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Thank you all very much for the wonderful opportunity to be here, and to teach and learn with you.  The ethics of research using human subjects is not only important because of the history you have just learned from Dan Nelson.  It is important because every person in the world has moral relationships with others and obligations toward others because of our daily life and work.  People who do research, and people who review and oversee research, can understand their obligations toward research subjects as  coming from their roles as researchers or IRB members.  The same people also have other roles, as co-workers, citizens, and family members, and these additional roles define their moral obligations toward their colleagues, neighbors, and relatives.. I would like us to talk and think about research ethics in terms of moral relationships and moral responsibilities.
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There are two reasons this way of thinking may be helpful to researchers and IRB members.  First, it reflects the way we often think about ethics in daily life.  Second, it means that researchers and IRB members may – indeed, should – use their own moral experience to help them interpret and apply the rules and regulations of research to the studies they conduct or review and to the questions and problems that may arise.  

If we think this way, the implementation of research ethics rules and regulations is not a dry and arbitrary following of rules, but something that all people involved in research can understand and make meaningful.  Knowing that the rules are a specific application of familiar moral ideas and principles helps make them make sense to us.

So let us see if the moral ideas and principles on which the rules have been built really do make sense to all of us here today.
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The basic moral principles that are applied in research, in their Western philosophical formulation, are as follows:

Respect for Persons, which involves:

--informed consent and

--protecting vulnerable people and groups.

Beneficence/Nonmaleficence, which involves:

--balancing risks of harm and possible benefits appropriately, and

--minimizing harms.

Justice, which involves:

--choosing research subjects and groups of subjects fairly, and

--working to bring beneficial results of research to people and groups who have 
contributed to the research.

I will talk more about these three principles and their implementation in research a little later.  First, it is important to recognize that these three basic principles apply to much of human moral life.  Specifically, they are also applied to health care and public health.  Before we discuss ways to implement the principles of research ethics by drawing on common moral experience, we need to understand why research using human subjects is different from health care and public health surveillance and intervention.

(1) What makes research different?
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Health research is different from health care.

In my view, it is easy to understand how research using human subjects is different from health care:  it has different goals.  According to the Belmont Report, the sole goal of health care is to benefit the individual.  In addition, when a treatment is offered to a sick person, it is offered because the health care provider has reason to believe that it is likely to be effective in treating that person’s condition.  In contrast, the first and foremost goal of research is to “contribute to generalizable knowledge” – that is, to produce new knowledge that may be used to benefit society in the future.  In health research, the goal of developing future treatments for patients with certain conditions benefits society through the production of knowledge.

Sometimes, in health research, researchers and scholars may believe that a secondary goal of the research is to benefit the health of individual subjects.  This could only be possible if the subjects are patients with the condition that is being studied.  People are more likely to believe this when the research is very close to producing an effective treatment, and when the experimental intervention is being compared to a standard treatment that is known to be effective.  One example might be a phase III study of an experimental drug compared to the “standard of care”.

Some researchers and scholars may also believe that research should benefit subjects’ health in other ways, by giving subjects a health-related benefit they could not get if they were not in the study.  For example, when the subjects have a serious disease and there is no treatment that works, the chance to try something new might be a good thing.   Another example is when the subjects are offered some free health-related “bonuses” for being in the study, such as a medical checkup or vitamin supplements that they could not get for themselves if they were not participating in the research

Many of the most challenging ethical disagreements about research arise between those who see these two kinds of health benefits for subjects as important, and those who see them as creating more problems than they seem to solve.  I am one of the people in the second group.
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I think it is much easier and clearer to remember that, although sometimes  research subjects may get some health benefit from the experimental intervention or from study “bonuses”, in all research the subjects are there because the researchers want information from them.  This information comes in the form of study data:  demographic information, test results, interviews and surveys, even the subject’s responses to the experimental intervention are data that researchers will use and learn from. Moreover, the researcher enrolls subjects who are patients because a certain number of patients is needed in order to obtain useful information.  Researchers also do testing on subjects that would not be part of treatment for their disease.  If a subject does not do well after receiving the experimental intervention, a researcher will not respond the same way a health care provider would do, by lowering the dose or trying something different.  The researcher instead will take the subject out of the study.  At the end of the study, the study stops, and so does the experimental intervention.

Recent rules developed by CIOMS and some international funding agencies, which require researchers to provide any health care services that are necessary for the safety of the research, and also require them to help make effective interventions available to former subjects, do not transform researchers into health care providers.  Instead, requirements like these are justified by the researcher’s obligation to minimize harms to research subjects, and by the obligations of researchers to the communities in which they do research.

Some researchers who are also physicians believe that “Patients who are participating in a research study do better, health-wise.” They may also believe that “Research is the best treatment.”  Some research ethics guidelines, such as the Declaration of Helsinki, seem to support these views. However, in my opinion these views help to spread confusion about research, not only among research subjects but also among researchers and IRB members.

Well-meaning researchers and IRB members may think, “Medicine has nothing to offer these sick patients, so being in a research study may give them hope; at least they know we are fighting for them.”  When researchers and IRB members think this way, it can have the bad effect of preventing health care providers and health policy-makers from addressing the needs of very sick people who are not in research.  There are many ways to promote hope and to fight for patients.  One very important way is to do research that might produce help for future patients.  However, helping future patients is simply not the same as helping patients who are subjects in trials right now.  Thinking that these two things are the same is called the “therapeutic misconception”, which means overestimating the health benefits that can be provided to research subjects by an experimental intervention.  This can lead patients to enroll in studies because they (and the researchers) believe they are being individually treated, although they are not.  The best way to avoid this very common misconception is to recognize the different goals of health research and health care, and also to pay very careful attention to the goals of a particular study and to any data about the effectiveness of the experimental intervention.
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Health research is different from public health surveillance and intervention.

The big problem with the “therapeutic misconception” I have just described is confusing individual treatment with gathering data about a group.  But public health work deals with groups, so how is it different from health research? We can identify the boundaries between public health work and health research by addressing  several important questions about public health surveillance and intervention:


(1) Will the information that is obtained from public health surveillance or intervention be published, or widely shared, or presented to the public health community as new knowledge that should be applied in many places?  If so, the public health project meets the definition of research, because its goal is to contribute to generalizable knowledge.  It is public health research.


(2) If a public health surveillance or intervention project does not meet the definition of research, should it?  Sometimes public health work is undertaken with great enthusiasm but little evidence.  Public health authorities should always ask this question about a project: “What evidence do we have that the information collected is needed and useful, or that the intervention employed is effective?”  If they cannot give a good answer, they should consider what they are doing to be research.  Thinking this way will help them design the project better, to answer the question.  Thinking this way also means that they should bring the project to an IRB for review as public health research.


(3) Even when a public health surveillance or intervention project is not research, the way the project is conducted is important.  Each project, whether it is research or not, should provide appropriate information to all individuals who are involved.  Each project, whether it is research or not, should protect the confidentiality of involved individuals to an extent and in a manner that is consistent with the project’s goals.  And each project, whether it is research or not, should consider possible risks of physical or social harm to involved individuals, and strive to avoid or minimize those harms whenever possible.  Addressing all of these ethical considerations in public health projects helps to serve the goal of respecting all people and the obligation to do morally responsible public health work.  These ethical concerns are very similar to the concerns that arise in research using human subjects, but in public health projects that are not research, they will not be addressed by IRBs.

Looking at how health care and public health are different from research helps us to see how researchers and IRBs may draw on moral principles they use in other settings, and apply those principles to research using human subjects.  
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(2) Interpreting and implementing ethical principles in research

Let us return to the three ethical principles:  respect for persons, beneficence/nonmaleficence, and justice.  Although these principles are traditional and Western in formulation, I think they make sense in research using human subjects no matter where and when that research takes place.  Implementing them in HIV research here in China requires researchers and IRB members to understand the context of the research.  It also requires them to draw upon both the principles themselves and their own power of moral reasoning and sense of moral responsibility.

Respect for Persons involves both informed consent and protecting vulnerable people and groups.

“Respect” is a good word to use in describing the proper relationship between researchers and human subjects.  In the Belmont Report, respect for persons who are able to make choices about participating in research means “respecting their autonomy” – that is, being sure not to interfere with their well-considered judgments unless those judgments harm others.  Non-Western moral traditions often view this kind of rights-based non-interference model as unfriendly and unrealistic, because it does not seem to reflect real life.  In reality, people do not live as isolated individuals.  They live and act in moral communities, with their families, in villages, towns, and workplaces, and they seek to influence each other within those communities.  If our model of autonomy does not see individuals as living in many relationships and within many contexts, but instead sees individuals only as isolated units, then our model will be forced to ignore the relationships that make our moral choices and actions both possible and meaningful. “Respect for persons” makes much more sense if we view people as having moral relationships worthy of respect than if we view them as acting alone.

What does “respect” require us to do when people  are not able to make well-considered choices about participating in research? Logically it seems that we should put everyone into one of two categories – “able to choose” and “not able to choose”.  Those in the second category then might be thought about very differently, as in need of protection from harm, and treated very differently too:  either not enrolled in research, because we believe research to be harmful, or enrolled without their consent, because we believe research to be good for them.

For these reasons, it makes more sense to think of the principle of respect for persons as supporting and enhancing the ability of human subjects to make good choices about participating in research.  Because the researcher has superior knowledge about the nature of the study, it is the researcher’s responsibility to obtain the subject’s informed consent to participation in the study.  Because concerns about privacy and confidentiality may affect subjects’ willingness to participate, it is the researcher’s responsibility to explain to potential subjects how the information they provide will be safeguarded. Researchers must  be honest about possible breaches of confidentiality, and  use moral sensitivity to design and enforce confidentiality protections so that subjects are not discriminated against just because they agree to join a study about a socially or morally sensitive condition, such as HIV.

This way of thinking about respect for persons is also useful because it helps us to think about how different responsibilities of researchers can fit together in their relationships with subjects.  Imagine that researchers would like to conduct a survey to learn more about HIV transmission in a very rural area where the people at risk are minorities with poor literacy in both Chinese and their own language.  If we think about respect for persons as meaning either respecting autonomy or protecting vulnerable subjects and groups of subjects, then we have to decide in advance who falls into which group, and treat them accordingly.  However, we could also take several responsibilities together, and see how they might best be met for this study and this study population.  We would consider the best way to convey important information to this group of subjects in order to maximize their ability to make a good choice about participation.  We might look beyond the individuals, to see how the community itself could have a voice in the research and enhance the ability of individuals to make choices.  We would examine questions of stigma and loss of confidentiality, and decide how to talk about these problems with potential subjects and how to minimize the effects of these problems in the study. And we would have to consider what to do if these methods failed to make it possible for some subjects to make good choices.  For instance, we might  intensify our efforts with some subjects.  We might consider  simply not enrolling some subjects because we could not adequately protect their confidentiality.  We might suggest a change in the way the study is designed. 

An important way of implementing respect for persons in research is through the process of informed consent, which we will talk about more tomorrow. The informed consent process could be described as influencing others through education or persuasion, both of which are focused on information and on enhancing each individual’s capacity to make reasonable decisions.  Respect is inconsistent with coercion, which influences others through threats.  Respect may also be inconsistent with manipulation, which influences others by withholding or distorting information, and by emphasizing emotional responses instead of promoting thoughtfulness.  Even when the principle of respect is applied to people whose ability to make decisions about research is compromised, responsible communication about the research is fundamental.  Researchers must communicate respectfully and informatively with IRBs, with research sponsors, and with other persons who may assist vulnerable subjects or decide on their behalf, so that everyone is equipped to make decisions that can properly protect all subjects.
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Beneficence/Nonmaleficence involves both balancing risks of harm and possible benefits appropriately and minimizing harms.

We must remember that the researcher’s responsibilities of beneficence and nonmaleficence are different from those of a health care provider.  A researcher’s first obligation is to conduct research that has both scientific validity and scientific and social value.  The IRB’s first duty is to ensure that the research it approves has validity and value. These two characteristics of research come from the research design and from social judgments about the importance of the research. Validity requires us to ask:  Is the study, as designed, able to answer the questions posed?  Will the study provide results that contribute to knowledge?  Value requires us to ask:  Is the knowledge that the study can produce valuable to the community or the society?  Is the research asking questions to which we need to know the answers?

Even if we can imagine a research study that poses no risks of harm whatsoever – that cannot injure subjects or inconvenience or burden them in any way – if that study lacks either validity or value, it is an unethical study.  It is unfair to ask subjects to take part in research that cannot hope to answer a meaningful question.  The very point of research is to produce knowledge that can be shared and used.  Involving people in research that cannot fulfill the essential goal of research misuses their time and effort.  It is disrespectful of them in a very fundamental sense. 

Once we agree that a research project has both value and validity, the IRB must examine the risks of harm and the possible benefits to see if they are in balance, and to ensure that the risks of harm are as small as possible.  This is a very complicated task, and it is not easy to describe when teaching IRB members about their work.  It may be accomplished in several ways.  One important way of balancing risks of harm and possible benefits is by careful attention to research design.  How can we ensure that researchers gather valid and persuasive data to answer the research question, and at the same time minimize harms to subjects?  In studying drugs to fight HIV infection, if a new drug is compared to placebo, it can quickly be shown whether the drug is better than placebo or not.  This could minimize harms to subjects because it limits the subjects’ exposure to a drug that might not work, or might have serious side effects.  It also limits the time the subjects in the placebo arm will get no drugs at all.  But if we compare a new drug to placebo, it means that nobody in the study will be getting any of the drugs known to be effective.  Therefore, this design might harm subjects.  It also might not produce sufficiently useful data, if what we really need to know is whether the new drug is as good as, or better than, standard HIV drugs.

Another way of balancing risks of harm and possible benefits is to be sure that using humans as research subjects is justified, and to be sure that the risks of harm and the risks of unknown consequences are reasonable under all the circumstances.  For example, suppose that a brand new HIV drug that has a completely new action on HIV infection has been developed in the laboratory.  It has not yet been tested in any animals.  Non-human primates, which are traditionally used in pre-clinical research on HIV treatments, have become scarce and are very hard to buy for research.  And a scientist has developed, bred, and patented a brand new mouse model for HIV infection.  The new mouse has a genetic change that makes it a very good model of HIV in humans.  Getting the rights to use the new mouse is very expensive, and getting some non-human primates to use is also expensive and time-consuming.  It is much cheaper to try the drug in humans without using animals first.  However, the high cost of using animals does not justify using humans without gathering more preclinical data.  The key lies in finding either money, or other ways to gather more data (for example, computer models), before going to humans.

For a different kind of example, imagine you are studying different ways to reduce HIV transmission in a community of very young sex workers, in a brothel which advertises itself as a “condom-free zone,”  where sex workers do not require clients to use condoms. You wish to compare methods of training sex workers to encourage their clients to use condoms.  This kind of research is already known to put sex workers at some risk of abuse by clients.  Because this risk of harm could be greatly increased in this setting, especially for very young, vulnerable, inexperienced sex workers, minimizing harms might require using a different community of subjects. 
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Justice involves both  choosing research subjects and groups of subjects fairly and working to bring beneficial results of research to people and groups who have contributed to the research.
The third and last principle, justice, is perhaps the most difficult of the three to understand and implement.  Justice, or fairness, is hard to define well, because it can be applied in many ways, including some ways that are very different from each other.
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Fairness might mean:


 treating everyone the same; or


“from each according to his ability, to each according to his needs”; or


treating people according to what they deserve instead of what they need; or


 giving everyone an equal opportunity to benefit (which is different from giving everyone a benefit); or


 giving some people a better chance at a benefit, to correct past injustices; or


not exploiting people.
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In research, justice or fairness is usually implemented by having good reasons for choosing particular groups  to be research  subjects, instead of other possible groups.  It is also implemented by thinking about how the results of the research will be applied on behalf of the subjects or their communities.  Using subjects because they are convenient, because they live nearby, or because they are easy to enroll because they do not understand the research or are very poor or desperate is unjust.  Allowing communities to be research subjects over and over again may be unjust.  Using subjects in one country to provide important information that will be used only in another country is exploitation.  And finally, it may be unfair or unjust to use the results of research that was clearly obtained in an unethical manner, if using those results helps to perpetuate the idea that exploiting people is acceptable whenever it gives us important information.  (Another way of expressing this is to say that the end does not justify the means.)

Researchers should always think about questions of justice in their research.  IRBs should always try to help researchers address questions of justice, and may be able to provide researchers with useful suggestions about how to make research results available.  Defining and implementing a researcher’s responsibility to make sure that the  beneficial results of the research reach subjects and communities that have been burdened by the research is a very difficult ethical question that may go beyond the IRB’s role.  Another very difficult question that may go beyond the IRB’s role is whether researchers have obligations to provide benefits to the communities from which their subjects are drawn by contributing to those communities in exchange for their research participation. CIOMS and some other international groups have endorsed this obligation, which has been described as the duty to contribute to a host country’s “sustainable capacity” to do research.  Both of these questions are morally, socially, and politically, complex.  However, they are also of great concern in international research today.  Questions like these help remind us that ethics in research using human subjects is only one small part of very large moral questions that face each person, each profession, and each nation every day.

What I have said is only the very beginning of research ethics.  I hope it will give everyone some ideas we can use as we continue thinking.  Thank you.

