What Is Research? Research is a systematic investigation designed to discover generalizable knowledge. On one hand, the history of research has consisted of remarkable discovery and enhancement of the health of society, on the other hand it has consisted of scandals involving abuses of human subjects.  It is this history that led to the need for regulations or guidelines. How did ethical guidelines or requirements for human subjects evolve? 

Nuremberg Code

  During World War II, Nazi doctors performed horrific experiments on thousands of concentration camp inmates.  Despite their arguments that the experiments were medically justified, the Nuremberg Military Tribunals condemned the experiments as “crimes against humanity.”  In 1947 verdict, the judges included a section called “Permissible Medical experiments” and this section became known as the Nuremberg Code. This code (1947) contained “certain basic principles that must be observed in order to satisfy moral, ethical and legal concepts”. Meanwhile it marked the beginning of the codification of research regulations.  The principle most often cited was that of informed consent. Specifically, the code stated that “the voluntary consent of the human subject is absolutely essential.” This Code also established that animal experimentation should precede human experimentation; all unnecessary physical and mental suffering and injury should be avoided; the degree of risk to participants should never exceed the "humanitarian importance of the problem"; risks should be minimized through "proper preparations"; and subjects should always be at liberty to withdraw from experiments.  
Nuremberg Code had several shortcomings: it only addressed research on healthy subjects and, it did not have the force of law.  For example, investigators in the U.S. did not think the code applies to them and that medical science could be left on its own. They agreed that the overriding message from Nazi experiments is that science is pure, but politics is corrupt and hence, the state should not oversee research.  

Declaration of Helsinki

The Declaration of Helsinki was developed by the World Medical Association to remedy perceived voids in the Nuremberg Code, especially as related to physicians conducting research with therapeutic intent with patients.  The Helsinki Document was concerned with physicians conducting research on patients and their competing interests between promoting research and protecting human subjects.  The major focus of the code was the requirement of independent review of research.  

Like the Nuremberg Code, the Declaration made informed consent a central requirement for ethical research while allowing for surrogate consent when the research participant is incompetent, physically or mentally incapable of giving consent, or a minor. The Declaration also states that research with these groups should be conducted only when the research is necessary to promote the health of the population represented and when this research cannot be performed on legally competent persons.  The document also urged caution if a subject is in a dependent relationship with a physician-research.  In that case, the informed consent should be obtained by a well-informed physician who is not engaged in the investigation and who is completely independent of this relationship. 

Biomedical Research involving human subjects:

It is mandatory that all proposals on biomedical research involving human subjects should be cleared by an appropriately constituted Institutional Review Board (IRB), to safeguard the welfare and the rights of the participants. The Ethics Committees are entrusted not only with the initial review of the proposed research protocols prior to initiation of the projects but also have a continuing responsibility of regular monitoring for the compliance of the ethics of the approved programs till the same are completed. 

TBRI Institutional Review Board (IRB) members:

IRB should be multidisciplinary and multisectorial in composition. Independence and competence are the two hallmarks of an IRB. Members should be a mix of medical /non-medical, scientific and non-scientific persons including lay public to reflect the differed viewpoints.
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Ethical Principles for Practice and Research: 

Respect for persons: The duty to respect the self-determination and choices of autonomous persons, as well as to protect persons with diminished autonomy (e.g. young children, persons with mental retardation, and those with mental impairments). Respect for persons includes fundamental respect for the other; it should be the basis of any interaction between professional and client.

Beneficence: The obligation to secure the well-being of persons by acting positively on their behalf and, moreover, to maximize the benefits that can be attained.
Nonmaleficence: The obligation to minimize harm to persons and, wherever possible, to remove the causes of harm altogether.

Proportionality: The duty, when taking actions involving the risks of harm, to so balance risks and benefits that actions have the greatest chance to result in the least harm and the most benefit to persons directly involved.

Justice: The obligation to distribute benefits and burdens fairly, to treat equals equally, and to give reasons for differential treatment based on widely accepted criteria for just ways to distribute benefits and burdens.

The Principal Investigator should submit at least three weeks in advance, research proposals “involving human subjects”, including technical and ethical assessment, particularly with respect to-:

· Names, addresses, institutional affiliations, qualifications and experience of the principal investigator and other investigators.

· Acceptability of the research design from different financing agencies (TBRI,WHO,NIH,EC….etc) and study instruments, including the recruitment procedure,  clinical and laboratory tests and other tests that are to be carried out, the number of subjects and how this was statistically determined, the criteria for subject selection and exclusion, and the criteria for subject or study discontinuation. An account of previous submissions of the protocol for ethical  review and their outcome and the time schedule for completion of the study.

· Summary and information of all previous studies on the topic, including unpublished studies known to the investigators and sponsors, and the need for carrying out the study in the human. 

· Adequacy of toxicological and pharmacological data, for the types of the drugs (devices) to be used, intended dosages, method of treatment administration and the planned duration of treatment 

· Adequacy of the clinical research facilities at the study location. 

· Risks and benefits to the participants as well as methods of recording and reporting adverse events or reactions, and provisions for dealing with complications. 

· Informed Consent :

- The manner in which informed consent is obtained, the clarity and comprehensibility of the documentation given to each subject, and assurance that the subject has the right to withdraw from the study at any time without pejudice to his/her further medical treatment. 

- The certificate of consent including a summarized version of all the relevant information provided in the information given to the subject under the main headings of: 

Purpose of the research; Risks and discomforts; Benefits; Alternatives to participation; Additional items. When a prospective subject is not capable of informed consent, the permission will be obtained from a duly authorized person, or, in the case of a child who is sufficiently mature to understand the implications of informed consent but has not reached the legal age of consent, that knowing agreement, or assent, will be obtained, as well as the permission of a parent, or a legal guardian or other duly authorized representative.

- The certificate of consent ending with a paragraph indicating that the subject is fully informed and freely consents to participate in the study. 
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Adequacy of the provisions to protect the confidentiality of data, as for example by omitting information which might lead to the identification of individual subjects, by limiting access to the data, or other appropriate means.

·  Plans and procedures, and the persons responsible, for communicating to subjects information arising from the study (harm or benefit), or from other research on the same topic, that could affect subjects’ willingness to continue in the study; Plans to inform subjects about the results of the study.

· Assurance that the principal investigator has signed a statement, forming part of the proposal, that the research will be conducted in conformity with the Declaration of Helsinki. ( copy of the declaration should be attached to the proposal).

· Assurance that the research will have a direct or potential benefit, in the present or future, for the population.

· The source and amount of funding of the research: the organization that is sponsoring the research and a detailed account of the sponsor's financial commitments to the research institution, the investigators, the research subjects, has to be declared; clarification of the rights of the industrial sponsor to publish the results of study should be declared in the protocol.

· In the case of a negative outcome, an assurance that the results will be made available, as appropriate, through publication or by reporting to the drug registration authority.

Categories of recommendation:

The decision of the IRB will be conveyed to the investigator. If the committee considers that the proposal needs revision or cannot be approved, complete and clear reasons for this decision will be provided to the investigator. TBRI-IRB will follow The Scientific and Ethical Review Group (SERG) of the WHO special program using the following five levels of recommendation:

(i) approval - indicating that the proposal is approved as submitted;

(ii) approval after clarifications - indicating that the proposal is approved if the clarification(s) requested are provided to the satisfaction of the IRB;

(iii) approval after amendment(s) - indicating that the proposal is approved subject to the incorporation of the specified amendment(s);

(iv) deferment - indicating that the proposal is not approved as submitted but it can be re-assessed after revision to address the specified reason(s) for deferment;

(v) disapproval - indicating that the proposal is not approved for the reasons specified.

