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Early Access to Medicines Periodic Report/ Renewal of Scientific Opinion*
*delete as applicable. 

Objectives of the Periodic Report/ Renewal are:

· To notify regulatory authorities of:

· any regulatory action taken worldwide during the reporting period

· adverse events that have been received from the Registry within a pre-specified time period 

· completion of any relevant clinical studies

· To flag any safety concerns which may require further characterisation or risk minimisation

· To flag any new data which may alter the benefit risk opinion

· To confirm maintenance of the EAMS criteria  

The recommended format is provided below: 

Title Page

PR number (reports should be numbered sequentially); 

EAMS medicine and number; 

Reporting period; 

Date of the report; 

Opinion Holder’s name(s) and address(es); 

Executive Summary 

The following headings and information should be included in the Executive Summary: 

Current global regulatory status of the EAMS medicinal product and completion of relevant clinical studies

Actions taken for safety reasons during the reporting period

Estimated cumulative exposure of patients exposed through EAMS and patterns of use 

Summary of overall safety assessment 

New efficacy data which may alter the benefit risk opinion

Proposed changes to treatment protocol or terms of the Scientific Opinion

Conclusions 

1. Confirmation that the product meets the EAMS criteria:

1.1 Life-threatening or seriously debilitating condition

1.2 High unmet medical need

1.3 Major clinical advantage over methods currently used in the UK

1.4 Positive benefit/risk balance

2. Actions Taken in the Reporting Period for Safety Reasons (if applicable) 

This section should include a description of any significant actions taken worldwide related to safety and the reason(s) for each action should be provided if known. 

If no action has been taken, this should simply be stated.

Examples of significant actions taken for safety reasons include:

Actions related to investigational uses:

· Refusal to authorise a clinical trial for ethical or safety reasons;

· Partial or complete clinical trial suspension or early termination of an ongoing clinical trial because of safety findings or lack of efficacy 

· Recall of investigational medicine or comparator;

· Failure to obtain marketing approval for a tested indication including voluntary withdrawal of a marketing application;

· Risk management activities, including:

· Protocol modifications due to safety or efficacy concerns (e.g., dosage changes, changes in study inclusion/exclusion criteria, intensification of subject monitoring, limitation in trial duration);

· Restrictions in study population or indications;

· Changes to the informed consent document relating to safety issues;

· Formulation changes;

· Addition by regulators of a special safety-related reporting requirement;

· Issuance of a communication to investigators or healthcare professionals;

· Plans for new studies to address safety issues.

For products which have a marketing authorisation elsewhere or in the UK (e.g. where the EAMS Opinion permits use in a new indication) any of the following actions related to marketed medicines should be described:

· Failure to obtain a marketing approval renewal;

· Withdrawal or suspension of a marketing approval;

· Risk management activities including:

· Significant restrictions on distribution or introduction of other risk minimisation measures;

· Significant safety-related changes in labelling documents that could affect the development programme, including restrictions on use or population treated;

· Communications to health care professionals;

· New post-marketing study requirement(s) imposed by regulators.

3. Patient exposure through EAMS

3.1 Cumulative and interval patient exposure through EAMS

The Opinion Holder should present a summary of patient exposure through the Registry; the following format is suggested:

Cumulative and Interval Subject Exposure through EAMS Medicine  by Age and Gender*
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3.2. Patterns of use 

The Opinion Holder should describe the patterns of use of the EAMS product as documented in the Registry, including any instances of overdose, abuse, misuse and use beyond the recommendation(s) in the treatment protocol.

4. Spontaneously reported data 
This section should describe safety information on adverse events reported to the Opinion Holder through the Registry. It is anticipated that all patients treated with EAMS products will be captured in the Registry but any other spontaneously reported data from patients not captured in the Registry but receiving the medicine via EAMS should also be presented. 

The Opinion Holder should provide a discussion of information on events reported:

· during the period covered by the PR 

· Cumulatively

Particular attention should be drawn to fatal events, serious events and events of special interest (i.e. identified or potential risks described in the risk management plan).

The Opinion Holder should also provide (as Annexes):

· Interval and cumulative summary tabulations of ADRs spontaneously reported with use of the product under EAMS

· Copies of individual case safety reports e.g. CIOMS forms 

4.1 Spontaneously reported Adverse Events during the Reporting Period

4.2 Spontaneously reported cumulative Adverse Events 

5. New efficacy data which may alter the benefit risk opinion

6. Additional Information

The Opinion Holder should provide a summary of any other relevant quality, safety and efficacy information generated during the review period 

7. Proposed Changes to Treatment Protocol or terms of the EAMS Scientific Opinion

On the basis of information presented in sections 1-5, the Opinion Holder should consider whether any changes should be proposed for the Treatment protocol or the terms of the EAMs Opinion and outline proposals in the following subsections as necessary.

7.1 Proposed changes to the treatment protocol

This section should list any proposals for significant safety or efficacy-related changes to the Treatment Protocol identified during the period of review. The MHRA will publish any changes on its website if the proposals are considered acceptable. 

7.2. Proposed changes to terms of EAMS Opinion 

This section should outline any proposals from the Opinion Holder on the terms of the Opinion including amendments or additions to Pharmacovigilance activities or risk minimisation measures; this should be supported by a brief summary of the rationale and data supporting any proposed change. The MHRA will publish any changes on its website if the proposals are considered acceptable.
8. Conclusions 

The conclusion should briefly describe any changes to the previous knowledge of safety and efficacy resulting from information gained since the last PR and any proposals. The conclusion should outline actions that have been or will be taken to address emerging safety issues.
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