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Introduction 

For technical guidelines on evaluation of product efficacy (including principal pharmacodynamic 
studies, general pharmacological studies and clinical trials), please refer to the details in appendix 
1-3. 

The guidelines in these appendices contain general requirements for the evaluations. Test methods 
other than those specified here, which are approved by the Chinese Medicines Board, may also be 
adopted. 
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Appendix I 

Principal pharmacodynamics studies 

Technical guidelines 

1. 	  Selection of test methods 

(i) When designing the tests for principal pharmacodynamics studies, appropriate animal disease 
models and proper test methods should be adopted. As Chinese medicines can have multiple 
pharmacological actions or present its effects via different routes, thus proper methods should be 
adopted as to provide evidence to support their pharmacodynamics claims.      

(ii) There are major differences between normal physiological and pathological status, individuals 
may react differently to the drugs administered. So when conducting principal 
pharmacodynamics studies, appropriate animal disease model must be adopted, i.e. specific 
pathological status of the investigated disease must be simulated on the test animals, and observe 
the pathological changes after the administration of the drug. Thereafter, evaluate the efficacy of 
the drug. 

(iii) Pharmacodynamics tests are mainly in vivo studies and when necessary in vitro studies may 
needed. These investigation results from tests at different levels and aspects are necessary. 

(iv) Results of principle pharmacodynamics studies for Chinese medicine injections should be 
compared with its oral route. 

2. 	 Selection of experimental animals: 

Depending upon specific requirements of various tests, test animals shall be properly selected, and 
characteristics of the animals such as species, gender, age, weight, health conditions, feeding 
conditions as well as the source shall be recorded in detail. 

3. 	 Control Group: 

Control groups shall be set up for principal pharmacodynamics studies. The control groups shall 
include: 
(i) 	 Normal blank control group (normal animals with placebo administered) 
(ii) 	 Disease model control group (animal models with the specific disease, placebo administered) 
(iii) Positive control group (animal models with the specific disease, known effective medicines 

administered) 

4. 	 Administration dosages and routes 

(i) 	 At least three different dose groups shall be set up for each test, and the dosage shall be 
properly chosen so as to clearly indicate relations between dosage and therapeutic 
effectiveness. 

(ii) 	 Route of administration in the test shall be in accordance with the route in clinical practice. 

5. 	  Observation and assessment indices 

The indices selected for observation and assessment shall be able to reflect the therapeutic actions of 
the test medicines to the diseases. 

6. 	  Test results shall be properly analysed statistically. 
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Appendix II 

General pharmacological studies  
 

Technical guidelines  

1. Test method: 


General pharmacological studies shall include investigations of  various pharmacological effects 


in test animals that the drug may have on the nervous system, cardiovascular system as well as 


respiratory system, etc. 


 

2. 		 Selection of test animals: 
 Mouse, rat, cat, dog, etc., with no specific requirement for genders, are usually used for tests. 

However, mouse and rabbit are generally not recommended for tests involving observations on  
cardiovascular and respiratory systems. 
 

3. 		 Observation and assessment indices: 
 

(i) 	Nervous 	 system  
  After the drug is administered into the animals, observe changes on their activities and 

behaviors, and evaluate effects on the central nervous system and. For example, observe 
changes on their general behaviors, poses, walking gestures, salivation, change of pupil 
sizes and body temperatures, etc., before and after administration. Scientific evaluation  
on reactions of animals after administration shall be made according to the observation  
results. 

(ii) Cardiovascular 		 system  
  Examine and record blood pressures, cardiac rates, etc., before and after administration, 

and observe changes on electrocardiograms and cardiac rhythms. 

 
(iii) Respirato		 ry system  

  Observe changes of respiration rates and depths before and after administration. 

4. 		 Administration dosages and routes 
 (i) 		 Two to three dosage control groups shall be set up; selected dosages shall be substantial 

enough to generate principal therapeutic actions, and one or multiple administrations  
may be applicable. 

 (ii) 		 Route of administration in the test shall be in accordance with the route in clinical 
practice. 
 

5. Control 		 group 
 Corresponding negative control groups shall be set up. Placebo can be given if necessary. 

6. 		 Test results shall be properly analysed statistically.  

 



  

 
 

 
 

 

 

 

  
 

 

 
  

 

 
 

 

 

 

 

 

 

 
  

 

 
 

	

	

	

	

	

	

	

	

	

	

	

Appendix III
Clinical trial 

Technical guidelines 

(I) Clinical trial - phase I 

1. 	 Objectives: A preliminary study on clinical pharmacology and human safety evaluation. It 
is to observe the tolerance of human body to the new drug; pharmacokinetic studies should 
be conducted whenever technically possible as to get an indication of the dose that might be 
used safely in subsequent studies. 

2. 	 Details of phase I of clinical trials 

(i) 	 Protocol: It shall be designed by clinical research experts and professionals 
who with the knowledge of Chinese medicine as well as clinical 
experiences. 

(ii) 	Trial participants: Healthy volunteers, age between 18 to 50 years old, preferably 
in equal ratio of male and female. All participants shall pass 
health check, and those with history of allergy to drugs or foods or 
with recessive infectious disease (that may affect trial results and 
even health of the participants) should be excluded. 

(iii) 	 Administration scheme: The prime principle on the selection of administration 
dosage is safety of the participants in the trial. Trial dosage shall 
be given from low to high with gradual increase each time, and 
each participant can only be tested for one dosage regime. Safety 
investigation should be conducted after the single administration, 
and the necessity of additional administrations should be 
determined depend on characteristics of the medicine, period of 
treatment as well as other relevant factors. 

(iv) 	 Observation and record: Case reports shall be compiled for detail records of all 
observations. 

(v) 	 Assessment of adverse reaction: Determine whether or not the administration of 
the drug is the causal factor to the adverse events. 

(vi) 	 Trial summary: Test results shall be analysed statistically. Define the safe dose 
range for clinical administration, and get an indicator of the dose 
that might be given in phase II of the clinical trial. 

(II) Clinical trial - phase II 

1. 	 Objectives: To make preliminary evaluation on the efficacy and safety of the new drug, 
and to suggest clinical administration dose. 

2. 	 Details of phase II of clinical trials 

(i) Protocol: 
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c It shall be designed by clinical research experts and professionals who with the 
knowledge of Chinese medicine as well as clinical experiences. Multi-center 
clinical trial based on randomized double-blind controlled studies shall be 
conducted. Numbers of cases in trial and control group shall be in equal ratio. 

d Ensure strict control over variable factors of the participants, and to exclude 
any other treatments beyond the treatment scheme. The participants shall be 
subject to compliance monitoring. 

(ii) 	 Selection of cases: 
If the subject of trials is based on Chinese medicine syndromes/symptoms, it is 
better to co-relate their diagnostic diseases in western medicine terminology. If 
the subject of trials is based on western medicine named disease, then it shall 
specify the related Chinese Medicine diagnostic diseases. 

c Inclusion criteria: Precise inclusion criteria for diagnostic disease and 
symptoms should be established according to the therapeutic actions of the new  
drug. 
 

d Exclusion criteria: Exclusion criteria shall also be established based on trial 
objectives. Factors including ages, past medical history, history of allergy,  
lifestyle, etc. shall be considered. 

 
e Withdrawal criteria: Withdrawal criteria shall be established, e.g. poor  

compliance of the participants, severe adverse events, complications or certain 
physiological changes that make the participants to withdraw from the trials, 
individual case(s) that was/were unblinded as well as withdrawals due to 
non-therapeutic reasons, etc. 

(iii) 		Administration scheme:  
The scheme shall be designed to ensure safe administration of the product based 
on the results from pharmacodynamic studies and Phase I trial. Experience from 
relevant clinical practice shall also be considered. 

 
(iv) 		 Trial methodology : 

 
c  Principle of control: Select appropriate comparison methodology based on trial 

objective, and choose a known effective medicine as the control. Placebo may 
be used if necessary. 

 
d  Principle of randomization: Random grouping methods shall be employed 

when setting up the trial and control group. 
 
e  Principle of blinding: For blind trial, the establishment and maintenance of the 

trial randomization code; conditions, time and method of breaking the 
randomization code in case of emergency should be specified. In principle, 
Phase II of clinical trial shall adopt double blind study, should this be 
impracticable, reasons should be stated. 

 
(v) 		 Observation and recording:  

Case reports shall be compiled for detail records of all observations. 
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(vi) Assessment of therapeutic actions: 
Therapeutic actions can be concluded into four categories: clinically recovered, 
apparently effective, improved and ineffective. If clinically recovered is impossible 
for specific diseases, the four categories will be clinically controlled, apparently 
effective, improved and ineffective. 

(vii) Observation of adverse reaction: 
Procedures for observing adverse reaction shall be designed. For adverse reactions 
that occur in the course of trial, its treatment, results and occurrence rate should be 
recorded in detail. 

(viii)Trial summary: 
Test results shall be analysed statistically, and make preliminary evaluation on 
efficacy and safety of the new drug. 

(III) Clinical trial - phase III 

1.	 Objectives:  To expand the scope to multi-center clinical trial and further evaluate the 
efficacy and safety of the new drug. 

2. 	 Details of phase III of clinical trials 

(i) 	Protocol: 

c It shall be designed by clinical research experts and professionals who with the 
knowledge of Chinese medicine as well as clinical experiences. Multi-center 
clinical trials shall be employed and followed the principle of randomized 
controlled trial. 

d Ensure strict control over variable factors of the participants, and to exclude any 
other treatments beyond the treatment scheme. The participants shall be subject to 
compliance monitoring. 

(ii) 		 Selection of cases:  
In according to the trial objectives in this  phase and make reference to the design and  
case selection criteria of phase II trial, the scope of trial subject for this phase may be 
suitably expanded. 

 
 (iii)  Adm		 inistration scheme:  
  The scheme shall be designed to ensure safe administration based on the results from 

pharmacodynamic tests and phase II trial. Experience from relevant clinical practices 
shall also be considered. 

(iv) 		Trial methodology:  
 Design clinical trial methodology for phase III based upon trial results of phase II. 

Phase III shall be in accordance with principles of comparison and randomization.  
Depending on specific requirements, double-blind, single-blind or open study may be 
adopted. 

 
(v) 		 Observation and recording:  
 Assessment of therapeutic actions and observation of adverse reaction etc. shall be 

similar to those in Phase II. 
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(vi) 	Trial Summary: 
Analyse the test results statistically and make further evaluation on the efficacy and 
safety of the product. 

(IV) Clinical Trial - phase IV 

1. 	 Objectives: Post-marketing surveillances is to monitor the efficacy of the product and to 
detect any adverse reaction after it is available for general use. 

2.  Contents of phase IV of clinical trial 

(i) 	 The requirements in phase IV for selection of cases, assessment of therapeutic effects, 
clinical summary, etc. are similar to those in phase III. However, phase IV shall be 
conducted in multi-center, and generally, no control group is required. 

(ii) 	 In respect to the observation of therapeutic effects of the product, monitoring on the 
long-term effects of the product shall be conducted. 

(iii) Investigation on adverse reactions, contraindications, precautions and other relevant 
items shall be conducted, and symptoms and occurrence rate of adverse reaction shall be 
recorded in detail. 
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