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[bookmark: _Toc181294635]PURPOSE 
	The purpose of this standard operating procedure (SOP) is to ensure that the Reference Safety Information (RSI) is prepared as per Good Clinical Practices (GCP), regularly updated and submitted timely to the appropriate recipients, notably the local Ethics Committees. 


[bookmark: _Toc181294636]SCOPE
	This procedure involves all the Investigational Products (IPs) and applies to all the endTB and endTB-Q Clinical Trials sites.


[bookmark: _Toc181294637]RESPONSIBLE FUNCTIONS
	Function
	Activities

	Clinical Trial Pharmacist
	· Ensures that all IPs information provided to prepare the RSI is accurate and up to date 

	Quality Assurance Officer
	· Collects updated Investigator’s Brochures (IBs) from market authorisation holder
· Ensures RSI is regularly updated

	Co-Principal Investigator
	· Reviews and approves RSI

	Site Principal Investigator (PI) or delegated site personnel
	· Ensures last update of the RSI is submitted to the appropriate recipients, notably the local Ethics Committees


[bookmark: _Toc181294638]DEFINITIONS and ABBREVIATIONS
	Reference Safety Information (RSI): The RSI serves different purposes; its main uses are to provide information to the investigators and regulatory (and ethic) bodies about the safety profile of the IPs, and to serve as a basis for expectedness assessment of suspected adverse reactions by the Sponsor for expedited reporting purpose.Overall, the RSI provides a summarized, structured and complete presentation of the knowledge on the safety of the IPs, allowing a common understanding of the known drug reactions and a harmonized surveillance of participant’s safety in a clinical trial by regulatory (and ethic) bodies, Sponsor and investigators.
Summary of Product Characteristics (SmPC): The SmPC is the basis of information for healthcare professionals on how to use the medicinal product safely and effectively. The Package Leaflet (PL) is drawn up in accordance with the SmPC. 
Package Leaflet (PL): The leaflet in every pack of medicine that contains information on the medicine for end-users, such as patients.
Investigator’s Brochure (IB): The IB is a compilation of the clinical and nonclinical data on the IPs that are relevant to the study of the product(s) in human subjects. Its purpose is to provide the investigators and others involved in the trial with the information to facilitate their understanding of the rationale for, and their compliance with, many key features of the protocol, such as the dose, dose frequency/interval, methods of administration and safety monitoring procedures.
[bookmark: _Toc181294639]PROCEDURE
[bookmark: _Toc181294640]Preamble
The endTB Clinical Trials’ aim is not to test new medication but to evaluate new Drug-Resistant Tuberculosis (DRTB) regimens. 
Most of the IPs which will be used in the endTB Clinical Trials are not being under any development program per se anymore and not for TB treatment in particular.  Indeed, most of the IPs have been on the market since the early 1950s and no IB has been maintained over the years for these medications. Therefore, there is no up-to-date IBs available to the Sponsor summarizing actual research in the indication of DRTB for these drugs.
Bedaquiline (Bdq) and Delamanid (Dlm) are the exception being the only recent drugs investigated in the field of TB with IBs relevant to the current research questions and appropriately documented in accordance with the ICH requirements. More recent versions of IBs are therefore, available for Bdq and Dlm. The most recent versions released by the companies holding the market authorization are included in the RSI. 
For the ‘older’ generation of drugs, the most appropriate references are the post-marketing labeling information that is the only document being accurately updated over the years from the initial marketing authorisation as a condition for marketing authorisation renewals. SmPC or PL of the IPs are collected to prepare the RSI for these IPs. 
In summary, the RSI for endTB Clinical Trials is gathering all official and updated SmPc or PL of the IPs together with the most recent Dlm and Bdq IBs versions. 
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a. Preparation of the RSI

· The Clinical Trial Pharmacist is collecting the latest version of the SmPC or PL from different website sources: 
https://www.medicines.org.uk/emc
https://www.ema.europa.eu/en/medicines
https://www.accessdata.fda.gov/scripts/cder/daf/
https://extranet.who.int/prequal/content/prequalified-lists/medicines
or when non publicly available, by contacting the market authorisation holder of the IPs. 

· The Quality Assurance Officer is collecting the latest version of the IB by contacting the market authorisation holder of Bdq and Dlm. In case there is not update of the IB at the time of the RSI revision, a confirmation by writing will be requested to the market authorisation holder and this confirmation will be filed in TMF. 
· The Quality Assurance Officer or designee is compiling all the updated versions of SmPC or PL and latest IB versions into a structure RSI document. The Quality Assurance Officer or designee should generate a track change version if feasible.
· The Clinical Trial Pharmacist is summarising the main changes and checking the accuracy and coherence of the document and the Co-Principal Investigator is approving the document.

b. Distribution, submission and archiving of the RSI
Once the RSI is approved the Quality Assurance Officer informs the Site PI or delegated site personnel of all the sites that a new version of the RSI has been issued. 
The updated RSI as well as superseded version are filed in the Trial Master File (TMF; on SharePoint) by the Quality Assurance Officer. The email of distribution to the site and acknowledgment of receipt is additionally saved and archived in the TMF.
Within 3 months from receipt, the Site PI or delegated site personnel must submit the new version of the RSI to their respective ethics committees and other regulatory bodies as applicable per local regulations. Translation shall be performed under the responsibility of the Site PI or delegate. The Sponsor may assist with the translation only upon request. If performed by Site Staff a translation log has to be completed. If performed by professional translator a translation certificate has to be required to the translator. If a translation certificate cannot be provided a translation log has to be completed.
The translated version of the RSI (as applicable) and translation log or certificate, the RSI in English, and the proof of submission – in the format of a receipt acknowledgment from the recipient are archived in the Investigator Study File and Central Investigator File under the responsibility of the Site PI or delegate.
c. Revision of the RSI
The RSI will be updated once a year. In the case that the same RSI remains valid for a period >1 year, a notification prolonging the validity of the RSI will be sent to all the sites and archived as per the distribution and archiving process described above. Would that be required by the local ethics committees or regulators, the Site PI (or delegate) will in turn notify them of the prolonged RSI validity as per the distribution and archiving process described above. 
In case of any important changes in IBs, SmPC or PL declared by the market authorisation holder before the scheduled revision date, an adhoc revision of the RSI will be prepared and shared with the sites. Any changes in the RSI should be submitted to ethics committees or regulators by the Site PI or delegated.


d. Compliance
Failure to prepare, transmit, submit or archive the RSI per the current SOP will be documented as an incompliance and investigated for corrective and preventive action.
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· International Conference on Harmonization - Good Clinical Practice E6 (ICH-GCP)
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None
NOTE: This work is licensed under the Creative Commons CC BY-SA by the endTB Research Partners. To view a copy of this license, visit: https://creativecommons.org/licenses/by-sa/4.0/. More information about this copyright is available in the endTB website: https://endtb.org/ in the “Toolkit” section. 
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