Assessment of substantial amendments at the MPA
I. The current Regulatory Frame, with comments from the MPA
The current regulatory frame consists of ‘Detailed guidance on the request to the competent authorities for authorisation of a clinical trial on a medicinal product for human use, the notification of substantial amendments and the declaration of the end of the trial (2010/C 82/01)’, which expands and further explains 2001/20/EC.
The following are commented excerpts from 2010/82/01, regarding amendments and their classification:
3.3. The notion of ‘substantial’ 
112. Amendments to the trial are regarded as ‘substantial’ where they are likely to have a significant impact on: 

· the safety or physical or mental integrity of the clinical trial participants, or 

· the scientific value of the trial. 

	MPA comment 

· Any change in the benefit/risk assessment is therefore regarded as a ‘substantial’ change, in need of a substantial amendment submission and approval from the MPA. 

· All substantial amendments meeting one of the above mentioned criteria will undergo expert assessment and be subject to an authorization procedure. 




113. In all cases, an amendment is only to be regarded as ‘substantial’ when one or both of the above criteria are met. 

114. It is up to the sponsor to assess whether an amendment is to be regarded as ‘substantial’. This assessment is to be made on a case-by-case basis in view of the above criteria. While the responsibility for this assessment lies with the sponsor, in cases where the sponsor consults the national competent authority advice should be given without delay and free of charge. 

	MPA comment 

· In case of doubt about the nature of the proposed amendment, please contact the Clinical Trials Unit via email or telephone before you submit the application. Refer also to the section on ‘format and content of notification’ below. 




115. In applying these criteria, however, care has to be taken to avoid over-reporting. In particular, not every change to the clinical trial application form is by default to be considered as a ‘substantial’ amendment. 

116. The annual update of the IB in accordance with Article 8 of Directive 2005/28/EC is not per se a substantial amendment. However, the sponsor has to verify whether the update relates to changes which are to be considered as substantial. In that case, the rules for notification of substantial amendments apply to the change. 
117. The sponsor should assess also whether the combination of substantial amendments lead to changes of the clinical trial to an extent that it has to be considered as a completely new clinical trial, which would then be subject to a new authorisation procedure.
3.7. Format and content of notification 
133. The notification of a substantial amendment should include the following: 

(a) a signed cover letter, including: 

· in its subject line the EudraCT number and the sponsor protocol number (if available) with the title of the trial and the sponsor’s amendment code number allowing unique identification of the substantial amendment. Care should be taken to use the code number consistently;
· identification of the applicant; 

· identification of the amendment (sponsor’s substantial amendment code number and date). One amendment could refer to several changes in the protocol or scientific supporting documents; 

· a highlighted indication of any special issues related to the amendment and indication where the relevant information or text is in the original application dossier; 

· identification of any information not contained in the Amendment Notification Form that might impact on the risk to trial participants; 

· where applicable, a list of all affected clinical trials with EudraCT numbers and respective amendment code numbers (see above); 

(b) the Amendment Notification Form, as amended, which is published in Volume 10 of EudraLex  The Rules Governing Medicinal Products in the European Union. Only this Amendment Notification Form should be used; 

(c) a description of the amendment: 

· an extract from the amended documents showing previous and new wording in track changes, as well as the extract only showing the new wording; 

· notwithstanding the previous point, if the changes are so widespread or far-reaching that they justify an entire new version of the document, a new version of the entire document. In this case, an additional table should list the amendments to the documents. In this list, identical changes can be grouped. 

The new version should be identified with the date and an updated version number. 

	MPA comment 

· The submission of a ‘Summary of Changes’ letter is compulsory. 

· In order to allow expert assessment, the Summary of Changes should contain the old text, the new text and the rationale for each substantial change. 

· Mixing ‘substantial’and ‘non-substantial’ changes in the same application and supporting documentation should be avoided at all costs. Should this occur, only the substantial changes should be highlighted in the Summary of Changes. 




(d) supporting information including, where applicable: 

· summaries of data, 

· an updated overall risk/benefit assessment*, 

· possible consequences for subjects already included in the trial, 

· possible consequences for the evaluation of the results; 

	*MPA comment on benefit/risk assessment:
· Note that the benefit/risk assessment encompasses the entirety of the trial (i.e. it is not a mere list of the side effects and risks with the IMP, but a discussion of the proposed efficacy of the IMP and of its safety profile e.g. in comparison with the control arm etc.)




(e) if a substantial amendment involves changes to entries on the clinical trial application form, a revised copy of the XML file incorporating amended data. If the form is not submitted via a telematics system, the fields affected by the substantial amendment should be highlighted in the revised form. 

134. Where a substantial amendment affects more than one clinical trial of the same sponsor and the same IMP, the sponsor may make a single notification to the national competent authority/Ethics Committee of the Member State concerned. The cover letter and the notification should contain a list of all clinical trials affected with their EudraCT numbers and respective amendment code numbers. If the substantial amendment involves changes to several clinical trial application forms, all forms should be updated. 
II. Classification of amendments 
	Type of change
	Substantial 

(authorization procedure at the MPA)
	Information not to be submitted to the MPA

	Changes to the study protocol



	Changes in the benefit / risk assessment of the trial - regarding safety, efficacy or both. New toxicological or pharmacological data (or a new interpretation of either one), likely to impact on the benefit/risk assessment.
	X
	

	Trial design (e.g. the addition of a trial arm or placebo group, the addition of an extension  or follw-up study, significant decrease in the duration of treatment with the IMPs affecting the reach of endpoints)
	X
	

	Main objective 
	X
	

	Primary or secondary endpoints, change likely to have a significant impact on the safety or the scientific value of the trial
	X
	

	Use of a new measurement for the primary endpoint
	X
	

	Addition/deletion of exploratory/tertiary endpoints
	
	X

	Inclusion/exclusion /withdrawal criteria, if these changes are likely to have a significant impact on the safety or scientific value of the clinical trial.
	X
	

	Change of a diagnostic or medical monitoring procedure which is likely to have a significant impact on the safety or scientific value of the clinical trial (including a decrease in the number of monitoring visits for example)
	X
	

	Change in the measures for efficacy, likely to have a significant impact on the scientific value of the clinical trial 
	X
	

	Addition or deletion of tests or measures, including additional safety monitoring which is not part of an  urgent safety measure but is taken on a precautionary basis
	
	X

	Change of IMPs
	X
	

	Change of dosage of the IMPs
	X
	

	Change of mode of administration of IMPs
	X
	

	Duration of exposure to the IMPs
	X
	

	A minor increase in the duration of the trial (< 10 % of the overall time of the trial)
	
	X

	An  increase in duration of > 10 % of the overall time of the trial, provided that: 

· the exposure to treatment with the IMP is not extended, 

· the definition of the end of the trial is unchanged, and 
· monitoring arrangements are unchanged
	
	X

	Change of comparator
	X
	

	Change of statistical analysis
	X
	

	Change in the number of clinical trial participants per trial site, if the total number of participants in the Member State concerned is identical or the increase/ decrease is insignificant in view of the absolute number of participants;
	
	X 

	Change in the number of clinical trial participants in the Member State concerned, if the total number of participants is identical or the increase/decrease is insignificant in view of the absolute number of participants; 
	
	X

	Change in the definition of the end of the trial, even if the trial has in practice already ended
	X
	

	Withdrawal of an independent data monitoring committee
	X
	

	Changes to patient information leaflet and informed consent forms
	
	X

( to Ethics Committee)

	Change in the documentation used  by the research team for recording study data (e.g. case report form or data collection form)
	
	X

	Minor clarifications to the protocol
	
	X

	Correction of typographical errors in the trial protocol or other study documentation
	
	X

	Changes related to the trial arrangements 



	Change of sponsor or the sponsor’s legal representative
	X
	

	Any change of persons other than the sponsor or his legal representative, for example principal investigator or investigator at a trial site, clinical research associates (CRAs) who monitor the clinical trial for the investigator, and clinical research organisations (CROs) 
	
	X

	Changes to the internal organisation of the sponsor or of the persons to whom certain tasks have been delegated
	
	X

	Changes in the recruitment procedure
	
	X

	Changes in the logistical arrangements for storing/ transporting samples
	
	X

	Change of technical equipment
	
	X

	Addition or deletion per se of another Member State or third country concerned
	
	X

	Change in insurance or indemnity arrangements related to the study
	
	X

	Changes related to the IMP(s) 
Please refer to Chapter 8 of the ‘Guideline on the Requirements to the Chemical and Pharmaceutical Quality Documentation Concerning Investigational Medicinal Products in Clinical Trials’. 
The guideline contains a list of examples where typical changes are classified as substantial or non-substantial:
http://www.ema.europa.eu/ema/pages/includes/document/open_document.jsp?webContentId=WC500003484

	Changes to non-clinical pharmacology and toxicology data and clinical data 



	New toxicological or pharmacological data or new interpretation of  toxicological or pharmacological data, relevant to the ongoing trials and  likely to impact on the risk/benefit assessment
	X
	

	Safety related to a clinical trial or human experience with the investigational medicinal product, results of new clinical pharmacology tests, or new interpretations of existing clinical pharmacology tests, results of new clinical trials, or new interpretations of existing clinical trial data, new data from human experience with the investigational medicinal product, new interpretation of existing data from human experience with the investigational medicinal product, if relevant to the ongoing trials
	X
	

	Investigator’s Brochure, if the benefit / risk ratio has changed: 

· new toxicological or pharmacological data or new interpretation of toxicological or pharmacological data of relevance for the investigator; 

· changes to the reference safety information for the annual safety report.
	X
	

	Investigator’s Brochure, annual update, without altered benefit / risk ratio 
	
	X



