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Phase 1 Stakeholder Meeting Minutes
Date: 26th November 2012

Location: MHRA, 151 Buckingham Palace Rd, London SW1W 9SZ
Chair: 

	Jennifer Martin, MHRA
	Gail Francis, MHRA


Attendees: 
	Mandeep Rai, MHRA
	Catharine Raitt, MHRA

	John Posner, Faculty of Pharmaceutical Medicine
	Jerry Nolan, Resuscitation Council
telecon

	Fiona Mcardle, Edinburgh Wellcome CRF
	Helen Pidd, Manchester Wellcome CRF

	Katie Manchee, GSK Phase I Unit (ABPI)
	Jo Collier, Quotient Bioresearch (ABPI)

	Peter Dewland, Icon Pharmacology Unit (AHPPI)
	Graham Ridout, Independent Consultant (AHPPI)

	Jorg Taubel, Richmond Pharmacology (CCRA)
	David Rogers, Medicines Evaluation Unit (CCRA)

	Amitava Ganguli, Royal Liverpool CRF, Non-Commercial
	Richard Fitzgerald, Royal Liverpool CRF, Non-Commercial

	Carolyn Langford, Birmingham Paediatric Research Facility, Non-Commercial
	Lynn Hope, Christie Non-commercial
telecon

	Louise Wood, Research and Development Directorate (DoH)
	Sue Bourne, Health Research Agency, NRES


Apologies:

	Professor William Rosenberg, Wellcome/NIHR
	Professor David Newby, Edinburgh Wellcome CRF

	Martyn Ward , MHRA
	Helen Campbell, DoH CRF Portfolio Manager

	Joanna Reynolds, CRUK
	


Discussions & Actions

Introductions were made by all in attendance; JM explained that the purpose of the meeting was to review proposed changes to the voluntary MHRA Phase 1 Accreditation Scheme. Each of the proposed changes was discussed in turn, main discussion points and actions are summarised below. 
1) Change to a single type scheme
The MHRA proposed that the scheme was changed to a single type due to ABPI feedback and reports that sponsors were confused about the two types in the current scheme. In addition, all units in the scheme have now acquired standard and supplementary accreditation. 
Concerns were raised that this may dissuade niche units from applying, who were unlikely to test new compounds. The MHRA clarified that there were few additional requirements for obtaining supplementary accreditation and that units not in the scheme would be inspected as part of the MHRA’s risk-based inspection programme, therefore ensuring that they maintain adequate standards for running clinical trials.
Some representatives from the non-commercial sector stated that they would apply for both standard and supplementary accreditation and would therefore prefer one type of accreditation.
A number of attendees commented on the educational impact the scheme has had and the resultant raising of standards.
One comment was that the confusion surrounded the name of the scheme (i.e. Phase I) as it encompassed a particular aspect of phase I rather than all phase I trials.

There were general discussions around the need for new units applying to the scheme (in particular non-commercial units) to consider whether joining the scheme would be beneficial to their organisations and relevant to their work.
A vote of attendees revealed that not everyone agreed that the scheme should be changed to a single type, but agreed that the current two type system didn’t really work either.

Action: Attendees were given additional time to consider the proposal and were requested to submit details of their preference or alternative proposals to JM by 30th Nov 2012.
2) PI Qualifications for FIH Clinical Trials
The MHRA discussed the barriers for non-commercial units wanting to join the Phase 1 Accreditation Scheme with reference to PI qualifications for FIH clinical trials.

The MHRA proposed that the scheme be amended to allow for the use of a safety review committee where the PI for a FIH clinical trial doesn’t meet the requirements of the phase 1 accreditation scheme.

The MHRA and FM explained that a safety review committee had been established at the Edinburgh Research Facility and were responsible for reviewing the risks associated with the clinical trial and making recommendations to the trial team. However, all PI’s for FIH clinical trials also met the requirements of the scheme.
CL explained that Paediatrics were keen to explore this approach, as the issue of PI qualification was a prohibiting factor in applying to join the scheme. CL reported that there was lack of post graduate training in Paediatric doctors and that few people in the paediatric community were able to meet the PI qualification requirement for FIH clinical trials as currently described by the scheme.
LH welcomed this approach (subject to the committee’s terms and responsibilities being clearly defined and agreed).
RF & AG raised concerns over the legal status of such committees and whether they could be held accountable, as well as how units would ensure that committees were appropriately qualified to perform their delegated tasks.
JC questioned how a difference of opinion within the committee would be handled.
PD felt that the emphasis should be on PI qualification and a specific accreditation for the PI should be considered.
JT questioned whether PI qualification could be reviewed at the MHRA CTA approval stage. The MHRA explained that the clinical trials units do not approve PIs and that this falls within the remit of the REC. The MHRA were hoping that the use of committees would encourage more doctors to do research, rather than being dissuaded if they didn’t meet the requirements of the scheme. JM also advised that the current Phase I Accreditation certificate was now including the names of those PI’s who were authorised for FIH trials, this is circulated to the LRECs, so hopefully this would help LRECs identify those authorised FIH PI’s when conducting the site specific assessments. This would also mean that where FIH PIs either leave a unit or start at another unit, this will be notified to the MHRA as a variation to the units accreditation.
PD questioned whether the use of a committee would deter doctors from gaining post graduate pharmacology qualifications and would lead to a further reduction in the number of doctors that meet the current PI qualification requirements of the scheme. PD also felt that a single person taking responsibility was more preferable to a committee taking responsibility.

JP explained the purpose and content of the human pharmacology course and stated that there was no reason why this type of training shouldn’t apply to non-commercial doctors and that it was preferable for doctors to start the course, be supervised and have the support of the committee.
CL raised concerns over how very experienced doctors may respond to being told to obtain post graduate qualifications. JM explained that there was peer review process in place with the Faculty of Pharmaceutical Medicine (FPM) to deal with such scenarios, as described on the MHRA website. JM also explained this process had been recently updated to allow for occasions where PI’s may be more than qualified to act as FIH PI in their therapeutic field of expertise only and where this is the re commendation of the FPM this will need to be clearly specified in the units systems and procedures and will be specified on the Phase I Accreditation certificate.
JT suggested that the CI could be the therapy expert and that the PI could be someone who meets the requirements of the scheme.
Several representatives from the non-commercial sector commented that the drivers in the non-commercial sector were different and that the named PI often determined where grants were paid who was recognised for the work in publications
In light of the discussions above, JM proposed 2 amendments to the scheme:

1. The scheme is amended to allow the use of a safety review committee provided there are specification regarding the remit of the committee, the minimum membership expertise and that at least one member of the committee meets the requirements to act a FIH PI intheir own right.

2. Where a doctor who does not meet the current requirements of the scheme to be PI for FIH clinical trials want to conduct research, this doctor can be named as the PI only where they are working under the direct supervision of a “named” supervisor that does meet the requirements of the scheme. This could be another doctor or a member of the safety review committee. The doctor and supervisor would be reviewed as part of the risk assessment conducted by the safety review committee.

Where this process would be implemented the aspects of the safety review committee and how they risk assess the PI and supervisor would be reviewed as part of the accreditation inspection. As above those authorised to act as FIH PI (including the “named” supervisors would be named on the certificate and notified to the MHRA where their were any changes as a variation to the accreditation scheme. 
ACTION: JM to draft amended PI qualification requirement for FIH clinical trials and circulate to attendees by 30th Nov 2012. 
3) ILS Training Requirements
GF explained that some units had reported problems with the availability of ILS training course places and there had also been some confusion on what other courses were equivalent to ILS training.

GF discussed whether BLS + AED training was equivalent to ILS training. JN commented that ILS training had a greater emphasis on airway management and a team approach to resuscitation management.
JM commented on how the definition of “clinical staff” varied from one organisation to the other. In particular, who would be classified as “clinical staff” in terms of the accreditation scheme in non-commercial units where certain staff would be employed by the unit but PI’s may also bring their own teams with them to work in the unit temporarily.

JN stated that units should consider who is likely to need to resuscitate a subject and ensure that there are adequately trained staff of appropriate numbers to resuscitate and manage the situation until assistance arrives (for example, until an ambulance arrives or the hospitals crash team). With particular reference to non-commercial units, if a temporary team is coming to work in the unit, then as long as there are staff in the unit (as per the minimum staffing level) who are trained and can initiate resuscitation, then this would be acceptable.
It was agreed that it was important for anyone in direct contact with subjects in the unit to be able to identify the signs of an impending medical emergency and that those that were providing the initial resuscitation were close by and at a minimum ILS trained. The importance of “drills” or “mock scenarios” to ensure those that do not handle medical emergencies on a daily basis keep up their knowledge skill in addition to the academic training.
It was acknowledged and agreed that the numbers of ILS trained staff and how they would deal with emergencies would vary between those units located in a hospital with access to a hospital crash team and those units that were stand alone that would require an ambulance/paramedic to arrive.
It was agreed that the scheme didn’t require any changes but ILS requirements, “practical skills” and understanding of “clinical” staff aspects should be clearer in the FAQ’s.
ACTION: JM to update and circulate MHRA PhI Accreditation FAQs relating to ILS aspects, including examples (e.g. variations in non-commercial units) by 30th Nov 2012. 
4) Over-volunteering

GF announced that there are early discussions looking at the possibility of HRA hosting TOPs , but these were at a very early stage.
GF mentioned that there had been reports of volunteers travelling to the EU to volunteer in trials. JT described the research engine that was being developed along with Queen Mary University. The system works as a search engine rather than a database that can “look” at a units volunteer database and search for specific volunteers to see when they were last dosed. The system is currently being piloted with a number of units across the EU and is showing early signs of success. However, as with any over-volunteering system for it to be a fully robust it would need to be mandatory to provide a solution.
In light of the various option there are currently, JM questioned whether the scheme required further clarification to make clear what was expected for over-volunteering checks.
The attendees agreed that the FAQ required revision to take into account non-commercial units joining the scheme.

It was also acknowledge that both commercial and non-commercial units may have a mix of healthy volunteers, patient volunteers and referred patients. JM explained that currently when inspecting the systems were reviewed to see how units differentiated between these different set of subjects to ensure that these were sufficiently explicit to meet the scheme requirements. This wasn’t apparent in the current system, so needed clarification.

ACTION: JM to update and circulate MHRA PhI Accreditation FAQs on over-volunteering by 30th Nov 2012. The FAQ will provide guidance on the difference between volunteer and patient checks and guidance on which patients should be registered on TOPs.
PD highlighted that currently there was no one system that provided comprehensive volunteer information to prevent over-volunteering in the UK and that this was a serious safety concern. It was requested that the MHRA make clear which system is to be used and that this is built into the phase 1 scheme as a mandatory requirement. 

ACTION: GF will discuss this issue internally and move the discussions forward with HRA, however, there is unlikely to be an immediate solution.
5) Risk Management

The attendees discussed whether further guidance was required on the schemes expectations for risk management.

AG commented that the additional information and guidance made available during inspection was useful and should be available to all units.

ACTION: JM to update and circulate revised MHRA PhI Accreditation FAQs for risk management by 30th Nov 2012.
6) AOB
DR asked how the scheme could be promoted and how it could be made clear that units had achieved the standards of the scheme. GF explained that the MHRA would like to develop a logo associated with the scheme that could be issued to units on achieving accreditation.
ACTION: MHRA to further consider developing an accreditation scheme logo.

GR questioned how the scheme could be marketed internationally and developed into an international standard. GF/JM raised concerns over lack of resource to implement the scheme internationally, although several overseas units had requested to be part of the scheme. GR suggested that the standard could be commercialised so that people are authorised to deliver the standard in other countries. 
ACTION: GF/JM to discuss with MHRA management to determine if this is a viable option.
HP advised that they had 19 units and asked if the MHRA had resource to inspect in a situation where the majority of these non-commercial units applied to the scheme. The MHRA stated they would try and match their resource to the demand for inspections. However, it may be that as AG/RF had eluded to, units need to look at the trials they are conducting and where they envisage the path their units wish to take, before deciding to embark on the path of accreditation, as some may realise they would be no benefit it seeking accreditation.
CL asked if the fee for non-commercial organisations could be reduced. The MHRA explained that they were constrained by legislative requirements associated with fees for inspections. Units were encouraged to ensure that they were ready for an accreditation inspection prior to requesting the inspection. Where they were part of the same funding programme, there could be a potential for sharing of learning and systems between an accredited unit and those seeking accreditation to streamline the systems and training of the unit thus ensure the inspection would be easier and quicker (hopefully).
Actions Log
	Action For
	Details
	Due Date

	All attendees
	Single type scheme: Attendees to submit details of their preference or alternative proposals to JM (MHRA).
	30th Nov 2012

	JM
	Draft amended PI qualification requirement for FIH clinical trials and circulate to attendees
	30th Nov 2012

	JM
	Update and circulate MHRA PhI Accreditation FAQs relating to ILS aspects, including examples (e.g. variations in non-commercial units)
	30th Nov 2012

	JM
	Update and circulate MHRA PhI Accreditation FAQs on over-volunteering. The FAQ is to provide guidance on the difference between volunteer and patient checks and guidance on which patients should be registered on TOPs.
	30th Nov 2012

	GF
	Discuss the over-volunteering database concerns internally and move the discussions forward with HRA.
	ASAP

	JM
	Update and circulate revised MHRA PhI Accreditation FAQs for risk management
	30th Nov 2012

	JM
	Consider developing scheme logo.
	Before next stakeholder meeting (TBD)

	GF/JM
	Discuss the possibility of commercialising the scheme with MHRA management.
	Before next stakeholder meeting (TBD)
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