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	Executive Summary

1. It is an ethical requirement that a sponsor of a clinical investigation of a medical device makes provision for payment of compensation to any research subject who may be injured by participation in the investigation.

2. This requirement is based on the Declaration of Helsinki and is expanded in EN 540 on “Clinical investigation of medical devices for human subjects”.

3. Ethics committees now expect companies sponsoring research to undertake to provide compensation.

4. For some years, ethics committees have required companies sponsoring pharmaceutical research to undertake to follow the ABPI Compensation Guidelines.  The existence of the ABPI’s Guidelines has made the introduction of mandatory and expensive arrangements by law (as in France and other countries) unnecessary.  They are also designed to provide a more speedy, efficient, cheap and private mechanism for the resolution of what would be a difficult legal case with its potential for adverse publicity.

5. Ethics committees are now requesting medical device companies to undertake to abide by the ABPI Guidelines.  In order to cover the position relating to medical devices, ABHI has drawn up the ABHI Compensation Guidelines, which closely follow the ABPI approach, and are explained further in this Position Paper.

6. It is not anticipated that the adoption by ABHI of Compensation Guidelines will lead to an increase in either the cost of insurance or the incidence of claims.  The extent to which a company holds insurance, as referred to by EN 540, is a separate commercial matter for each company.  Claims under the ABPI Compensation Guidelines have been very rare.

7. ABHI also proposes to seek an understanding on a standard form of indemnity which companies may be asked to give to NHS units in relation to compensation claims against them arising out of research, which is also similar to that hitherto accepted for pharmaceuticals.




	The requirement for ethics committee approval

	
	

	1.
	Under the Medical Devices Directive and the Active Implantable Medical Devices Directive clinical evaluation is required (or is advisable) for particular medical devices in order to achieve positive conformity assessment.

	
	

	2.
	Clinical investigation of medical devices in the United Kingdome is regulated from 1 January 1995 under the Medical Devices Regulations 1994, which implement Directive 93/42/EEC on medical devices.  The Regulations (which refer to Annex X of the Directive) require clinical investigations to be carried out in accordance with the Declaration of Helsinki
.  The Declaration of Helsinki requires prior approval of a research protocol by an independent ethics committee.

	
	

	3.
	Standard EN 540 on “Clinical investigation of medical devices for human subjects” also requires an investigation plan to be approved by an independent ethics committee.

	
	

	Background to ethics committees

	
	

	4.
	Local Research Ethics Committees (LRECs) are not established on a statutory basis in the United Kingdom.  Guidelines issued by the NHS in 1991
 that all NHS units should establish LRECs, which should operate in accordance with the Declaration of Helsinki and ethical guidance issued by various bodies, such as the Royal College of Physicians.  LRECs should review and approve “any research proposal involving, amongst other things, NHS patients, NHS premises or records of past or present NHS patients”.  The Guidelines state “No NHS body should agree to… a research proposal without the approval of the relevant LREC.  No such proposal should proceed without the permission o the responsible NHS body”.

	
	

	5.
	Under the NHS Guidelines, one of the matters to be considered by an ethics committee is that research subjects are told what arrangements have been made for compensating them in the event that they are injured as a result of taking part in the study.  The Guidelines accept that “arrangements for compensation will vary according to what type of body is sponsoring the research proposal”.  In other words, it is expected that private sector sponsors will make compensation arrangements but NHS units will not.  The Guidelines state:

“3.19 Private sector companies sponsoring research are usually able to ensure that effective provision is made to compensate any research subject whose health may be affected.  To this end LRECs should seek confirmation that any such company conducting or sponsoring a patient or healthy volunteer study accepts responsibility for compensation and provides details of the basis on which it will be provided i.e. causation, fault etc, plus evidence of their ability to fulfil it.”

“3.17… The LREC should seek evidence from the sponsor that these arrangements have adequate financial backing.”


	
	

	6.
	Ethics committees to the EU have historical familiarity with the assessment of research protocols dealing with pharmaceuticals but negligible experience with assessment of medical device plans.  EU pharmaceutical Directives were revised from January 1992
 to require data submitted in applications for marketing authorisations for medicinal products to have been collected in accordance with good clinical practice.  The EU Guideline on Good Clinical Practice for Trials on Medicinal Products in the European Community requires all clinical trial protocols to be submitted to and approved by an ethics committee.  Matters to be considered by ethics committees are to include compensation for injury, insurance and indemnity arrangements between sponsors and investigators.

	
	

	7.
	There is, as yet, no EU measure harmonising the constitution, operation or scope of ethics committees.  Some initial work was done on this by the European Commission in 1991 in the context of pharmaceuticals but his was overtaken by other priorities.  However, the Commission has made a proposal for a Directive on clinical trials of drugs
 and this may set a precedent to be followed by devices in due course.

	
	

	8.
	Certain European states have produced their own national legislation on ethics committees, including Ireland, Spain, Portugal.  France, in particular has introduced legislation in 1991
 which establishes ethics committees on a statutory basis and requires all protocols for biomedical research in man to be approved by a properly constituted ethics committee.  Non-compliance is punishable as a criminal offence.  Under French law, sponsors of biomedical research are liable for injury to research subjects, with different provisions relating to whether or not the research is of direct benefit to the individual.  Sponsors must hold insurance at high levels – up to at least FFr 5 million  per victim, FFr 30 million per research protocol and FFr 50 million for all claims made in an insurance year.  The insurance must be held for 10 years after the end of the research.  These requirements are obviously costly.

	
	

	9.
	It can, therefore, be anticipated that

	
	

	
	(a)
	LRECs in the EU will expect and require commercial sponsors of protocols which they consider to accept responsibility for compensating research subjects in the event of their suffering injury as a result of the trial.

	
	
	

	
	(b)
	The constitution and operation of ethics committees in the EU will be subject to harmonisation within a few years, as a result of further development of pharmaceutical legislation.  There will be some pressure for a prescriptive approach to be used, as in France.  This would not be in the interests of industry.

	
	

	Difficulties which an injured research subject faces in bringing a legal claim for compensation

	
	

	10.
	Injury of research subjects as a result of taking part in trials is believed to be extremely rare.

	
	

	11.
	A research subject who is injured as a result of taking part in a clinical investigation faces considerable difficulties in bringing a successful legal claim for compensation.  The two normal legal options would be to base a claim either on common law negligence or on the statutory-based strict product liability.  A claim in negligence has, amongst other things, to overcome the problems of proving that the sponsoring company or the investigator was in breach of its/his duty of care and that that failure in reasonable care caused the injury.  A claim in strict liability under Directive 85/374 on product liability (implemented in the UK by the Consumer Protection Act 1987, part I) has the problems of proving that the device was defective, and that the defective device caused the injury, and of overcoming the “development risks” defence.  In short, it is difficult to show that an activity which is designed to establish whether a device is safe and what risks might be associated with its use is one which inherently includes a lack of care or where previously undiscoverable defects have not been made known.  After all, the research subject should have given his consent to take part in this research/evaluation precisely on the basis that the purpose of the research was to identify and/or evaluate the risks.  A claim may also have to overcome the problem of causation: was the particular injury caused, on the one hand, by the device or by the trial (for which the sponsor has moral responsibility) or, on the other hand, was it one which was a sequela of the disease or condition of the patient or of the negligence of the investigator (for which the sponsor has no responsibility)?

	
	

	The UK pharmaceutical industry voluntary compensation guidelines

	
	

	12
	The pharmaceutical industry in the UK has concluded that it is industry’s interests to make particular, non-regulated, arrangements for compensation of injured research subjects
.  A significant point is that the existence of successful self-regulation by industry pre-empts a need for government to introduce mandatory legislation, perhaps including expensive insurance requirements, as in France.  A further important consideration is the wish to avoid the cost, delay and adverse publicity of difficult legal proceedings.  The existence of a compensation scheme, which is designed to operate quickly, efficiently and privately, has obvious advantages.

	
	

	13.
	The UK pharmaceutical arrangements are set out in the ABPI Compensation Guidelines:

	
	

	
	(a)
	for Phase I (healthy volunteer) trials the company enters into direct contractual arrangements with a research subject to compensate him in defined circumstances;

	
	
	

	
	(b)
	for Phase II and III (patient) trials the company submits a short written undertaking to the investigator, which the investigator includes in his submission to the LREC, that the sponsor undertakes to abide by the Guidelines.  This is a voluntary arrangement which is legally unenforceable but breach of which would give rise to bad publicity and be a breach of the company’s membership of the ABPI.

	
	

	14.
	The ABPI Guidelines clearly set out the circumstances in which the sponsor will make a payment.  They provide that the sponsor will pay adequate compensation to a research subject who is injured as a result of taking part in the research project, without the necessity for him to prove that anyone was at fault.

	
	

	15.
	MEDISPA produced “Guidelines for the Design and Conduct of Clinical Trials for Medical Devices” in 1986 which specified that such research should be subject to protocols and the Declaration of Helsinki but was silent on the question of compensation.  It was, however, noted that adequate insurance should be held in respect of possible claims.  These Guidelines are now out of date in light of the Directive and changes in general attitudes to compensation, as reflected in the ABPI Guidelines.

	
	

	Compensation requirements in EN 540

	
	

	16.
	Compensation is in fact required by Standard EN 540 on “Clinical Investigation of Medical Devices for Human Subjects”, which provides:

	
	

	
	“5.2.4
	The provisions made to compensate subjects in the event of injury arising from participation in the clinical investigation shall be documented.

	
	
	

	
	5.4.7
	The sponsor shall be responsible for ensuring the provisions for compensation in the event of injury arising from participation in the clinical investigation have been made.

	
	
	

	
	5.6.9
	The clinical investigator(s) shall ensure that adequate information is given to the subject (or his guardian or legal representatives) both in oral and written form, on the nature of the clinical investigation… the subject shall be made aware that there are procedures for compensation and treatment if he is injured/disabled by participating in the clinical investigation.

	
	
	

	
	5.6.13
	The clinical investigator(s) shall be responsible for submitting the clinical investigation plan for opinion or approval to an appropriate ethics committee and shall transmit the results to the sponsor.  If not already included in the clinical investigation plan, the clinical investigator(s) shall also provide the ethics committee with at least information on…

	
	
	(i)
	Provisions for compensation in the event of injury or death arising from participation in a clinical investigation and any insurance or indemnity to cover the liability of the clinical investigator(s) and sponsor.”

	
	
	

	17.
	The standard therefore proceeds on the basis that a sponsor will be responsible for making proper provision for compensation of subjects in the event of injury (or, although this is not mentioned, death) arising as a result of participation in the clinical investigation.  The standard is not, of course, mandatory.  A manufacturer’s departure from a standard will need to be justifiable and possibly justified to any notified body who subsequently considers the results.  However, the focus of standards and therefore of notified bodies is normally on the technical performance and safety of a device.  It might be said that the provisions in the standard relating to compensation do not give rise to directly enforceable sanctions.  However, a notified body would be entitled to withhold its approval of a device or quality system where it reviews either data relating to a clinical investigation or a quality system where a manufacturer has purported to apply EN 540 but has failed to provide a procedure for making compensation additional to the requirements of the civil law of compensation discussed above to any subject who might suffer injury.

	
	

	18.
	On the other hand, given the very low incidence of injuries in clinical evaluation of devices, a manufacturer may well be justified in arguing that in a given case there is no ethical need for a compensation mechanism to exist outside the general law and that it is justifiable to disapply this part of the Standard.

	
	

	19.
	UK LRECs are now very familiar with the ABPI Compensation Guidelines.  It is standard practice for their application forms, completed by investigators, to require confirmation that the sponsor undertakes to abide by the ABPI Compensation Guidelines.

	
	

	20.
	LRECs are far less familiar with the ways in which medical device investigations differ from drug trials.  LRECs have, accordingly, been requesting device companies to undertake to abide by the ABPI Compensation Guidelines.  This is clearly an unsatisfactory position.

	
	

	ABHI Compensation Guidelines

	
	

	21
	ABHI accepts the view that it is ethically justified for a company which gains the opportunity of commercial benefit from the data generated by research which it sponsors to adhere to arrangements under which a research subject who suffers injury as a result of participation in that research may be compensated without needing to prove fault and with the opportunity of using a mechanism which is designed to be swift, efficient and far.

	
	

	22.
	ABHI has therefore adopted Compensation Guidelines which follow these principles.  They are deliberately similar to ABPI’s Compensation Guidelines so as to achieve maximum harmonisation.

	
	

	23.
	The ABHI Compensation Guidelines deal separately with

	
	

	
	(a)
	investigations where there is no anticipated therapeutic benefit to the research subject, also known as healthy volunteer trials (or, in the drug context, Phase I)

	
	
	

	
	b)
	investigations where there may be a therapeutic benefit to the research subject, who is a patient volunteer (know as Phases II or III in the drug context).

	
	

	24
	In investigations involving volunteers, a sponsor should enter into a contract with the subject to compensate the latter.  In investigations involving patients, the commitment to compensate under the ABHI Compensation Guidelines is an ethical undertaking which is not legally enforceable but non-observance of which might lead to unfavourable assessment by a notified body and be a disciplinary matter by ABHI.

	
	

	25.
	Compensation is not automatically payable under the Guidelines in every case.  The Guidelines clearly state certain restrictions and exemptions which are consistent with ethical and legal principles such as causation.

	
	

	26.
	An undertaking by a company to abide by the ABHI Compensation Guidelines should be satisfactory compliance with the compensation requirements specified by

(a) LRECs and

(b) EN 540

In practice LRECs should accept a written statement by a sponsoring company, given to the investigator, that the company undertakes to abide by the ABHI Compensation Guidelines.

	
	

	27.
	ABHI calls on the NHS to observe the same ethical requirement to make provision for payment of compensation to injured research subjects in research which is sponsored by the NHS, so as to create a level playing field and provide fair dealings with patient consumers.

	
	

	Neutral commercial consequences anticipated

	
	

	28.
	It is not anticipated that the introduction of ABHI Compensation Guidelines will result in adverse cost implications.  The Guidelines themselves would not require companies to hold insurance – the extent to which a company should do so (as referred to in EN 540) is not otherwise covered by law in the UK.

	
	

	29.
	It is not anticipated that the Guidelines will lead to an increase in compensation claims.  This has not been the pharmaceutical experience.  ABPI studied the claims made under its guidelines against 90% of the UK research-based industry during 1990-1995.  Only 21 claims were made out of 415,000 subjects (0.005%), almost all settling for small sums (10 under £1,000)


	
	

	30.
	A principal aim of the Guidelines is to resolve a claim as fairly, informally and speedily as possible, thus avoiding the potential to adverse publicity.

	
	

	Standard Form of Indemnity

	
	

	31.
	NHS units and investigators now generally expect and demand that a sponsoring company will indemnify the investigator and his employer in the event that an injured research subject brings a compensation claim against them.  A standard form of indemnity was negotiated between the Department of Health, interested NHS units and the ABPI in 1991.

	
	

	32.
	The theory here is that an injured research subject should be able to sue simply the sponsor rather than be inconvenienced and delayed by having to sue both sponsor and investigator.  The sponsor take the ultimate benefit of the investigation so should fairly take the general burden of compensation.  The sponsor should, however, be able to benefit from the usual insurer’s right of subrogation to take over and control any litigation against the indemnified investigator.  Nevertheless, the indemnity should exclude injury caused as a result of negligence of the investigator.

	
	

	33.
	The ABHI has drafted a standard form of indemnity which should be acceptable to companies and the NHS.  It is very similar to the standard indemnity already accepted for pharmaceuticals.

	
	

	
	Christopher J S Hodges

Cameron McKenna

16 June 1997


� World Medical Association, Declaration of Helsinki (Recommendations guiding physicians in biomedical research involving human subjects), 1964, amended Tokyo 1975, Venice 1983, Hong Kong 1989.


� HSG(91)5: Local Research Ethics Committees


� For a summary of other Guidelines see C. Bendall, Standard Operating Procedures for Local Research Ethics Committees McKenna & Co, Department of Health, 1994.


� Directive 91/507 amending the Annex to Directive 87/21.


� III/5778/96


� Law on the Protection of Persons undergoing Biomedical Research 1987 (“Loi Huriet”), amended 1990, 1991.


� The situation in relation to pharmaceuticals is explained further in the chapter “Legal and Ethical Issues relating to Pharmaceutical Products” by C J S Hodges in The Textbook of Pharmaceutical Medicine eds. J P Griffin, J O’Grady and F O Wells, 2nd edition, 1995.


� F Wells The Lancet, October 28, 1995, 1164
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