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1. OBJECTIVES OF THIS DOCUMENT 

In the three ICH regions, the evolution of drug development strategies and evaluation 
processes has led to the establishment of regional guidances on general considerations for 
clinical trials and the process of clinical development of pharmaceuticals for human use. This 
harmonised guideline is derived from those regional documents as well as from ICH 
Guidelines. 
The ICH document "General Considerations for Clinical Trials" is intended to: 
a) describe internationally accepted principles and practices in the conduct of both 

individual clinical trials and overall development strategy for new medicinal products. 
b) facilitate the evaluation and acceptance of foreign clinical trial data by promoting 

common understanding of general principles, general approaches and the definition of 
relevant terms. 

c) present an overview of the ICH clinical safety and efficacy documents and facilitate 
the user's access to guidance pertinent to clinical trials within these documents. The 
relevant ICH documents are listed in Annex 1.  

d) provide a separate glossary of terms used in the ICH clinical safety and efficacy related 
documents that pertain to clinical trials and indicate which documents contain them.  

For the sake of brevity, the term "drug" has been used in this document. It should be 
considered synonymous with "investigational (medicinal) product", "medicinal product" and 
"pharmaceutical" including vaccines and other biological products. The principles established 
in this guideline may also be applied to other clinical investigations (e.g. radiotherapy, 
psychotherapy, surgery, medical devices and alternative therapies). 

2. GENERAL PRINCIPLES 

2.1 Protection of clinical trial subjects 
The principles and practices concerning protection of trial subjects are stated in the ICH 
Guideline on Good Clinical Practice (ICH E6). These principles have their origins in The 
Declaration of Helsinki and should be observed in the conduct of all human drug 
investigations.  
Before any clinical trial is carried out, results of non-clinical investigations or previous human 
studies should be sufficient to indicate that the drug is acceptably safe for the proposed 
investigation in humans. The purpose and timing of animal pharmacology and toxicology 
studies intended to support studies of a given duration are discussed in ICH M3. The role of 
such studies for biotechnology products is cited in ICH S6. 
Throughout drug development, emerging animal toxicological and clinical data should be 
reviewed and evaluated by qualified experts to assess their implications for the safety of the 
trial subjects. In response to such findings, future studies and, when necessary, those in 
progress should be appropriately modified in a timely fashion to maintain the safety of trial 
participants. The investigator and sponsor share responsibility for the protection of clinical 
trial subjects together with the Institutional Review Board/Independent Ethics Committee. 
The responsibilities of these parties are described in ICH E6. 

2.2  Scientific approach in design and analysis 
Clinical trials should be designed, conducted and analysed according to sound scientific 
principles to achieve their objectives; and should be reported appropriately. The essence of 
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rational drug development is to ask important questions and answer them with appropriate 
studies. The primary objectives of any study should be clear and explicitly stated.  
Clinical studies can be classified according to when the study occurs during clinical 
development or as shown in Table 1 by their objectives. (The illustrative examples are not 
intended to be exhaustive). The cardinal logic behind serially conducted studies of a 
medicinal product is that the results of prior studies should influence the plan of later studies. 
Emerging data will frequently prompt a modification of the development strategy. For 
example, results of a therapeutic confirmatory study may suggest a need for additional human 
pharmacology studies.  
The availability of foreign clinical data should obviate the need to generate similar data in an 
ICH region if the ICH E5 and ICH E6 guidelines are followed. (see ICH E5). 
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Table 1 - An Approach to Classifying Clinical Studies According to Objective 

Type of Study Objective of Study Study Examples 

Human 
Pharmacology 

•  Assess tolerance 

•  Define/describe PK
1
and PD

2
 

•  Explore drug metabolism and 
drug interactions 

•  Estimate activity 

•  Dose-tolerance studies 
•  Single and multiple dose PK 

and/or PD studies 
•  Drug interaction studies 

Therapeutic 
Exploratory 

•  Explore use for the targeted 
indication  

•  Estimate dosage for subsequent 
studies 

•  Provide basis for confirmatory 
study design, endpoints, 
methodologies 

•  Earliest trials of relatively short 
duration in well- defined 
narrow patient populations, 
using surrogate or 
pharmacological endpoints or 
clinical measures 

•  Dose-response exploration 
studies 

Therapeutic 
Confirmatory   

•  Demonstrate/confirm efficacy  
•  Establish safety profile 
•  Provide an adequate basis for 

assessing the benefit/risk 
relationship to support 
licensing 

•  Establish dose-response 
relationship 

•  Adequate, and well controlled 
studies to establish efficacy  

•  Randomised parallel dose- 
response studies 

•  Clinical safety studies 
•  Studies of mortality/ morbidity 

outcomes 
•  Large simple trials 
•  Comparative studies 

Therapeutic Use •  Refine understanding of 
benefit/risk relationship in 
general or special populations 
and/or environments 

•  Identify less common adverse 
reactions 

•  Refine dosing recommendation 

•  Comparative effectiveness 
studies 

•  Studies of mortality/morbidity 
outcomes 

•  Studies of additional endpoints 
•  Large simple trials 
•  Pharmacoeconomic studies 

                                                 
1Pharmacokinetics 
2Pharmacodynamics 
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