Preface

One of the aims of the Kuwait Institute for Medical Specialization (KIMS) of the Ministry of Health is to enhance the level of competence of health professionals, enabling them to keep abreast of the developments in the medical specialities and patient management.  From that aspect KIMS has an obligation to provide leadership, not only in health research, but also in maintaining high ethical standards, particularly in research involving human subjects. Sound ethical practices go hand in hand with scientifically valid research.  

KIMS has a responsibility to ensure that researchers are committed to high quality research that promotes the rights and welfare of research subjects.  Therefore, KIMS has organized a system for ethical review of research involving human subjects taking into account, in addition to the rights and welfare of the subjects involved, the appropriateness of the methods used to secure informed consent about  risks and potential benefits of the research.  The elements of the informed consent include the requirement that consent be documented and signed by subjects or their representatives.  This booklet provides investigators and research subjects with guidelines for ethics in research conducted on human subjects.

Dr. Khaled F. Al-Jarallah

FRCPC, FACR, FACP

Secretary General, KIMS. 
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Introduction

The basic principle  of research is honesty, which must be assured by institutional protocols for any investigation irrespective of its nature (involving patients or medical record-based).  Honesty and integrity must govern all stages of research, from the initial grant application to publication of results (US Dept of Health and Human Services, 1995).  The Medical Profession must assume responsibility  for assuring that research is  potentially of significant value and ethically conducted.  Research participants must be informed about the nature of the research, and consent from  participant  or an authorized representative must be obtained (American College  of Physicians, 1989).  Research must be planned thoughtfully, so that it has a high probability of yielding useful results; risks to patients must be minimized; and the benefit to risk ratio must be high enough to justify the research effort.

     All proposed clinical research, regardless of the source of support, should be approved by a review board to assure that the research plans are reasonable and that research participants are adequately protected.  Although this formal system of review is designed to protect research participants, the premise on which all ethical research is based is mutual trust  and  respect between research participants and researchers. 

     The health and welfare of the patient must always be the researcher’s primary consideration.  Physicians who refer patients for participation in research protocols must be satisfied that the program follows established ethical guidelines, provides  realistic informed consent, gives reasonable assurances of safety, and has an acceptable  benefit to risk ratio.  If the risks of the research become too great or if continued participation cannot be justified, the physician must be willing to advise  patients to withdraw.

      Research on innovative medical therapies raises issues about the protection of   participants that have not yet been fully treated.  Researchers, physicians, and patients should thoughtfully balance the merits of innovation and the available means to monitor and protect research participants.  The use of  innovative medical therapies falls along the continuum between established practice and research.  Innovative therapies include the use of unconventional dosages of standard medications, previously untried applications of known procedures, and the use of approved drugs for  nonapproved indications.  The primary purpose of innovative medical therapies is to benefit the individual patient.  Clinicians will confront the ethical issues of innovative practice more frequently than the ethical problems of  medical research.  Important medical advances have emerged from successful innovations, but innovation should always be approached carefully.  Medical therapy should be treated as research whenever data are gathered to develop new medical information and for publication.  When an innovative therapy has no precedent, consultation with peers, an institutional review board, or another  expert group is necessary to assess the risks of the innovation, the probable outcomes of not using a standard therapy, and whether the innovation is in the patient’s best interest (Lind, 1988).  Informed consent is particularly important; patients must understand that the therapy is not standard treatment (Levine, 1986).

     Researchers on human subjects should always remember that their subjects are real people with their own unique personalities and needs.  Thus the code of ethics for human subjects research have been developed to ensure protection of subjects’ dignity and  safety and the worthiness of research involving them.

     The Nuremberg Code (1949) provided the first international code of ethics for research on human subjects:

· Voluntary informed consent of human subject is essential

· Research should yield fruitful results, not random or unnecessary

· Research should be based upon prior knowledge and anticipated results should     justify it

· Research should avoid any unnecessary physical or mental suffering or injury

· No research should be conducted whenever there is a reason to believe that it may cause death or disability

· The extent of risk should not exceed the benefits

· Adequate facilities should be provided to protect subjects against injury, disability  or death

· Research should be only conducted by scientifically qualified persons

· During the course of research, human subjects should be able to withdraw

· During the course of research, the scientist must be prepared to terminate the investigation if there is probable cause, that a continuation of the experiment is likely to result in an injury, disability or death to participants.

     The Belmont Report--Ethical Principles and Guidelines for the Protection of Human Subjects provides the philosophical basis for laws governing research involving human subjects. The National Institute for Health (NIH) embraces The Belmont Report and holds  investigators responsible for conducting their research activities in keeping with its principles and guidelines. The Belmont Report establishes three fundamental ethical principles that are relevant to all research involving human subjects: Respect for Persons, Beneficence, and Justice (Appendix 1 provides a more comprehensive discussion of these principles and how they are applied to the conduct of research involving human subjects). 

      All health research projects (whether funded or not;  involving patients or medical records-based) should be subjected to the following standards of ethical considerations ( Kuwait University, 1999):

· The researcher should observe professional ethics and code of conduct relevant to respective field of specialization while pursuing research.  He (she) should maintain confidentiality and secrecy of participating subjects and data, including their privacy, and should not expose them to any harm, risk or damage.  He (she) should inform participants in advance about the effects of the research, and should obtain their informed written consent prior to involving them in research without resorting to any kind of pressure.  The researcher is also obligated to obtain relevant clearance and approval from legal authorities for a research that is potentially risky to human subjects.

· The researcher has  the responsibility to reveal the potential hazards of research materials, equipment and tools to his/her assistants, and must adhere to laboratory safety regulations and rules.  It is not permissible to conduct tests or experiments that cause damage to the environment or endanger humans.

· The researcher should be fully responsible for the safety of  research team and subjects, and for any harm that befalls them during the course of research, experiments or fieldwork in accordance with the rules of legal responsibility.

      Some research activities which involve human subjects may be exempted by the Medical Research Ethics Committee from the requirements of research on human subjects.  Examples are surveys on public behaviour which do not  expose human subjects to  physical, social or psychological risks (Guidelines for the Conduct of Research Involving Human Subjects, 1995).


 Medical Research Ethics Committee

The Research Unit, KIMS has established the Medical Research Ethics Committee for ethical review of biomedical research proposals involving human subjects.  This committee is essential for integrating the process of research with the aim of protecting the rights of involved subjects.  Members of this committee undertake comprehensive ethical review including the research protocol, consent form and the letter of information to participating subjects.  They may also exempt some research proposals from the reqirements of research on human subjects.

Function of the Committee 

The function of this committee is to ensure,

1. that patients will be clearly informed about the procedures which will be followed in the project;

2. that medicines, lab tests and other procedures to which they will be exposed to are safe;

3. that participation in the research is voluntary, and that investigators will not exercise any kind of pressure to force patients to participate, and that  participants will have full right to withdraw from the research any time without being harmed  or penalized;

4. that the “Consent Form” and the “Letter of Information for Participants” include adequate information about stages and procedures of the research, as well as the right of the patient to withdraw; and

5. that additional safeguards have been provided if potentially vulnerable subjects are to be studied (e.g elderly, children, pregnant women, persons with disabilities, mentally disabled and people with severe illnesses).

Structure of the Committee

 This committee consists of 6 members (3 academicians and 2 consultants from the Ministry of Health), and lawyer. The committee is chaired by the Head of the Research Unit, KIMS,  and  meets on ad hoc basis. 


 Elements of Informed Consent

For all biomedical research involving human subjects, the investigator must obtain  written or oral informed consent of the prospective subject with witness or , in the case of an individual who is not capable of giving informed consent, the consent of a  properly authorized representative ( American College of Physicians, 1998 ).

Basic elements of Informed Consent

In seeking informed consent, each subject should be clearly informed about the following (American College of Physicians, 1989):

(1) Statement that the study involves research, an explanation of the purposes of the research and the expected duration of  subject’s participation, a description of the procedures to be followed, and identification of any procedures which are experimental;

(2) description of any reasonable foreseeable risks or  discomforts  to subjects;

(3)  description of any benefits to subjects or to others which may reasonably be expected from the research;

(4) disclosure of appropriate alternative procedures or courses of treatment, if any, that might be advantageous to subjects;

(5) statement describing the extent, if any, to which confidentiality of records identifying subjects will be  maintained;

(6) for research  involving more than minimal risk, an explanation as to whether any compensation and an  explanation as to whether  any medical treatments are available if injury occurs and, if so, what they  consist of, or from where further information may be obtained;

(7) an explanation of whom to contact for answers to pertinent questions about the research and research subjects’ rights, and whom to contact in the event of a research-related injury to subjects; and

(8) statement that participation is voluntary, refusal to participate will involve no penalty or loss of benefits to which subjects are otherwise entitled, and subjects may discontinue participation at any time without penalty or loss of benefits to which they are otherwise entitled.

Additional elements of Informed Consent

When appropriate, one or more of the following elements of information should also be provided to each subject:

(1) Statement that the particular treatment or procedure may involve risks to the subject;

(2) anticipated circumstances under which the subject’s participation may be terminated by the investigator without regard to the subject’s consent;

(3) any additional costs to the subject that may result from participation in the research;

(4) the consequences of a subject’s decision to withdraw from the research and procedures for orderly termination of participation by the subject;

(5) statement that significant new findings developed during the course of the research which may relate to the subject’s willingness to continue participation will be provided to the subject; and

(6) the expected number of subjects involved in the study.
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CONSENT FORM
1. I, ………………………………., the undersigned, hereby, agree to take part in the following research project:

Project Title: ………………………………………………………..

Name of the Principal Investigator (P.I.): .…………………………

2. I further confirm that I have read the letter “Information for participants” and that the following have been explained/provided to me:

a. Aims of study.

b. Methods used in study.

c. Alternate (new) procedures or courses of treatment involved in the study.

d. Expected duration of study.

e. Number of participants in the study

f. Confidentially of my personal and medical information will be maintained.

g. My rights as participant will be respected.

h. Persons whom I can contact for further information.

3. I further acknowledge that I give my consent voluntarily without pressure from any person or authority and that I have the right to refuse or withdraw at any time without penalty or loss of benefit.

…………………………                                            ……………………..

Signature of participant/                                 Signature of witness

authorised representative

Date: ………………….
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إقرار بالاشتراك في بحث
1. أوافق أنا: …………………………………………… الموقع أدناه، على الاشتراك في البحث التالي:
عنوان البحث: …………………………………………………………………………………
اسم الباحث الرئيسي: ……………………………………………………………………
2. كما أقر بأنني قد اطّلعت على كتاب " معلومات للمشتركين في البحث "، وأن الموضوعات الموضحة أدناه قد شُرحت لي:
1- أهداف البحث
2- الطرق المستخدمة في البحث 
3- الطرق العلاجية البديلة(الجديدة) التي ستستخدم في البحث
4- المدة المتوقعة للبحث
5- عدد المشتركين في البحث
6- المحافظة على خصوصية وسرية بياناتي الشخصية والصحية
7- احترام جميع حقوقي كمشترك
8- اسم الشخص الذي يمكن الرجوع اليه للاجابة على أية استفسارات.
3. كما أنني على دراية بأن موافقتي على الاشتراك في البحث اختيارية بدون أية ضغوط من أي شخص أو سلطة، كما أن لي الحق في الرفض أو الانسحاب من البحث في أي وقت دون التعرض لأية جزاءات أو حرمان من أية فوائد.
………………………………                                      ……………………………
توقيع المشترك (أو من ينوب عنه)                          توقيع الشاهد

التاريخ:………………………….


Information for Participants

Researchers should explain explicitly the following points which participants are keen to know:

· Explanation of all the points stated in the “Consent Form” 

· Methods which will be used and quantities of samples which will be collected from participants

· Description of any foreseeable risks or discomfort

· Description of expected benefits

· Assurance of participants that all their rights will be respected


معلومات للمشتركين في البحث
يتعين على الباحثين شرح الأمور التالية بطريقة واضحة،  والتي غالبا ما يحرص المشتركين على معرفتها:
· شرح جميع النقاط المذكورة في " اقرار بالاشتراك في بحث "

· الطرق التي ستستخدم في البحث، مع ذكر العينات التي ستُجمع من المرضى وكمياتها
· المخاطر والمعاناة المتوقعة بسبب البحث
· الفوائد المتوقعة نتيجة البحث 
· التأكيد على احترام جميع حقوق المشتركين في البحث.
Ethical Evaluation of the Research 

Protocol, Consent Form and 

Letter of Information
	1.
	Project title:…………………………………….……………………

………………………………………………………………………

	
	

	2.
	Name of the Principal Investigator (P.I.): ……………………...……

	
	
	

	Answer questions 3-14 using :
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	1
	2
	
	 * Enter the relevant

	
	
	No
	Yes
	Irrelevant
	
	    number in the box

	
	
	

	3.
	Are the aims of the study and the justifications for undertaking the investigation in human subjects clearly stated?
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	4.
	Are the methods clearly described?
	
	

	
	
	
	

	5.
	Are the procedures or courses of treatment involved in the study adequately described?
	
	

	
	
	
	

	
	
	
	

	6.
	Did investigators explicitly mention the samples to be collected from the  patient (e.g. blood, urine,…etc)?
	
	

	
	
	
	

	
	
	
	

	7.
	Did investigators explain the way the samples in (6) will be collected? 
	
	

	
	
	
	

	
	
	
	

	8.
	Did investigators mention the quantity of samples in (6)?
	
	

	
	
	
	

	9.
	Is the expected duration of participation mentioned?
	
	

	
	
	
	

	10
	Did investigators mention the anticipated number of subjects to be included in the study?
	
	

	
	
	
	

	
	
	
	

	11.
	Are expected risks or discomfort explained in detail?
	
	

	
	
	
	

	12.
	Are expected benefits fairly described?
	
	

	
	
	
	

	13.
	Did investigators declare their intention to respect patient’s rights?
	
	

	
	
	
	

	
	
	
	

	14.
	Did investigators clearly stated that the consent for participation in the research is voluntarily without pressure from any person or authority, and that the participant has the right to refuse or withdraw at any time without penalty or loss of benefit?
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	

	Answer questions 15-17 using:  
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	No
	Yes
	
	

	
	
	

	15.
	Did investigators commit themselves to maintain confidentiality?
	
	

	
	
	
	

	
	
	
	

	16.
	Did investigators name a person to contact for answering questions about the research?
	
	

	
	
	
	

	
	
	
	

	17.
	Did investigators indicate that the consent will be 

verbal or written?
	
	

	
	
	
	

	
	
	
	

	
	
	
	


Decision:

	1
	2
	3
	
	

	Accept
	Modify
	Interview P.I.
	
	


Modifications required without interview of P.I.:  ……………………………………………………………………………..

……………………………………………………………………………..

……………………………………………………………………………..

Member of the Research Ethics Committee

Name: __________________________       Signature: _______________

                                                                               Date:      /    /
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APPENDIX 1

THE ETHICAL PRINCIPLES OF THE BELMONT REPORT 

(Guidelines for the Conduct of Research Involving Human Subjects, 1995)

The Belmont Report--Ethical Principles and Guidelines for the Protection of Human Subjects, which was published in 1979, provides the philosophical underpinnings for the current laws governing human subjects research. Unlike the Nuremberg Code and the Helsinki Declaration, which consist of "guidances" or "rules", The Belmont Report establishes three fundamental ethical principles that are relevant to all research involving human subjects: Respect for Persons, Beneficence, and Justice. Although other important principles sometimes apply to research, these three provide a comprehensive framework for ethical decision-making in research involving human subjects.

1. The principle of Respect for Persons acknowledges the dignity and autonomy of individuals, and requires that people with diminished autonomy be provided special protection. This principle requires that subjects give informed consent to participation in research. Because of their potential vulnerability, certain subject populations are provided with additional protections. These include live human fetuses, children, prisoners, the mentally disabled, and people with severe illnesses.

2.  The principle of Beneficence requires us to protect individuals by maximizing anticipated benefits and minimizing possible harms. Therefore, it is necessary to examine carefully the design of the study and its risks and benefits including, in some cases, identifying alternative ways of obtaining the benefits sought from the research. Research risks must always be justified by the expected benefits of research. 

3. The principle of Justice requires that we treat subjects fairly. For example, subjects should be carefully and equitably chosen to insure that certain individuals or classes of individuals -- such as prisoners, elderly people, or financially impoverished people -- are not systematically selected or excluded, unless there are scientifically or ethically valid reasons for doing so. Also, unless there is careful justification for an exception, research should not involve persons from groups that are unlikely to benefit from subsequent applications of the research.

Each of these principles carries strong moral force, and difficult ethical dilemmas arise when they conflict. A careful and thoughtful application of the principles of The Belmont Report will not always achieve clear resolution of ethical problems. However, it is important to understand and apply the principles, because doing so helps to assure that people who agree to be experimental subjects will be treated in a respectful and ethical manner.
KIMS web site: http://www.kims.org.kw
Further details may be obtained from:

Research Unit, Kuwait Institute for Medical Specialization, 8th Floor, Behbehani Building, Al-Sharq, P.O.Box 1793, Safat 13018, Kuwait.

Tel.: 2467380 Ext.160, Fax: 2434015, Email: research@kims.org.kw
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