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Abstract

Non-alcoholic fatty liver disease (NAFLD) has become the world’s most common chronic
liver disease and is considered one of the main causes of occult liver cirrhosis. To date,
major guidelines in China and abroad have not recommended any drugs with precise
efficacy and safety for NAFLD, especially for NAFLD-related liver fibrosis or cirrhosis, which
lack effective drugs. Traditional Chinese medicine has significant curative effects and
advantages in preventing and treating NAFLD. We retrospectively analyzed a case of liver
cirrhosis due to NAFLD that was treated solely with traditional Chinese medicine for nearly
one year at the Diagnosis and Treatment Center of Advantage Specific Diseases for Fatty
Liver in our hospital to provide a reference for the prevention and treatment of
non-alcoholic liver fibrosis and liver cirrhosis by traditional Chinese medicine.
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Introduction

Non-alcoholic fatty liver disease (NAFLD) is a metabolic
stress-induced liver injury closely related to insulin resistance (IR) and
genetic susceptibilities. Its disease spectrum includes non-alcoholic
fatty liver (NAFL), non-alcoholic steatohepatitis (NASH), liver
cirrhosis (LC), and hepatocellular carcinoma (HCC) [1]. Recent studies
have shown that NAFLD, especially NASH, is the most common cause
of cryptogenic cirrhosis (CC) [2-4]. At present, according to the major
guidelines both in China and abroad, there is no effective and safe
drug for treating NAFLD. However, traditional Chinese medicine
(TCM) has definite efficacy and substantial advantages in preventing
and treating NAFLD. It even has certain efficacy in blocking and
reversing fibrosis and early cirrhosis. In recent years, the TCM
diagnosis and treatment center for fatty liver and obesity in our
hospital has adopted pure TCM for the dialectical treatment of more
than 6,000 cases of NAFLD; the treatment has shown significant
effects, including in some patients with NAFLD cirrhosis. The details
of the treatment and follow-up for one year of a well-documented
patient with early-stage cirrhosis due to NAFLD are summarized
below.

Case profile

The patient is a 57-year-old middle-aged woman. On June 1, 2020,
she felt distending pain and discomfort in the liver region, and an
upper abdominal CT scan was performed in a local hospital (Figure 1).
The results suggested liver cirrhosis, thick spleen, and fatty liver
(severe). On June 18, 2020, she visited the TCM Advantage Special
Disease Diagnosis and Treatment Center for Fatty Liver and Obesity at
our hospital, complaining of “liver pain and discomfort for more than
one month.” The physical examination results were: height 154 cm,
weight 60 kg, and body mass index (BMI) 25.3 kg/m? (slightly obese);
yellow staining of the skin and sclera were absent, and she was
negative for the cardiopulmonary abdomen. Her tongue was pale with
a white coating, with obvious tooth marks, and she had a wiry and
thin pulse. Accessory examination included liver function: aspartate
transaminase (AST) 57 U/L, alanine transaminase (ALT) 54 U/L; and
FibroScan: controlled attenuation parameter (CAP) 323 dB/m, E 27.4
kPa. Western medicine diagnosis: NAFLD liver cirrhosis
(compensatory stage). TCM diagnosis: liver accumulation (spleen
deficiency, stagnation of phlegm, and blood stasis). The treatment
used was based on the principles of the invigorating spleen, assisting
transportation, elevating yang, and eliminating turbidity. To apply the
modified Jianpi Huazhuo Xiaozhi Prescription: RhAizoma atractylodis
macrocephalae 15g, vinegar Radix bupleuri 6 g, Poria cocos 10 g,
Radix salviae miltiorrhizae 15 g, Alismatis rhizoma 10 g, Fructus
Crataegi 10 g, Seaweed 10 g, fried Semen cassia 10 g, Folium
nelumbinis 12 g, and Herba artemisiae scopariae 10 g were used to
decoct 15 doses of the Chinese medicinal decoction. One dose per day
consisted of 400 ml of the decoction (200 ml, twice daily at a suitable
temperature). The patient was asked to adjust her dietary structure,
and a balanced diet of moderate fat and carbohydrate was
recommended. Sugar-containing beverages, cakes, and deep-processed
refined foods were limited. Her three meals a day were timed and
consisted of moderate amounts, and the calorie of each supper and her
eating behavior after supper were strictly controlled. To avoid sitting
for a long time and moving less, she was recommended a moderate
aerobic exercise regime of 30 min a day five times a week.

On July 22, 2020, the patient had her second visit. After taking 15
doses of the TCM decoction, her liver region discomfort was obviously
relieved, with her tongue and pulse unaltered from her first visit.
Re-examination found the following: liver function: AST 45 U/L, ALT
43 U/L; fasting blood sugar: 6.85 mmol/L; FibroScan: CAP 356 dB/m,
E 22.1 kPa. The treatment plan thereafter consisted of the
continuation of the Chinese medicine decoction, on the
above-mentioned basis, with 10 g of Eupatorium fortunei added to
remove the dampness and turbidity with an aromatic odor, and the

Submit a manuscript: https://www.tmrjournals.com/ghr

dose of vinegar Radix bupleuri was adjusted to 9 g. Altogether she has
prescribed 30 doses of the Chinese medicinal decoction. She was
instructed to take one dose orally daily, decocted in 400 ml of water,
200 ml in the morning, and 200 ml in the evening, at a moderate
temperature.

On September 3, 2020, the patient had her third visit. The right
hypochondriac discomfort disappeared, no new discomfort occurred,
and the tongue and pulse were as before. Re-examination found
normal liver function and blood sugar. The treatment has achieved
apparent results, so the original treatment plan was continued, and
she was prescribed another 30 doses as before.

On October 4, 2020, the patient had her fourth visit. The patient
showed no discomfort, pale tongue with white coating, teeth marks,
and wiry and thin pulse. Re-examination found normal liver function
and blood glucose. The same decoction was prescribed for another 30
doses and was taken consecutively, decocted in water, at one daily
dose.

On December 5, 2020, the patient had her fifth visit. She exhibited
no discomfort, pale tongue with white fur, fewer teeth marks, and thin
pulse. Re-examination found normal fasting blood sugar is normal.
Based on the last prescription, to remove the Eupatorium fortunei, 20
g of Phyllanthus urinaria and 3 g of Red yeast rice were added, and 30
doses of traditional Chinese medicine decoction were taken
continuously.

On February 1, 2021, the patient had her sixth visit. She showed no
obvious discomfort. The tongue was pale with white coating, slightly
tooth-marked, and the thin pulse persisted. She weighed 52 kg, with a
height of 154 cm and a BMI of 21.9 kg/m?* Re-examination found
normal liver and kidney functions and normal blood glucose levels.
Alpha-fetoprotein tumor marker (AFP): 1.86 ng/ml; FibroScan: CAP
252 dB/m, E 17.5 kPa. B-scan ultrasonography of the abdomen
showed fatty liver, cholecystitis, and calculi. The treatment scheme
was as follows: based on the previous treatment plan, Herba
artemisiae scopariae was removed, and 20 g of Herba sedi and 10 g of
Rhizoma polygoni cuspidati were added to clear heat and promote
diuresis. The dose of Semen cassia was adjusted to 10 g, vinegar Radix
Bupleuri was adjusted to 6 g, and 15 doses of Chinese medicinal
decoction were administered consecutively.

On February 20, 2021, the patient had her seventh visit. She had no
complaints. The tongue was pale, with a thin and white tongue
coating, obvious reduction of tooth marks as before, and persisting
thin pulse. Based on the last treatment, the dose of Folium nelumbinis
was adjusted to 20 g, and 30 oral doses of Chinese medicinal
decoction were administered.

On May 1, 2021, the patient had her eighth visit. The family
members of the patient came to the hospital in her stead and reported
that there was nothing wrong with the patient. Re-examination done
in another hospital found normal liver function, kidney function and
blood glucose level. Blood lipid series: CHO 5.47 mmol/L. Repeated at
another hospital on April 25, 2021, FibroScan: CAP 244 dB/m and E
9.9 kPa. Based on the last prescription, 3 g of broken pieces of Herba
rabdosiae cirrhosae was added, and the dose of Folium nelumbinis
was adjusted to 15 g, and 15 doses were taken continuously.

On May 31, 2021, the patient had her ninth visit. There was no
discomfort. Her height was 154 cm, her weight was 48 kg, and her
BMI was 20.2 kg/m? The tongue was pale and dark, with a thin and
white tongue coating, slight tooth marks, and her thin pulse persisted.
Re-examination found normal liver function and fasting blood
glucose. FibroScan: CAP 237 dB/m and E 9.4 kPa (Table 1). CT of the
liver uncovered no obvious abnormality (Figure 2).

Table 1 Changes of fibroscan value in patients during treatment

Time CAP (unit: dB/m) E (unit: kPa)
2020.06.18 323 27.4
2020.07.22 356 22.1
2021.02.01 252 17.5
2021.04.25 244 9.9
2021.05.31 237 9.4
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Figure 1 Image before treatment

After nearly one year of treatment with Chinese medicine, the
liver hardness value E (< 17.5 kPa), the CAP value (< 238 dB/m),
and the liver density value (CT value: liver/spleen > 1.0) were all
restored to normal, thus suggesting that the severe fatty liver and
early cirrhosis were reversed [5]. Requesting patients to have a proper
diet and regular exercise, control their BMI, and have regular
follow-ups after drug discontinuation are recommended

Discussion

The global incidence of NAFLD is between 10%-40%, and about 20%
of patients will develop cirrhosis. The incidence of NAFLD in China is
between 6%-45%, of which about one-third of patients have NASH,
and the incidence of cirrhosis based on NASH is between 15%-25%
[1]. Patients with NAFLD-related cirrhosis in the compensatory phase
have a long disease course. They often have no apparent clinical
manifestation in the early phase, showing occult progression that is
difficult to detect. Once the disease progresses to the decompensated
cirrhosis stage or HCC stage, the prognosis becomes poor.

The primary goals of treatment for NAFLD are improving IR and
preventing and treating metabolic syndrome and its associated
end-stage organ lesions, thereby improving the patient’s quality of life
and prolonging survival time. The second is anti-hepatic fibrosis
treatment. Patients with NASH need to suspend the progression of
liver disease and reduce or prevent the occurrence of end-stage liver
diseases such as liver cirrhosis and liver cancer. However, it is
regrettable that there are no safe and effective recommended drugs in
all the major guidelines for NAFLD in China or abroad, and no
medicine is available for liver fibrosis or cirrhosis [5-7].

As is known to all, liver protection and anti-inflammation are one of
the most significant advantages of TCM in the prevention and
treatment of chronic liver disease. Several clinical practices in our
previous experience have confirmed that TCM compounds have
specific efficacy in improving liver function and metabolic disorders
[8, 9]. TCM has shown remarkable efficacy in preventing and treating
chronic hepatitis B liver fibrosis or early cirrhosis, but clinical reports
on NAFLD cirrhosis are relatively sparse [10, 11].

NAFLD can be classified into such disease categories as
“hypochondriac pain”, “Fei Qi”, and “accumulation” in TCM. The
occurrence of this disease is often associated with improper diet, loss
of balance between work and rest, emotional disorders, and deficiency
and decline of zang-fu organs, which lead to the failure of the spleen
to maintain good health and transport, as well as phlegm-dampness
stagnation. The disease is in the liver, and the basic pathogenesis is
spleen deficiency and loss of transport. Based on the view of NAFLD
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Figure 2 Image after treatment

from the perspective of “treatment based on spleen”, we have created
the Jianpi Huazhuo Xiaozhi Decoction, which is prepare using
Rhizoma atractylodis macrocephalae, Radix bupleuri, Poria cocos,
Radix salviae miltiorrhizae, Seaweed, Alismatis rhizoma, Fructus
Crataegi, Massa medicata fermentata, Folium nelumbinis, Semen
cassiae, etc. And modified in the clinic for the treatment of NAFLD and
related metabolic diseases, each to good effect.

Transient elastography (TE) is an ultrasonic elastography technique
that measures the liver stiffness measurement (LSM) to assess the
staging of liver fibrosis. It is non-invasive and rapid and has been
widely used for the diagnosis and efficacy evaluation of liver fibrosis
[12, 13]. Combined with the initial CT morphology and LSM values of
her liver, the clinical diagnosis of our patient was NAFLD cirrhosis
(early). Chinese medicine was used throughout the treatment for
nearly one year. During the multiple reviews, the CAP and E values
showed downward trends. At the end of the treatment, the CT value of
the patient returned to normal, and the liver morphology improved
(Figure 2). The CAP value returned to normal, and the E value was
close to normal. Based on the comparison of the CT findings and
FibroScan test data before and after the treatment, we believe that the
combination of Chinese medicine treatment with behavioral therapy
not only reversed the steatosis in the patient’s liver but also improved
the early stage of liver cirrhosis to a large extent, indicating that the
recipe has significant efficacy in the treatment of NAFLD-related liver
cirrhosis. As a research case, the lack of pre-and post-control of liver
puncture biopsy before and after treatment is a shortcoming of this
case study.

This case is not isolated, and several similar cases are still
undergoing follow-up and need to be further summarized. Based on
the clinical experience of more than 6,000 patients for whom TCM
was used to prevent and treat NAFLD in the early stage in the Center
for Diagnosis and Treatment of Fatty Liver and Obesity, as well as
early relevant clinical research and experimental research, we
proposed the goal and concept of “three standards” in the treatment of
NAFLD with TCM on three levels, namely, protecting the liver,
anti-inflammation treatment, reducing enzyme, improving metabolic
disorders (blood glucose, blood lipid, uric acid, etc.), and reversing
pathological liver changes (liver steatosis, liver fibrosis/early
cirrhosis) [10, 11, 14]. Based on the concept of holism in TCM and
from the perspective of integrating metabolic diseases, TCM has the
characteristics and advantages of multi-directional and multi-target
effects, which are worthy of further exploration and research in
clinical practice to provide a safe and effective scheme using TCM for
the prevention and treatment against this disease.
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