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Phase I Advisory Group
A meeting of the Phase I Advisory Group will be held on: 
Date: 

08 February 2013
Time: 

11:00 – 13:00
Venue: 
HRA Meeting Room 1

Skipton House
Health Research Authority

80 London Road, 
London SE1 6LH
Chair: 

Dr Richard Tiner

Teleconferencing Details:

Conferencing Number: 0800 496 2856 (Secondary Conferencing Number: 020 7904 1860)

Access Code: 7986349
AGENDA

* Papers are attached for items marked with an asterisk
1. Apologies: Peter Heasman; Carolyn Read; David Carpenter
2. Welcome and Introductions: 
3. Declarations of Interest
4. Minutes of meeting held on: 25/06/2012
5. Matters Arising

6. Payments & Incentives Working Group: Payments and Incentives to Volunteers in Phase 1 CTIMPs 
To Receive for Discussion:

· Minutes of the meeting held on 13th December 2012*
· Comments from Rachel Bacon (Quotient Clinical) regarding the specific action points highlighted for CROs i.e.:

· To reach agreement on justifiable daily rates based upon transparent calculations for submission to the working party for consideration for inclusion in any guidance produced. 

· To provide an outline of the issues involved in using new media (Facebook, Twitter etc) and compliance with ABPI guidelines to inform any discussion between NRES and the ABPI.

For information the terms of reference for the payments sub group are:

1. To review any existing guidance and practices.
2. To identify and consider the issues that arise from the use of payments and incentives (monetary or non-monetary) in the recruitment process for Phase 1 CTIMPs.
3. To explore ethical issues from the communication of payment or incentives in generic and study specific advertisement.
4. To produce guidance which can be reviewed by the Phase 1 Advisory Group. This guidance will then be forwarded to the National Research Ethics Advisors’ Panel (NREAP) so that it may review any wider implications for other types of research.
The Payments and Incentives Working Party made the following recommendations:

Generic advertisements:
The group agreed that payment amounts can be detailed in generic advertisements in the form of a daily rate (in this context the term "daily" refers to a 24-hour period). Such advertisements should not normally give a range but instead state that the payment amount would be "from £X”. (N.B. The group would agree on an acceptable amount to be used once they had received proposals on this from the CRO members of the group for consideration.)
Study specific advertisements:
The group agreed that specific payment amounts could be used in the context of study specific advertising. Such specific amounts should be backed up with clear reasons in any submission to an ethics committee clearly explaining how the amount had been calculated. 

Payment amount should be discreet and not prominent within the advertisement i.e. it should not be the headline or very first line of the advert. 

Terminology:
It was agreed that the terminology proposed by the Nuffield Council on Bioethics in their report "Donation - Human bodies: donation for medicine and research (October 2011)
" should be used in any advertising materials. i.e.:
· Payment: a generic term covering all kinds of transactions involving money, and goods with monetary value, whether those transactions are understood as recompense, reward or purchases.

· Recompense: payment to a person in recognition of losses they have incurred, material or otherwise. This may take the form of the reimbursement of direct financial expenses incurred in donating bodily material (such as train fares and lost earnings); or compensation for non-financial losses (such as inconvenience, discomfort and time).

· Reward: material advantage gained by a person as a result of donating bodily material, that goes beyond 'recompensing' the person for the losses they incurred in donating. If reward is calculated as a wage or equivalent it becomes remuneration.

· Purchase: payment in direct exchange for a 'thing' (e.g. a certain amount for a kidney, or per egg)
.
For Information:

The Nuffield Council on Bioethics’ report “Donation” states that:
“58. Payments for healthy volunteers participating in first-in-human trials are routinely described as

payments in return for time or inconvenience. While such payments could potentially be

described as recompense for the losses (financial and non-financial) incurred in volunteering,

rather than as reward, in practice it seems fairly clear that, for most volunteers, payment

constitutes a primary reason for participation, and that the current system is in fact a clear

example of a non-altruist-focused intervention, on rung 6 of our Intervention Ladder.
59. We have already emphasised that non-altruist-focused interventions are not necessarily 

unethical: their ethical acceptability will depend on the context in which they are deployed.

…We conclude that payment for participation by healthy volunteers in first-in-human clinical trials

within the UK constitutes an example of an ethically justified rung 6. In relation to the factors we

have been considering, therefore, there is no reason to challenge the payment for participation

by such volunteers in first-in-human clinical trials.”
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7. Generic Advertisements – should REC review be mandatory?

At the Payments & Incentives Working Group meeting the issue of whether the MHRA require all generic advertising to have been subject to REC review was raised.

CC contacted the MHRA for clarification on their position. Their response was:
"We do not require that generic screening materials have REC approval, but would recommend that they do so - this is what we say in our GCP Guide under the Ethics chapter, written by David Neal:

Clinical trial units, particularly Phase I units, may undertake general, non-trial specific advertising and screening procedures to recruit potential trial subjects, prior to inviting them to participate in a specific trial. This activity constitutes preparations for undertaking a trial and is not part of the conduct of a trial as defined in Regulation 2 of SI 2004/1031, provided that it does not include any recruitment or screening procedures relating to a particular trial. It is therefore not a legal requirement for the procedures and materials to be reviewed by a REC and a favourable opinion obtained. However, such trial units may seek ethical advice on the procedures from a REC on a voluntary basis and are encouraged to do so by the HRA as a matter of good practice. Requests for such advice are clearly separated from applications for an opinion on a particular trial. It is recommended that records of the correspondence with the REC are retained and that it is clear from the correspondence which versions of the advertising material and screening protocol have been reviewed and approved by the REC" [my emphasis]”
8.  MHRA Phase I Accreditation Scheme
To Receive for Information:
· Current list of MHRA accredited Phase I units

9. Over-volunteering: TOPS and NCOB Recommendation regarding total number of first-in-human trials in which any one individual should take part.
9.1. HRA: Hosting and Management of TOPS – Joan Kirkbride
For Information:

The Health Research Authority has recently agreed that it will take on the hosting and management of The Over-volunteering Prevention Scheme (TOPS - http://www.tops.org.uk), which is managed currently by a Board of Trustees of TOPs (Registered Charity).

The Nuffield Council on Bioethics in its report on Human Bodies: donations for medicine and research raised concern about people over-volunteering to take part in paid research.  The Council suggested that “The Over-Volunteering Protection Scheme” (TOPs) could be made compulsory for trial registration for Phase 1 studies and that the MHRA could consider making the requirement to guard against over-volunteering compulsory as part of its accreditation scheme for Phase 1 Units.”
9.2. Nuffield Council on Bioethics Recommendation – Joan Kirkbride
For Discussion:

In its recent guidance “Human bodies: donation for medicine and research
” the Nuffield Council on Bioethics made the following recommendation regarding over-volunteering.
“7.74 We note that, in its current guidance to the pharmaceutical industry, the ABPI provides advice against over-volunteering, recommending a 'washout period' between studies: in general this is of a minimum of three months but dependent on the compound being studied and its mode of action. However, concerns about 'over-volunteering' relate not just to the potential risks to the individual's health from the particular studies, but more subtly to the notion that 'loaning one's body' through first-in-human trials should not be regarded as a long-term low-paid job. One way of dealing with this wider concern about the nature of participation would be to restrict the total number of trials a person may ever participate in, regardless of 'washout' periods in between. We recommend that the National Research Ethics Service (NRES) should consult on the possibility of limiting the total number of first-in-human trials in which any one individual should take part.”
Attendees are invited to discuss this specific suggestion and make recommendations, which will be passed to the NREAP for further discussion and consideration.
10. Submission Timelines – Joan Kirkbride
For Discussion: alternative mechanisms for submission following postponement of electronic submission
11. Public Engagement - Discussion with Phase I Group – Amanda Hunn

Amanda Hunn (HRA Patient and Public Engagement Project Manager) will present the group with an outline of the HRA’s patient and public engagement project. In particular, she would like to seek the group’s advice on and ask arranging a group meeting of Phase 1 participants.
12. Proposal for a Regulation of the European Parliament and of the Council on clinical trials on medicinal products for human use, and repealing Directive 2001/20/EC
For Discussion: Are there specific issues raised by the proposed EU ‘Regulation on clinical trials on medicinal products for human use” which may have an impact on the conduct of phase I research?
The following issues have been highlighted for discussion:
· Definition of auxiliary product, including challenge agents, which now come under the regulation. 
“3.7. INVESTIGATIONAL AND AUXILIARY MEDICINAL PRODUCTS, MANUFACTURING,

LABELLING (CHAPTERS 9 TO 10 OF THE PROPOSED REGULATION)

…Moreover, experience with the application of Directive 2001/20/EC shows the need for clarity on medicines used in the context of a clinical trial that are not investigational medicinal products. These ‘auxiliary medicinal products’ (so far referred to in implementing Commission guidelines as ‘non-investigational medicinal products’) will be subject to proportionate rules on manufacturing and labelling.”

Art. 2, (8): “‘Auxiliary medicinal product’: a medicinal product used in the context of a clinical trial, but not as an investigational medicinal product”

Art. 2 (10): “‘Authorised auxiliary medicinal product’: a medicinal product authorised in accordance with Regulation (EC) No 726/2004, or, in any Member State concerned, in accordance with Directive 2001/83/EC, irrespective of changes to the labelling of the medicinal product, which is used as an auxiliary medicinal product”

Art. 56:
“Auxiliary medicinal products

1. Only authorised auxiliary medicinal products may be used in a clinical trial.

2. Paragraph 1 shall not apply where no authorised auxiliary medicinal product is

available in the Union or where the sponsor cannot reasonably be expected to use an

authorised auxiliary medicinal product. A justification to this effect shall be included

in the protocol.”

· Timelines
· Recital (20):  “In order to increase transparency in the area of clinical trials, clinical trial data submitted in support of a clinical trial application should be based only on clinical trials recorded in a publicly accessible database.” [my italics]

As Phase I trials are not currently recorded on publicly accessible databases phase I data may not be used to support an application under this current draft of the Regulation.
13. SSAs for Phase I Sites – Joan Kirkbride
For Discussion

14. Payment to Participants – Withdrawal from Study – Joan Kirkbride
For Discussion:
· Issues around payments to participants who withdraw from a study
15. Phase I Advisory Group Terms of Reference

To Receive for Discussion:

· Phase 1 Advisory Group Terms of Reference

Attendees are invited to discuss the current terms of reference and the role of the group in general and how it fits within the landscape of other similar meetings e.g. the MHRA Phase I Stakeholder Group
16. AOB 

17. Next Meeting
To be arranged.
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