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Note: This Development Safety Update Report contains confidential information.

If trial is blinded and unblinded information is included please add the statement below:  - 
This report includes unblinded adverse event data.



EXECUTIVE SUMMARY
The Executive summary should be a concise summary of the important information contained in the DSUR, including:
· Scope of DSUR – i.e. one trial with one IMP or many IMPs, or one IMP with multiple protocols in same therapeutic indication or different therapeutic indications
· IMP status  
· Concise safety analysis and benefit-risk evaluation
· Description and critical analysis of all new safety findings related to Investigational Drug
· Measures taken to minimise risks
· Conclusions










































TABLE OF CONTENTS
1. Introduction
2. Worldwide Marketing Approval Status
3. Actions Taken in the Reporting Period for Safety Reasons
4. Changes to Reference Safety Information
5. Inventory of Clinical Trials Ongoing and Completed during the Reporting Period
6. Estimated Cumulative Exposure
6.1 Cumulative Subject Exposure in the Development Programme
6.2 Patient Exposure from Marketing Experience
7. Data in Line Listings and Summary Tabulations
7.1 Reference Information
7.2 Line Listings of Serious Adverse Reactions during the Reporting Period
7.3 Cumulative Summary Tabulations of Serious Adverse Events
8. Significant Findings from Clinical Trials during the Reporting Period
8.1 Completed Clinical Trials
8.2 Ongoing Clinical Trials
8.3 Long-term Follow-up
8.4 Other Therapeutic Use 
8.5 New Safety Data Related to Combination Therapies
9. Safety Findings from Non-interventional Studies
10. Other Clinical Trial/Study Safety Information
11. Safety Findings from Marketing Experience
12. Non-clinical data
13. Literature
14. Other DSURs
15. Lack of Efficacy
16. Region-Specific Information if applicable
17. Late-Breaking Information
18. Overall Safety Assessment
18.1 Evaluation of the Risks
18.2 Benefit-risk considerations
19. Summary of Important risks
20. Conclusions

Appendices










1. INTRODUCTION
This is the ______ Development Safety Update Report (DSUR) for ______________ ____   covering the period from _______ to ________. 
The Development International Birth Date is _____________
Insert description of IMP(s) including dose(s), formulation, route of administration, MA. 
and 
Brief overview of protocol(s) covered by this DSUR including hypothesis, primary endpoint, design.

2. WORLDWIDE MARKETING AUTHORISATION STATUS

____________ has a Marketing Authorisation (MA), but we are not the MA Holder and therefore not aware of the worldwide approval status.


OR

____________does not have a Marketing Authorisation and we are developing this IMP for ________


3. ACTIONS TAKEN IN THE REPORTING PERIOD FOR SAFETY REASONS
List any actions taken - this can be on a patient-by-patient basis or if no actions taken use the sentence below: - 
No actions for safety reasons have been taken during the period of this DSUR, and we have received no requests that place limitations on our study.

4. CHANGES TO REFERENCE SAFETY INFORMATION
This section should list any significant safety-related changes to the 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, and any important findings from non-clinical studies (e.g., carcinogenicity studies). Specific information relevant to these changes should be provided in the appropriate sections of the DSUR. Or if we are not the MAH and no changes have been made to the SmPC, add line below:-

None – there had been no change to the Reference Document during this reporting period. 

5. INVENTORY OF CLINICAL TRIALS ONGOING & COMPLETED DURING THE REPORTING PERIOD
This section should provide a brief overview of the clinical trials ongoing and completed by the sponsor in the reporting period and complete the table below.

· Study ID (e.g., protocol number or other identifier); 
· Phase (I, II, III, or IV); 
· Status:  - Ongoing (clinical trial has begun; has begun but is currently on hold; has concluded but clinical study report has not been finalised); Completed (clinical study report is finalised); 

Table 1
Ongoing Trials
	Trial ID
	

	Phase
	

	Country
	

	Protocol Title
	

	Trial Design
	

	Dosing Regimen
	

	Study Population
	

	FPFV
	

	Planned Enrolment
	

	Subject Exposure 
	



Table 1a
Completed Trials
	Trial ID
	

	Phase
	

	Country
	

	Protocol Title
	

	Trial Design
	

	Dosing Regimen
	




6. ESTIMATED CUMULATIVE EXPOSURE
6.1 CUMULATTIVE SUBJECT EXPOSURE IN THE DEVELOPMENT PROGRAMME
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 such as We are not the Marketing Authorisation Holder (MAH) and do not have access to this data

Suggested text if required:-
Blinded trials
The study remains blinded, and the numbers of subjects exposed are based on the randomisation scheme: -
Dose 1 	- n =
Dose 2	- n =
Placebo 	- n =

Cumulative Exposure to IMP or Placebo
Table 2 – add in more IMPs if required
	
	Double blind XXX/or placebo 

	Dose 1
	

	Dose 2
	

	Dose 3
	



Cumulative Subject Exposure to IMP/Placebo by age (at randomisation) and gender
Table 3 – this may be required per population group (ie health volunteers/patients) or different IMPs
	Number of Subjects


	Age (years)
	Male
	Female  

	Total

	Pre-term new-born infants (<37 weeks)
	
	
	

	New-borns (0-27 days)
	
	
	

	Infants and toddlers (28 days – 23 months)
	
	
	

	Children (2-11 years)
	
	
	

	Adolescents (12-17 years)
	
	
	

	Adults (18-64 years)
	
	
	

	Elderly (≥65 years)
	
	
	

	Total
	
	
	



Include Demographics i.e. race, age (if relevant to trial).

Given that the trial remains blinded, we cannot provide demographic data by treatment group.
Delete as necessary

Cumulative Exposure by Ethnic Origin 
Table 4 – as previous, may be required for different groups
	Ethnic origin Number of subjects


	*Asian
	

	 *Black
	

	*White
	

	*Other
	

	Total
	


*change race as necessary 



For the study as a whole, __% of subjects are male, and __% of subjects are female.
__% of subjects are White, __% are Black, __% are
Asian, and _% are of Other ethnicity.

6.2 PATIENT EXPOSURE FROM MARKETING EXPERIENCE
Not applicable as this is an Investigator Initiated non-commercial trial.


7. DATA IN LINE LISTINGS AND SUMMARY TABULATIONS
7.1 REFERENCE INFORMATION
The SmPC or Investigator’s Brochure  version/dated xx in effect at the beginning of this reporting period served as the reference document for determination of “expectedness” for all adverse events in this DSUR reporting period. Include narrative here for each SAE if applicable.

The Medical Dictionary for Regulatory Activities (MedDRA) version xx has been used for coding and grading adverse events.

7.2 LINE LISTINGS OF SERIOUS ADVERSE REACTIONS (SARs) DURING THE REPORTING PERIOD
Please refer to Table [x] in the Appendix of this DSUR for interval line listings of the SARs.
This section should refer to an appendix that provides a cumulative summary tabulation of SARs reported in the sponsor’s clinical trials, from the DIBD to the data lock point of the current DSUR. Please explain any omission of data (e.g. we are not the MAH). The tabulation(s) should be organised by SOC, for the investigational drug, as well as for the comparator arm(s) (active comparators, placebo, and treatment unknown due to blinding) used in the trial or programme. Data can be integrated across the programme if applicable or tabulations of SARs can be presented by protocol, indication, route of administration, or other variables.
List SARs including patient demographic details

7.3 CUMULATIVE SUMMARY TABULATIONS OF SERIOUS ADVERSE EVENTS
If applicable the following sentence may be used:-
Appendix X Table X presents a cumulative table of the number of serious adverse events (SAEs) that have been reported during the clinical trial/development programme, organized by SOC. 

8. SIGNIFICANT FINDINGS FROM CLINICAL TRIALS DURING THE REPORTING PERIOD
8.1 COMPLETED CLINICAL TRIALS
Usually this will not apply, if it does please list the trials that are complete within the programme covered by this DSUR. If not applicable the sentence below may be used.
Not applicable. TRIAL or IMP is the only trial covered by this DSUR and it is ongoing.

8.2 ONGOING CLINICAL TRIALS
If the sponsor is aware of clinically important information that has arisen from ongoing clinical trials (e.g., learned through interim safety analyses or as a result of unblinding of subjects with adverse events), this section should briefly summarise the issue(s). It could include information that supports or refutes previously identified safety issues, as well as evidence of new safety signals. Include a statement regarding whether the DMC has reviewed ongoing safety issues and made recommendations.
8.3 LONG TERM FOLLOW-UP
Provide details or sentence below can be used.
Not applicable. At present, patients completing/taking TRIAL/IMP are not subject to long-term follow up.

8.4 OTHER THERAPEUTIC USE OF INVESTIGATIONAL MEDICINAL PRODUCT
Not applicable as we are not the MAH.

8.5 NEW SAFETY DATA RELATED TO COMBINATION THERAPIES
Not applicable as IMP is a monotherapy in this trial.

9. SAFETY FINDINGS FROM NON-INTERVENTIONAL STUDIES
Not applicable.

10. OTHER CLINICAL TRIAL SAFETY INFORMATION 
Not applicable.

11. SAFETY FINDINGS FROM MARKETING EXPERIENCE
Not applicable as (co)-sponsor(s) are not Marketing Authorisation Holder(s).
Or
Not applicable as IMP is not marketed in any country.

12. NON-CLINICAL DATA
Include all relevant safety findings from non-clinical studies if applicable, 
Or
Not applicable.

13. LITERATURE
An abstract of our trial XXXX was accepted for a poster presentation at the conference/Society, and the abstract is attached to this DSUR.
Or 
Not applicable.

14. OTHER DSURs
Include other DSURs submitted by the co-sponsor(s) for IMP detailed in this DSUR.

15. LACK OF EFFICACY
Include data that indicates lack of efficacy if available 
Or
Not applicable. 

16. Region-Specific Information
16.1 Cumulative Summary Tabulation of Serious Adverse Reactions
Add details or refer to appendix 

Or

Not applicable. 

17. LATE BREAKING INFORMATION Late-Breaking InformationThis 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, a DMC, or a regulatory authority has taken for safety reasons. The Overall Safety Assessment (see section 3.18) should also take these new data into account.
Add details
Or

Not applicable.

18. OVERALL SAFETY ASSESSMENT
18.1 EVALUATION OF THE RISKS
For guidance on this section please refer to section 3.18 of the ICH E2f guidance document.

18.2 BENEFIT-RISK CONSIDERATIONS
For guidance on this section please refer to section 3.18 of the ICH E2f guidance document.

19. SUMMARY OF IMPORTANT RISKS (*SmPC or IB) *delete as applicable
19.1 e.g. Hypertension 
Detail any expected (as per SmPC or IB) or emerging risks and the steps taken within the protocol(s) to monitor these risks

20. CONCLUSIONS
The risks remain fairly consistent with the experience described in our previous DSUR or described in our trial protocol, and we conclude that the information obtained in this reporting period justifies continuation of the trial with the modifications noted in this DSUR.

SCIENTIFIC ABSTRACTS
Not applicable.

Include the following documents/tables below if they are applicable and referenced in the sections above – number each appendix consecutively 
[bookmark: _Toc314046262]APPENDICIES
Appendix I
Cumulative Summary Tabulation of Serious Adverse Reactions (SARs) 
If applicable

Appendix II
Cumulative Summary Tabulation of Serious Adverse Events (SAEs) 
If applicable


Appendix III
Investigator’s Brochure - if updated since last DSUR submitted for IMP or trial
or
SmPC IMP dated.... 
[image: ]

	DSUR Final template v5.0 03/04/2024                        Page 1 of 13

	




	DSUR [IMP/Study name] vxx dated xx                        Page 11 of 13

	



APPENDIX X
Table x Line Listings of Serious Adverse Reactions (SARs)

	Study/
Subject
number
	Sponsor Ref. No.
	Country
Gender
Age
	System Organ Classification
	Preferred Term
	Lower Level Term
	Date of Onset
	Suspect
IMP
	Dose
	Dates of
Treatment
	Outcome
	Comments

	
	
	
	
	
	
	
	
	
	
	
	





Table x Cumulative Summary Tabulation of Serious Adverse Events (SAEs)
	Sponsor Ref. No.
	[bookmark: RANGE!A1:D170]System Organ Classification
	
Preferred Term
	Lower Level Term
	Serious Adverse Event Details

	
	
	
	
	

	
	
	
	
	




[image: ]
DSUR [IMP/Study name] vxx dated xx                        Page 12 of 13


image2.emf

image1.emf

