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INTRODUCTION

Atopic dermatitis (AD) or atopic eczema (AE) is a chronic inflammatory and relapsing skin disease and occurs in all age groups. Incidence of the disease has been increasing in recent years in both developed countries and developing countries. Percentage of atopic dermatitis accounts for about 10-20% in children, 1-3% in adults. Quality of life of patients with atopic dermatitis is affected. So far, causes and pathogenesis are not completely understood; clinical signs change with age, the disease is manifested in many different non-specific symptoms; there is no specific test to diagnose the disease, no one medication or method for completely treatment. Today, modern medicine still faces with difficulties in treating patients affected with atopic dermatitis. Traditional medicine yields many positive results in treating skin diseases in general and atopic dermatitis in particular by way of “internal taking and external applying”.
TP4, a product of traditional medicines, is extracted from 13 herbs; effectively reduces skin dryness and resists allergy (Duong huyet nhuan tao, khu phong chi duong”, and is suitable for the treatment of chronic atopic dermatitis and types of thick or dry skin...
The dissertation “Studying the therapeutic effects of TP4 drug combined with Fucidin-H for the treatment of over 12 years old patients with chronic phase of atopic dermatitis” is conducted with three objectives:
1. Define the toxicity of TP4 drug on experimental animals.
2. Research some of pharmacological effects of TP4 drug on experimental animals.
3. Assess the therapeutic effects of TP4 drug in combination with Fucidin-H for the treatment of over 12 years old patients with chronic phase of atopic dermatitis.

PRACTICAL SIGNIFICANCE AND NEW CONTRIBUTION OF THE DISSERTATION
This dissertation’s research helps to create a product of traditional medicine to treat atopic dermatitis at chronic phase, a disease that modern medicine now still faces with difficulty in treatment. The drug hardly causes any undesirable effects while brings about relatively high treatment efficiency.
The research of applying traditional medicine in treatment of chronic phase atopic dermatitis which contributes to elucidating traditional medicine theory and gradually modernizes traditional medicine is the work with practical scientific significance. Especially, as a country with long tradition in using traditional medicine to take care the health of community, the results of this dissertation present new and very practical contributions. 
The structure of the dissertation:
Apart from 2 pages of introduction, 3 pages of conclusions and recommendations, the dissertation has 4 chapters:
Chapter 1: Overview of the study: 35 pages
Chapter 2: Objects and methods of research: 19 pages
Chapter 3: Results: 34 pages
Chapter 4: Discussions: 37 pages
The dissertation has 39 tables, 7 graphs, 10 pictures, 3 diagrams and annexes, 136 referential documents (Vietnamese language: 60, English language: 43, Chinese language 33) and there are 3 articles related to the dissertation has been published.

Chapter 1. OVERVIEW

1.1. OVERVIEW OF ATOPIC DERMATITIS DISEASE     

According to modern medicine, atopic dermatitis is that our skin in a condition of chronic inflammation, dryness, itch, and being easy to relapse. This disease is common in people whose family members or themself traditionally affected with  other atopy diseases such as allergic rhinitis/fever, bronchial asthma...
According to traditional medicine, this disease is one of “Huyet phong sang”, style that is an irritated and itchy skin disease related to factors of hereditary family; the fact that disease evolves worse or better, or relapses greatly depends on internal and external factors such as mild disease progression, relapse greatly influenced by factor sin side and out side asstress, anxiety, ataxia eating habit or too much fresh seafood meal...

According modern medicine, the treatment of AD is primarily performed by using local and systemic drugs such as anti-histamine, antibiotics, corticoid,… and moisturizer. Mean while, according traditional medicine, the treatment of AD is performed by way of internal taking and external applying “Bien chung luan tri phan the”. For “Huyet hu phong tao” type, method of treatment is “Duong huyet nhuan tao, khu phong chi duong” with “Đuong quy am tu gia giam”; the items often used are Radix Angeliae sinensis, Radix Paeoniae lactiflorae, Fructus Tribuli terrestris, Radix Astragali menbranacei, Herba Elsholtziae ciliatae, Radix Saposhnikoviae divaricatae, Periostracum Cicadae, Radix Glycyrrhizae…

1.2. OVERVIEW OF THE STYDYING DRUG
1.2.1. Overview of the TP4 drug

TP4 is a product of traditional medicine and extracted from 13 herbs; TP4 drug is a combination of ancient remedies “Duong quy am tu” of "Dan Khe Tam Phap" of “Nguyen” dynasty and clinical treatment experience of the Military Institute of Traditional Medicine. To have an appropriate drug to treat chronic phase of atopic dermatitis, we used the “Đuong quy am tu” plus 5 items (Flos Lonicerae, Fructus Arctii lappae, Periostracum Cicadae, Radix Tricosanthis, Fructus Psoraleae corylifoliae) and minus 2 items (Conioselinum Univitatim, Polygonum).

The effects of TP4 drug are “Duong huyet nhuan tao, khu phong chi duong”.


TP4 and Fucidin-H combination has been used for clinical treatment of more than 30 patients over 12 years old effected with atopic dermatitis at chronic phase at a dose 100ml/day of TP4 (ratio of 1:1); treatment effectiveness is 100% of which good and fair ratio for 83.33%; especially TP4 is better at reducing the signs of itch and skin dryness than in group of people who use loratadin; TP4 almost has no undesirable effects.
1.2.2. Overview of the control drug and salve 


- Control drug 


Loratadin is a three circle anti-histamine drug which helps to prolong effects. The drug is a selective antagonist of peripheral H1 receptor and has no easing effects on the central nervous system. Loratadin belongs to 2nd generation H1 receptor antagonist group, has no hypnagogue  effects at therapeutic dose, frequency of side effects is lower than other 2nd generation anti-histamines.


- Salve


Fucidin-H, the drug is prepared as cream. Ingredient: 1% hydrocortison acetat and 2% fusidic acid. The drug has effects of anti-inflammatory and anti-bacteria at wounded areas.
Chapter 2. MATERIAL, OBJECTIVES AND RESEARCHING METHOD
2.1. RESEARCHING MATERIAL

- TP4 drug

+ The formula for preparing a bottle of 150ml TP4 extract (ratio 3:1)

Radix Angeliae sinensis 36g, Radix Paeoniae lactiflorae 45g, Radix Rehmanniae glutinosae 45g, Radix Saposhnikoviae divaricatae 36g, Fructus Tribuli terrestris 27g, Herba Elsholtziae ciliatae 27g, Flos Lonicerae 45g, Radix Astragali menbranacei 45g, Radix Glycyrrhizae 13,5g, Fructus Arctii lappae 45g, Fructus Psoraleae corylifoliae 27g, Radix Tricosanthis 45g, Periostracum Cicadae 13,5g.

+ Preparation and process: the drug is formulated by type of liquid glue in the Pharmacology Department of the Military Institute of Traditional Medicine, under a unified process and in conformity with standard of Vietnamese Pharmacopoeia IV. The drug is tested to meet fundamental standards by the Drug Testing Institute, Ministry of Health, facility standards. 


- Control drug

Loratadin 10mg, capsule, DHG Pharma 


- Salve
Fucidin-H cream, 15 grams tube, Leo Laboratories Limited (Ireland).
2.2. RESEARCHING OBJECTIVE

- In experimental samples

13 purebred guinea-pig, weighing 250 ( 50g; 168 Swiss white mice, 20 ± 2g, weighing 20 ± 2g; 64 white rats, weighing 150 - 180g; 30 New Zealand White rabbit, weighing 1.8 - 2.2kg.

- In clinical

103 patients from 15 to 79 years old, were diagnosed to be effected with atopic dermatitis at chronic phase (according to modern medicine), or “Huyet phong sang the huyet hu phong tao” (according to traditional medicine) and had no medicament for more than 4 weeks, examined and treated at the Military Institute of Traditional Medicine from Jun. 2013 to Jan. 2015.

2.3. RESEACHING METHOD 
2.3.1. Research on experimental animals

2.3.1.1. Identifying toxicity of TP4 drug on experimental animals

- Allergenicity of TP4: to assess the potential allergenicity of TP4 drug on experimental animals through the detection of the allergic antibodies in guinea pig’s serum by mastocyt cell breaking reaction according to Ishimova’s method.

- Studying acute toxicity of TP4: define acute toxicity and calculate LD50 of TP4 drug on white mice by oral use by Litchfield -Wilcoxon’s method.

- Studying chronic toxicity of TP4: to be carried out on rabbit with dose 6.0g/kg/day (equivalent to dose used on human being, by coefficient 3) and dose 18.0g/kg/day (3 times the dose used on human being) on testing period of 4 weeks. Monitor weight, eating, sleeping, activity, digestion, hematology, biochemical function of liver and kidney; histopathology of liver and kidney. Compare to the control that drink water.
2.3.1.2. Research some of the pharmacological effects of TP4 drug on experimental animals

- Research acute anti-inflammatory effects of TP4: in model of white rats’ sole with oedema caused by carrageenin according to Winter’s method and in model of white rats with ascites caused by carrageenin + formaldehyde solution.

- Research chronic anti-inflammatory effects of TP4: by method of causing granuloma on white mice.

- Research anti-allergic effects of TP4: on model of itchy protozoal on mice with compound 48/80.

2.3.2. Clinical research

2.3.2.1. Research methods in clinical practice


By method of open clinical experiment, compare to before and after treatment and compare to the control group.

2.3.2.2. Design of research and therapy


Patients are divided into two groups similar in age, time of affection and degree of affection according to SCORAD scale. 

Studied group: 52 patients take TP4 x 100ml (ratio 1:1)/day, 15 - 20 minutes after lunch, apply fucidin-H cream x 1 time/day, 10-15 minutes after bath. 

Control group: 51 patients take loratadin 10mg x 1 capsule/day, 15 - 20 minutes after lunch, apply fucidin-H cream x 1 time/day 10-15 minutes after bath. 

These groups are monitored treatment outcomes every week and ended after 4 weeks.

2.3.2.3. Steps of research

Set up medical records. Clinically examine under modern medicine and traditional medicine. Diagnose disease and type of disease. Select patients. Collect all necessary indexes. Conduct treatment. Collect indexes to weekly fill in individual patients’ research sheets after 4 weeks. Subclinical: monitor biochemical and haematological tests; conduct IgE tests for 81 patients before treatment, 32 patients after treatment that has high pre-treatment IgE index within the studied group. Monitor unexpected effects.

2.3.2.4. Rules and criteria for assessing results      

Assess the effects of treatment by SCORAD      
SCORAD = A/5 + 7(B/2) + C = ... 103 points (maximum points).      

Assess the effectiveness of treatment: treatment efficacy is calculated by percentage reduced SCORAD by formula: (before treatment SCORAD - after treatment SCORAD)/before treatment SCORAD x 100.      

Rules: good: 75-100%; fair: 50-< 75%; average: 25-<50%; poor: <25%.      

Subclinical rules: IgE index points (IU/ml): <100; ≥100 ; >2000. IgE index: normal when <100; increase when ≥100.
2.4. METHOD OF DATA PROCESSING

The results are presented in tables, rate charts, frequency, average index (
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±SD). Database is processed by method medical statistics on the computer by software SPSS 16.0. The differences are statistically significant when p<0.05.

Chapter 3. RESEARCHING RESULT
3.1. TOXICITY OF TP4 DRUG ON EXPERIMENTAL ANIMALS

3.1.1. Allergenic ability of TP4


There is no vagary of body condition and skin reactions in the two studied batches mouse. The test showed that the ratio of mastocyt cells that were broken in mice group taking TP4 with dose of 14.0g/kg/day (equivalent to dose used on human being) was not different to that of control group (p>0.05).

Therefore, TP4 has low antigenic nature and less likely cause allergies.
3.1.2. Researching results of TP4 acute toxicity


The researching process showed that after drinking TP4 with gradually increasing dose from 15.0g/kg to 75.0g/kg (maximum dose that is drinkable) for 72 hours, all studies mice has no signs of acute toxicity and no mine died. It is unable to determine dose that cause death to 50% of experimented animals (LD50) of TP4 drug.
3.1.3. Researching result of TP4 chronic toxicity

- The common states in three experimental bathes of rabits are that they all operate normally, their weight increase in compared to that of before research, the level of weight increasing of the control group is similar to that of the group that using TP4 (p>0.05).


The tests reveal that the number of erythrocyte, content of hemoglobin, hematocrit, average volume of erythrocyte, number of leukocyte, WBC formula and number of glomerule; AST, ALT, total bilirubin concentration, albumin and cholesterol, creatine concentration in experimented group 1 and experimented group 2 are not different to that of the control at time of before and after 2 weeks and 4 weeks of using TP4 (p>0.05).


- Pathologic histology (after 4 weeks of using TP4).


+ Macroscopy: the monitoring process showes that there are no pathological, macroscopic changes in hearts, lungs, livers, spleens, pancreas, kidneys and digest systems of rabits in control group and 2 experimented groups.

+ Microscopy:

* Microscopic morphology of rabit’s liver: control group; 2/3 medical samples show a slight degradation of liver cell; 1/3 samples show picture of a moderate degradation. The experimented group 1; with rabits that using TP4 at a dose of 6.0g/kg/day, the samples show picture of a moderate degradation of liver cell. The experimented group 2; with rabits that using TP4 at a dose of 18.0g/kg/day, the samples show picture similar to that of control group.

* Microscopic morphology of rabit’s kidney: control group; 2/3 samples showed picture of normal structure of microscopic kidney, 1/3 samples showed picture of slight degeneration of tubular contortion. In experimented group 1, with rabits using TP4 at dose of 6.0g/kg/day, samples showed picture of slight degeneration of tubular contortion. In experimented group 1, with rabits using TP4 at dose of 18.0g/kg/day, the microscopic picture of structure was similar to that of control group.

With dose of 6.0g/kg/day (equivalent to dose used on human being) and dose of 18.0g/kg/day (three times higher than dose used on human being), using continuously in 4 weeks, there is no change on haematology index, blood biochemical indexes and liver and kidney pathologic histology of experimented rabbit compared to control group. 
3.2. SOME PHARMACEUTICAL EFFECTS OF TP4 DRUG ON EXPERIMENTAL ANIMALS
3.2.1. Acute anti-inflammatory effects of TP4 
3.2.1.1. Acute anti-inflammatory effects of TP4: in model of white rats’ sole with oedema caused by carrageenin
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Figure 3.1. The level of oedema reaction of TP4


With dose of 14.0g/kg/day (equivalent to dose used on human being) and 28.0g/kg/day, TP4 have inhibited oedema reaction effects in mice legs at time of 6 and  24 hours compared to control group (p<0.05-0.01).    
3.2.1.2. Acute anti-inflammatory effects of TP4 in model of peritoneum ascites
In group that using TP4 with a dose of 14.0g/kg/day (equivalent to dose used on human being), the volume of phlogistic fluid, the number of white blood cells and the content of protein in phlogistic fluid decreased apparently compared to the control group (p<0.05).

3.2.2. Chronic anti-inflammatory effects of TP4

Chronic anti-inflammatory effects of TP4 by method of causing granuloma on white mice in 8 days: the group that used TP4 with dose of 24.0g/kg/day (equivalent to dose used in human being) and 48.0g/kg/day, the decreased level of granuloma weight was 13.09% (at dose of 24.0g/kg/day); 23.65% (at dose of 48.0g/kg/day). Compared to the control group, the difference had no statistic significance with p>0.05.
3.2.3. Anti-allergic effects of TP4
Number of scratching
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Figure 3.2. The effects of TP4 on scratching reflex of mice

With dose of 24.0g/kg/day (equivalent to dose used in human being) and 48.0g/kg/day, the average number of scratching of mice at time from >10-15 minutes, >15-20 minutes and in 20 minutes decreased apparently. It was statistically significance in compared to sample groups; TP4 had same effects as of methylprednisolon with dose of 6.0mg/kg/day at all time of monitoring; had the same effects as of ketotifen 1.0mg/kg/day at all time of monitoring, especially at time of >15-20 minutes, TP4 proved better than ketotifen 1.0mg/kg/day (p<0.05-0.01).

3.3. THE THERAPEUTIC EFFECTS OF TP4 DRUG COMBINED WITH FUCIDIN-H FOR THE TREATMENT OF CHRONIC ATOPIC DERMATITIS OF PATIENTS OVER 12 YEARS OLD 
3.3.1. The results of clinical treatment
- Xeroderma reduction: scores point of xeroderma: decrease from 1.46±0.58 (before treatment) in studied group to 0.52±0.58 (after treatment) with p<0.001; from 1.39±0.49 (before treatment) in control group to 1.04±0.53 (after treatment) with p<0.01. The greater reduction was saw in studied group when compared with control group with p<0.001.

Table 3.31. SCORAD Scores
	SCORAD 
	Before
treatment
	After 2 weeks 
	After 4 weeks
	Reduction
after 4 weeks
	p(b-a)

	Studied group (n=52)
	40.85

±16.33
	26.02

±15.36
	16.57

±15.20
	24.28
	<0.001

	Control
group (n=51)
	39.88

±15.97
	
	20.41

±14.22
	19.47
	

	p(c-s)
	>0.05



After treatment for 2 weeks and 4 weeks; SCORAD scores of studied group obviously reduced compared to that before treatment (p<0.001). After 4 weeks treatment, SCORAD scores of control group obviously reduced compared to that before treatment (p<0.001). SCORAD scores of the studied group reduced more than that of the control group, but the difference was not statistically significant (p>0.05).

- Treatment effectiveness
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Chart 3.5. Effectiveness after 4 weeks of treatment of two groups

After 4 weeks of treatment, the good and fair rate of studied group was higher than that of control group. The difference was statistically significant with p<0.01.
3.3.2. Subclinical researched results

- IgE index

Table 3.35. Patients’ IgE index increased before treatment in studied group (n = 32)
	IgE (IU/ml)
	Before treatment
	After 4 weeks
	p(b-a)

	100 - ≤2000  (n=28)
	571.09±493.15
	470.19±405.93
	<0.01

	>2000 (n=4)
	>2000
	>2000
	>0.05



In studied group, patients’ IgE index increased before treatment; after 4 weeks of treatment, the reduction of IgE in 100 - ≤ 2000 groups was statistically significant compared to before treatment (p<0.01).
- WBC and absolute value of eosinophil
Table 3.36. WBC number and absolute value of eosinophils
	Index
	Studied group (n=52)
	Control group (n=51)
	p(2-4)

	
	Before treatment
(1)
	After 4 weeks
(2)
	Before
treatment
(3)
	After 4 weeks
(4)
	

	WBC (G/l)
	7.43
± 2.03
	6.53
±1.56
	7.05 
±1.38
	6.51 ±1.00
	>0.05

	p(b-a)
	<0.05
	>0.05
	

	Eosinophils
(cell/µl)
	678.92

±982.91
	416.46

±504.60
	498.29

±359.78
	415.76

±293.25
	<0.05

	p(b-a)
	<0.001
	>0.05
	



After 4 weeks of treatment; number of white blood cell in studied group reduced obviously, the difference was statistically significant (p<0.05); the reduction was also seen in the control group, but it was not statistically significant (p>0.05); the number of white blood cell of the two groups decreased similarly (p>0.05).

After 4 weeks of treatment; the absolute value of eosinophilin the studied group decreased obviously with p<0.001; the reduction was also seen in the control group, but it was not statistically significant (p>0.05). The absolute value of eosinophil in experimental group decreased more than that of control group (p<0.05).

3.3.4 . Unwanted effects

3.3.4.1. Clinically: atfer 4 weeks of using the drug in the two groups: there were no manifestation of fatigue, headache, dizziness or itching rise; no unusual signs on the circulatory, respiratory, digestive, urinary system.
3.3.4.2. Sub-clinically: after 4 weeks of treatment; some biochemical and haematological indexes changed compared to before treatment and the changing was not statistically significant in the two groups (p>0.05).
Chapter 4. DISCUSSION

4.1. TOXICITY OF TP4 DRUG ON EXPERIMENTAL ANIMALS

4.1.1. Allergenicity of TP4


The evaluation of the potential allergenicity of TP4 on purebred guinea showed body condition, skin reactions of mice in two studied group, there was not any unusual changes. The result of test of broken mastocyte cells in the two group, there was no statistically significant difference (p>0.05).

Therefore, TP4 was less likely to cause allergic reactions in experimental animals.
4.1.2. Results of acute toxicity research TP4


With doses increasing from 15.0g/kg to 75.0g/kg in mice, the researched results showed that after taking the drug, mice in all groups act normally, no mouse died in all group within 72 hours, no signs of poisoning or abnormality in mice for 7 consecutive days; no identification of lethal dose 50% (LD50) of TP4. The researched results show that TP4 drug has a wide range of safety.
4.1.3. Chronic toxicity of TP4


With dose 6.0g/kg/day (clinical equivalent) and dose 18.0g/kg/day and using continuously in 4 weeks, there were no signs of changing of indexes of haematology, blood biochemistry and histopathology of rabbit’s liver, kidney.

Thus, TP4 was very suitable for long-term therapy in patients with chronic phase atopic dermatitis.
4.2. SOME OF THE PHARMACEUTICAL EFFECTS OF TP4 DRUG ON EXPERIMENTAL ANIMALS
4.2.1 . Acute anti-inflammatory effects of TP4
4.2.1.1. Acute anti-inflammatory effects of TP4: in model of white rats’ sole with oedema caused by carrageenin

TP4 with dose of 14.0g/kg/day and 28.0g/kg/day, take orally in 5 consecutive days, can inhibit rat’s paw oedema reaction at times of 6 hours and 24 hours compared with the control group (p<0.05-0.01). This effect was conformable to the characteristics of herbal medicine: the anti-inflammatory effect of herbal medicine is always slower than that of modern medicine.
4.2.1.2. Acute anti-inflammatory effects of TP4: in model of white rats with ascites.

TP4 with dose of 14.0g/kg/day and 28.0g/kg/day,  take orally in 5 consecutive days can reduce apparently volume of inflammatory exudate, number of white blood cell, and  protein amount in exudate when compared with that of control group (p<0.05).

Therefore, TP4 promoted anti-inflammatory effects on both models.
4.2.2. Chronic anti-inflammatory effects of TP4

TP4 with dose of 24.0g/kg/day and 48.0g/kg/day, using for 8 days tended to reduce granuloma weight, but there was no difference when compared to that of control batch (p>0.05). TP4 had anti-tumour herbs such as Radix Tricosanthis, Fructus Tribuli terrestris, Radix Astragali menbranacei, Fructus Arctii lappae... and had anti-inflammatory herbs such as Flos Lonicerae, Radix Angeliae sinensis, Radix Glycyrrhizae... Thus, the above-mentioned herbs in TP4 had effects in reducing the formation of granuloma, but not as strong as methylprednisolon.
4.2.3. Anti-allergic effects of TP4


TP4 with 2 doses of 24.0g/kg/day and 48.0g/kg/day; using for 5 days, had same effects as of methylprednisolon 6.0mg/kg/day at all time of monitoring; had the same effect as of ketotifen 1.0mg/kg/day at all time of monitoring; but at the time >15-20 minutes, TP4’s anti-allergic effects of both doses were better than that of ketotifen. So anti-itching features of TP4 on experimental animals had clearly manifested, can be on par with corticosteroids (methylprednisolon), even better than antihistamines (ketotifen) at time of >15-20 minutes.

The herbs in TP4 has anti-allergic, anti-inflammatory effects on the immune system such as Herba Elsholtziae ciliatae, Radix Saposhnikoviae divaricatae, Fructus Tribuli terrestris, Radix Astragali menbranacei, Radix Paeoniae lactiflorae and when being combined with Radix Glycyrrhizae, Flos Lonicerae… they can resist anaphylactic shock in guinea pigs… These very herbs give TP4 similar effects as methylprednisolon and ketotifen.
4.3. THE THERAPEUTIC EFFECTIVENESS OF TP4 DRUG COMBINED WITH FUCIDIN-H FOR THE TREATMENT OF CHRONIC PHASE ATOPIC DERMATITIS ON OVER 12 YEARS OLD PATIENTS 
4.3.1. Clinical treatment effectiveness
- Reducing skin dryness: after 4 weeks of treatment, skin dryness ofthe experimental group decreased more than that of the control group with p<0.001.

The effects of “Duong huyet nhuan tao, khu phong chi duong” of TP4 are thanked to Radix Angeliae sinensis, Radix Paeoniae lactiflorae, Radix Rehmanniae glutinosae, Radix Angeliae sinensiscombination with Radix Astragali menbranacei...; when our body has enough or more blood, the constipation will disappear, when our skin is fresh, its dryness will vanish. Therefore, the very effects of these herbs make the skin dryness of the experimental group better than of the control group with p<0.001.


- SCORAD: after 2 weeks and 4 weeks of treatment; SCORAD score of the studied group clearly reduced compared to that before treatment (p<0.001). After 4 weeks of treatment, SCORAD score of control group clearly reduced compared to that before treatment with p<0.001. SCORAD score of the studied group reduced more than that of the control group, but the difference has no statistic meaning (p>0.05).

The study of Chau Van Tro: after 2 weeks of treatment, SCORAD score reduced when compared to that before treatment with p<0.001. The study of Vuong Hai Ba: after 4 weeks of treatment, SCORAD score decreased less than that of before treatment with P>0.05, the drug has not side effects.

Our study: after 2 weeks of treatment, SCORAD score decreased less than that of the study of Chau Van Tro and decreased more than that of the study of Vuong Hai Ba.

- Treatment effectiveness: after 4 weeks of treatment,  good and pair results accounted for 80.77% (the studied group) and 62.75% (the control group); So therapeutic effectiveness of the studied group was better than that of the control group (p<0.01). The study of Vuong Truong Hai; using “Đuong quy am tu” combined with using clopheniramin for the treatment of 36 AD patients. Results: the effectiveness reached by 100%. Our results were corresponding to the results of these above authors.
Experimental research showed that TP4 have effects of acute anti-inflammation, chronic anti-inflammation and anti-allergy. Especially, it was equal to corticoid (methylprednisolon) and anti-histamin (ketotifen) in anti-allergy. 

Thus the anti-inflammatory, anti-allergic effects of TP4 on experimental research demonstrated good clinical treatment.
4.3.2. Effectiveness of subclinical treatment

- IgE Index: among 28 patients who had IgE indexes from 100 - ≤ 2000, after 4 weeks of treatment; IgE indexes reduced from 571.09±493.15 to 470.19±405.93 with p<0.01.

The study of Tang Chieu Minh: monitoring 47 AD patients who were treated by drinking and bathing with traditional medicine according to dialectical therapy, after 1 to 4 months of treatment, the IgE index reduced from 3467.59±961.72 to 2325.44±763.11 (p<0.01).

Our results were conformable with the results of above authors. TP4 has such herbs that have impacts on the immune system as Radix Angeliae sinensis, Radix Saposhnikoviae divaricatae, Fructus Tribuli terrestris, Radix Astragali menbranacei, Radix Tricosanthis; effects prevent anaphylactic shock in guinea pigs as Flos Lonicerae... So these herbs contributed to the reduction of the concentration of IgE.

- White blood cell and eosinophil: after 4 weeks of treatment; the number of white blood cells reduced when comparing to that before treatment with p <0.05 (the studied group); with p>0.05 (the control group), the two groups seen the same reduction (p>0.05). The absolute value of eosinophil reduced when comparing to that before treatment with p<0.001 (the studied group); with p>0.05 (the control group), the reduction was statistically meaningful when comparing the two groups (p<0.05).

TP4 has herbs of antiseptic, antibacterial, and improving quality of WBC such as Radix Astragali menbranacei, Fructus Psoraleae corylifoliae, Radix Tricosanthis, Radix Saposhnikoviae divaricatae, Radix Rehmanniae glutinosae, Radix Paeoniae lactiflorae. It also has herbs of anti-inflammatory, antihistamines such as Flos Lonicerae, Herba Elsholtziae ciliatae, Fructus Tribuli terrestris, Radix Paeoniae lactiflorae. When being combined with Radix Glycyrrhizae, these herbs help reduce significantly the number of WBC in both clinical and subclinical testing (p<0.05); while the control group does not have this effect.
4.3.3. Undesirable effects


Clinical and subclinical results showed that TP4 and Fucidin-H combination had no undesirable effects. On the other hand, when conducting research on experimental animals, TP4 was less likely to cause allergies, less toxically, had not impact on blood-forming organs, liver and kidney function. Thus TP4 had no undesirable effects on experimental animals and in studied patients.
CONCLUSION


Through the study of toxicity, some pharmacological effects of TP4 drug on experimental animals and 103 over 12 years old patients with chronic phase atopic dermatitis, treated by TP4 drug  combined with Fucidin-H at the Military Institute of Traditional Medicine from 6/2013 to 01/2015; we reached the following conclusions
1. The toxicity of TP4 extract on experimental animals 

TP4 is of high safety on experimental animals 

- Less likely to cause allergies in purebred Guinea-pig at a dose of 14.0g/kg/day.


- Unable to identify the lethal dose 50% (LD50) in white mice although mice can take the highest usable dose of 75.0g/kg weight/day. 

- TP4 with doses of 6.0g/kg/day and 18.0g/kg/day by oral use, after 4 weeks using (the period equivalent to that of clinical treatment), TP4 drug did not impact on the overall habitus as well as hematological and biochemical tests and the changing of macroscopic images of organs and microscopic images of rabbits’ liver and kidney when comparing with the control group.

2. Some of pharmacological effects of TP4 drug on experimental animals

TP4 has anti-inflammatory, anti-allergic effects in experiment animals

- Acute anti-inflammatory effect: with dose of 14.0g/kg/day and 28.0g/kg/day, TP4 was effective in resisting acute inflammation in model of white rats’ sole with oedema caused by carrageenin at time of 6 hours and 24 hours; effective in resisting acute inflammation in model of mouse’s ascites caused by carrageenin + formaldehyde; significantly reduced the volume of inflammatory exudate, number of WBC and content of protein in inflammatory exudate.

- Chronic anti-inflammatory effects: TP4 is able to inhibit granuloma on white mice: a degree of inhibition of granuloma is measured up to 13.09% (dose 24.0g/kg/day) and 23.65% (dose 48.0g/kg/day). However, the inhibition is not statistically meaningful when comparing with the control group.

- Anti-allergic effects: with dose of 24.0g/kg/day and 48.0g/kg/day, TP4 has anti-allergic effects on white mice; has the same effects with methylprednisolon 6.0mg/kg/day and ketotifen 1.0mg/kg/day at all monitoring points, especially at the point >15-20 minutes, the effects of TP4 are better than that of ketotifen.
3. Therapeutic effects of TP4 drug combined with Fucidin-H in treating over 12 years old patients with chronic phase atopic dermatitis 

After 4 weeks of treatment at a dose of 2.0g/kg/day by oral use

- Treatment results 

+ Modern medicine

In clinical treatment: reducing erythema, papular eruption, excoriation, lichenization, skin dryness, itching, insomnia, SCORAD index; better in reducing skin dryness than loratadin; treatment results reached 100% (36.54% good, 44.23% fair) and higher than loratadin; good and fair results in groups of 15-<30, 30-60 years old were higher than groups of >60 years old; good and fair results of group of ≤3 years old is higher than that of >3 years old; therapeutic effect of group of >3 years old patients was better than loratadin. 

In subclinical treatment: reducing IgE index from 571.09±493.15 to 470.19±405.93; reduced the number of white blood cell from 7.43±2.03 to 6.53±1.56; reducing eosinophils from 678.92±982.91 to 416.46±504.60 and was better than loratadin.

+ Traditional medicine


TP4 is effective in treating congested tongue, itching, insomnia, constipation, especially better than loratadin in treating high temperature symptoms and warm palm.

- Undesirable effects: during researched period, there were no signs of undesirable effects in clinical and subclinical standard.

SUGGESTIONS


1. Continue to research atopic dermatitis with larger numbers of patients and longer treatment duration to assess effects on clinical treatment with high reliability; to better understand the effects of anti-itch, skin dryness reduction, IgE and eosinophils reduction, and undesirable effects of TP4 drug on clinically.

2. TP4 drug should be put into extensive use to treat some skin diseases with itching and dryness symptoms.

3. A research should be conducted to transform TP4 into caplets, dissolved porridge or granulated medicine.
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