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Development Safety Update Report (DSUR

	
Report Number: Reports should be numbered sequentially

Trial Title: The full trial title as it appears on the original MHRA CTA approval 

ISRCTN  Number: The ISRCTN number for this trial

Period Covered: Must cover a 1-year period, starting on the anniversary of the original MHRA CTA approval

IMP: Detail the investigational drug(s) used in this trial

Sponsor: North Bristol NHS Trust
(Non-commercial sponsor)

Address:
Research & Development
3rd Floor, Learning and Research building
Southmead Hospital
Bristol  BS10 5NB

Date: Date of report

Signature of Sponsor: ___________________________________________
Name:
Role:

Chief Investigator:
IRAS Number:
Note: This DSUR contains CONFIDENTIAL information. 
This DSUR contains UNBLINDED information (delete if not applicable)




Grey text is given for guidance only. Please ensure all grey guidance text is removed from this report prior to submission. Where a question is not applicable, please include the text “this section is not applicable” as no section should be left blank.

Please refer to the ICH E2F guidance document which contains detailed information on description of contents (www.ich.org)

For information on submission to the MHRA please refer to the MHRA website (www.gov.uk) 

For information on submission to REC please refer to the HRA website (www.hra.nhs.uk)

In addition, please ensure compliance with North Bristol NHS Trust’s SOP RD/QMS/SOP/009 – Periodic Reporting to Regulatory Authorities, which outlines the Trust’s processes for periodic progress and safety reporting for sponsored research studies. This SOP includes requirements for Development Safety Update Reports (DSURs), REC and HRA reporting, and responsibilities when working with Clinical Trials Units. It also details sponsor oversight and delegation procedures, ensuring alignment with ICH E2F and MHRA guidance


Executive summary
This section should provide a concise summary of the important information contained in the report. Together with the title page, it should be able to serve as a “stand-alone” document. It should include the following information:

· Report number and reporting period
· IMP(s) – modes of action, indication, therapeutic areas, dose, route and formulation
· Cumulative exposure of IMP to trial subjects
· Marketing approval(s) (yes/No, if yes, number of countries
· Summary of overall safety evaluation (based on section 18)
· Summary of Important risks (based on section 19)
· Actions taken for safety reasons including significant changes to IB (reference amendment if this was submitted)
· Conclusions

1. Introduction	
	Development International Birth Date (DIBD) 
	Usually, the CTA approval date 

	Reporting Period
	Must cover a 1-year period, starting on the anniversary of the original MHRA CTA approval

	Date of Data Lock Point 
	The data lock point is the last day of the one-year reporting period.

	DSUR Number
	Sequential number of the report

	Active Substance
	

	Mode of Action
	

	Indication 
	Brief description of Indication / patient population

	Dosage form, route of administration, formulation
	

	Supplier
	Give details of supplier of the IMP (s) or state hospital stock

	IMP previously authorised
	

	Scope
	Short summary of all CTIMPs trials covered in this report. If covered as separate DSURs provide rationale




2. Worldwide marketing approval status
	This section should provide a brief narrative overview including: date of first approval, indication(s), approved dose(s), and where approved, if applicable. Please give details if available (will be available on IMP boxes) or state “Not applicable, non-commercial sponsored trial. Information not available”



3. Action taken in the reporting period for safety reasons
	This section should include a description of significant actions related to safety that have been taken during the reporting period by the sponsor, regulators, data monitoring committee or ethics committee that had an impact on the conduct of a specific clinical trial(s) or on the overall clinical development programme.  The reason(s) for each action should be provided if known.  Relevant updates to previous actions should also be summarised in this section (e.g. resumption of a clinical trial after suspension).

	Event: Describe event

	Action taken in regards to protocol/reference information: i.e., amending/updating



4. Changes to reference safety information:
	This section should list any significant safety-related changes to the Information Brochure (IB) or other reference safety information within the reporting period.  Such changes might include information relating to exclusion criteria, contraindications, warnings, precautions, serious adverse drug reactions, adverse events of special interest, interactions, any important findings from non-clinical studies

	Document: List any significant safety-related changes to the IB/SmPC or other reference safety information 

	Amendments: Detail changes (include version numbers)



5. Inventory of clinical trials ongoing and completed during the reporting period
	This section should provide a brief overview of the clinical trials ongoing and completed by the sponsor during the reporting period, presented as a table.

	Trial: 

	Summary:
The primary objectives of this study are to assess: insert details
This study is being conducted at X sites, as listed below:
 List of sites:

This study plans to enrol XXX adult patients to receive insert details of treatment.
Study status:
First Patient First Visit: Date
Number of patients screened: No
Number of patients recruited: No
Expected closed to recruitment date: Date




6. Estimated cumulative exposure
	For marketed drugs that are under clinical investigation, it might not be feasible or useful to obtain precise cumulative clinical trial exposure data, e.g., when the drug has been marketed for a number of years and/or has many indications. In these circumstances the sponsor should provide an explanation. 



7. Data in line listings and summary tabulations
	Line listings of the SARs that were reported to the sponsor during the period covered by the DSUR should be provided; and cumulative summary tabulations of serious adverse events that have been reported to the sponsor since the CTA approval. This should include all SAEs and not just SARs for the investigational drug and comparators. 
The line listings and tabulations should include blinded and unblinded clinical trial data. Unblinded data might originate from completed trials and individual cases that have been unblinded for safety-related reasons (e.g., expedited reporting), if applicable. You should not unblind data for the specific purpose of preparing the DSUR. 
Reference Information: State how you are coding events and assessing them and if appropriate the coding dictionary used and version number.



8. Significant findings from clinical trials during the reporting period
	This section of the DSUR should provide a brief summary of clinically important emerging efficacy and safety findings obtained from clinical trials completed, ongoing  or in Long term follow up during the reporting period.



9. Safety findings from non-interventional studies
	This section should summarise relevant safety information from sponsored non-interventional studies that becomes available during the reporting period (e.g. observational studies, epidemiological studies, active surveillance programmes). 



10. Other clinical trial/study safety information
	This section should summarise relevant safety information from any other sponsored clinical trial/study sources that becomes available during the reporting period (e.g. results from pooled analyses or meta analyses of randomised clinical trials).



11. Safety findings from marketed experience
	If the investigational drug has been approved for marketing in any country, this section should include a concise summary of key safety findings that have arisen from marketing experience and that became available to the sponsor during the reporting period.  



12. Non-clinical data
	If new information is available from the supplier or manufacturer detailing recent animal study information then please update this section.



13. Literature
	This section should summarise new and significant findings, either published in the scientific literature or available as unpublished manuscripts, relevant to the investigational drug during the reporting period. Please therefore undertake a literature search. This section should include information from non-clinical and clinical studies and, if relevant an applicable, information on drugs of the same class.  It should also summarise significant new safety information presented at a scientific meeting and published as an abstract; a copy of the abstract should be provided, if possible.
We recommend including Description of data sources (e.g., clinical trial databases, spontaneous reports, literature).
Methodology for literature search (databases searched, search terms, date range).
Coding dictionaries used (e.g., MedDRA version).
Also, please provide a printout of copy of literature search in the trial master file.





14. Other DSURs
	One single DSUR should be prepared for all trials being undertaken on one investigational drug.  However, if multiple DSURs are to be prepared for a single investigational drug (e.g. covering different indications, development programmes, or formulations), this section should summarise significant findings from other DSURs if not presented elsewhere in the report.



15. Lack of efficacy
	Data indicating lack of efficacy, or lack of efficacy relative to established therapy(ies), for investigational drugs intended to treat serious or life-threatening illnesses (e.g. excess cardiovascular adverse events in a trial of a new anti-platelet drug for acute coronary syndromes) could reflect a significant risk to the clinical trial subjects and should be summarised in this section.



16. Region specific information (UK)
	The information in this section can be used to comply with national or regional requirements and can be provided in appendices to the DSUR. Should a DSUR be required for a country other than Britain the Chief Investigator should determine the requirements for that country.



17. Late breaking information
	This section should summarise information on potentially important safety findings that arise after the data lock point but while the DSUR is in preparation.  Examples include clinically significant new case reports, important follow-up data, clinically relevant toxicological findings and any action that the sponsor or co-sponsors, data monitoring committee, or a regulatory authority has taken for safety reasons.  Section 18 should also take account of this new data as appropriate.



18. Overall safety assessment
	This section should be a concise, integrated evaluation of all new relevant clinical non-clinical and epidemiological information obtained during the reporting period relative to the previous knowledge of the investigational drug.  This assessment should consider cumulative experiences, new information collected in the period covered by the DSUR and, for investigational drugs with a marketing approval, clinically significant post-marketing data.  It should not summarise or repeat information presented in previous sections of the DSUR, but should provide an interpretation of the information and its implications for the clinical trial population and the development programme.  If appropriate, separate assessments can be provided by therapeutic area, route of administration, formulation and/or indication.



18.1. Evaluation of risks
	Evaluation of risks to trial subjects. Take into account information regarding Urgent safety measures, tests performed as part of trial, expected adverse events, adverse reactions. Also data safety from this specific trial, literature searches, changes to safety reference documents and other trial information, The appropriate level of detail is likely to be dependent on the stage of the drug development.  For example, summaries covering drugs in early development might include information on individual cases, whereas in later development, as more knowledge and perspective are gained the information on each risk might be less detailed.



18.2. Benefit-risk considerations
	This section should provide a succinct statement on the perceived balance between risks that have been identified from cumulative safety data and anticipated efficacy/benefits* and should note whether there have been any changes in this balance since the previous DSUR.



19. Summary of important risks
	This section should provide a concise, cumulative, issue-by-issue list of important identified and potential risks, as well as risk management/mitigation actions 



20. Conclusions
	The conclusion should briefly describe any changes to the previous knowledge of efficacy and safety resulting from information gained since the last DSUR. The conclusion should outline actions that have been or will be taken to address emerging safety issues in the clinical development programme. 



21. Appendices to the DSUR
	Documents
	Tick / N/A

	1. Investigator’s Brochure or SmPC:
	

	2. Cumulative Table of Important Regulatory Advice:
	

	3. Status of Ongoing and Completed Clinical Trials:
	

	4. Cumulative Summary Tabulations of Demographic Data: 
	

	        Subject Exposure of IMP by age and
        gender
	

	        Subject Exposure to IMP by ethnic 
        origin
	

	5. Line Listing of Serious Adverse Reactions (SARs): 
	

	6. Cumulative Summary Tabulations of Serious Adverse Reactions (SAEs): 
	


	7. Scientific Abstracts: (Attached)
	

	8. Regional Specific Information (UK): Not Applicable
	



Version 2.2/22-09-25/ Page 1 of 6
RD/QMS/TMPL/009

Please refer to www.nbt.nhs.uk/research to ensure the latest version of this document is in use 
Printed copies are uncontrolled


Version 2.2/22-09-25/ Page 2 of 6
RD/QMS/TMPL/009a

Please refer to www.nbt.nhs.uk/research to ensure the latest version of this document is in use 
Printed copies are uncontrolled
image1.png
NHS

North Bristol
NHS Trust




