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AKUH Research Ethics Course

For researchers:

Background:

A significant amount of research and clinical studies are conducted in Pakistan and published without giving due consideration to, and looking at its ethical issues. The Aga Khan University is committed to quality research in medical and other fields conducted in ethical manner. To achieve this objective, a human subjects protection committee was established at the university to look at the ethical aspects of the research studies. The committee was renamed later as Ethical Review Committee (ERC). This was a new concept in the history of research in Pakistan, and was later followed by other institutions in the country.

The mandate of the Committee is to look at the ethical issues of all research proposals including extramurally funded in addition to AKU funded or self financed studies. Although there are other mandates such as supervision and monitoring of approved studies, taking a note of studies conducted without ERC approval etc. but due to lack of infrastructure, its function at present is limited to review and look at, and resolve any ethical issue in the submitted research proposals. With the evolution of the University, the function of ERC is expected to widen and encompass training in research ethics, conduction of research ethics workshops for AKU and non-AKU researchers etc. 
Definitions:

Research: “Research” is defined as any systematic investigation designed to develop or contribute to generalizable knowledge”.

Human subjects. A “human subject” is a living individual about whom an investigator obtains either (1) data through interaction or intervention with the individual, or (2) identifiable private information.

History of research ethics

Although the research, especially medical research has been going on for centuries, its ethical aspects were brought to lime light only after Second World War. During war a significant amount of research with questionable credibility was conducted on prisoners, later considered as unethical and inhumane. This led to formation of some code of conduct for research ethics known as Nuremberg Code. Since this code was neither made a law nor adopted world wide, researchers continued to conduct unethical studies throughout the world including USA. Publication of such studies led to protest by general public against the government and researchers. This led to generation and implementation of several laws in various countries to control conduction of research in accordance with research ethics and, development of codes and guidelines by various world medical bodies to be adopted by individual countries. Although these rules and guidelines are followed in the Western developed countries but these are still a dream in developing world.

Studies of historical importance:

Although many example of unethical studies may be quoted but only a few studies with historical importance are briefly described below:

1.
The Tuskegee Syphilis Study:

This study was initiated in the 1930s and continued until 1972. The objective was to document the natural history of untreated syphilis. More than 400 black men with syphilis were included in the study without informed consent, and were denied treatment in spite of effective available drugs.

2. The Jewish Chronic Disease Hospital Study:

In 1963, studies were undertaken at New York’s Jewish Chronic Disease Hospital to look at the rejection of cancer cells in debilitated patients. The patients were given oral consent only, without any documentation. They were also not told that they will be injected with cancer cells; because the researchers thought that the patients will get frightened.

3.
The Willowbrook Study;

During 1963-1966, studies were conducted to look at the natural history of Hepatitis at the Willowbrook State School, a New York institution for “mentally defective” children. In this study the children were deliberately infected with Hepatitis virus on the pretext that the children will get infection any way. During this study period, children were denied admission in the institution except for those whose parents volunteered to include their children in the study.

4.
Human Radiation Experiments:

During 1944–1974, studies were conducted involving administration of radioactive tracers to study subjects in amounts not likely to cause physical harm, without giving adequate attention to issues of fairness in the selection of participants, and without their awareness or consent.

Ethical Guidelines

The code of conduct and guidelines which have been developed and modified from time to time are given below:

1. Nuremberg code

In 1950, principles of professional ethics for medical researchers were outlined in the forms of Nuremberg Code. It served as the first international standard for conduct of research. In this code emphasis was laid down on “voluntary consent; animal experimentation preceding human experimentation; avoidance of physical and mental suffering and injury; weighing the risk to participants as compared to “humanitarian importance of the problem”, and liberty to withdraw from experiments.

2.
Declaration of Helsinki

World Medical Association adopted recommendations for ethical standards in medical research in 1964 in the form of “Declaration of Helsinki”. The document has been revised several times and latest revised Declaration of Helsinki is available on the WMA Web site, http://www.wma.net/.
3.
Belmont Report

In 1979 in USA, Belmont Report containing Ethical Principles and Guidelines for the Protection of Human Subjects was written by the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research. 

4.
International Ethical Guidelines for Biomedical Research Involving Human 
Subjects by COIMS

In 1982, in order to help and to guide researchers from developed countries in conducting research in developing countries, the Council for the International Organization of Medical Sciences (CIOMS) prepared and published the International Ethics Guidelines for Biomedical Research Involving Human Subjects. These guidelines were revised in 1993. The document contains 15 principles related to informed consent, standards for external review, recruitment of participants etc. The document is available on web at http://www.cioms.ch/
4.
International Ethical Guidelines for Biomedical Research Involving Human 
Subjects (An Islamic Perspective)
In 2004, the Council for International Organizations of Medical Sciences (CIOMS) in cooperation with WHO and the Islamic Organization for Medical Sciences reviewed the International Ethical Guidelines for Biomedical Research Involving Human Subjects and added Islamic perspective to it.

These guidelines are given here also for ready reference at the following links.

Add links here 

Principles of Research Ethics:

The ethical issues are debatable in different cultures, societies, religious groups and countries and are not accepted uniformly everywhere. That’s why there is a need of debate and discussion of ethical issues in research in local context. It is possible that some issues are acceptable in one society but not in other society. Despite this diversity, the ethical principles are almost similar and include;

1.
Respect for Persons

This is the most important point in research ethics. It includes two ethical standards i.e. a) Individuals should be treated as autonomous agents. b) Additional protections should be provided to persons with diminished autonomy such as children and mentally incapacitated.

2.
Beneficence

It means that the researcher should maximize possible benefits and minimize possible harm to the study participants. Balancing risks and benefits is an important consideration.

3.
Justice

The question of justice arises out of considerations of risks versus benefits. This includes selection of study participants, and should be looked at if the participants are being selected on basis of their easy availability, their compromised position, their vulnerability or for the reasons related to the problem being studied. 
4.
Risks and benefits
The study subject should get no harm. If there are any risks involved in the study these should be minimal or should be minimized as much as possible, if the benefits are more likely. The risk/benefit ratio should be carefully assessed, and benefit to study subject must outweigh the expected risks due to participation in the study. It is the responsibility of researchers to take care of any injury if it occurs due to participation of study subjects in the study.
. 

Informed consent:

Informed consent is an integral part of research. It has as legal, regulatory, and ethical aspects. It is based on respect for the individual, and his autonomy or capacity and right to make choices in his life. It is a process that involves conveying accurate and relevant information about the study and its purpose; disclosing known risks, benefits, alternatives, and procedures; answering questions; and enabling the potential participant to make an informed decision about whether to participate or not. A valid informed consent should be based on the following important elements. 

1.
Language:

The information should be provided in a language which the participant is able to understand and comprehend easily. It should be written in easy language avoiding technical term, understandable by common people, 
having primary education.

Exact translation in local language such as Urdu & Sindhi (if needed)
should also be available.

2.
Competency of study subjects.

The participant must be competent to make decision to participate or not to participate in the study. If the participant is not competent due to his/her age, illness, incapacity, or any other reason, either the participant should not be included in the research or some other provisions apply guardian’s or parental consent etc.

3.
Children / mentally incapacitated:

In case of minors, their parental / guardian’s consent and minor’s accent should be obtained. In case of mentally impaired or incapacitated subjects, temporarily or permanently, their next of kin’s or guardian’s consent should be obtained. If the subject himself gains enough mental capacity to understand and comprehend, his consent should be obtained. If he declines the consent, he should be withdrawn from the study.

4 Disclosure of information:

The potential participant must be given sufficient relevant information in order to decide to participate or not to participate. The information should include the purpose of the study; nature of the procedure; reasonable alternatives to the proposed intervention; and risks, benefits, and uncertainties of each possible intervention.

5 Comprehension/ Procedure.

Due consideration should be given to potential participant’s ability to understand the proposed intervention in the study. Procedure that the subjects would be expected to undergo should be described in sufficient detail such as withdrawal of blood, laboratory or radiological investigations, interview time, intake of medications etc. Any procedures that are experimental/ investigational/ non-therapeutic should be clearly identified
6.
Benefits, Risk and discomfort:

Any risk or benefit to the subject likely to occur as a result of study should be clearly described. Benefits to researchers, funding agency or society at large should also be mentioned.

7.

Alternate procedure or treatment

Alternate procedure or treatment for those should be mentioned clearly and those subjects who refuse to join the study should not be denied access to alternate procedure or treatment of their free choice.
8.
Financial liability:

Financial liability, source of funding etc should be clearly described. Study subjects should not bear any financial burden or cost of management injuries as a result of participating in the study and; management of such injuries should be covered by the funding agencies, or arrangement should be made to manage such injuries or side effects free of cost to the study subjects.  

9 Agreement:

The participant must agree to the proposed intervention in the research study.

10.
Voluntary participation:

The participant’s agreement must be voluntary and free from coercion or undue and unjust incentive. S/he should have a right to refuse to participate in the study without any penalty or loss of benefits, which s/he is otherwise entitled to.

11.
Withdrawal

Participants should have a right to withdraw from the study any time without any penalty or loss of benefits, which s/he is otherwise entitled to.
12.

Confidentiality:
Procedures to maintain confidentiality should be described. Study subjects’ identity should never be disclosed at any time nor their photos should be used in any form without their consent. 

13.
Access to the researchers for additional information

Name and contact numbers of the researcher and/or study supervisor should be given so that the subject may contact him/her in case s/he has any question to ask or report any side effect or injury suspected to happen as a result of his/her participation in the study.
Exemptions:

The following studies may be exempted from ethical review.
1.
Retrospective review of clinical data without any identifiable information about 
patients.
2.
Analysis of laboratory data without any identifiable information about 
patients.
3.
Clinical audits.
4.
Evaluation of practice guidelines without identifying information about the users of 
those guidelines.

5.
Case reports without identifying the study subjects or photographs unless written 
consent has been obtained from study subject or his/her legal guardian.

6.
Studies in which human have not participated as study subjects.
Exercises
Exercise 1
An investigator wants to do a prospective study to see the efficacy of a new surgical procedure for a common illness. The new procedure is expensive and is not affordable by common people and certain additional tests have to be done before and after surgery for next one month. The investigator offers new surgical procedure to patients admitted in private ward but conventional procedure to those patients admitted in general ward without informing them alternate procedure. At the end of one year, he analyzes the results of two surgical procedures:
Questions:

1.
What ethical problems do you see in this study?

2.
Is the selection of patient is acceptable and free of bias?

3.
How much financial burden should be borne by the patients?

4.
Draft an informed consent for the study.
Exercise 2

An investigator wants to study blood pressure in children 5-15 years of age and draw a centile chart for the blood pressure in children. His friend is principal of a school, where 500 students are studying in various classes. Principal offers his school children for the study. He draws up a schedule for the measurement of blood pressure of students of various classes. Neither the parents are informed about the study, nor any formal consent is obtained from the students. All students have been directed by the principals to get their blood pressure measured on scheduled day and time. The investigator goes to the school on specified days fixed by principal and measures blood pressure of all the children. He then analyses the results and makes a nice centile chart. He submits a paper with his newly drawn centile charts to a reputed journal which is rejected by the journal.
Questions:

1.
What ethical problems do you see in this study?

2.
Was the selection of study subjects was acceptable. If not then what was the wrong 
in selection of study subjects.
3.
What are the rights of parents of these children?
4.
Is there a need of consent form in this study? If yes who should give the consent?

5.
What are the possible reasons for rejection of the paper by the journal?
Exercise 3

A gynecologist wants to study if Pakistani women have any knowledge about menopausal symptoms and; what is their health seeking behavior in case of experiencing menopausal symptoms. She designs a questionnaire and gives to it to all the patients aged 40 years and above coming to her clinic. She wants the questionnaire to be filled in before seeing these women and; offers 20% discount in her fee for those women and early consult who fill up the questionnaire. The questionnaire takes half an hour to be filled in. She collects the questionnaire from 500 women and analyses the results for presentation in next forthcoming gynecological conference. 
Questions:

1.
What ethical issues do you see in this study?

2.
Is 20% discount given to study subjects is ethically justified.

3.
Should the study be approved as such? If not what suggestions you will give to the researcher as a member of the review committee in order to improve the study and make it ethically acceptable.

Exercise 4:

Please look at the following consent forms and indicate the deficiencies.

Consent form 1.

Consent form:

· Purpose of Research study;

You are being asked to participate in the research study designed to know the opinion of students regarding their research electives in their curriculum. 

· Confidentiality;

“Your identity in this study will be treated as confidential. The results of the study, published for scientific purposes but will not give your name or include any identifiable references to you.”

· You are free to choose whether or not to participate in this study. 

AVAILABLE SOURCES OF INFORMATION

Any further questions you have about this study will be answered by the Principal Investigator:  

Dr FAS
Phone Number: 4930051 ext.xxxx

Any questions you may have about your rights as a research subject will be answered by: 

Name: FAS
Phone Number: 4930051 ext.xxxx

AUTHORIZATION

I have read and understand this consent form, and I volunteer to participate in this research study. I voluntarily choose to participate, but I understand that my consent does not take away any legal rights in the case of negligence or other legal fault of anyone who is involved in this study. I further understand that nothing in this consent form is intended to replace any applicable Federal, state, or local laws. 

Participant Name (Printed or Typed):
Date: 

Participant Signature:
Date: 

Principal Investigator Signature: 
Date: 

Signature of Person Obtaining Consent:
Date: 
Consent form 2

Toilet training of children in Pakistan- practices and patterns

Department Of Pediatrics

Aga Khan University Hospital
Consent Form

 Children are considered to be trained when they are continent of bowel and bladder during both day and night and are able to perform their toileting independently. Being toilet trained varies by time, culture, and definition.

We are from the Department of Paediatrics, The Aga Khan University Karachi. We are seeking your consent to participate in this study as you have a child /children between 6 months to 5 years of age. You are being asked to participate in a research study designed to find the common practices and patterns of toilet training in Pakistani children. 
 If you agree to take part in this study, we will ask you some questions about your child. We will write down your answers on a form. Your participation in this study is completely voluntary.

The only risks to you are of your time and privacy. The information from this study may be used to provide better treatment and guidelines for all children in your country. 

            Your identity will remain confidential. At this time if you have any questions I will be happy to answer them. If you are willing to participate in the study, then you are required to please sign below or put your thumbprint on two copies of this form. You will receive one copy of this form and we will keep the other one. Thank you. 
Participant’s Name (Print) _______________________
Signature or thumbprint: _________

Name of the person obtaining consent: _______________________ Signature: ________
Name of person witnessing consent: _________________________ Signature: ________
Consent form 3

CONSENT FORM-1 

For Mothers 

( to be completed for each VA) 

Title of Research:   
Using Verbal Autopsy to Determine Causes of stillbirths and early Neonatal deaths. 

Investigators:           
 Dr. IJ, Dr. CE  

Sponsor:      
 An international agency
Introduction 

Asalam-o Alkum .  As you already know me through the new born care study in your area.  I am very sorry that your baby died and we want to talk about this that can shed light on its causes and determinants.  This information will be helpful in devising intervention to improve pregnancy outcomes and for child survival.  Are you willing to answer the questions?

[   ] 
Yes

[   ]
No

[   ]
Come later   ( use the same Consent Form at the later appointment) 
Study Objectives and Procedures

The number of babies dying is very high in our country. Most of our babies die at home so it is difficult to know the cause of death. Without knowing the cause of death, it is very difficult for the government to develop programs to improve babies’ survival. 

We are conducting this study called Verbal Autopsy study and we want to talk to you about your pregnancy, and the baby’s’ birth and death to see if we can understand why they died.  This information will be helpful in devising intervention to improve pregnancy outcomes and for child survival.  The interview will take 20 minutes of your time. 

Possible Risks

There are no known physical risks for you for participation in the study. If you do not wish to participate in this study, you will be not denied to local health care or any benefits as resident of the community. 
Confidentiality

The results of the study may be published for scientific purposes; however, your identity will not be revealed.  All information collected will be collected and coded so that no one will know your identity. 

Withdrawal 

Participation in this study is voluntary.  If you do not wish to participate in this study, your baby will not lose benefits to which he/she is entitled.  

The costs of the study will be covered by a research grant.  There will be no additional cost to you for participating in this study.  

Any significant new findings discovered during the course of this study, which may influence your decision to allow your baby to continue participation, will be made known to you.  

Queries/ Questions

If you have questions about this study, questions about a research related injury, or experience any problems during the study, you should contact Dr. IJ at 92-21- 4930051 ext xxxx.  If you have questions about your rights as a research participant, you may contact AKU Research Ethics Committee at 92-21- 4930051 ext 4880. 

Note :  Community Coordinator will read this Consent Form to each study participant before the interview and seek verbal consent

 .

Signatures

____________________________________

________________________

Signature of Person Obtaining Consent 


Date

If other than the Principal Investigator

Consent form
4

Aga Khan University

Department of Biological & Biomedical Sciences
Information about Research: Part I

Heart diseases are very common in Pakistan. One of the causes is deficiency of vitamins like folic acid, B6 and B12. We are doing research to find out the prevalence of deficiency of these vitamins in one of the population of Pakistan. We are also trying to find out whether vitamin supplementation would decrease the levels of homocysteine which has been known to cause heart disease and blood pressure. We also determine the plasma levels of Lead (Pb) and to investigate if there is an association between plasma homocysteine and blood Pb levels. We are also trying to find out whether there is any relationship between mutations of MTHFR, MS and CBS gene with hyperhomocysteinemia in our population. This study will help in prevention of heart and vessels diseases which are caused by vitamins deficiency.

In order to carry out this study we will recruit 825 subjects (Male and Female of age 18 to 60 years) after their consent. We invite you to participate in this study so that the diseases caused by vitamins deficiency could be eradicated. Participation in this study is entirely on voluntary basis. After obtaining the informed consent, a questionnaire (Attach as appendix) will be filled which would take 10-15 minutes. After that, fasting blood will be collected in 10cc syringe by experts. We assure you that 10cc blood donation is not going to produce any ill effect on your health. Your only discomfort might be related to pin prick for intravenous access.

We would test there blood sugar, cholesterol, hemoglobin, vitamin folic acid, B6, B12 and homocysteine in the Aga Khan University. We will determine also the genetic mutations which cause increase in homocysteine concentration. Those having diabetes, hypercholesterolemia, any permanent illness and pregnant woman will not be included in this study. The entire tests mentioned above will cost about two thousand five hundred rupees. Reports of these tests will be provided to you without any cost.

As per test results, those having vitamins (folic acid, B6, B12) deficiency will be provided with these vitamins in the form of tablets so that they could take these tablets every day for three   weeks. These tablets are without any ill effect. Although we will remain in touch with those taking these vitamins, however if any one feels nauseated after taking these tablets, our health workers will be available for help and advice. After three weeks, blood sample of 10cc will be collected again only from those who have been taking vitamin tablets.
As per test results those having high Pb in their blood, will be advised to take juices, fruits and vitamin C tablets. Literature shows that increase intake of vitamin C ingredients helps, in liberating out Pb from blood.
All work related to study will be conducted under supervision of a doctor. All information gathered for this study will remain strictly confidential. You will be at liberty to withdraw from this study at any time without any liability. Other than that if you have any question related to study you can contact Dr. MY on telephone no. 486-xxxx. 
Consent Form: Part II

I read/informed about research project. I understand that it requires replying questions asked by researcher. My weight & height will be measured and 10-15 cc of my venous blood will be taken. If required I have to take vitamin supplements. After three weeks of vitamin supplements another sample of my venous blood (10 cc) will be taken.  

I understand that my participation in this study is entirely voluntary. My name and all other information gathered for this study is strictly confidential and will only be used by investigators appointed for this study. 

Subject Name, Sign/Thumb Impression:______________________ Date: _______________

Interviewers Name & Signature: ____________________________Date: _______________

Witness Name & Signature: _______________________________ Date: _______________
Answers

Exercise 1

1.
Ethical problems:

a)
Study is conducted at the expense of study subjects without informing them that a study is being conducted on them, thus not respecting the study subjects’ right of participation in the study.


b)
Study subjects are not fully informed about the study and choice of surgical 
procedures.


c)
Cost of additional tests is borne by the study subjects.

2.
No. Selection of study subjects is biased. Surgical procedure should not be offered on the basis of financial status of the patient but on the basis of scientific validity and appropriateness. In case patient can’t afford a certain essential standard procedure, alternate arrangement such as welfare etc should be looked for rather than offering an inferior procedure. If the expensive procedure is not the standard one but only a research procedure, then even the affordable patients should be asked to pay for it. Moreover every patient admitted in private ward may not be financially significantly better than those admitted in general ward.
3.
Financial burden:

Study subject may be asked for standard routine care. Any additional test or cost of procedure should be borne by the study by arranging funds through research grants etc.

4.
See sample informed consent for a clinical trial.

Exercise 2
1.
Ethical problems:


a)
The study subjects are not representative of the population of country.


b)
 No provision for taking care of those children, who might have hypertension, has been given. 

2.
Participation of study subjects is not acceptable because


a)
The study subjects are forced to participate in the study. 


b)
Parents are not taken into confidence.
3.
The parents have a right to refuse the participation of their children in the study. If they participate, they have a right to know the status of the blood pressure of their children, and have guidance about management if the child is found to have hypertension.

4.
Parents should give the consent and accent should be obtained from the children before measuring their blood pressure. If they refuse, they should not be forced to get their blood pressure measured.

5.
Reasons for rejection of paper:


a)
Lack of representative sample 


b)
Absence of voluntary participation of study subjects

c) Absence of approval of study by ethical review committee.

Exercise 3

1.
Ethical issues:


a)
Participation in the study of study subjects is without their free will and they are exploited by giving them 20% discount in the consultation fee.


b) Study population is not representative of the female population of the country unless the objective of study is only to study a selected population and not generalize the results to the entire population.
2.
Giving 20% discount and offering early consult for attracting the women to join the study is not appropriate. However, financial compensation may be given to study participants for their time used in filling up the questionnaire.  

3. 
Suggestions to improve the study and make it more ethical:


a)
An appropriate consent form should be designed and administered before giving questionnaire to the study participants.


b)
Offering 20% discount and early consult may place women, not volunteering to participate in the study, at a disadvantaged position. Instead, the questionnaire should be given to all those women who agree to participate and sign the consent form. A fixed incentive may be given to those women who return the questionnaire properly filled at their free will without any coercion or affecting their consultation.
Exercise 4
Informed consent

Consent 1: It has following issues to be corrected:


1.
The form is too short and is not according to standardized ERC format. It doesn’t have (a) adequate information about the background and reason for study, (b) Procedure to be carried out on study subjects i.e. interview, filling up of questionnaire, focus group discussion etc, (d) time required for these activities etc.


2.
Risks & benefit to study subjects are not mentioned.


3. Procedure for selection of study subjects is not mentioned.
Consent 2


1.
The form is not according to ERC format.


2
Sufficient background for reason to do the study is not given.


3.
Time needed for interview is not mentioned


4.
Right to withdraw from study is not mentioned


5. It is not mentioned how the confidentiality will be maintained.

Consent 3.



No significant issues are identified. It may be accepted as such

Consent 4.


1.
The form is not according to ERC format


2.
It contains many technical terms which can’t be understood by common man. These need to be avoided and replaced.


3.
It is not mentioned that the cost of tests will be borne by the study.

4. It is not mentioned how those patients will be provided treatment who have abnormal results such as high lead level. The need consultation and treatment. Study should take some responsibility for facilitating their treatment


5.
Selection of study subjects is not given. From where and how will they be selected?


6.
Risks and benefits have not been mentioned in sufficient details.
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