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ANNUAL PROGRESS REPORT TO MAIN RESEARCH ETHICS COMMITTEE

(For all studies except clinical trials of investigational medicinal products)

To be completed in typescript and submitted to the main REC by the Chief Investigator.  For questions with Yes/No options please indicate answer in bold type.

1. Details of Chief Investigator

	Name:
	Professor Paul Dark

	Address:


	Research & Development 
Summerfield House

Salford Royal NHS Foundation Trust

Salford

M6 8HD

	Telephone:
	02467 151 386

	E-mail:
	Paul.m.dark@manchester.ac.uk

	Fax:
	N/A


2. Details of study

	Full title of study:
	Biomarker-guided duration of antibiotic treatment in hospitalized patients with suspected sepsis: the ADAPT-Sepsis trial.

	Name of main REC:
	South Central Oxford C REC

	REC reference number:
	17/SC/0434

	Date of favourable ethical opinion:
	20-Oct-2017

	Sponsor:
	University of Manchester


3. Commencement and termination dates

	Has the study started?

	Yes / No

	If yes, what was the actual start date?


	01-May-2017

	If no, what are the reasons for the study not commencing?

What is the expected start date?


	N/A


	Has the study finished?

If yes, complete and submit “Declaration of end of study” form, available at http://www.nres.npsa.nhs.uk/applications/after-ethical-review/endofstudy/ 
	Yes / No


	If no, what is the expected completion date?

If you expect the study to overrun the planned completion date this should be notified to the main REC for information.
	30-Apr-2021

	If you do not expect the study to be completed, give reason(s)


	N/A



4. Registration

	Is the study a ‘clinical trial’? (Defined as first 4 categories on the IRAS filter page)
(For CTIMP please use CTIMP progress reporting template)
	Yes / No

	Is the study registered on a publically accessible database? (Registration of clinical trials is a condition of approval for studies approved after 30 September 2013)

	Yes / No

	If yes, please provide the name of the database and the registration number
Database: ISRCTN
Registration number: 47473244


	If no: N/A
a. What is the reason for non-registration?
b. What are your intentions for registration?



5. Site information

	Do you plan to increase the total number of sites proposed for the study?

If yes, how many sites do you plan to recruit?
	Yes / No
Up to 37



6. Recruitment of participants

In this section, “participants” includes those who will not be approached but whose samples/data will be studied. 

	Number of participants recruited:


	Proposed in original application: 2760
Actual number recruited to date: 716 (06-Nov-2019)

	Number of participants completing trial:


	Actual number completed to date: 548 (as of 06-Nov-2019)


	Number of withdrawals from study to date due to:

(a) withdrawal of consent 
27
(b) loss to follow-up
0
(c) death (where not the primary outcome)
N/A
Total study withdrawals:
27

	*Number of treatment failures to date (prior to reaching primary outcome) due to: 0
(a) adverse events

(b) lack of efficacy

Total treatment failures:

* Applies to studies involving clinical treatment only



	Have there been any serious difficulties in recruiting participants?
	Yes / No

	If Yes, give details:



	Do you plan to increase the planned recruitment of participants into the study?

Any increase in planned recruitment should be notified to the main REC as a substantial amendment for ethical review.

	Yes / No 




7. Safety of participants

	Have there been any related and unexpected serious adverse events (SAEs) in this study?


	Yes / No

	Have these SAEs been notified to the Committee?

If no, please submit details with this report and give reasons for late notification.
	Not applicable

	Have any concerns arisen about the safety of participants in this study?

If yes, give details and say how the concerns have been addressed.
	Yes / No



8. Amendments

	Have any substantial amendments been made to the trial during the year?


	Yes / No

	If yes, please give the date and amendment number for each substantial amendment made.
	Substantial Amendment 03 – submitted 27-Feb-2019, approved by South Central Oxford C REC 28-Mar-2019 and HRA 18-Apr-2019. 
Submitted to Scotland A REC 15-Jul-2019 and approved 05-Aug-2019



9. Serious breaches of the protocol

	Have any serious breaches of the protocol occurred during the year?

If Yes, please enclose a report of any serious breaches not already notified to the REC.
	Yes / No 
Yes / No


10. Other issues

	Are there any other developments in the study that you wish to report to the Committee?

Are there any ethical issues on which further advice is required?

If yes to either, please attach separate statement with details.
	Yes / No 
Yes / No 



11. Declaration
	Signature of Chief Investigator:
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	Print name:
	Professor Paul Dark

	Date of submission:
	12-Nov-2019


10. Other issues continued: 

Challenges in opening trial sites and actions taken to overcome these

NHS laboratory staff  

Lab teams are often stretched to capacity as part of routine clinical service and so have been reluctant to perform some of the research tasks required for the trial, specifically interacting with the trial database, which has contributed to delays in site set-up, this challenge is exacerbated over weekends when labs run skeleton teams. We have now developed the trial database further so that lab input is as minimal as possible. We also involve lab teams in site set-up discussions as early as possible and include them in pre-SIV teleconferences to discuss any potential issues as well as ensuring there is representation at all SIVs. 

Research team weekend cover

Local research teams are required to interact with the trial database over weekends if they have patients on the trial interventions. We have been working closely with sites to overcome this obstacle and have developed a number of solutions which have been agreeable with sites. Additionally we have been able to use these solutions in advance of trial opening with sites that we are in earlier discussions with. Moving forward we are removing certain features of the database which are more restrictive and causing sites the most problems. 
Biomarker Sampling

14/20 of the initial sites marked as ADAPT-Sepsis pilot sites did not have PCT assay already set up as part of usual service. During early set-up discussions with these sites it become clear that there is considerable wastage of the more expensive PCT assay, associated with low throughput as per the trial protocol, due to the commercial batching of kits and their expiry times (25-60 days platform dependant). We reached out to the NIHR Study Support Lead in Greater Manchester to re-review costings and engaged in discussions with NIHR HTA and commercial funders in order to find the appropriate solution. With oversight/approval from HTA, we have now fully executed a contract with Roche for assay cost mitigation, a similar contract with Abbott is currently under review and we hope to finalise this imminently. In April 2019 we submitted a variation to contract (VTC)  application to NIHR HTA to request additional funding in order to cover the unexpected costs related to PCT test kit wastage as well as a 9 month no cost extension to the project to account for delays in recruitment.  NIHR HTA approved the additional funding on 9th September 2019 and agreed in principle to the recruitment extension. The HTA have advised that we should hold off on completing the VTC formally until further site set up and patient recruitment has settled and we have a clearer understanding of the additional time/cost required. We are confident that with this further HTA support and the expected industry support we can remove this barrier altogether. 

Impact of these challenges

As evidenced above we have successfully overcome a number of barriers and we are in the process of removing the remaining barriers (cost and database amendment). Overcoming these challenges should ensure we are able to open the number of sites required to deliver the trial recruitment target. The trial progress to date has been reviewed and approved by the independent DMC (31-May-2019) and TSC (09-Jul-2019) committees and there are no safety concerns.   
Annual progress report (non-CTIMP), version 4.4, dated November 2014           
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