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Theresa M. Straut:  Welcome to the third seminar in a continuing series of educational seminars addressing issues related to research and human subject protection. Also in the room with me today are Soundia Duche and Lucindia Shouse, who are two of the other regulatory analysts in PRIDE. If you have any questions, please use the question feature on the right hand of your screen. Questions will be answered at the end of the presentation. 
But quickly we will go over the agenda for today. We are going to start with the historical basis for the IRB approval criteria, and we will go over the IRB approval criteria requirements for initial review, continuing review, and amendments, documentation of approval criteria, there will be some case studies and then we will wrap up with some questions. For those of you who are not familiar with PRIDE, the PRIDE acronym stands for Program for Research Integrity Development and Education. 

Our mission is to protect participants in VA human research. In support of this mission, we contribute to policy and guidance in human subject protection, provide training and education, such as today’s seminar, manage the VA’s MRPP accreditation contract, and promote awareness of VA research principles and professionalism. At the VA, we want to promote a culture of professionalism instead of a culture of compliance. We want to do the right thing, rather than just follow the letter of the law

And we have our VA research principles posted on our website.
Before we get into the nuts and bolts of the approval criteria, we are going to touch briefly on origin of the origins of the criteria, starting with the development of the Nuremberg Code. During World War II, Nazi doctors conducted horrific experiments on concentration camp prisoners. Experiments included immersing people in ice water, often until they died, to study hypothermia, the first injections of poisons in order to study the poison’s effects on people and infected the wounds with bacteria, dirt and glass to simulate battlefield injuries and then tested treatments.

Sometimes they had no treatment at all. This is just an example of some of the experiments the Nazi doctors conducted. On December 9, 1936, an American military tribunal opened criminal proceedings against 23 leading German physicians and administrators for their willing participation in war crimes, and crimes against humanity. Several German doctors have argued in their own defense that their experiments differed little from previous American or German ones. Furthermore, they showed that no international law or informal statement differentiated between legal and illegal experimentation.

This argument worried two of the American doctors who had worked with the prosecution during the trial. On April 17, 1937, a memorandum from one of the doctors was submitted to the United States Council for War Crimes, which outlined six points defining legitimate research. The verdict of August 19 reiterated almost all of these points in a section entitled Permissible Medical Experiments”, and revised the original six points into 10.
Subsequently the 10 points became known as the Nuremberg Code. The code captures what are now taken to be the basic principles governing the ethical conduct of research involving human subjects including; informed consent, and minimization of risk and marks the beginning of human subject protections. A copy of the Nuremberg Code is included in the handout that Heidi was referring to earlier. Issuance of the Nuremberg Code did not immediately halt all inappropriate research.

Unfortunately, there are numerous examples of unethical human subject research subsequent to the Nuremberg Code. I want to touch on just a few. Between 1944 and 1974, the U.S. government conducted thousands of human radiation experiments. These included irradiating the testicles of prison inmates to determine the effects of radiation on sperm production, exposing pregnant women to radiation in order to determine the effects on fetal development and feeding radioactive cereal to teenagers at a school for the mentally retarded, which was the terminology used at the time, to learn information about metabolism.There was no consent, and there was no potential medical benefit. 
In 1963 at the Jewish Chronic Disease Hospital, there were studies conducted involving the injection of liver cancer cells into patients who were already hospitalized for other diseases. Consent was given orally, but the patients were not informed that they would be receiving live cancer cells. The study did not go through the hospital’s research committee. From 1963 to 1966, studies were carried out by the Willowbrook State School for “Mentally Defective”, in quotes children. 

Newly admitted children were deliberately infected with hepatitis under the premise that they would likely get it anyway. Parents were consented, but many of them only consented because the hepatitis program was able to admit new patients when the main facility closed its doors due to overcrowding. This raised questions regarding collusion, inadequate disclosure that children could develop chronic liver disease later, and there was no information provided to the parents about hepatitis treatment for the children.

And then very famously, I am sure that many of you have heard about the Tuskegee Syphilis Study, which was conducted between the 1930’s and 1972. It started the late 30’s as a natural history  study of untreated syphilis in African American males. Men were recruited without informed consent, and were misinformed that some of the research procedures were actually free treatments. In the 1940’s, penicillin was found to be effective butthe subjects were not informed, nor were they treated. The study came to light in 1972 and was halted in 1973.

Ethical issues were not found in medical studies alone. On this slide, there are two examples in the realm of social sciences. In 1953, a University of Chicago researcher tape-recorded the deliberation of juries in six civil cases with the consent of the judge and council, but without the juror’s knowledge. There was no evidence that the taping influenced the jury, but the possibility of future reporting, might. A federal law was passed in 1956 banning this practice, but it raised issues of consent in social science.
Dr. Milgram was a researcher interested in obedience of authority. He had a study where he took participants, then played the role of teacher, who would then deliver an ever increasing shock to the student every time an incorrect answer was produced. While the participant believed that he was delivering real shocks to the student, the student was actually a confederate  in the experiment who were actually pretending to be shocked. As the experiment progressed, the participant would hear the learner plead to be released or even complain about a heart condition. This caused increased anxiety in a number of participants. Critics of the study pointed to psychological damage to the subjects and the use of deception in research.
It is important to note that deception is sometimes appropriate given the nature of the study, but must be considered by the IRB in the context of risks versus benefit and informed consent.
In response to these examples, as well as many other trials there were a number of codes and declarations. The first law, as we discussed was the Nuremberg Code in 1937. The FDA issued an amendment that required that drugs prove to be not only safe, but also effective. Before that, they only had to be safe. Also required informed consent of subjects.
 Declaration of Helsinki was developed by the World Medical Association.  Initially created in 1964, it has been amended several times, most recently in 2008. The basic tenants of that declaration are that clinical research should be based on animal and laboratory experiments.
Clinical research should be conducted and supervised only by qualified medical workers. Clinical research should be preceded by careful assessment of risks and benefits to the patient. Human beings should be fully informed and must freely consent to the research. Responsibility for the human subjects must always rest with medically qualified persons, and never with the subject. The results of experiments that do not comply with ethical guidelines should not be accepted for publication. Special care must be taken with informed consent of minors and also mentions the consideration of welfare of animal subjects, and the environment.

We are going to discuss the Belmont Report on the next slide. In 1979, the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research published its report entitled, “The Belmont Report – Ethical Principles and Guidelines for the Protection of Human Subjects Research.” The report, named after the Belmont Conference Center at the Smithsonian Institution began discussions which resulted in in its formulation were begun set forth the basic ethical principles underlying the acceptable conduct of research involving human subjects. Those principles; respect for person, beneficence and justice, are now accepted as the three quintessential requirements for the ethical conduct of research involving human subjects.
Respect for persons is recognition of the personal dignity and autonomy of the individuals, and special protect for those persons with diminished autonomy. This underlines the need to obtain informed consent. Beneficence is an obligation to protect persons from harm by maximizing anticipated benefits and minimizing possible risks of harm. There is a need to engage in a risk/benefit analysis and to minimize risk.
Justice requires that benefits and burdens of research be distributed fairly. That is that subjects are to be fairly selected. These three principles form the basis of our current IRB approval criteria. So, what is the IRB approval? The IRB approval itself is, in order to protect human subject research, the IRB shall determine that all criteria for IRB approval of research are satisfied. In research eligible for expedited review, this involved a designated reviewer determining that all IRB approval criteria have been met. In research reviewed by the convened IRB , this involves the majority of the voting members, agreeing that IRB approval criteria have been met.

These next two slides are a little bit dense, we are going to go over the entire criteria. But some of this information is in the handout as well. So first is, in order to approve research covered by this policy, the IRB shall determine that all of the following criteria are satisfied. First, is that risks to subjects are minimized. This is by using procedures, which are consistent with sound research design, and which do not unnecessarily expose subjects to risk, and whenever appropriate by using procedures already being performed on the subject for diagnostic, or for treatment purposes.
The risk to subjects have to be determined to be reasonable in the relation to anticipated benefit, if any. The importance of the knowledge may be reasonably expected to expected from the results of the research. In evaluating the risks and benefits, the IRB should consider only those risks and benefits that may result from the research and as distinguished from risks and benefits of therapies the subjects would receive, even if not participating in the research. The IRB should not consider possible long-range effects of applying knowledge gained in the research. For example, the possible effects of research on public policy as among the research risks that fall within the purview of its responsibilities. 
In addition, the IRB must ensure informed consent process clearly defines for the subjects, which potential risks are related to the research and therefore, need to be discussed with the research team versus those associated solely with the usual care provided by the subject’s health care provider. The informed consent process is to include language advising subjects to review the risks of the latter with their health care providers. Should the IRB question a protocol’s characterization of “usual care,” its associated risks, or the person or entity responsible for specific aspects of “usual care,” the IRB is to seek clarification from the investigator and if warranted, from qualified experts.
As with everything, the IRB must document its determination accordingly, and we will talk a little more about that later. Selection of subjects needs to be equitable. In making this assessment, the IRB should take into account the purposes of the research and setting in which the research will be conducted, and to be particularly cognizant of the special problems of research involving vulnerable

populations, such as children, prisoners, pregnant women, mentally disabled persons, or economically or educationally disadvantaged persons. Also, if applicable recruitment of non-veterans is justified or appropriate in the research.
Informed consent will be sought from each prospective subject, or subject’s legally authorized representative and ensure that the informed consent form include all of the applicable elements, includes the appropriate box for signature and date, is consistent with the protocol and when relevant, with the HIPAA authorization and determinate that informed consent is appropriately documented. Additionally, given the nature of the research, the research plan must make adequate provisions for monitoring the data collected to ensure the safety of subjects. The plan may include establishing a data management committee, or DMC, as required by VA or DHHS, and a plan for reporting DMC findings to the IRB and the sponsor.

For studies that do not have, or are not required to have a DMC and are blinded, have multiple sites, enter vulnerable populations or employ high-risk interventions, the IRB needs to be careful in reviewing the data and safety monitoring plans. It also may suggest the creation of a DMC. There need to be adequate provisions to protect the privacy of subjects and have the availability for an individual, or a group to keep information about themselves to themselves, and thereby reveal information selectively, and adequate provision to maintain the confidentiality of the data. That is once the information is shared that it is only revealed to those who are authorized to access it. 
These are related, but separate concepts. The provisions must take into consideration the requirements of the HIPAA Privacy Laws and other laws regarding the protection and the use of veteran’s information. When some or all of the subjects are likely to be vulnerable to coercion or undue influence, such as children, prisoners, pregnant, women, mentally disabled persons or economically or educationally disadvantaged persons, additional safeguards have been included  in the study to protect the life and welfare of these subjects.

These criteria are all applicable whether the study is reviewed by the convened board, or the expedited review. Now how do these criteria relate back to the ethical principles from the Belmont Report? As you can see here, the first few IRB approval criteria; informed consent being sought, informed consent being appropriately documented and safeguards for vulnerable populations, relate directly to the Belmont Report and respect for persons. The IRB approval criteria requires risks to subjects be minimized, risk to subjects that are reasonable in relation to benefits, adequate provisions for monitoring and protecting privacy and maintaining confidentiality, relate to the beneficence.

And the IRB approval criteria, selection of subjects being equitable relates directly to justice. Soundia had prepared a handout for a previous presentation that is included in your handouts that actually goes into greater detail, comparing the IRB approval criteria and the Belmont Report, and we suggest that you take a look at it. There are some additional VA requirements. You can find these in the VA Handbook 1200.05. I am going to go over those. The first is, the IRB must determine that all applicable VHA and VA information security policies pertaining to the research are implemented and continually monitored to ensure compliance.
The IRB must assess the individuals or populations being recruited for potential vulnerability to coercion or undue influence, a lack of decision making or increased susceptibility to harm. For example, if a study offers substantial financial benefits to a group that is economically disadvantaged, this could be coercive. If vulnerability is determined to exist, the IRB must ensure that additional safeguards have been included in the study to protect the rights and welfare of these subjects.

In addition, research involving certain categories of subjects; such as pregnant women, prisoners and children, must adhere to specific requirements such as a waiver from the Chief Research and Development Officer, or CRADO. The IRB must ensure that steps to manage, reduce or eliminate potential, actual or perceived conflicts of interest related to all aspects of the research such as financial, role the investigator/patient relationship and other professional institutional or personal roles. One can be the Conflict of Interest Committee, or contact the Office of General Counsel.

At the time of initial review, if there is a change of investigators during the course of the trial, the IRB must determine whether the investigators have appropriate background and experience to conduct the research. Please note, the IRB is not responsible for confirming that the investigator, or other research team members have met current credentialing, privileging and training requirements, except for requirements for human subject protection training. The IRB must determine that the protocol, the informed consent form, and the HIPAA authorization are consistent with each other.
Also, the board determines if a request for a HIPAA waver is appropriate. And always remember you must follow your own internal SOP. The review of a study is only as good and complete as the material submitted to the IRB. The materials have to provide the IRB with a complete picture of the study, in order for the IRB to make a decision about the study. That is, determine that the IRB approval criteria have been met. For example, if there is greater than minimal risk, what safeguards have been put in place? Are there more frequent study visits? Is there telephone monitoring, etc.?

Make sure your protocol template and IRB application form have the right prompts, or ask all of the necessary questions so the IRB will have all of the information needed to make the required determination. The investigational product information, such as an investigator’s brochure or package insert should be current and complete. It is also IRB’s role to determine, is the study clear to the patient? Do they understand the risks and potential benefits? IRB rules determine that by looking at the subject materials including the informed consent form.

The IRB is also responsible for looking at the investigator’s qualifications. Additional and supportive documentation may include; surveys, case report forms, interview scripts, and in certain cases such as cutting edge research, reported documentation could include journal articles. Basically, the investigator is telling the story of why it is important to conduct the research, including why it is warranted given the risks, and what procedures have been put in place to protect the subjects. Once you have received all of the documents from the investigator, how do you ensure that the IRB approval criteria have been met.

While there may be alternate ways to show that the criteria have been met, here are three principle methods - A thorough reviewer checklist can be a significant method for documenting that the submitted material contains sufficient detail to document all of the IRB approval criteria. Used as a tool for the review, the checklist should contain questions and prompts. For example, are the study’s aims clearly delineated? Is there sufficient preliminary data to justify the research? Answering this question will satisfy the IRB’s approval criteria that risks to subjects are reasonable given the research. Is the exclusion/inclusion criteria appropriate for the research? Are populations appropriately, or inappropriately excluded?
Does the study protocol include vulnerable populations? This will satisfy the IRB approval criteria of risks to subjects, and safeguards for vulnerable populations. Another example is, what is the monitoring plan? How will the study records be stored? This would satisfy the IRB approval criteria of adequate provision for monitoring and maintaining confidentiality. IRB minutes is another way to document the IRB approval criteria. In a case reviewed by the convened board, the IRB minutes can contain that all of the IRB criteria have been met. Approval letters should contain sufficient information to show that the material provided were reviewed and were approved by the IRB whether convened or expedited.

With all of the criteria – or if any of the criteria have not been met, the study will not be approved. This may mean that minor changes, or major changes are required in order for the study to be approved, or that the IRB needs additional information to make a determination, or it could mean the study absolutely cannot be approved as currently written. There is much more on this topic of documenting IRB review and approval than we can cover in this cyber seminar, and we plan on covering these topics in more detail in upcoming presentations. 
IRB approval criteria are not just applicable to the initial review. When a study undergoes continuing review, the IRB will evaluate that there is no significant increase in the level of risk, and no significant decrease in benefit. The IRB must ensure that all approval criteria as described previously, continue to be satisfied. The IRB must ensure that the currently approved, or proposed informed consent document remains accurate and complete and contains all of the required elements, including appropriate boxes for signatures and dates and if applicable, that the informed consent form and HIPAA authorization are consistent with each other in the protocol. 
The IRB must ensure that any significant new findings that affect the subject’s willingness to continue participation, are provided to the subject and are performing continuing reviews under expedited review procedure. The IRB chair or designated voting IRB member should receive and review all of the preceding reference documentation including the complete protocol. The IRB must ensure that the master list of subjects entered into the study contains only those subjects that have signed an informed consent form, or that the IRB has granted a waiver of informed consent – a waiver of signed informed consent form.
The IRB may rely on assurances from the PI and audits conducted by the research compliance officers to comply with this item. The IRB also has to apply the approval criteria when looking at amendments. Amendments are a broad category and include all changes to the conduct of the study, including new information regarding SAEs  and not just formal amendments to the protocol. Every change should be considered in relation to the continued approvability of the study. Now we are going to take some time to review and go over a few case studies.

The first review question is; ensuing informed consent is what ethical principle of the Belmont Report? So on the side I am going to bring up a poll and ask everyone to answer it. Okay, you should see the question. I will read it again. Ensuring informed consent is which ethical principle of the Belmont Report? Please go ahead and select one. Once we have enough people, we will close the poll. Okay it looks like a lot of you have responded, so let’s take a look. It looks like most of you selected, respect for persons. Let’s go ahead and take a look. And that is correct. Hold on, went past it. I went past the slide a little too quickly. It is respect for persons so most people got that right.
We will go to the next question. Willowbrook involved the purposeful infection of children with hepatitis. What ethical issues were present? A) Use of vulnerable population. B) Coercion. C) Lack of informed consent. Or, D) All of the above. I am going to go ahead and open the poll for that one. Okay, I will read it again. Willowbrook involved the purposeful infection of children with hepatitis. What ethical issues were present? Go ahead and take some time. Okay it looks like a lot of you voted. Let’s take a look? Okay, 94% said, all of the above. And that is correct, it is all of the above. Excellent.

Okay, so now we will move on to three case studies. Case study number one - Arizona State University researchers collected more than 200 samples of blood from the Havasupai tribe members for a diabetes study. Informed consent was obtained. Consent form described project as studying “the causes of behavioral/medical disorders”. Samples were shared with other researchers who examined inbreeding, genetic basis of schizophrenia and evolutionary genetics contrary to tribe’s beliefs. Which principles of the Belmont Report did this study violate? I will open a poll for that. 

I’ll read it again, which principles of the Belmont Report did this study violate? The options are; justice, respect for persons, beneficence, B&C, which is respect for person and beneficence or E, all of the above? Okay it looks like most of you have voted, so we will close the poll. And most of you answered B&C, which is respect for persons and beneficence. So let’s take a look at the answer. That is right, B&C. Subjects were not adequately consented in this study, which is the Belmont respect for persons and the IRB approval criteria of informed consent. And then there was no benefit and there was significant harm, which was mental anguish because it went against their beliefs. That is beneficence, and the IRB approval criteria that matches to that is, risks to subject are reasonable in relationship to anticipated benefits.
Okay, case study number two; between 1946-1948, The U.S. Public Health Service conducted research in Guatemala that involved intentionally infecting people in Guatemala with sexually transmitted diseases, in order to investigate new ways to prevent STDs. Subjects included female sex workers, prisoners, children, and psychiatric ward patients. No consent was obtained, and not all subjects exposed to STDs received treatment. Which principles in the Belmont Report did this study violate? Justice? Respect for person? Beneficence? B&C, or E all of the above? So I’ll go ahead and launch the poll.
I will read it again, which principles in the Belmont Report did this study violate? Okay, it looks like most of you have voted. I will go ahead and close the poll and show the results. Most of you selected all of the above. Let’s go take a look. And that is correct, E, all of the above. There was no informed consent. There were no additional safeguards for vulnerable subjects, and those two are respect for person. The selection of the subjects was not equitable, which is justice. And risks to subjects was not minimized, and the risks of subjects were not reasonable in relation to the benefits, and that is beneficence. And this study of course would not be approvable today. 

Okay, now for our last case study, the first two case studies were based on historical cases. This is not based on a historical case. An investigator submits a flu vaccine protocol for Veterans aged 18-75. The vaccine is approved for adults aged 18-55. The investigator has included the information about the approved age group in the consent. The consent also contains language about unforeseen risks, especially in those over 55. The investigator has provided the protocol, consent, and investigator’s brochure to the IRB. An IND has been filed. Does the IRB have enough information to make a determination about approvability? Yes, no, or it depends. 

Let’s go ahead and open the poll. Okay I will read it again; does the IRB have enough information to make a determination about approvability? Okay, it looks like most people have voted, so we will go ahead and close the poll and show the results. This is not as clear as the other one. It looks like most people thought it would depend. Let’s take a look. And we agree, it does depend. There are probably many factors to consider in looking at this, and we do not have all of the information. And as is often the case in regulatory, it does always depend on what you have in front of you.
One thing in this example is that we do not know if there is enough information in the investigator’s brochure to – about the vaccine in population over 55. And the IRB may need to see additional information from the literature. Concerns related to IRB approval are the consideration of risks and appropriate selection of the subjects. So in review, some key points from today are that there is a historical basis for the IRB approval criteria. That the IRB must consider all of the IRB approval criteria when reviewing and approving a study.

The investigators must provide adequate information to the IRB in order for the IRB to determine if the approval criteria have been met, and the study must continue to meet the approval criteria for the duration of the conduct of the trial. So here is our contact information. If you have questions, here is the email address. As I had mentioned earlier, this is the contact information for the regulatory analysts. And I did not mention earlier because Dr. Cates came in just a few moments after we started, but she is here as well. Also for your information, here are some selected references so you can go back and take a closer look at some of the things that were referenced in the beginning of the presentation.

So now, we have time to open up the session for questions. So go ahead and submit your questions via the question feature on the right hand side of your screen. And Soundia is going to be asking the questions.

Soundia:
This is Soundia, I will give people a couple of minutes to go ahead and submit your questions. So far, we do not have any queued up. I will take a minute or two. All right Theresa, I don’t think we have anything queued up.
Theresa:
Well if anybody does think of any questions after the close of this presentation, feel free to send us an email, if there was something that was confusing about what we reviewed today. The slides are posted on our website. There is going to be a transcript. The handouts should be very helpful with all of the source material from the different cases I mentioned, plus the codes, the Declaration of Helsinki and IRB approval criteria. And certainly, we are here to help. We do have another session coming up in September, which is for site liaisons, and we will be announcing that. And we will be trying to post our announcements about one month in advance, so you can plan your education.

So thank you everyone for taking the time. Heidi, thank you as always for helping out with these sessions. We really appreciate it.

Heidi:
Not a problem at all.

Heidi:
For the audience, as you leave today’s session, you will be prompted with a feedback form. If you would take a few moments to fill that out, we would really appreciate that. And you will receive a notice in your email tomorrow with – hopefully tomorrow with a link to the archive for today’s session. So keep an eye out for that. You should be receiving that at the email that you registered at today.
 [End of audio]
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