Informed Consent and clinical trials – how to deal with vulnerable patients
By Ashley Smith – Good Clinical Practice course Editor, Whitehall Training

One of the key requirements of Good Clinical Practice is that all patients entering clinical trials are fully informed about the trial in which they will be taking part. This includes the drug or other intervention they may be given, what they will have to do if they take part in the trial, what benefit they might gain or what harm may come to them, what will happen to them once the trial is over and what their rights may be to other treatments.
[bookmark: _GoBack]It sounds obvious but this must all be done in a way that they will understand.
Clinical research is a complex subject and touches science that many lay people find difficult to understand. They may be frightened by the process and so not be at their most receptive. To make matters worse, researchers can become so immersed in their subject that they fall back on scientific terms and jargon without really noticing.
The informed consent form (ICF) is the keystone of getting the message across to the patient and hopefully time was spent on getting it right in terms of tone as well as content…

The Informed Consent Form…
The ICF is the main source of information for patients considering taking part in clinical trials. The Ethics Committee will pay particular attention to the ICF. If a patient cannot understand their ICF, consent is not deemed to have been “freely given.”  Patients must be confident that all important aspects of the research are covered and consequently most ICFs have a formal structure so nothing is missed. In the UK, the form is in two parts:
· The first part contains information on the condition or treatment under study, the voluntary nature of involvement, what will happen during and after the trial, what treatment may be withheld, the participant’s responsibilities, the potential risks, inconvenience or restrictions balanced against any possible benefits and the alternatives.

· The second part is given to patients once they confirm that they are still interested in participation and contains the remaining information. 
After a potential participant has received both forms, they get a Consent Form to sign. 
Although the ICF can be given to the patient by any suitably trained member of the trial investigator’s team, the patient must be given time to consider the information as well as the chance to discuss it with the doctor conducting the research. 
Consent does not have to be completed on the same day. In fact, many Ethics Committees require the patient is given 24 hours to consider the trial. 
If there are changes to the way the trial is run or changes to the risks or benefits of taking part, patients have the right to be informed of the change and can either consent to continue in the trial or withdraw. This too must be documented by the patient signing and dating a consent form. 
None of the information given to the patient should contain any language that waives or appears to waive patients’ rights.

The Consent Discussion…
The consent discussion is an important part of Good Clinical Practice and should never be rushed. During the discussion, the investigator must provide the patient with certain information and be certain that they have understood it. It is good practice to ask questions and try to get the patient to repeat what you have said in their own terms – just to be sure they have understood.
The patient and the person conducting the consent discussion sign and date the consent form to indicate the meeting was properly conducted and that consent was freely given. The signed and dated consent form should then be filed with the patient’s notes. 
Neither the investigator nor their team can undertake any procedure on the patient until the patient has consented. 

Making an ICF easy to understand…
There are a number of tools that researchers can use to help them write simpler forms, including those available with Microsoft Word. Aim for a Flesch Reading Ease score of >60. 
[The separately attached PDF contains a slideshow explaining how to do this].
When trials involve “vulnerable” patients, such as children or adults with impaired mental function, more than one ICF may be needed; for example one aimed at 6 year olds could have pictures in a cartoon format accompanied by an adult version for the parent(s).

There are special rules that apply to “vulnerable” patients…
Only clinical trials that confer a direct clinical benefit to a patient should be conducted on vulnerable patients unless:
•	The objectives of the trial cannot be met by trials on patients who are able to give informed 	consent personally.
•	The foreseeable risks to the patients are low.
•	The negative impact on the patient’s well-being is minimized and low.
•	The trial is not prohibited by law.
•	The Ethics Committee is consulted and gives written approval/favourable opinion regarding 	their inclusion.
Patients in these trials should be particularly closely monitored and should be withdrawn if they appear to be unduly distressed.

Consenting minors and “mentally incompetent” patients
There is a clear hierarchy of who is permitted to give consent on another’s behalf:
1. Their parent
2. Their personal legal representative
3. Their professional legal representative
4. A person not connected with the conduct of the trial who is:
a. the doctor primarily responsible for an adult patient’s medical treatment, or a person nominated by the relevant health care provider or
b. a person who is suitable to act as the legal representative by virtue of their relationship with the minor, and available and willing to do so.
In an emergency – If the legally acceptable representative is not available, enrolment of the patient can still take place but the measures should be described in the protocol and/or elsewhere, with documented approval/favourable opinion of the process by the Ethics Committee.
The patient or their legally acceptable representative should be informed about the trial as soon as possible and they should be given the opportunity to consent to continue in the trial or be withdrawn.

Patients who cannot read or write…
Patients (or their representatives) who cannot read or write are a special case. An impartial witness should be present during the entire consent discussion. The informed consent form and any other written information should be read and explained. The patient or representative should consent orally to the trial and, if capable of doing so, sign and personally date the informed consent form. 
The witness should sign and personally date the consent form. By signing the consent form, the witness confirms that the information in the consent form and any other written information was accurately explained to, and apparently understood by, the patient and that informed consent was freely given by the patient.

Consenting Incapacitated Patients
Another group of vulnerable patients are those who are incapacitated by virtue of physical or mental incapacity to give informed consent. This would include patients who are unconscious. These patients may present at the research facility as an emergency.
 In these circumstances you should take the following steps:  
1. If possible gain consent from the patient before the incapacitating emergency arises. This may be possible in some situations e.g. patients at particular risk of bleeding post-operatively.
2. If prior consent cannot be obtained, you should obtain consent from the patient's legally acceptable representative.
A legally acceptable representative may be:
· The patient’s professional legal representative. 
· a person not connected with the conduct of the trial who is:
· (a) the doctor primarily responsible for the adult's medical treatment, or
· (b) A person nominated by the relevant health care provider.
· Any guardian or welfare representative who has power to consent to the adult's participation in research.
If there is no such person, consent of a patient’s nearest relative should be sought. Alternatively, you can gain consent from a person not connected with the conduct of the trial who is suitable to act as the legal representative by virtue of their relationship with the adult, as long as they are available and willing to do so.

Updating Consent…
Whenever a significant change to the trial occurs, consideration should be given to re-informing and re-consenting the patient. This is most important when the tests to be undergone by the patient change or when the risk/benefit profile has changed through, for example, new adverse events being reported. The investigator should track which patients have received which update. Remember, neither protocol nor ICF updates should be implemented until they have received written approval from the IEC, CA or both. 

Scenarios…
The following are a few typical scenarios to illustrate the key points of obtaining informed consent – good luck.
1 - Dr France has agreed to conduct a clinical trial on a new migraine treatment. All of the required permissions are in place, drug supplies have been delivered, patients have been identified and two have been invited to attend the next clinic.
As explaining the trial properly takes around 45 minutes, Dr France doesn’t have time to run through the process with every patient.
· Can she delegate this process to another member of staff?
· Can she send ICF to the patient and get them to return the signed copy?
· Can any member of her staff to whom this has been delegated take consent?
· Can any physician or nurse obtain informed consent from a patient?
2 - On arrival, the patients have been greeted by the research nurse, John, who sees them one by one. Dr France has not arrived at the clinic and the nurse doesn’t want to overrun the time allotted.
John has been trained by Dr France to review the trial with the patients using the approved patient information leaflet. However, Dr France has decided that he must discuss the trial with the patient before the ICF is signed.
The first patient is a 22 year old woman who has a long history of migraine headaches.
· Can John start the consent procedure?
· Can John take the patient’s vital signs?
· Can John collect blood for laboratory analysis?

3 - Dr Scotland is the clinical director of a phase 1 unit in London. The unit regularly conducts clinical trials in healthy elderly volunteers. The aim of the trials is to determine drug levels post-dosing with new drug. The clinic advertises widely for new volunteers to take part in the trial. The adverts have been approved by the Ethics Committee and the clinic is licensed to carry out phase 1 work. 
The following three potential participants have responded – should each one be permitted to take part in the trial?
· An 82 year old man in good health?
· A 67 year old woman with mild dementia?
· 70 year old man with severe dementia?

4 - Dr Holland has agreed to conduct a trial on children with Type 1 Diabetes. The protocol allows for patients between the ages of 6 and 16 to enter the trial. The first patient that is scheduled to enter the trial is a 15 year old girl, the second a 6 year old girl.
· Can the same ICF be used for both patients?
· Can the parents of the 6 year old review and sign the ICF on the child’s behalf?
· As her representative has taken this responsibility, does the 6 year old need to be involved in the consent process?
· Can the 15 year old can review and sign an ICF designed for parents/guardians of younger children?
· If the 15 year old has signed and reviewed an adult form, do her parents/guardians still need to grant consent on her behalf?



Answers…
1 - Dr France has agreed to conduct a clinical trial on a new migraine treatment. All of the required permissions are in place, drug supplies have been delivered, patients have been identified and two have been invited to attend the next clinic.
As explaining the trial properly takes around 45 minutes, Dr France doesn’t have time to run through the process with every patient.
· Can she delegate this process to another member of staff? 
	Yes – This can be delegated under GCP.
· Can she send ICF to the patient and get them to return the signed copy?
	No – The investigator should fully inform the patient and this would require a consent 	discussion so that the investigator can be satisfied that all elements are understood.
· Can any member of her staff to whom this has been delegated take consent?
	Yes – Provided they have been trained in the protocol and the consent procedure. 	They must be able to answer all questions about the trial to the patient’s satisfaction.
· Can any physician or nurse obtain informed consent from a patient?
	No – Only a physician or nurse who has been trained by the investigator in the protocol and 	who is qualified by other training and experience can take consent.
2 - On arrival, the patients have been greeted by the research nurse, John, who sees them one by one. Dr France has not arrived at the clinic and the nurse doesn’t want to overrun the time allotted.
John has been trained by Dr France to review the trial with the patients using the approved patient information leaflet. However, Dr France has decided that he must discuss the trial with the patient before the ICF is signed.
The first patient is a 22 year old woman who has a long history of migraine headaches.
· Can John start the consent procedure?
	Yes – As he has been delegated. 
· Can John take the patient’s vital signs?
	No – These are trial procedures and cannot be undertaken until Informed Consent has been 	taken. This does not occur until the ICF is signed.
· Can John collect blood for laboratory analysis?
	No – These are trial procedures and cannot be undertaken until Informed Consent has been 	taken. This does not occur until the ICF is signed.

3 - Dr Scotland is the clinical director of a phase 1 unit in London. The unit regularly conducts clinical trials in healthy elderly volunteers. The aim of the trials is to determine drug levels post-dosing with new drug. The clinic advertises widely for new volunteers to take part in the trial. The adverts have been approved by the Ethics Committee and the clinic is licensed to carry out phase 1 work. 
The following three potential participants have responded – should each one be permitted to take part in the trial?
· An 82 year old man in good health?
	Yes – Age alone does not preclude patients from entering a trial that confers no clinical benefit.
· A 67 year old woman with mild dementia?
	No – This trial confers no benefit. On the balance of probability this patient should not be included.
· 70 year old man with severe dementia?
	No – This patient should not be included.

4 - Dr Holland has agreed to conduct a trial on children with Type 1 Diabetes. The protocol allows for patients between the ages of 6 and 16 to enter the trial. The first patient that is scheduled to enter the trial is a 15 year old girl, the second a 6 year old girl.
· Can the same ICF be used for both patients?
	No – The difference in ages make it inappropriate to use the same ICF.
· Can the parents of the 6 year old review and sign the ICF on the child’s behalf?
	Yes – As legally acceptable representatives, they should sign on the child’s behalf.
· As her representative has taken this responsibility, does the 6 year old need to be involved in the consent process?
	Yes – The child should be involved to the extent that she can, and if she can she should sign a 	form assenting to the trial.
· Can the 15 year old can review and sign an ICF designed for parents/guardians of younger children?
	Yes – As long as, in the opinion of the investigator, she is sufficiently mature and has 	sufficient understanding that she can sign the adult version of the form.
· If the 15 year old has signed and reviewed an adult form, do her parents/guardians still need to grant consent on her behalf?
	Yes – In most jurisdictions she would still be considered a minor and her parents/guardians 	would need to consent as well.









