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REPORTING REQUIREMENTS

Recital 25

In order to increase transparency in the area of clinical trials, data from a clinical trial should 

be submitted in support of a clinical trial application if that clinical trial has been recorded in a 

publicly accessible and free of charge database which is a primary or partner registry of, or a 

data provider to, the international clinical trials registry platform of the World Health 

Organization (WHO ICTRP). Data providers to the WHO ICTRP create and manage clinical 

trial records in a manner that is consistent with the WHO registry criteria. 

Specific provision should be made for data from clinical trials started before the date of 

application of this Regulation. 
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REPORTING REQUIREMENTS

Recital 37

In order to allow patients to assess possibilities to participate in a clinical trial, and to allow for 

effective supervision of a clinical trial by the Member State concerned, the start of a clinical 

trial, the end of the recruitment of subjects for the clinical trial and the end of the clinical trial 

should be notified. In accordance with international standards, the results of the clinical trial 

should be reported within one year from the end of the clinical trial.
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START OF THE CLINICAL TRIAL

Recital 38

The date of the first act of recruitment of a potential subject is the date on which the first act 

of the recruitment strategy described in the protocol was performed, e.g., the date of a 

contact with a potential subject or the date of the publication of an advertisement for a 

particular clinical trial.

Definition 25

„Start of a clinical trial“ means the first act of recruitment of a potential subject for a specific 

clinical trial, unless defined differently in the protocol“
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START OF THE CLINICAL TRIAL

Art. 36

1. The sponsor shall notify each Member State concerned of the start of a clinical trial in 

relation to that Member State through the EU portal.   That notification shall be made within 

15 days from the start of the clinical trial in relation to that Member State.

2. The sponsor shall notify each Member State concerned of the first visit of the first subject 

in relation to that Member State through the EU portal. That notification shall be made 

within 15 days from the first visit of the first subject in relation to that Member State.
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START OF THE CLINICAL TRIAL

Art. 36

3. The sponsor shall notify each Member State concerned of the end of the recruitment of 

subjects for a clinical trial in that Member State through the EU portal.  That notification 

shall be made within 15 days from the end of the recruitment of subjects. In case of a re-

start of recruitment, paragraph 1 shall apply.
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END OF THE CLINICAL TRIAL

Definition 26

„End of a clinical trial“ means the last visit of the last subject, or at a later point in time as 

defined in the protocol“

Art. 37

1. The sponsor shall notify each Member State concerned of the end of a clinical trial in 

relation to that Member State through the EU portal. That notification shall be made 

within 15 days from the end of the clinical trial in relation to that Member State.
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END OF THE CLINICAL TRIAL

Art. 37

2. The sponsor shall notify each Member State concerned of the end of a clinical trial in 

all Member States concerned through the EU portal. That notification shall be made 

within 15 days from the end of the clinical trial in the last Member State concerned.

3. The sponsor shall notify each Member State concerned of the end of a clinical trial in 

all Member States concerned and in all third countries in which the clinical trial has 

been conducted through the EU portal. That notification shall be made within 15 days 

from the end of the clinical trial in the last of the Member States concerned and third 

countries in which the clinical trial has been conducted.
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TEMPORARY HALT OF THE CLINICAL TRIAL

Art. 37

5. The sponsor shall notify each Member State concerned of a temporary halt of a clinical 

trial in all Member States concerned for reasons not affecting the benefit-risk balance 

through the EU portal. That notification shall be made within 15 days from the temporary 

halt of the clinical trial in all Member State concerned and shall include the reason for 

such action.

6. When a temporarily halted clinical trial referred to in para.5 is resumed the sponsor shall 

notify each Member State concerned through the EU portal. That notification shall be 

made within 15 days from the restart of the temporarily halted clinical trial in all Member 

States concerned.
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TEMPORARY HALT OF THE CLINICAL TRIAL

Art. 38

1. ... the temporary halt or early termination of a clinical trial for reasons of a change in the 

benefit-risk balance shall be notified to the Member States concerned through the EU 

portal. That shall be made without undue delay but not later than 15 days of the date of 

the temporary halt or early termination. It shall include the reasons for such action and 

specify all follow-up measures. 

2.   The restart of the clinical trial following a temporary halt as referred to in para 1 shall be 

deemed to be a substantial modification subject to the authorisation procedure laid down 

in Chapter III.
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SAFETY REPORTING

Art. 40-44

➢ Investigator‘s reporting obligation of SAEs remains unchanged

➢ Sponsor‘s reporting obligations of SUSARs

• Timelines remain unchanged 

• Reporting of ALL SUSARs, wherever they occurred, and also after a subject has left the 

study, only into EudraVigilance

➢ Sponsor‘s reporting obligation concerning Annual Safety Report remains unchanged. 

➢ Annual Safety Report (ASR) will be uploaded in CTIS. SUSARs and ASR will be jointly 

assessed by the Member States‘ authorities and, where requested by national legislation, 

also by the ethics committee
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SAFETY REPORTING

Annex III

➢ Medication errors, pregnancies and use outside the protocol need to be reported like 

adverse reactions

➢ Expectedness needs to be assessed by the Sponsor in relation to the Reference Safety 

Information (RSI) presented in the IB or SmPC

➢ Cover Letter needs to reference to the location of the RSI

➢ Unblinding of Serious Adverse Reactions (SARs) before potential reporting as SUSAR 

should only be done by sponsor staff not involved in the trial and reported to the DSMB 

and EMA    
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SERIOUS BREACHES

Guideline

Guideline for the notification of serious breaches of Regulation (EU) 536/2014 or the clinical trial

protocol (in EudraLex Vol.10): https://www.ema.europa.eu/en/documents/scientific-

guideline/guideline-notification-serious-breaches-regulation-eu-no-536/2014-clinical-trial-

protocol_en.pdf

➢ Appendix I: Examples of serious breaches

➢ Appendix II: Points to consider for sponsors in relation to the assessment of a breach

➢ Appendix III a: Template form for reporting serious breaches

➢ Appendix III b: Information to be submitted with a notification of serious breaches
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SERIOUS BREACHES

Definitions

➢ Serious breach: Any deviation of the approved protocol version or the clinical trial regulation

that is likely to affect the safety, rights of trial participants and/or data reliability and

robustness to a significant degree in a clinical trial.

➢ Affected Member State (AMS): Is the Member State directly affected by the serious breach.

For example the Member State where the sponsor is based (as they have the overall

responsibility), the Member State where patients are affected by the breach, or it could be the

Member State where the breach occurred (note this is not always a Member State

concerned, as the breach could occur in an organization in a Member State, i.e. and IRT

provider, for a trial that has no sites in that Member State.
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SERIOUS BREACHES

Examples
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SERIOUS BREACHES

Examples
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SERIOUS BREACHES

Reporting

➢ When a sponsor has reasonable grounds based on evidence to believe that a serious

breach has occurred, it is expected to report the serious breach first, within 7 days, and

investigate and take action simultaneously or after the notification

➢ Notification of serious breaches to the Regulation or the protocol has to occur by the

sponsor through CTIS, the Clinical Trial Information System, to the Member States

concerned within 7 days after the sponsor has become aware of the breach

➢ In other cases, some degree of investigation and assessment may be required by the

sponsor prior to the notification, in order to confirm that a serious breach has actually

occurred. It should be underlined that according to the Regulation, only serious breaches

must be notified, not suspected serious breaches. On the other hand, however, the

sponsor should notify a serious breach without undue delay
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SERIOUS BREACHES

Reporting of most affected Member States in CTIS
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SERIOUS BREACHES

Sponsor Obligations

➢ Root cause analysis to identify the cause of the serious breach and to assess the impact of

the breach on the reliability and robustness of data as well as the impact on trial

participants’ safety and/or rights

➢ Documentation of the assessment and appropriateness of the decision and actions taken

which might be examined during any process triggered by the notification, e.g. during a

GCP inspection

➢ Where sponsor tasks were delegated to a party, and disagreement rises on

classification/assessment of the breach between sponsor and the delegated party resulting

in no notification of the serious breach, the related communication between the sponsor

and delegated party should be documented.
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