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1. Introduction

Nowadays, the development and popularity of evidence- 
based medicine (EBM) have greatly advanced our clinical 
practice into a new era [1], because the physicians’ decisions 
on prescribing a drug or performing a test or procedure have 
become more accurate and reliable. Undoubtedly, the clinical 
decision-making is biased without the support of EBM. 
However, in the EBM era, we still focus on treating a specific 
complication of a disease or managing an individual organ of 
a patient by designing studies, collecting relevant data, per-
forming statistical analyses, and achieving a conclusion. 
Notably, as stated in a milestone concept, holistic integrative 
medicine (HIM) [2], which has been for the first time proposed 
by Prof. Daiming Fan, a human should be considered a holistic 
system composing of multiple organs that are well integrative 
and is being greatly affected by the people around him or her 
and the society where he or she is living. Specifically, the liver, 
an essential organ of our body that is responsible for meta-
bolism, closely correlates with other organs, such as brain, 
heart, kidney, and digestive tract. A diseased, even cirrhotic, 
liver not only causes metabolic dysfunction or failure, but can 
also induce the development of mental disorders (i.e. hepatic 
encephalopathy), cardiac dysfunction (i.e. cirrhotic cardiomyo-
pathy), kidney failure (i.e. hepatorenal syndrome or acute 
kidney injury), and gastrointestinal bleeding (i.e. gastroeso-
phageal variceal bleeding). Accordingly, the management of 
a patient with liver cirrhosis is not only to treat a liver itself, 
but also to manage the whole body. Understanding and 
application of HIM concept should be very critical to address 
such a complex issue. Herein, we would like to briefly intro-
duce several aspects, where the concept of HIM is being used 
for the management of liver cirrhosis, to emphasize its effects 
on our future knowledge.

2. Evaluation of prognosis of liver cirrhosis

Child–Pugh and MELD scores are the most widely used models 
for evaluating the outcomes of patients with liver cirrhosis. 
Nearly half a century has been passed since the first 

development of Child–Turcotte score in 1964 [3] and its modifi-
cation as Child–Turcotte–Pugh score in 1973 [4]. MELD score has 
also been established for more than 20 years [5] and then con-
tinuously modified as MELD-Na [6] and MELD 3.0 [7]. In fact, their 
first proposal was specific for cirrhotic patients who underwent 
surgery or transjugular intrahepatic portosystemic shunt for por-
tal hypertension related complications, but not general patients 
with liver cirrhosis. Certainly, they are the most classical and 
representative and have comprehensively assessed the function 
of multiple extrahepatic organs, such as prothrombin time or 
international normalized ratio as an indicator of coagulation 
system, creatinine as an indicator of renal function, and hepatic 
encephalopathy as an indicator of nervous system. However, the 
physicians still strive to more precise approaches for evaluating 
the prognosis of liver cirrhosis by integrating other clinical and 
laboratory parameters, seeking novel biomarkers, and incorpor-
ating imaging and histology features, especially in the contem-
porary era when artificial intelligence technology has been 
widely used in our lives. This behavior suggests the use of HIM 
concept in updating the evaluation of prognosis of liver cirrhosis.

3. Assessment of decompensation of liver cirrhosis

Traditionally, the primary endpoint that investigators observe 
and follow in previous studies regarding management and 
outcomes of liver cirrhosis and its complications is often 
a single decompensation event, such as the first or recurrent 
variceal bleeding [8,9], de novo or recurrent ascites [10], or 
hepatic encephalopathy [11] alone. By comparison, at present, 
it has been gradually accepted that decompensation, which is 
defined as the occurrence of any decompensation event, is 
a preferred outcome of interest in such studies [12–14]. 
Accordingly, the statistical methods used for assessing hepatic 
decompensation have also been changed. Kaplan–Meier curve 
analysis is conventionally used for calculating the cumulative 
incidence of developing decompensation or being free of 
decompensation during follow-up period. However, in the 
recent years, competing risk analysis, in which death and 
liver transplantation are considered competing events, is 
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recommended for evaluating the risk of decompensation [15]. 
This is primarily because death or liver transplantation may be 
earlier than decompensation in some cases, underestimating 
the probability of decompensation. Taken together, hepatolo-
gists and gastroenterologists are increasingly recognizing the 
importance of assessing the progression of liver cirrhosis from 
an integrative point of view, instead of only one or two clinical 
events.

4. Recognition of recompensation of liver cirrhosis

There is an old dogma that liver cirrhosis, especially decompen-
sated stage, is irreversible. But it has been greatly challenged by 
contemporary knowledge [16]. Recent studies suggest that 
a proportion of patients with decompensated cirrhosis will be 
free of developing further decompensation events, especially 
after etiological cure, such as alcoholic abstinence, cure of hepa-
titis C, and viral suppression of hepatitis B. Thus, the definition of 
cirrhosis recompensation, which should be the removal/sup-
pression/cure of the primary etiology of cirrhosis with stable 
improvement of liver function tests, but without cirrhosis- 
related complications, has been firstly proposed in the Baveno 
VII consensus [17] and then supported by recent evidence [18]. 
Collectively, the two definitions are obviously reverse, but the 
recognition of their coexistence indicates that the physicians are 
understanding the disease course of decompensated cirrhosis in 
a holistic point of view.

5. Treatment of liver cirrhosis

How to prevent and treat various clinically significant compli-
cations of liver cirrhosis, such as variceal bleeding, ascites, 
hepatorenal syndrome, and hepatic encephalopathy, has 
been the primary responsibility of our physicians and investi-
gators for decades. Recently, except for the injury of a single 
or multiple organs, the general condition of a patient with 
liver cirrhosis, including whether he or she has malnutrition, 
sarcopenia, and frailty, has been increasingly explored. This is 
mainly because cumulative evidence has clarified their impact 
on decreased survival of cirrhotic patients [19]. On the other 
hand, except for cirrhotic patients themselves, their caregivers 
also experience physical and psychological problems, compro-
mising their quality of life. Accordingly, the importance of 
improvement of the caregivers’ burden and distress is being 
highlighted [20]. Such a shift in the idea regarding how to 
treat liver cirrhosis more comprehensively also indicates the 
penetration of HIM attitude into physicians’ perception.

6. Conclusion

In conclusion, HIM, which provides more comprehensive and 
unbiased attitudes on the management of liver cirrhosis, has 
been deeply infiltrated in our every clinical practice, although 
maybe not all clinicians and investigators have heard or used 
this concept yet. In future, it should also be valuable and 
practical for us to enlighten novel perspectives and strategies 
in the field of hepatology.
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