyagina, Y.; Vasileva, E.; Levshina, A.; Kozlov, E.; Ivashkin,
V. Sarcopenia in cirrhosis: Prospects for therapy targeted to gut microbiota. World J. Gastroenterol. 2023, 29, 4236–4251. [CrossRef]
[PubMed]

76. Qin, N.; Yang, F.; Li, A.; Prifti, E.; Chen, Y.; Shao, L.; Guo, J.; Le Chatelier, E.; Yao, J.; Wu, L.; et al. Alterations of the human gut
microbiome in liver cirrhosis. Nature 2014, 513, 59–64. [CrossRef] [PubMed]

77. Kumar, A.; Davuluri, G.; e Silva, R.N.; Engelen, M.P.; Have, G.A.T.; Prayson, R.; Deutz, N.E.; Dasarathy, S. Ammonia lowering
reverses sarcopenia of cirrhosis by restoring skeletal muscle proteostasis. Hepatology 2017, 65, 2045–2058. [CrossRef]

78. Ohkusa, T.; Koido, S.; Nishikawa, Y.; Sato, N. Gut Microbiota and Chronic Constipation: A Review and Update. Front. Med. 2019,
6, 19. [CrossRef]

79. Kodama, H.; Tanaka, M.; Naito, Y.; Katayama, K.; Moriyama, M. Japan’s Practical Guidelines for Zinc Deficiency with a Particular
Focus on Taste Disorders, Inflammatory Bowel Disease, and Liver Cirrhosis. Int. J. Mol. Sci. 2020, 21, 2941. [CrossRef]

80. Finamore, A.; Massimi, M.; Conti Devirgiliis, L.; Mengheri, E. Zinc deficiency induces membrane barrier damage and in-creases
neutrophil transmigration in Caco-2 cells. J. Nutr. 2008, 138, 1664–1670. [CrossRef]

81. Suzuki, H.; Asakawa, A.; Li, J.B.; Tsai, M.; Amitani, H.; Ohinata, K.; Komai, M.; Inui, A. Zinc as an Appetite Stimulator—The
Possible Role of Zinc in the Progression of Diseases Such as Cachexia and Sarcopenia. Recent Pat. Food Nutr. Agric. 2011, 3,
226–231. [CrossRef]

https://doi.org/10.1002/jgh3.12582
https://www.ncbi.nlm.nih.gov/pubmed/34263070
https://doi.org/10.1007/s13539-012-0069-3
https://doi.org/10.3390/cancers12113347
https://doi.org/10.1002/jcsm.12212
https://doi.org/10.1097/MD.0000000000027212
https://doi.org/10.1038/nrc3829
https://doi.org/10.1080/01635581.2015.1073753
https://www.ncbi.nlm.nih.gov/pubmed/26317149
https://doi.org/10.1038/bjc.2014.379
https://doi.org/10.1002/jcsm.13073
https://doi.org/10.1002/jcsm.12376
https://www.ncbi.nlm.nih.gov/pubmed/30697967
https://doi.org/10.1002/jcb.26174
https://doi.org/10.1038/s41598-022-27238-z
https://www.ncbi.nlm.nih.gov/pubmed/36650190
https://doi.org/10.1016/j.cgh.2021.09.022
https://doi.org/10.1016/S2666-5247(22)00203-8
https://doi.org/10.1016/j.jhep.2017.05.007
https://doi.org/10.1002/hep.24001
https://doi.org/10.1038/nm1663
https://www.ncbi.nlm.nih.gov/pubmed/17952090
https://doi.org/10.3390/ijms20112724
https://www.ncbi.nlm.nih.gov/pubmed/31163617
https://doi.org/10.3748/wjg.v29.i27.4236
https://www.ncbi.nlm.nih.gov/pubmed/37545638
https://doi.org/10.1038/nature13568
https://www.ncbi.nlm.nih.gov/pubmed/25079328
https://doi.org/10.1002/hep.29107
https://doi.org/10.3389/fmed.2019.00019
https://doi.org/10.3390/ijms21082941
https://doi.org/10.1093/jn/138.9.1664
https://doi.org/10.2174/2212798411103030226


Int. J. Mol. Sci. 2024, 25, 964 12 of 12

82. Bajaj, J.S.; Kassam, Z.; Fagan, A.; Gavis, E.A.; Liu, E.; Cox, I.J.; Kheradman, R.; Heuman, D.; Wang, J.; Gurry, T.; et al. Fecal
microbiota transplant from a rational stool donor improves hepatic encephalopathy: A randomized clinical trial. Hepatology 2017,
66, 1727–1738. [CrossRef]

83. Miwa, T.; Hanai, T.; Nishimura, K.; Maeda, T.; Ogiso, Y.; Imai, K.; Suetsugu, A.; Takai, K.; Shiraki, M.; Shimizu, M. Handgrip
strength stratifies the risk of covert and overt hepatic encephalopathy in patients with cirrhosis. J. Parenter. Enter. Nutr. 2022, 46,
858–866. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1002/hep.29306
https://doi.org/10.1002/jpen.2222
https://www.ncbi.nlm.nih.gov/pubmed/34287991

	Introduction 
	Body Composition and Primary Sarcopenia 
	Body Composition in Liver Cirrhosis 
	Boby Composition in Fatty Liver 
	Body Composition and Alcohol Intake 
	Body Composition, Hepatocellular Carcinoma, and Cancer Cachexia 
	Body Composition and Gut Microbiota in Liver Disease 
	Closing Remarks 
	References

