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Abstract

This paper summarized the importance of dose-response relationship of Bup-
leurum bupleurum, introduced the efficacy of bupleurum bupleurum at different
doses, and summarized the diseases it treated. It was found that large dose of
bupleurum could relieve heat, medium dose of bupleurum could relieve liver
depression, small dose of bupleurum could lift Yang qi, and more than 100 g of
bupleurum would show obvious side effects. Dose is an important factor affect-
ing the efficacy of Bupleurum bupleurum. The study on the dose-response rela-
tionship of bupleurum bupleurum is of great significance in the application of
traditional Chinese medicine. In addition, bupleurum bupleurum plays an im-
portant role in the resistance to COVID-19, and it can achieve antiviral effect
through the role of fuzheng and dispelling evil.
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Bupleurum, also known as "Yun Hao", "Ru cao" and "Di xun" in ancient books. Sex taste, bitter, flat, non-toxic
[1]. As a top herbal medicine, bupleurum not only plays an important role in many prescriptions, but also plays a
role in a variety of clinical diseases.

It has remarkable curative effect. Although the contents of the records on bupleurum are repeated in the materia
medica books of ancient physicians, there are different discussions on the clinical application of bupleurum in dif-
ferent periods. Among them, the growth environment and processing method of bupleurum are described poetically:
"Where Stem long soft skin red, yellow moustache, Pingchuan Pingxian County, that is, Yinzhou Yinxian also.
West side of the living place, there are many white crane green crane in this Xiang place, is bupleurum incense
straight up between the clouds, if there is a past, the smell is cool. After picking, remove the moustache and head,
cut off a little red skin with a silver knife, wipe it with a coarse cloth, and use a fine file. Do not make fire, and it
will be ineffective. "Note: "Bupleurum is a medicine for Shaoyang meridian. If taken for a long time, it will calm
the liver and gall [2]", it has been proposed that bupleurum enters the liver and gallbladder meridian, but the de-
tailed reason is not explained.

"Bencao read" [3] On why bupleurum enters the liver and gallbladder Meridian, it makes a very subtle discussion:
"Bupleurum gets the gas which is born in the early spring. Although the smell is slightly bitter and cold, the power
is very weak, so it has no ability to reduce the discharge, but has the ability to rise. By entering the two meridians of
the liver and gallbladder, Bupleurum can achieve wood stagnation, dissipate gi and blood, dissolve pathogenic
symptoms, and act as a tonic. It is used to lift and clear gi, from the left to the top, and should be used for honey
processing”. This article explains the effect of bupleurum and the mechanism of treating diseases by elucidating the
method of bupleurum entering the liver and gallbladder. The idea is very novel.
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The detailed and comprehensive discussion on the efficacy of bupleurum was not established in Shennong Bac-
cao Jing, but a slow evolution process, and it was not until the Ming and Qing Dynasties that there was a relatively
unified summary. The effects of treating malaria and tonifying deficiency of labor are rarely mentioned today. As
for the reason of nourishing deficiency and labor, it is recorded in the Essentials of Materia Medica: "People know
that bupleurum can publish, but they do not know that bupleurum can harmonize with the interior. Therefore, Lao
medicine and blood medicine are often used."The most important one seems to be the reason why bupleurum bol-
sters deficiency. As for the dose-effect relationship of bupleurum, not only did Li Shizhen's Compendium of Mate-
ria Medica (Bmateria Medica) take different doses of bupleurum for different diseases, but also many doctors in the
past generations have different opinions on the intelligent control between the dosage of bupleurum and its efficacy,
which further proves the indisputable close connection between the dosage of bupleurum and its efficacy.

1. Dose-effect relationship of bupleurum

"The principle, method, square, medicine" four word policy has always been throughout the Chinese medicine
dialectical argument, among them "medicine” is not only a medicine, also contains a dose, the secret of TCM is not
preach is in quantity, more can show the essence of heritage of traditional Chinese medicine of traditional Chinese
medicine dosage, and for the dosage of the formulas in precision is the key links of TCM treatment. Prescription
compatibility has its strict law, if the agent is not very proficient, in the deployment of the prescription dose error,
will reduce the overall efficacy of the prescription, so as to produce a miss for the prognosis of the disease, the re-
sult of a thousand miles [4]. The composition of a formula is mainly with the compatibility of the prince, minister,
zuo and ambassador. As the name implies, the ruler of a group of prescriptions, mainly plays the role of the com-
mand of the whole prescription, and the general dose is more; Minister, is to assist or suppress the toxic side effects
of Jun medicine, such as phase Zuo, in order to prevent its rampage, the general amount of medicine is less than or
equal to Jun medicine; Make, generally to reconcile the drugs, or for the meridian medicine, slightly with it, bup-
leurum is often used to make medicine.

It is not difficult to see that although the prescription has a rigorous principle, but also has a lot of room for
movement. Therefore, when the dosage of the drug is slightly changed, the efficacy of the prescription will have a
great impact, as can be seen from the famous prescriptions handed down by ancient doctors. In the Theory of the
Origin and Flow of Medicine, it is mentioned in the theory of the use of arms: "If a disease advances, it will not be
treated too much, so the teacher will stick to the vitality [5]. "Xu Lingtai used figurative metaphors to warn doctors
that the use of traditional Chinese medicine doses is just like the use of troops in war. Only when the dosage is ap-
propriate can the "army of diseases" retreat completely. As for the application basis of bupleurum, Zhang Zhongjing
was good at reusing bupleurum and pioneered its application in clinical practice of traditional Chinese medicine. As
one of the four masters of Jin and Yuan Dynasties, Li Dongyuan used a small amount of bupleurum combined with
astragalus in Buzhong Yiqi decoction to treat the depression of middle gi.In Wang Qingren's Zhuyu Decoction,
bupleurum was used to elevate Yang qi. Even Compendium of Materia Medica (Bencao Gangmu) also describes
the relationship between quantity and effect of bupleurum: "Bupleurum 4liang is used for residual fever of typhoid
fever, bupleurum 4liang is used for bone fever of children, bupleurum 1yi is used for jaundice of dampness heat,
bupleurum and Baicalaria are used for dysentery with accumulation of heat." In general, the dose-effect relationship
of bupleurum is an extremely important research content in the development and evolution of traditional Chinese
medicine.

2. Dose corresponding to different effects of Bupleurum chinense

2.1 Large doses of bupleurum have antipyretic effect

According to the long-term clinical experience of many famous traditional Chinese medicine veterans, large dose
of bupleurum (about 40 g) has the effect of relieving cancer fever, and the clinical effect is good. It can be seen
from the ancient medical books that bupleurum first has the effect of relieving Shaoyang. This product is bitter and
cool, and enters Shaoyang meridian. It is mentioned in Shennong Bancao Jing that bupleurum is the main evil spirit
of cold and heat, while in Pearl Sac Bupleurum is good for traveling between cold and heat and gallbladder. In
Bentiao Jing Shu, bupleurum was clearly put forward as the surface medicine of Shaoyang Jing, indicating its re-
turn to the Jing, which has been used in later generations till now. Shaoyang Meridian runs in the half of the surface
and the half of the Li, if the evil invading Shaoyang, evil in Yin is cold, evil in Yang is hot, so the exchange of cold
and heat, and bupleurum for Shaoyang special medicine, through the half of the surface and half of the li outside
evil, let evil from the outside and solve, so it has the effect of reconciliation Shaoyang. The flexible application of
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bupleurum can be reflected in the small bupleurum decoction syndrome in Zhang Zhongjing's Treatise on Febrile
Diseases Differentiation and Treatment of Shaoyang Disease Pulse Syndrome: “"Bupleurum is used to clear the
powder and clear the surface, and baicalaria is used to clear Shaoyang phase fire -make the upper coke pass through,
the body fluid gets down, and the stomach gi causes and causes [6]".

The combination of Baicalaria and bupleurum is also Chang Zhanjie's favorite clinical application, among which
baicalaria has good effect on gastrointestinal inflammation stimulated by bile resistance, which has guiding signi-
ficance for clinical medication. Therefore, numerous modern studies indeed corroborate this long-term clinical ex-
perience. Saposide contained in bupleurum is one of the main active components of bupleurum to exert clinical
efficacy. It has the functions of antipyretic, anti-inflammatory and anti-endotoxin. It can also inhibit the replication
of viral DNA and affect the activity of macrophage receptor, so as to exert antiviral and immune-regulating activi-
ties. Its anti-tumor effect is relatively broad, has the direct cytotoxic, still can induce the apoptosis of cells, prevent
tumor metastasis, reduce tumor cells with sex, can achieve its anti-cancer effect, through various channels and radix
bupleuri also has a scavenging free radicals, inhibit lipid peroxidation, inhibiting liver fibrosis, serum biochemical
index and albumin of the rise of, To protect the activity of the heart, also can affect the concentration of single
amine neurotransmitter in the brain and model animals the glutamic acid expression level of hippocampal CA1 area,
S0 as to achieve calm, antidepressant and anticonvulsant effect, in addition, radix bupleuri also inhibits gastric ulcer,
effective prevention and treatment of glomerular sclerosis and have weak estrogen-like effect in the body [7].

2.2 Medium dose Bupleurum has the effect of soothing the liver and relieving depression

The dosage of 10-12 g bupleurum can exert its function of soothing liver and relieving depression. For this effect
of bupleurum, "Four sounds Materia Medica" said: "the main phlegm is full, the chest and flank in the ruffia". "Di-
an Nan Materia Medica" cloud: "the liver through the inverse knot of gi, cure women's blood heat burning meridian,
can regulate menstruation [8]." "Medicine meaning™ said: "taste slightly bitter, the main liver". The liver mainly
dredge, regulate the blood of a body, and the lung is called "green dragon white tiger", green dragon white tiger
harmony, then the body Qi and blood modulation, not easy to get sick. Bupleurum enters Shaoyang gallbladder me-
ridian and dredge the liver. Therefore, for the woman's meridian water is not adjusted, heat into the blood chamber
can also be treated. If Qi stagnation of liver and flank pain, it can be used with incense and Fructus aurantii, such as
bupleurum Shugan powder. It is used to treat flank pain and irregular menstruation caused by liver stagnation and
blood deficiency. It is often used with angelica sinensis and paeony, such as Xiaoyaosan.

In modern times, with the constant progress of the society, the constant innovation of science and technology,
more and more work is no longer needed human labor, so for the life and work pressure is bigger and bigger, a large
number of depression or severe patients with insomnia for a long time, in order to guarantee the normal operation
of the society, the normal work and life, clinical treatment is particularly critical. However, the treatment of anxiety
insomnia is not only poor effect of western medicine, and long-term use will produce dependence. The combination
of Chinese and western medicine in the treatment of anxiety insomnia is the trend of clinical development. Insom-
nia is nothing more than the neurological symptoms of Yin and Yang inversion caused by the imbalance of Yin and
Yang, such as the inability to sleep at night caused by various reasons. Bupleurum enters the meridian of half table
and half li, and depresses liver depression and regulates emotion, which can indeed treat insomnia in mechanism.
After consulting the data, the author found that chaihu and kegu oyster soup has obvious curative effect in the
treatment of Qi depression insomnia patients, which has the advantages of safety and reliability [9]. According to
the scientific research, it was found that the petroleum acid part of bupleurum bupleurum was the main substance to
exert the antidepressant activity, which further confirmed the feasibility of its scheme.

2.3 Small doses of bupleurum have the effect of elevating Yang qi

When the dosage of bupleurum is 1~3g, it can raise Yang qi. It is mentioned in the "Bencao Benreading": "Bup-
leurum has the qi of early spring growth to live." It can be seen that bupleurum has the nature of rising hair and be-
longs to the wind medicine. Wind medicine cannot rise and float unless it is light and clear. In order to play its pur-
pose of raising the gi of liver and Yang, it should conform to the nature of Yang Qi and take a small dose to apply it.
Bupleurum bupleurum is a positive drug, and it is found in modern experiments that the positive drug contains
more secondary metabolites, so only a small amount of it is necessary to exert its lifting ability. The representative
prescription is Buzhongyigi Decoction. If Bupleurum only has the effect of soothing the liver and relieving depres-
sion and resolving the surface and dispersing cold, why is Buzhongyigi decoction often added Bupleurum? There-
fore, bupleurum not only acts as a "guide" targeting effect, can lead the way to various medicines, but also has the
effect of lifting Yang Qi, making Yang Qi gradually develop.
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2.4 Toxic and side effects of Bupleurum

Bupleurum is listed as the top quality in Shennong Bencao Jing, and it has not been found toxic in medical clas-
sics of past dynasties. It was not until Ye Tianshi first raised the question of "bupleurum robbing liver Yin", which
pointed out that when using bupleurum, attention should be paid to its negative effect on liver and the correspond-
ing medicine should be carefully combined [10]. There are still many opinions on whether bupleurum has toxic side
effects. At present, a large number of clinical adverse reactions have been reported, such as the large-scale bupleu-
rum poisoning event in Japan. The common point of these reports is that taking bupleurum in large doses or for a
long time will cause certain toxicity to the liver, kidney and blood system.

3. Discussion

When the dosage of bupleurum bupleurum is in the range of 1-3 g, it can play the role of lifting Yang Qi, and
when it is in the range of 10-12 g, it can play the role of soothing the liver and relieving depression. When the do-
sage is about 40 g, it has the effect of relieving cancer fever, and when it is over 100 g, it will have obvious toxic
and side effects. It can be seen that there are great differences in the effects of different doses of bupleurum. This
study provides a reference for the use of bupleurum in traditional Chinese medicine prescriptions in the future, and
lays a foundation for a better understanding of the efficacy of bupleurum and its application in medicine. At present,
most of the research on bupleurum bupleurum is limited to the study of its characters and efficacy, and the prepara-
tion of bupleurum bupleurum into proprietary Chinese medicine and capsule form is the direction to be explored in
the future.

In addition, bupleurum bupleurum has an important resistance to COVID-19, which is characterized by strong
infectivity and fast onset rate. Bupleurum bupleurum can play an antiviral role by strengthening and removing
pathogenic factors. In particular, bupleurum bupleurum as the main raw material Chaihu Dayuan Decoction has
important clinical practice significance for the treatment of COVID-19 [11], and the dosage of bupleurum is 1.50
yuan, which has the best effect.
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