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Guidance on who can be identified as a Professional Legal Representative (PrLR) and their role in Clinical Trials of Investigational Medicinal Products.

Background

The Medicines for Human Use (Clinical Trials) Regulations 2004 (SI 2004 1031) came into force on May 1st 2004 and has profoundly changed the legal basis for consent for vulnerable subjects (minors and incapacitated adults) in clinical trials of investigational medicinal products (CTIMPs).  One of the key requirements is that the researcher obtain the written informed consent of a legal representative for all incapacitated adults and also, for minors (if, due to the emergency nature of the treatment, no person with parental responsibility can be contacted prior to their proposed inclusion).

Note: The Mental Capacity Act 2005 does not apply to the conduct of Clinical Trials of Investigational Medicinal Products (CTIMPs).

Schedule 1 of The Medicines for Human Use (Clinical Trials) Regulations as amended by SI 2006 1928, SI 2006 2984 and SI 2008 941 describes the conditions and principles that must be in place before research on vulnerable subjects can take place and also defines the term legal representative.  

The requirements of the Clinical Trials Regulations are clearly laid out in NRES guidance ‘Informed Consent in Clinical Trials’ where Tables 1 and 2 outlines the hierarchy for consent of minors and incapacitated adults respectively:

The concept of a Professional Legal Representative (PrLR) applies across the UK although there is some variation in definition which is described in the NRES guidance. 

The terms Personal Legal Representative and Professional Legal Representative originate from draft DH guidance issued for consultation in 2003 and which the DH is currently revising.  The MHRA are expected to publish the revision to this document for further consultation by Autumn 2008.  

A brief description is as follows:

A Personal Legal Representative (PeLR) is a person not connected with the conduct of the trial who is suitable by virtue of their relationship with the adult or minor, available and willing to do so.

A Professional Legal Representative (PrLR) is a person not connected with the trial who is: - 

i. the doctor primarily responsible for the medical treatment provided to that patient or,

ii. a person nominated by the relevant health care provider 

This guidance will now concentrate on issues relating to the identification and the role of the Professional Legal Representative (PrLR) using a question/answer format.

1. Who should nominate a Professional Legal Representative?

In many trials, the doctor primarily responsible for the medical treatment provided to that patient is also likely to be the Principal Investigator, and is therefore not suitable to act as the PrLR. In practice it is the NHS Trust R&D Department that will usually identify the PrLRs for clinical trials hosted within the organisation.  

In order to ensure researchers are aware of these requirements and reassured that their trial-specific procedures for consent are within the legal and governance framework, host organisations should include these provisions within their local research procedures.

Factor to consider when writing local procedures:

· Who would be responsible for identifying PrLRs?

· How and by whom will they be trained?

· Will 24hr cover be needed and how will this happen?

· How will the PrLR keep track of consents they have carried out?

· Who will monitor to what extent PrLR consents are being obtained?

· In the emergency setting where an ethics committee has allowed for patients to be included before consent has been given (see Q6), within what timeframe should written consent be obtained?

Some of these activities may be determined on a trial-by-trial basis in which case, any local procedure written by R&D may allow deferral to the trial protocol or trial-specific procedures. However, in the absence of any specific requirements/guidance from an externally sponsored multi-centre trial, local procedures should clarify the minimum requirements

2. What will be required from the PrLR?

Before the trial commences, the PrLR should receive training on the situations in which they may be called upon to act in this capacity.  They should be familiar with Good Clinical Practice (GCP) and understand the legal framework surrounding consent in vulnerable subjects (in particular Schedule 1 of the Medicines for Human Use (Clinical Trials) Regulations). 

In the circumstances where it has not been possible to obtain the consent of a parent/personal legal representative, the Principal Investigator (PI) or delegate, will approach the PrLR.

If, having assessed the information given, the PrLR agrees that a subject should be entered into the trial; they will then be called upon to give their written informed consent.

The UK Clinical Trials Regulations specify the conditions and principles that help ensure an informed decision is made.  For example:

a) The legal representative has had an interview with the investigator, or another member of the trial team, in which opportunity has been given to understand the objectives, risks and inconveniences of the trial and conditions under which it is to be conducted

b) The PrLR has been provided with a contact point for further information

c) The legal representative has given informed consent to the subject taking part in the trial

d) The PrLR has been informed of the right to withdraw the subject at any time*

* Note: Point (d) illustrates that circumstances may arise where a PrLR may be re-contacted during a subject’s participation in a trial.  For example, if a protocol amendment requires that the PrLR reassess a subject’s continued participation in a trial.

3. How is the decision to give consent made?

In the absence of any information to the contrary, it is justifiable for a PrLR to assume that a patient being considered for a clinical trial would wish to enter the trial.  In order to arrive at a decision, the PrLR should consider:

· Is there any information about the patient that might influence their decision?   For example, race, religion, or an Advanced Directive.

· Has the Principal Investigator/delegate confirmed that the patient meets the eligibility criteria and has received information according to their capacity for understanding?

4. How would you define ‘not connected in the conduct of the trial’ in the definition of legal representative to ensure appropriate individuals are identified?

The legislation defines a person connected with the conduct of the trial as:

a) the sponsor of the trial

b) a person employed or engaged by, or acting under arrangements with, the sponsor and who undertakes activities connected with the management of the trial, (for example, Clinical Research Organisation (CRO) staff)
c) an investigator for the trial,

d) a health care professional who is a member of an investigator’s team for the purposes of the trial, or

e) a person who provides health care under the direction or control of a person referred to in paragraphs (c) and (d) above, whether in the course of the trial or otherwise (for example, a senior house officer who reports directly to a consultant who is the Principal Investigator for the trial)

5. Does the PrLR need to be a doctor?

No.  The PrLR does not need to be a doctor or healthcare professional.  They should however, have no fundamental objections for the conduct of clinical trials and must be willing and able to act in this role.

6. Is the PrLR indemnified for acting in this role?

Yes.  The NHS Litigation Authority and the equivalent bodies in Scotland, Wales and Northern Ireland, have confirmed that NHS staff are indemnified if acting in this role as part of their NHS duties.

7. Are there any circumstances when consent of a parent or legal representative is not required before a subject’s inclusion in to a CTIMP?

Yes, in the emergency setting.  Two amendments to the UK Clinical Trials Regulations have been passed through parliament which has made it lawful to include incapacitated adults and more recently minors into clinical trials without prior consent provided that:

· The incapacitated adult/minor requires treatment in connection with the research as a matter of urgency
· It is not reasonably practicable not to obtain consent in advance

· An ethics committee has approved the procedures for recruitment

· Consent of a parent/legal representative has been obtained as soon as possible after the emergency has passed

Note:  Even if an ethics committee has approved the above provision for a particular trial, in circumstances where it is possible to obtain the consent of a parent/legal representative before inclusion of the subject, it should be obtained. 

8. Can a PrLR give telephone consent?

No. Schedule 1 of the UK Regulations state that consent must be ‘evidenced in writing, signed and dated or otherwise marked’.  The MHRA have confirmed that Schedule 1 was not intended to cover telephone consent as a replacement for written consent.

9. What happens if a parent or personal legal representative becomes available?

It would be good practice that responsibility for continued participation for the study be transferred up the chain.  In other words, if a personal legal representative becomes available, the PrLR should transfer responsibility for substituted judgement over to that individual and if the personal legal representative is willing to give their consent, this should be documented on a consent form. If the subject regains capacity, their consent should be sought.
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Disclaimer: This document is for general information only. For detailed or specific guidance seek legal advice. 

For information on applying for ethical approval see the NRES website.

Any technical enquiries on professional legal representatives should be made to the MHRA:

Clinical Trials Unit, 12-2, MHRA, Market Towers, 1 Nine Elms Lane, London SW8 5NQ, telephone 020-7084 2327, fax 020-7084 2443 or e-mail clintrialhelpline@mhra.gsi.gov.uk
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APPENDIX: The Medicines for Human Use (Clinical Trials) Regulations 2004, Schedule 1 

http://www.legislation.hmso.gov.uk/si/si2004/20041031.htm#sch1
Note:   Amendments to The Medicines for Human Use (Clinical Trials) Regulations outlined below have come into force altering some of the wording and in particular giving provision for emergency situation (as described above)

SCHEDULE 1

Regulation 2(1)


CONDITIONS AND PRINCIPLES OF GOOD CLINICAL PRACTICE AND FOR THE PROTECTION OF CLINICAL TRIAL SUBJECTS

PART 1

APPLICATION AND INTERPRETATION


     1.  - (1) The conditions and principles specified in Part 2 apply to all clinical trials.

    (2) If any subject of a clinical trial is - 

(a) an adult able to give informed consent, or

(b) an adult who has given informed consent to taking part in the clinical trial prior to the onset of incapacity,

the conditions and principles specified in Part 3 apply in relation to that subject.

    (3) If any subject of a clinical trial is a minor, the conditions and principles specified in Part 4 apply in relation to that subject.

    (4) If any subject - 

(a) is an adult unable by virtue of physical or mental incapacity to give informed consent, and

(b) did not, prior to the onset of incapacity, give or refuse to give informed consent to taking part in the clinical trial,

the conditions and principles specified in Part 5 apply in relation to that subject.

    (5) If any person - 

(a) is an adult unable by virtue of physical or mental incapacity to give informed consent, and

(b) has, prior to the onset of incapacity, refused to give informed consent to taking part in the clinical trial,

that person cannot be included as a subject in the clinical trial.

     2. In this Schedule - 

"Declaration of Helsinki" means the Declaration of Helsinki adopted by the World Medical Assembly in June 1964, as amended by the General Assembly of the Association in October 1975, October 1983, September 1989 and October 1996;

"guardian" shall be construed in accordance with section 51(8) of the Adults with Incapacity (Scotland) Act 2000[47];

"legal representative" means, in relation to a minor or to an adult unable by virtue of physical or mental incapacity to give informed consent, and who is, or is being considered as, a subject for a clinical trial - 

(a) in relation to adults and minors in England, Wales and Northern Ireland, and minors in Scotland - 

(i) a person, other than a person involved in the conduct of the trial, who - 

(aa) by virtue of their relationship with that adult or that minor, is suitable to act as their legal representative for the purposes of that trial, and

(bb) is available and willing to so act for those purposes, or

(ii) if there is no such person, a person, other than a person connected with the conduct of the clinical trial, who is - 

(aa) the doctor primarily responsible for the medical treatment provided to that adult or minor, or

(bb) a person nominated by the relevant health care provider; and

(b) in relation to adults in Scotland - 

(i) any guardian or welfare attorney who has power to consent to the adult's participation in research, or

(ii) if there is no such guardian or welfare attorney, the adult's nearest relative, or

(iii) if it is not reasonably practicable to contact a guardian or welfare attorney or the adult's nearest relative before the decision to enter the adult as a subject of the clinical trial is made, a person, other than a person connected with the conduct of the clinical trial, who is - 

(aa) the doctor primarily responsible for the medical treatment provided to that adult, or

(bb) a person nominated by the relevant health care provider;

"nearest relative" has the meaning given by section 87(1) of the Adults with Incapacity (Scotland) Act 2000;

"parental responsibility" - 

(a) in relation to England and Wales, has the same meaning as in the Children Act 1989[48],

(b) in relation to Scotland, has the same meaning as in the Children (Scotland) Act 1985[49], and

(c) in relation to Northern Ireland, has the same meaning as in the Children (Northern Ireland) Order 1995[50];

"person connected with the conduct of the trial" means - 

(a) the sponsor of the trial,

(b) a person employed or engaged by, or acting under arrangements made with, the sponsor and who undertakes activities in connection with the management of the trial,

(c) an investigator for the trial,

(d) a health care professional who is a member of an investigator's team for the purposes of the trial, or

(e) a person who provides health care under the direction or control of a person referred to in paragraphs (c) and (d) above, whether in the course of the trial or otherwise;

"relevant health care provider" means - 

(a) in relation to a person receiving services in pursuance of the National Health Service Act 1977[51], the National Health Service (Scotland) Act 1978[52], or the Health and Personal Social Services (Northern Ireland) Order 1972[53] - 

(i) in a case where a health service body is providing those services, that body, or

(ii) in any other case, the health service body which entered the arrangements under which those services are provided, or

(b) in relation to any other person receiving health care, the person primarily responsible for providing that health care; and

"welfare attorney" shall be construed in accordance with section 51(8) of the Adults with Incapacity (Scotland) Act 2000.

     3.  - (1) For the purposes of this Schedule, a person gives informed consent to take part, or that a subject is to take part, in a clinical trial only if his decision - 

(a) is given freely after that person is informed of the nature, significance, implications and risks of the trial; and

(b) either - 

(i) is evidenced in writing, dated and signed, or otherwise marked, by that person so as to indicate his consent, or

(ii) if the person is unable to sign or to mark a document so as to indicate his consent, is given orally in the presence of at least one witness and recorded in writing.

    (2) For the purposes of this Schedule, references to informed consent - 

(a) shall be construed in accordance with paragraph (1); and

(b) include references to informed consent given or refused by an adult unable by virtue of physical or mental incapacity to give informed consent, prior to the onset of that incapacity.

PART 2

CONDITIONS AND PRINCIPLES WHICH APPLY TO ALL CLINICAL TRIALS


Principles based on International Conference on Harmonisation GCP Guideline[54]
     1. Clinical trials shall be conducted in accordance with the ethical principles that have their origin in the Declaration of Helsinki, and that are consistent with good clinical practice and the requirements of these Regulations.

     2. Before the trial is initiated, foreseeable risks and inconveniences have been weighed against the anticipated benefit for the individual trial subject and other present and future patients. A trial should be initiated and continued only if the anticipated benefits justify the risks.

     3. The rights, safety, and well-being of the trial subjects are the most important considerations and shall prevail over interests of science and society .

     4. The available non-clinical and clinical information on an investigational medicinal product shall be adequate to support the clinical trial.

     5. Clinical trials shall be scientifically sound, and described in a clear, detailed protocol.

     6. A trial shall be conducted in compliance with the protocol that has a favourable opinion from an ethics committee.

     7. The medical care given to, and medical decisions made on behalf of, subjects shall always be the responsibility of an appropriately qualified doctor or, when appropriate, of a qualified dentist.

     8. Each individual involved in conducting a trial shall be qualified by education, training, and experience to perform his or her respective task(s).

     9. Subject to the other provisions of this Schedule relating to consent, freely given informed consent shall be obtained from every subject prior to clinical trial participation.

     10. All clinical trial information shall be recorded, handled, and stored in a way that allows its accurate reporting, interpretation and verification.

     11. The confidentiality of records that could identify subjects shall be protected, respecting the privacy and confidentiality rules in accordance with the requirements of the Data Protection Act 1998 and the law relating to confidentiality.

     12. Investigational medicinal products used in the trial shall be - 

(a) manufactured or imported, and handled and stored, in accordance with the principles and guidelines of good manufacturing practice, and

(b) used in accordance with the approved protocol.

     13. Systems with procedures that assure the quality of every aspect of the trial shall be implemented.

Conditions based on Article 3 of the Directive
     14. A trial shall be initiated only if an ethics committee and the licensing authority comes to the conclusion that the anticipated therapeutic and public health benefits justify the risks and may be continued only if compliance with this requirement is permanently monitored.

     15. The rights of each subject to physical and mental integrity, to privacy and to the protection of the data concerning him in accordance with the Data Protection Act 1998 are safeguarded.

     16. Provision has been made for insurance or indemnity to cover the liability of the investigator and sponsor which may arise in relation to the clinical trial.



PART 3

CONDITIONS WHICH APPLY IN RELATION TO AN ADULT ABLE TO CONSENT OR WHO HAS GIVEN CONSENT PRIOR TO THE ONSET OF INCAPACITY


     1. The subject has had an interview with the investigator, or another member of the investigating team, in which he has been given the opportunity to understand the objectives, risks and inconveniences of the trial and the conditions under which it is to be conducted.

     2. The subject has been informed of his right to withdraw from the trial at any time.

     3. The subject has given his informed consent to taking part in the trial.

     4. The subject may, without being subject to any resulting detriment, withdraw from the clinical trial at any time by revoking his informed consent.

     5. The subject has been provided with a contact point where he may obtain further information about the trial.



PART 4

CONDITIONS AND PRINCIPLES WHICH APPLY IN RELATION TO A MINOR


Conditions
     1. Subject to paragraph 6, a person with parental responsibility for the minor or, if by reason of the emergency nature of the treatment provided as part of the trial no such person can be contacted prior to the proposed inclusion of the subject in the trial, a legal representative for the minor has had an interview with the investigator, or another member of the investigating team, in which he has been given the opportunity to understand the objectives, risks and inconveniences of the trial and the conditions under which it is to be conducted.

     2. That person or legal representative has been provided with a contact point where he may obtain further information about the trial.

     3. That person or legal representative has been informed of the right to withdraw the minor from the trial at any time.

     4. That person or legal representative has given his informed consent to the minor taking part in the trial.

     5. That person with parental responsibility or the legal representative may, without the minor being subject to any resulting detriment, withdraw the minor from the trial at any time by revoking his informed consent.

     6. The minor has received information according to his capacity of understanding, from staff with experience with minors, regarding the trial, its risks and its benefits.

     7. The explicit wish of a minor who is capable of forming an opinion and assessing the information referred to in the previous paragraph to refuse participation in, or to be withdrawn from, the clinical trial at any time is considered by the investigator.

     8. No incentives or financial inducements are given - 

(a) to the minor; or

(b) to a person with parental responsibility for that minor or, as the case may be, the minor's legal representative,

except provision for compensation in the event of injury or loss.

     9. The clinical trial relates directly to a clinical condition from which the minor suffers or is of such a nature that it can only be carried out on minors.

     10. Some direct benefit for the group of patients involved in the clinical trial is to be obtained from that trial.

     11. The clinical trial is necessary to validate data obtained - 

(a) in other clinical trials involving persons able to give informed consent, or

(b) by other research methods.

     12. The corresponding scientific guidelines of the European Medicines Agency are followed.

Principles
     13. Informed consent given by a person with parental responsibility or a legal representative to a minor taking part in a clinical trial shall represent the minor's presumed will.

     14. The clinical trial has been designed to minimise pain, discomfort, fear and any other foreseeable risk in relation to the disease and the minor's stage of development.

     15. The risk threshold and the degree of distress have to be specially defined and constantly monitored.

     16. The interests of the patient always prevail over those of science and society.



PART 5

CONDITIONS AND PRINCIPLES WHICH APPLY IN RELATION TO AN INCAPACITATED ADULT


Conditions
     1. The subject's legal representative has had an interview with the investigator, or another member of the investigating team, in which he has been given the opportunity to understand the objectives, risks and inconveniences of the trial and the conditions under which it is to be conducted.

     2. The legal representative has been provided with a contact point where he may obtain further information about the trial.

     3. The legal representative has been informed of the right to withdraw the subject from the trial at any time.

     4. The legal representative has given his informed consent to the subject taking part in the trial.

     5. The legal representative may, without the subject being subject to any resulting detriment, withdraw the subject from the trial at any time by revoking his informed consent.

     6. The subject has received information according to his capacity of understanding regarding the trial, its risks and its benefits.

     7. The explicit wish of a subject who is capable of forming an opinion and assessing the information referred to in the previous paragraph to refuse participation in, or to be withdrawn from, the clinical trial at any time is considered by the investigator.

     8. No incentives or financial inducements are given to the subject or their legal representative, except provision for compensation in the event of injury or loss.

     9. There are grounds for expecting that administering the medicinal product to be tested in the trial will produce a benefit to the subject outweighing the risks or produce no risk at all.

     10. The clinical trial is essential to validate data obtained - 

(a) in other clinical trials involving persons able to give informed consent, or

(b) by other research methods.

     11. The clinical trial relates directly to a life-threatening or debilitating clinical condition from which the subject suffers.

Principles
     12. Informed consent given by a legal representative to an incapacitated adult in a clinical trial shall represent that adult's presumed will.

     13. The clinical trial has been designed to minimise pain, discomfort, fear and any other foreseeable risk in relation to the disease and the cognitive abilities of the patient.

     14. The risk threshold and the degree of distress have to be specially defined and constantly monitored.

     15. The interests of the patient always prevail over those of science and society.
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