	Headings for aspects of a clinical trial that might require a substantial amendment 
 

An amendment is only to be regarded as “substantial” where they are likely to have a significant impact on:
•         The physical or mental integrity of the subjects;
•         The scientific value of the trial;
•         The manner or methodology of conducting the trial;
•         The quality or safety of any investigational product used in the trial. 
 

The headings below are examples of aspects of a trial where amendments may need to be made. There may be other aspects of the trial where amendments meet the criteria for being classified as substantial.
 

Amendments related to the protocol 
•        Purpose of trial,

•    Design of trial,

•    Subject informed consent form (SICF),

•    Recruitment procedure(s),
•         Measures of efficacy,
•         Addition or deletion of tests or measures,
•         Number of subjects,
•         Age range of subjects,
•         Subject inclusion criteria,
•         Subject exclusion criteria,
•         Monitoring of subject safety,
•         Duration of exposure to investigational product,
•         Change of posology of the investigational product,
•         Change of comparator,
•         Statistical analysis.
Amendments related to the administrative construct 
•         Change of the responsible investigator and/or addition of new ones,
•         Change of the coordinating investigator,
•         Change of the trial site and/or addition of new sites,
•         Change of the sponsor or legal representative,
•         Change of the contract research organization.
 

Amendments related to the investigational product 
•         Changes to quality data of the investigational product,
•         Change of name or code of the investigational product,
•         Change of immediate packaging material,
•         Change of manufacturer of active substance,
•         Change of manufacturing process of the active substance,
•         Change of active substance specifications,
•         Change of data relating to the manufacture of the medicinal product,
•         Change of specification of the medicinal product,
•         Change of specification of excipients where these may affect product performance,
•         Change to the shelf life of the investigational product,
•         Major change to the formulation,
•         Change of storage conditions, 
•         Change to the testing procedures of active substance,
•         Change to the testing procedures of the medicinal product,
•         Change to the testing procedures of non-pharmacopoeial excipients.
 

Changes to preclinical pharmacology and toxicology data in ongoing trials 
•         Results of new pharmacology tests,
•         New interpretation of existing pharmacology tests,
•         Result of new toxicity tests,
•         New interpretation of existing toxicity tests,
•         Results of new interaction studies.
Changes to clinical trial and human experience data in ongoing trials 
•         Changes to safety data during a clinical trial or human experience with the investigational product.
•         Results of new pharmacology tests.
•         New interpretation of existing clinical pharmacology tests.
•         Results of new clinical trials.
•         New interpretation of existing clinical trial data.
•         New data from human experience with the investigational product.
•         New interpretation of existing data from human experience with the investigational product.
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