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Introduction

The concepts of “Zhuo” (Turbidity) and “Du” (Toxin) were proposed first in Huang Di
Nei Jing, in which the term of “Turbidity” was mentioned in as many as 60 places and that of
“Toxin” 46 places. In other medical books compiled in later times such as Jin Gui Yao Lue,
Zhu Bing Yuan Hou Lun and Wen Bing Tiao Bian, both of them were also mentioned a lot
times. However, the combined expression of “Zhuo Du” (Turbidity and Toxin) has never been
used in all of the descriptions. Li Diangui, Chinese Medicine Master, by combining today’s
complex social and natural environment, creatively proposed the “Theory of Zhuo Du”
(Turbidity and Toxin combination theory) based on Chinese philosophy of “Unity of Heaven
and Man”.

There is a distinction between the definitions of Zhuo Du (Turbidity and Toxin) in the
broad and narrow sense. In the broad sense, it refers to all harmful and unclean substances
to the body, while in its narrow sense it refer to sticky and filthy substances that can cause
serious damage to organs and blood due to the accumulation of Dampness and Turbidity
caused by poor transformation induced Heat(”), Turbidity and Toxin originate from external
or internal sources and enter the body from skin through the collaterals. They act as a mixed
binding agent within human body, causing turbid transformation of cells, tissues, and organs,
resulting in metabolic and functional disorders, and even functional failure>3), The
pathogenic effects of Turbidity and Toxin have the characteristics of “Three Tendencies and
Four Characteristics”. Three Tendencies mean the followings: tendency to consume Qi,
damage blood and enter into acupoints and meridians; tendency to obstruct the Qi flow and
difficult to resolve adhesive stagnation; tendency to accumulate and form nodes and damage
organs. The Four Characteristics refer to its extensibility, intractability, stubbornness and the
internal damage effect”. Turbidity and Toxin syndrome refers to a group or several
syndrome groups that cause the body to be in a state with much Turbidity and toxin,
resulting in unique clinical manifestations®. The general clinical manifestations of Turbidity
and Toxin mainly include the following aspects:

1. The facial features are disturbed with Turbidity and Toxin, which stagnates and
functions within the body. When it goes up on the head and face, the complexion is coarse
yellow and dull. If the Turbidity and Toxin is steamed by Heat and overflows on the surface
part of body, it will cause greasy skin. If the Turbidity and Toxin invades the orifices of head
and face, it will cause redness and swelling of the throat as well as redness, swelling,
dampness of the upper eyelids, an increase of epiphora (eye secretions), redness, swelling,
and ulceration of the nose with a lot of nasal mucus as well as a lot of earwax. Sticky saliva
foam is also seen with cough.

2. Coating on the tongue

Patients’ tongue coatings are mainly yellow and greasy, but they varies depending on
15



the severity of the Turbidity and Toxin infection. Those with mild Turbidity and Toxin
infection would would have a red tongue, with greasy, thin or thick coating, which may be
yellow, white, or alternating yellow and white in color; Those with severe Turbidity and
Toxin infection may have a purple red or crimson tongue, yellow and greasy coating, or a
yellow and greasy in middle and root part of tongue. Due to different pathogenic Zang and Fu
organs, the position of the coating also varies. For example, in cases that Turbidity and Toxin
obstructing in the Middle Jiao, the middle of the tongue coating would be yellow and greasy;
in cases that Turbidity and Toxin obstructing the Liver and Gallbladder the coating would be
yellow and greasy on both sides of tongue. The color and texture of the coating also vary
depending on the term of the illness. Yellow, smooth and greasy coating may appear in case
of short time of Turbidity and Toxin infection, when body Fluids are not damaged. When the
Turbidity and Toxin injures the body over time, yellow and dry coating can be seen.

3. Pulse manifestation

Slippery rapid pulse is common, especially prominent in the right Guan pulse in patients
with Turbidity and Toxin syndrome. Clinically, slippery rapid pulse, string slippery pulse,
string fine slippery pulse or fine slippery pulse are more common. For patients with a short
course of disease and high level of Turbidity and Toxin syndrome, string slippery or string
slippery rapid pulse can be felt. For patients with a long course of disease, Yin deficiency
with Turbidity and Toxin infection, the presence of fine slippery pulse or sinking fine
slippery pulse can be observed. However, the sinking fine slippery pulse is due to Turbidity
and Toxin blocking collateral induced blood stasis and should not be simply considered as
deficiency syndrome or deficiency and Cold syndrome. For example, in Jin Gui Yao Lue Fang
Lun, it is said that “with Taiyang disease man suffer joint pain and annoyance, with sinking
and fine pulse. It is called Dampness Bi (rheumatism)”, and it is also said that “the great
method of various accumulations diagnosis is feeling the fine pulse attached to the bone.
This is a clear evidence that fine pulse are the manifestation of Dampness, Turbidity and Evil
Factor stagnation but not deficiency.

4. Excrement and secretions

Turbidity and Toxin inner stagnation syndrome can be found with symptoms like sticky
stools or difficult movement stools with foul odor, light yellow or dark yellow or even tea-like
brown urine and dirty smelly sweat.

When the Theory of Turbidity and Toxin was first applied to the diagnosis and
treatment of digestive system diseases, good results were achieved. The digestive system is
an important system for the human body to absorb nutrients and eliminate waste, which is
closely related to the overall health. If the digestive system is dysfunctional, such as
decreased digestive ability and imbalanced gut microbiota, it is easy to lead to the
accumulation of toxins and waste in the body, forming Turbidity and Toxin that can reach
various tissues and organs of the human body through blood circulation. Furthermore, in

addition to the digestive system, there are other excretory pathways in the body, such as the
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kidneys, liver, skin and respiratory system. These organs can eliminate Toxin and other waste
from the body through urine, sweat, exhaled Qi and other means. Therefore, even though
Turbidity and Toxin is mainly related to the digestive system, it can still affect the entire body
through other excretory pathways. With further research, it is found that many diseases,
such as kidney diseases, lung diseases, rheumatic diseases, diseases of cardiovascular and
cerebrovascular systems, of endocrine system, gynecological system and COVID-19 are all
closely related to Turbidity Toxin (7-2%),

Professor Li’'s research team believes that “Turbidity and Toxin” are both pathological
products and pathogenic factors, and they are closely related to Spleen and Stomach diseases.
The pathogenic factors of Dampness and Turbidity can be divided into internal and external
factors. External infected Dampness and Turbidity are caused by external Dampness and
Turbidity factors, while internal infected Dampness and Turbidity are caused by dysfunction
of the spleen and stomach. The interweaving of internal and external infected Dampness and
the former usually further injure the Spleen, leading to Spleen dysfunction and the
disharmony between Spleen and Stomach. Internal Dampness stagnation often leads to
further invasion of the external Dampness. The Stomach belongs to the Yang Earth and
Stomach diseases are prone to produce Heat and Fire. It may begin with the Dampness
problem, which leads to Turbidity accumulation and then Heat stagnation. Therefore, Toxin
can be produced from Dampness and Heat and also can be evolved from Dampness and
Turbidity. That is, Heat is the gradual developing condition of Toxin and Toxin is the extreme
condition of Heat. Toxin comes form Heat or Heat is generated by Toxin, and the disease start
with Toxin(®, Professor Wang Yangang(’-'% proposed that the accumulation of Turbidity and
Toxins are the core pathogenesis of gastric precancerous lesions. With a series of studies, it
has been found that the formula for clearing Turbidity and toxin can significantly relieve the
clinical symptoms, gastroscopy manifestation and pathological conditions of CEG patients
with Turbidity and Toxin accumulation syndrome. The action mechanism may be related to
the up-regulating E-cad protein, down-regulating Snaill and Twist proteins and preventing
epithelial cells from transforming into stromal cells; It may also work by regulating the
expression levels of HGF and c-Met. Lou Yingying et al.!} investigated the relationship
between the Turbidity and Toxin accumulation syndrome in chronic gastritis (CG) and the
Th1/Th2 balance, and it was found that the Turbidity and Toxin accumulation syndrome in
chronic gastritis is closely related to the dynamic balance of Th1/Th2 and “Turbidity” may be
a key pathological factor mediating the immune response of Thl type cytokines. Wang
Shaopo!?) believes that Turbidity and Toxin is the key difference in pathological formation
process between benign tumors and malignant tumors. The accumulation and stagnation of
Turbidity and Toxin is the key pathogenesis of malignant tumors, and the treatment policy
should focus on detoxifying Turbidity and Toxin. Han Xinpu('® believes that the core
pathogenesis of tumors is Yang deficiency and Toxin accumulation. External cold can easily

damage the Yang Qi of the Spleen and Stomach, leading to abnormal distribution of Qi, blood,
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and body fluids, and then the generation of Turbid evil factor, which further develops into
Toxin. In this way the core pathogenesis evolution process of gastric cancer including Yang
deficiency, Turbidity production, Turbidity stagnation and eventually Turbidity and Toxin
stagnation takes place. Therefore, exploration of targeted regulation of gastric cancer
micro-environment with relevant prescriptions and drugs can be the starting point in
improving the accuracy of micro diagnosis and treatment.

Xie Guiquan) believes that traditional Chinese medicine has a unique therapeutic
effect on chronic kidney disease. Based on clinical practice, it is proposed that Spleen and
Kidney deficiency as well as Turbidity and Toxin accumulation are critical for differentiation
of chronic kidney function failure. In response to the pathogenesis of chronic kidney function
failure, by focusing on the core position of Turbidity and Toxin in chronic kidney function
failure, multiple methods can be used comprehensively to remove Turbidity and Toxin, and
significant effects can be achieved. Zhan Yongli(*>1®) and others found that Turbidity and
Toxins induced diseases have the characteristics of being filthy, severe turbid, with Heat as
well as being extensive, critical and intractable, which are consistent with the clinical
manifestations and course of chronic kidney disease. Turbidity and Toxin are closely related
to the occurrence, development, and outcome of chronic kidney disease. Therefore, in
treatment, it is advisable to use methods such as sweating to spread turbidity out, applying
fragrant drugs to remove turbidity, excreting Dampness to drive turbidity out, clearing of Fu
organs to expel turbidity and using bitter taste drugs to defuse and download turbidity. With
policy of guiding the trend according to the situation, evil factors of turbidity can be expelled
and human’s Zheng Qi can be recovered.

Liu Xiaofa®”) and others proposed that the “Yi Qi” (abnormal Qi) that caused the plague
should be categorized as “Turbidity and Toxin”, and the six pathogenesis characteristics of
COVID-19 in traditional Chinese medicine have been summarized as follows: acute onset and
being easily infected and transmitted; being highly toxic and easily injuring the Zang and Fu
organs; suppressing Qi movement and facilitating Heat producing and body fluid damage;
Turbidity harming clarity condition of body and being easily obscuring the clear orifices;
being filthy and greasy and being prone to blood stasis and Phlegm generation; echoing with
the same kind of Qi and easily leading to relapse of illnesses. It is believed that the key
treatment of COVID-19 is to remove Turbidity and Toxin, to strengthen the Zheng Qi and
eliminate the evil factors throughout the whole process of the prevention and treatment. It is
also proposed that the key treatment of COVID-19 is to remove Turbidity and Toxin, to arrest
convulsion and to dredge the orifices. Su Jian et al.'®) believe that Turbidity and Toxin in
Spleen and Stomach runs through the interstitial lung disease associated with Sjogren’s
syndrome. In clinical diagnosis and treatment the degree of Turbidity and Toxin metaplasia
should be noted and in the early stage of the treatment the source of Turbidity and Toxin
generation should be intercepted, and great attention should be paid to protecting the body

Fluid; In the middle and late stages, Turbidity and Toxin should be eliminated and collaterals
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should be dredged, which is supplemented with tonifying deficiency to restore Zheng Qi.

Professor Zhou Zhongying (1) believes that the location of refractory gout is in the
meridians, with dysfunction of the Spleen and Kidney, endogenous Damp, Heat, Turbidity and
Toxin, a long-term course of disease that leads to new pathological factors such as Phlegm
and blood stasis. All of the multiple pathological factors are intertwined, being manifested as
a combination of Damp Heat, Turbidity and Toxin as well as Phlegm, blood stasis and Heat
induced by blood stasis. The main treatment method is to clear Dampness, Turbidity and
Toxin, and unblock the collaterals. In addition, according to the progression of the disease
and the evolution of pathological factors, a combination of methods such as resolving Phlegm
to remove blood stasis as well as clearing Heat in blood to remove blood stasis, etc., is
adopted for treatment. The method in Chinese medicine should be applied with referring
to western medicine so as to achieve definite therapeutic effect.

Guo Xiaochen et al. @9 elucidated that Turbidity and Toxin are not only the initiating
factor of hypertension, but also the result of the interaction of multiple factors in the
development process of hypertension. They also pointed out that timely use of methods of
Heat clearing and Turbidity dissolving with fragrant Chinese drugs to clear Turbidity and
Toxin inside the body can often achieve good clinical efficacy. Wu Shentao ?1-2%) proposed the
pathogenesis of diabetes, which is from “the Spleen dysfunction in supplying Essence” to the
“Turbidity inducing Toxin” and then the “Turbidity and Toxin stagnation”. Spleen dysfunction
in supplying Essence is an important pathological basis for the formation of diabetes, and
Turbidity is its main pathological product. Based on this core pathogenesis, the therapy of
“resolving Turbidity and Toxin” was proposed, and the intervention formula effect of
“resolving Turbidity and Toxin” was discussed from perspective of glucose and lipid toxicity
of diabetes.

Liang Yafei ®% guided the treatment of non-alcoholic fatty liver disease based on the
theory of Turbidity and Toxin, and it is found that the clinical efficacy is quite definite. It can
significantly improve the liver function, blood lipids and hemorheological indicators in
patients, significantly improve liver morphology and parenchyma, and thereby increase CT
values after liver scanning. This provides new ideas for the treatment and research of
non-alcoholic fatty liver disease and perfect the theory of Turbidity and Toxin.

Han Xinpu ?> believes that the core pathogenesis of tumor is Yang deficiency and Toxin
accumulation and external Cold can easily damage the Yang Qi of the Spleen and Stomach,
leading to abnormal distribution of Qi, blood, body Fluids and the generation of Turbidity.
The Turbidity further aggregate into toxins, forming the core pathogenesis evolution process
of gastric cancer with Yang deficiency, Turbidity producing, Turbidity malignant
transformation, and eventually Turbid and Toxin. Therefore, taking the exploration of
targeted regulation of gastric cancer micro-environment with relevant prescription drugs as
the starting point, the accuracy of micro diagnosis and treatment improvement is to be

aimed at in clinics.
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Diagnostic guidelines for blood stasis

1 Scope

This document specifies the diagnostic criteria and judgment criteria for Turbidity and
Toxin syndrome.
This document is applicable to the clinical and scientific research work of Turbid and

Toxin syndrome.

2 Normative reference documents (please choose according to the standard citation

situation)

The content of the following documents constitutes an essential clause of this document
through normative references in the text. Among them, the referenced documents with a
date are only applicable to the version corresponding to that date; the referenced documents
without a date are applicable to this document in their latest version (including all
modification forms).

Preliminary Study on Symptoms of Chronic Atrophic Gastritis with Turbidity and Toxin
Accumulation in Stomach Syndrome, which was Published in Hebei Journal of Traditional

Chinese Medicine in 2022.
3 Terms and definitions

The following terms and definitions apply to this document.
31
Turbidity and Toxin

It refers to the pathological substances formed by “becoming turbid” and then
“becoming toxic”, based on the natural physiological substances. It is a collective term for

many harmful factors to human health.
3.2
Turbidity syndrome

It refers to a group or groups of syndromes caused by Turbidity and Toxin, during which
process the body is injured by Turbidity and Toxin and the unique clinical manifestations are
produced. The main clinical manifestations include sticky stool and difficult movement of
stool, dark and dull complexion, dizziness, back pain, dry mouth, fatigue, dark red tongue,
yellow greasy or thick greasy tongue coating as well as stringy slippery or stringy thin
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slippery pulse.

4 Diagnostic criteria

4.1 Main criteria

4.1.1 Dark red or dark purple tongue, yellow greasy or dry tongue coating

4.1.2 Sticky stool and difficult movement of stool

4.1.3 Obstructed urinary or yellow (red) urinary

4.1.4 Taste disharmony (bad breath, sticky and greasy sense in mouth, dry mouth, bitter
mouth)

4.1.5 Facial darkness and dullness
4.2 Secondary criteria

4.2.1 Body drowsiness and heaviness

4.2.2 Head dizziness

4.2.3 Excessive, sticky, and foul smelling secretions

4.2.4 Abdominal stiffness

4.2.5 stringy slippery or slippery or slippery and rapid pulse

5 Judgment criteria

Tongue, pulse, and excretory indicators that meet the above criteria can be diagnosed as

Turbidity and Toxin syndrome.
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Appendix A
(informative)

Research Process of this Guide

A. 1 Research methods

A. 1.1 Literature research

In the literature review three databases have been searched: China National Knowledge
Infrastructure (CNKI), Wanfang Data Knowledge Service Platform, and CQVIP database. The
search terms are “Turbidity and Toxin”, “Turbidity and Toxin syndrome”, “Turbidity and
Toxin theory”, “Damp and Turbidity”, “Damp and Toxin” and “Toxin and blood stasis”. Based
on the characteristics of each database, a combination of theme words, keywords, and free
words was used for retrieval. Through literature research, the Turbidity and Toxin syndrome
related symptoms, physical signs, tongue images, pulse images, etc. were summarized. A
total of 4233 articles were collected through screening. Based on inclusion and exclusion
criteria, the titles, abstracts, and full text were manually excluded. NoteExpress3.6.0 software
was used to check for duplicates and eliminate duplicate articles, and 35 articles were
ultimately included. The four diagnostic information was extracted and the terminology was
standardized. A total of 78 symptoms were obtained, including 45 with a frequency of = 10%,
including sticky stool and difficult movement stool, dry mouth, fatigue, constipation, stomach
pain, restlessness, belching, bad breath in the mouth, bloating stomach, poor appetite, cloudy
urine, bloating belly, heavy body fatigue, indigestion and loss of appetite, chest tightness,
bitter taste, foul and smelly sweat, restless sleep, palpitations, dizziness, sticky mouth, less or
closed urine, heartburn and acid reflux, edema, lack of strength and lazy in speech, Five
Center restlessness and Heat, short and red urine, sore mouth and tongue, back pain, limb
pain, tumult in stomach, cold back, sore throat, stomach distension and stagnation, dizziness,
and excessive earwax, sticky and yellow turbid gum in eyes, cough with heavy and turbid
note, sticky sputum in throat, dark dull oily face, dark red or dark purple tongue, dry tongue

without saliva, yellow and greasy tongue coating, slippery pulse or stringy slippery pulse.

A. 1.2 Qualitative research

By focusing on the characteristics and methods of syndrome differentiation for
Turbidity and Toxin syndrome, and interviews were conducted with well-known experts in
the field of Turbidity and Toxin syndrome research, e.g. Chinese Medicine Master Li Diangui.
At the same time, by extensively collecting patients with traditional Chinese medicine

syndrome types that meet the criteria of Turbidity and Toxin syndrome for clinical
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investigation, a total of 320 cases of Turbidity and Toxin syndrome patients were collected in
this study.

Inclusion criteria:

a) Patients diagnosed with Turbidity and Toxin syndrome by experts;

b) Patients willing to participate in the survey;

c) Signing an Informed Consent Form.

Exclusion criteria:

a) Patients diagnosed by experts as not meeting the criteria for Turbidity and Toxin

syndrome;

b) Patients who reject the survey questionnaire and are unable to complete the scale

filling;

c) Patients with mental disorders or consciousness disorders and difficult to cooperate.

Based on the collection criteria of complete medical record information, representative
syndrome differentiation and prescription, four statistical methods, namely, discrete trend
method, correlation coefficient method, Cronbach coefficient method and factor analysis
method, were used to screen diagnostic items objectively. Through multidimensional
analysis, any one item that does not meet the screening criteria was deleted. A total of 23
items are deleted, and 22 items were ultimately selected, namely, dark red or dark purple
tongue, yellow greasy tongue coating, sticky stool and difficult movement stool, bad breath in
the mouth, sticky mouth, cloudy urine, dark dull oily face, short and red urine, dry mouth,
bitter mouth, heavy and fatigue body, foul and smelly sweat, excessive earwax, yellow sticky
and turbid gum in eyes, dizziness, slippery pulse, stringy and slippery pulse, dizziness,
fatigue, lack of strength and lazy in speech, restlessness and Heat in the Five Centers and

stuffiness and stagnation in the stomach.

A.1.3 Delphi method

Based on qualitative research results, combined with the frequency of occurrence of
each item in literature research, the initial screening is conducted, and an expert
consultation questionnaire was made. Subjective screening of items was conducted through
three rounds of Delphi expert consultation. The evaluation indexes are as follows: expert
positivity coefficient, which is represented by the response rate of the survey questionnaire;
the level of expert authority, represented by the expert authority coefficient Cr, mainly refers
to the experts’ familiarity with the item (Cs) and the experts’ judgment basis for the item
(Ca), Cr=(Cs+Ca) /2; the degree of concentration of expert opinions, expressed by mean, full
score rate and coefficient of variation; the degree of coordination of expert opinions, which is

represented by coefficient of variation and coordination coefficient.

A.2 Clinical Study
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A.2.1 Consistency Test (Scale Quality Evaluation)

After screening items through clinical research, the final retained items were compiled
to form the Turbidity and Toxin Syndrome Diagnosis Scale-Quality Evaluation Form for scale
quality (feasibility, reliability, validity) evaluation. The cross-sectional survey method was
used, and the inpatients and outpatient patients from 14 departments (Cardiovascular,
Digestive, Respiratory, Encephalopathy, Nephrology, Endocrinology, Rheumatology and
Immunology, Gynecology, Hematology, Oncology, Dermatology, Orthopedics, Surgery, and
Peripheral Vascular/Proctology) of Hebei Provincial Hospital of Traditional Chinese
Medicine were selected in early September 2022. The Corsch method was used to estimate
the sample size based on the multivariate analysis of previous clinical epidemiological
cross-sectional surveys, Sample size=investigation (number of related factors or
variables)x(5-10 times). Provide SOP training to investigators, including the purpose and
significance of this investigation, methods of investigation implementation, etc., to clarify
their responsibilities and ensure the reliability and accuracy of data. The questionnaire was
mainly based on patient self-evaluation, and the investigator was only responsible for
explaining the literal meaning and recording the time required for patients to complete the

scale.

A.2.1.1 Feasibility

It means the degree of acceptance of the scale and the quality of its completion, including

acceptance rate, completion rate, and completion time, were mainly evaluated.

A.2.1.2 Reliability

It means the evaluation of the quality of a scale from the perspective of reliability, often
reflected by calculating correlation coefficients. In this study, Split half reliability and

Cronbachacoefficient were used as indicators for reliability evaluation.

A.2.1.3 Validity

It means the evaluation of the quality of a scale in terms of validity and accuracy, that is,
whether the scale can effectively and accurately measure the “true value” of the measured
objective. The higher the validity, the more the measurement results can display the true
characteristics of the object being measured. In this study the surface validity, content
validity, discriminant validity, and structural validity were used as validity evaluation

indicators
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A.2.2 Diagnostic testing

After the constructing of a scale framework as well as the establishing of an item pool,
item screening, item weighting, and establishing diagnostic thresholds, a preliminary
diagnostic scale for turbid toxin syndrome was established. However, the actual diagnostic
ability of the scale needs to be further evaluated. In this study, the diagnostic testing was
used to preliminarily verify the performance of the turbid toxin syndrome diagnostic scale.

Retrospective testing was conducted on patients surveyed from multiple centers, and
prospective testing was conducted on newly diagnosed patients with turbid toxin syndrome.
Sensitivity, specificity, accuracy and likelihood ratio were calculated and analyzed to
determine whether the diagnostic criterion has clinical value and feasibility.

The established diagnostic scale for Turbidity and Toxin syndrome, a total of 320
inpatients and outpatient patients from 14 departments (Cardiovascular, Digestive,
Respiratory, Encephalopathy, Nephrology, Endocrinology, Rheumatology and Immunology,
Gynecology, Hematology, Oncology, Dermatology, Orthopedics, Surgery, and Peripheral
Vascular/Proctology) of Hebei Provincial Hospital of Traditional Chinese Medicine were
selected in early September 2023 for differential diagnosis, and corresponding differential
diagnosis results were obtained. The diagnosis results of the scale with those of clinical
physicians were compared, and the corresponding diagnostic test four grid table was drawn.
In addition, the results of sensitivity, specificity, accuracy, positive likelihood ratio, negative

likelihood ratio and other indicators were calculated.
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