
 

 

 

Phase I Advisory Group Minutes  

29th March 2018 
 

Minutes of previous meeting on 27.09.17 
 
The minutes were confirmed as an accurate record with agreement to amend ‘travel across the 
border’ to ‘travel overseas’. 

Matters Arising  
 
The group had sought confirmation that the publication and deferral information was within REC 
decision letters. This was confirmed. 
 
The group had sought guidance about the requirement to submit amendments and wanted something 
to refer monitors back to if they requested ‘approval letters’ for minor amendments not requiring 
notification. It was confirmed that an amendment section had been added to the website and included 
the examples which had been requested. 
 
A growing number of submissions included confirmation that the payment for trials would not be 
taxed. The group acknowledged that it was not possible for this to be guaranteed because of its 
reliance on the participants circumstances. Guidance about how to handle this had been issued to 
RECs via the Operational Management Email Alert (OMEA). 

 

MHRA and HRA Combined Ways of Working Pilot 
 
The pilot to test the MHRA and HRA’s combined ways of working was underway and due to open for 
live applications from April. The pilot would follow what was expected to be required under the 
regulation but also comply with the existing legislation.  
 
Under the pilot there would be one submission via the MHRA, who would validate the application and 
send to the Research Ethics Service. The documents would not be submitted through IRAS in the early 
stages of the pilot (with the exception of the IRAS form which will still be required in the  initial stages). 
The reviews and communications from the MHRA and REC (and HRA and HCRW in England and wales) 
would be consolidated and applicants would be asked to respond to all queries together so that the 
final output could be issued together.  
 

The initial invitation to submit to the pilot process was open to sponsors and CROs who had declared 
an early interest in taking part. Sponsors and CROs were being asked to give as much notice as possible 
about the applications being submitted to the pilot so that they could be supported and assigned to 
or choose an appropriate committee meeting. There will be submission periods for each REC during 
which applications can be submitted.  
 
At the time of the meeting two committees were ready to review the live applications with a further 
four due to be ready by June. It was hoped that sponsors and CROs submitting to the pilot would 
therefore have some degree of committee choice. 
 



 

 

The intention was to open the pilot up more widely once the processes had been tested and refined. 
It was hoped that all applications would be coming through the new system by April 2019 but 
acknowledged that there may be a need to run both systems in parallel to allow CROs and sponsors 
to prepare.  
 
There was a query about how the consolidation and output would work. It was anticipated that it 
would be a similar system as stated in the regulation. The part 1 would cover safety, risk and burden 
and be considered jointly by the MHRA and RECs. The part 2 would include the ethical components 
and governance checks. This would be covered by the research ethics committees and a desk 
assessment. The output would be one email with two attachments, one from the MHRA and one from 
the REC. The pilot process would be compliant with the existing legislation. 
 
The HRA had been running dummy applications with RECs for 6 months and practicing the 
consolidation with the MHRA. The process was expected to help align the MHRA and REC process, 
ensuring communication and a joined up approach.  
 
The pilot would adhere to statutory timelines but the intention was to be quicker for phase I trials 
where possible to remain compliant with existing time frames for phase 1 trials. The guidance and 
FAQs had not been published on the website but had been shared with sponsors who had declared 
an interest. Weekly support calls had also been set up to address any questions arising. 
 

It was mooted that it may be difficult to adhere to timelines with just two committees and suggested 
we should aim to be as fast as the Dutch and maintain timelines to the best of our abilities. This was 
confirmed as a priority and reassurance given that the number of RECs able to review the live 
submissions was increasing month on month.  
 
It was asked if consideration had been given to a more virtual approach to meetings. Nothing was off 
the table but it would be a fundamental change from how the current REC service works and would 
bring about other complications. The early stages of the pilot would aim to retain as much stability as 
possible but would point us in the direction as to how we adapt. 
 
Phase I research was only 1% of the business but massively important for the UK because it has 
ramifications for the later phases too. There was agreement that the UK must remain competitive to 
continue to attract clinical trials. 
 

Another member state was considering a scientific advice function to run alongside the reviews so 
that there could be further alignment, something for the UK to bear in mind for the future. 
 
The process for the review of substantial amendments was due to be discussed and decided at an 
upcoming workshop between the MHRA and HRA. 
 
The P1AG asked if there were any pilot exclusions. The pilot was not accepting first in human or first 
in the UK because these studies added a level of complexity and additional scientific meetings for the 
MHRA. These trials would be integrated at a later date. 
 
The P1AG asked about the IT plans. There was still uncertainty about whether the UK would ultimately 
have access to the EU portal. The HRA and MHRA were in discussions about infrastructure and 
principles to fit all scenarios. An IT workaround was in place for the CWOW pilot. 
 



 

 

Policy wise, the UK and EU had agreed to an implementation period (2 years after evoking article 50) 
during which things would remain pretty much the same. It was possible the UK presence at 
commission meetings would cease. 
 
Part of the agreement meant that existing and ‘new rules’ (before 2020) would come into force and 
be applicable for the UK. The CTR would take effect before the end of the transition period so this 
would mean compliance for a temporary period. The HRA were preparing to make sure that regardless 
of the outcome of negotiations the UK will be aligning with the rest of Europe. It was hoped that the 
UK would see the benefits of the joint working before many of the other member states. 
 

Transparency in Phase I research 

 

General update 
 

There had been a select committee enquiry looking at research integrity, the HRA had fed in on 
‘transparency’ specifically. The committee’s interest was in publication of summary of results. In the 
process of preparing, the HRA came up with other things they would like to do to promote 
transparency. 
 
There was an opportunity with IT developments to help facilitate some pro-transparency reminders. 
Alerts and reminders to prompt publication for example.  
 
The HRA had taken actions to raise awareness and continue to promote transparency. Consideration 
was being given to working with universities and perhaps charities. 
 
The audit of clinical trial registration showed that there was pretty good practice in pharma and state 
funded research such as MRC/NIHR. The same could not yet be said in academia. Comments from the 
P1AG were welcomed. 
 
The P1AG asked if it was the intention to be aligned with the new regulations transparency 
arrangements. There was reassurance that there would not be a step away from the EU’s transparency 
arrangements.  Some of the standards were not yet aligned, for example time limit within which there 
should be registration is different. The principles for the IT requirement would be the same but the 
actual IT arrangements could differ.  
 
There was discussion around whether future approvals should be dependent on the publication of 
previous research. The consensus was that this would take the UK out of sync with other member 
states and the regulation. There was potential for such a step to make the UK a less attractive place 
to conduct research. It was added that some clients are from the US where there is no requirement 
to publish, it would be unjust to penalise sponsors for not meeting requirements that don’t exist. 
 
BD confirmed that if this step was ever considered further and introduced it would be very well 
publicised and not applied retrospectively. There were other steps that could be considered to 
improve transparency culture which were not reliant on legislative requirements. 
 
Update: It has subsequently been agreed by the HRA leadership team that Phase I research is out of 
scope of the transparency work. 
 

General Data Protection Regulation (GDPR) 
 



 

 

The General Data Protection Regulation was due to go live on May 25th 2018. The implications for 
research were deemed to be fairly minimal because good practice in data handling was long 
established in clinical research. The HRA had been working with stakeholders to produce guidance to 
support the research community, staff and REC members. 
 
https://www.hra.nhs.uk/planning-and-improving-research/policies-standards-legislation/data-
protection-and-information-governance/gdpr-guidance/ 
 
The operational guidance developed provided recommended transparency wording, usage of which 
qualified the change as a non-identifiable amendment. The guidance was to be kept as a live 
document and updated as the discussions progressed. For example as the article 29 working group 
took a position on whether data pre-withdrawal could be used. 
 
The General Data Protection Regulation laid out that organisations must have a valid and legal 
reason to process personal data. This was an existing requirement but organisations would be 
required to tell data subjects their legal basis for processing data. The ‘legal basis’ research 
organisations had been using was usually ‘legitimate interests’ which would not change under GDPR. 
Very few organisations were choosing consent as their ‘legal basis’ to be able to process data. 
 
Data processing would fall under consent or ‘legitimate use’. Discussions were ongoing at ACRO 
about what would be relied upon if the consenting was taking place in the USA for example. It was 
likely that the ‘legal basis’ would still be ‘legitimate use’ not ‘consent’. 
 
It was confirmed that GDPR did not apply to non-identifiable data. There was however a 
dependence on the definition of identifiable data. GDPR assumed ‘pseudonymised data’ as 
identifiable. It was suggested that this distinction was an integral part of staff guidance. 
 
It was queried if the common law ‘duty of confidentiality’ still needed to be met. It was confirmed 
that GDPR had not superseded common law. The GDPR did not include anything that challenged or 
disagreed with common law. 
 

Phase 1 Document Review 
 

General update 
 

• In the previous 6 months there had been 92 submissions from 9 different sponsors.  

• The document types being submitted had been largely the same with an increase in the 
number of social media advertisements. 

• Each document was being given an individual reference number so that it was easier for 
sponsors to maintain records and for REC staff to source them.  

• It had been feedback that that some HRA staff had requested sight of generically approved 
documents directly with sponsors. A reminder had been issued asking all requests to come 
via the hra advert review email account until the HRA hub area was set up.  

• The website content for generic review had been revised to provide best-practice examples 
and confirm that minor amendments should not be submitted. 
 

 
 

Generic Documentation day rate 
 

https://www.hra.nhs.uk/planning-and-improving-research/policies-standards-legislation/data-protection-and-information-governance/gdpr-guidance/
https://www.hra.nhs.uk/planning-and-improving-research/policies-standards-legislation/data-protection-and-information-governance/gdpr-guidance/
https://www.hra.nhs.uk/planning-and-improving-research/policies-standards-legislation/data-protection-and-information-governance/gdpr-guidance/
https://www.hra.nhs.uk/planning-and-improving-research/policies-standards-legislation/data-protection-and-information-governance/gdpr-guidance/


 

 

Feedback had been received that participants were routinely expecting around the £120-£130 per 
day mark recompense. The group were asked to consider if the agreed statement ‘from £100’ was 
still an appropriate statement for generic advertisements. 
 
The statement had been set at ‘from £100’ in order to create a level playing field for sponsors and so 
as not to draw potential participants in with a large figure. The guidance did not go into detail about 
whether a day was considered to be 24 hours or a standard working day. It was confirmed that it 
was appropriate for the exact monetary figure and time to be included in study specific 
documentation.  
 

 

Including specific monetary amounts in study specific advertising material 
 
Feedback had been received that there was some level of committee push back about including 
specific monetary amounts in study specific advertisements. 
 
One of the examples given was when patients were being recruited via their GPs for early phase 
trials and the amount was being included in the letter from the GP to the patient. 
 
The guidance was that the amount should not be unduly prominent or perceivably coercive. It was 
commented that most committees accepted the inclusion of specific amounts but they did need to 
have a level of autonomy to consider the documents on an individual basis to assess the balance 
between risk and reward. 

 
There wasn’t guidance for RECs about acceptable payment levels but they often asked how the 
amount was reached. Quotient confirmed that they used an algorithm to ensure there was a level of 
consistency. REC members on the group confirmed that consideration was given to whether the 
amount reached minimum wage. 
 
It was discussed that there was an option to reimburse for all non-therapeutic drug trials. For 
example where patients are considered healthy volunteers. 
 

Phase I Management Information Data 
 
The format of the Phase I MI data had been amended in response to feedback from P1AG members. 
It included detailed data and tables showing the average number of days from review to 1st opinion 
and the average number of calendar days to review, split by decision type. 

 
The P1AG reviewed the 2017 management information data. 

 

Any other business 

 

Information update sheet 
 
The P1AG had been asked to consider the use of participant information sheet templates for adaptive 
design trials. It had been mooted that the information could be added in a structured and predictable 
way when available, without submitting an amendment to REC.  
 



 

 

There has been a workshop in Rome involving heads of the medicine agency about complex trials and 
how adaptive changes could be communicated with volunteers. The consensus was that potential 
adaptations should be explained in the participant information sheet form, accepting that the 
adaptations may be communicated verbally.  
 
Templates could be a useful communication tool i.e. you consented that there may be a change and 
we are now telling you what that change is.  
 
A template had already been submitted and reviewed by a committee. They were largely happy with 
the concept but thought any changes relating to side-effects should be reported to MHRA and REC.  
 
It was commented that it would be helpful to be able to update the participant information sheets 
about emerging mild side-effects without alerting the ethics committee. This would not be acceptable 
if the ‘stopping criteria’ or ‘risk profile’ had been met. 
  
It was suggested that if the information would be considered a substantial amendment it should not 
be templated but if it would not constitute a substantial amendment it would be acceptable for it to 
be templated and not notified. It was added that any templates submitted should specify boundaries 
and include examples of what would be considered minor and what would be considered substantial 
so that RECs could gauge the appropriateness of the changes that would be made without notification. 

 

Requirement for GP letters for Phase I applications  
 
Requests for GP letters were a common REC provision for Phase I applications. The ABPI meeting 
delegates had recognised this as a common request but had queried the appropriateness of GP letters 
for Phase I trials. It had been reported that some RECs also asked for a notification to the GP when a 
patient was screened even when not requesting medical information. 
 
Some P1AG members thought it was appropriate for there to be a GP letter to confirm their patient’s 
healthiness. 
 
The group discussed GP letters to confirm their patient’s trial participation. Some thought it was 
helpful for these to be sent because it led to the formal recording of trial participation which was 
important for safety. Some units routinely issued these alerts which had proved a useful back-up 
because there had been several incidences of participants not being on the TOPS system despite 
having reported to their GP as having been dosed. 
 
It was understood that notifications to GPs were being used by them to help tailor patient care. It was 
commented that this might be more difficult if the information was not study specific, although GPs 
could always call to find out about the trial if they thought it might impact on the care they give. The 
consensus was that a generic GP letter approval would be acceptable but the ‘study title’ should 
always be added. 
   
Some units had received very negative feedback from GPs about the burden letters present vs the 
benefit. It was commented that it was an MHRA requirement to tell the GP of participation so that 
they can confirm medical history. The group thought this was also in the phase I accreditation 
guidance.  
 
The P1AG agreed it would be helpful to get GPs views on the information they receive and how they 
use it. 



 

 

 

Phase I REC Decisions and Common Provisions 
 
CB presented a set of slides which broke down the number of Phase I submissions and REC opinions 
issued in 2017-18. Efforts were being made to publicise the common issues so that they could be 
addressed pre-submission. 
 

Common issues leading to REC provisions included: 
- The contraception requirements not being clearly stated. 
- The information for the participant’s partner (contraception, pregnancy) not being 

provided. 
- It not being explicit when the trial was first in human. 
- US language in PIS 
- PIS not written in lay language. 
- Side-effects written in a dense paragraph and not quantified. 
- Side-effects appearing on the latter pages of the PIS so that the risks were not upfront 

and may not be understood. 
 
It was commented that US sponsors often want their US legal language included, with limited flexibility 
to adapt to REC comments. 
 
It was stated that the number of applications before the EU regulations had been around 600, vastly 
more than the current 160 submissions. The numbers had been fairly stable since 2012. It was difficult 
to get a true picture of the UK numbers due to them not tallying with the MHRA’s records. It was 
added that the combining of trials into one submission may have had a bearing on the overall 
numbers. The group were keen to get a clearer picture of the overall numbers and number of batched 
trials, appreciating the limitations of the information captured from the IRAS form. 
 
It was suggested that it would be helpful to also publish the common REC concerns as the MHRA does 
with Grounds for Non-Acceptance. 
 

Date of Next meeting: TBC. A doodle poll was released to P1AG members.  
 
Date subsequently confirmed as 30th October 2018 
 
 
 
 


