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Week
Date

Case Study 

Participants

One
April 4

NONE

 
(Universal Principles, International

Declarations and Guidelines)

Dr. Roger Detels 



Presentation: Powerpoint   PDF
Two
April 11
NONE

 
(Responsible Conduct of Research)

Dr. Shira Shafir
Three
April 18
What is a Study's Responsibility to the Community?

Dr. Stan Korenman



Presentation: Powerpoint   PDF


Four
April 25
Issues in Informed Consent

Dr. Shira Shafir

Five
May 2

Responsibilities of an Investigator - Dr. Ronald Mitsuyasu






Presentation: Powerpoint   PDF
Readings:

NIMH Collaborative HIV/STD Prevention Trial Group. Ethical issues in the NIMH Collaborative HIV/STD Prevention Trial. AIDS 2007, 21 (suppl 2):S69–S80

Meeting report. Ethical considerations related to the provision of care and

treatment in vaccine trials. Vaccine 25 (2007) 4863–4874
Macrae DJ.The Council for International Organizations and Medical Sciences (CIOMS) Guidelines on Ethics of Clinical Trials. Proc Am Thorac Soc Vol 4. pp 176–179, 2007
Added 4 June: International Checklist for Investigators
Dr. Roger Detels – Standard of Care    Powerpoint   PDF
Six
May 9

Testing a New Vaccine







____________________________________

Seven
May 16
Confidentiality in a Study of Abortion at the Community Level







____________________________________
Eight
May 23
A Study Evaluating the Use of Traditional Medicines







____________________________________

Nine
May 30
Confidentiality vs. Credibility in Health Services Evaluation







____________________________________

Ten
June 6

Persistent Diarrhea in HIV+ Children 







____________________________________

Course Requirements:

Participation:  As the class will follow a didactic and discussion format, each student is expected to attend all sessions and actively participate in class.  Participation will account for 25% of the final grade.  Their individual case study presentations will account for 25% of the final grade.

Final Paper: Each student will be required to write a 10-page double-spaced word-processed paper discussing an ethical issue/dilemma in conducting research in a global setting.  The paper should clearly state an ethical issue, demonstrate its importance and present key opinions and different points of view as well as a critical discussion and rationale for the student’s preferred solution to the issue.  The Final Paper will account for 50% of the grade in the course, and it will be due on the last day of class.

Course readings can be found at:

http://www.ph.ucla.edu/epi/Epi273/schedule_2007.htm
Course Outline:

· Week One:  Historical perspectives on Human Subjects Research, Universal principles of public health ethics, International Declarations and Guidelines on Research with Human Subjects, Proposed changes to International Guidelines, Dr. Roger Detels

· Week Two: Responsible Conduct of Research, Dr. Shira Shafir

1. Committee on Science, Engineering and Public Policy.  National Academies of Science.  (1995). “On Being A Scientist: Responsible Conduct in Research” Available at: http://books.nap.edu/openbook.php?isbn=0309051967 

· Week Three: Responsibility of Researchers to the Community, Dr. Shira Shafir

Case Study Week 3: What is a Study's Responsibility to the Community?

Cholera, a watery diarrhea that may have a mortality rate of over 30% in severe untreated cases, is endemic in the Bengal region of the Indian Subcontinent-West Bengal in India and Bangladesh. Fortunately, there is an effective treatment for cholera based on the principle of re-hydration and fluid maintenance. Oral re-hydration therapy (ORT) and/or intravenous fluids are very effective in treating the fluid losses in cholera such that mortality from properly treated cases should not exceed 5% (the cost of ORT is 1/50 of IV). Treatment can be carried out in simple treatment centers that are equipped only with cots, buckets, and fluid. Tetracycline (or other appropriate antibiotics) reduce the duration of illness in half, but are not essential in treatment.  Re-hydration therapy is equally effective in the treatment of all dehydrating diarrheas. The Cholera and Diarrheal Research Institute, an Indian medical research center which is based in Calcutta, has just received a grant to study the effectiveness of a new vaccine against the cholera strain Vibrio cholera 0139. The new strain of Vibrio cholera recently appeared in both Eastern and Western Bengal. The new vaccine was developed at a large American university and has been through phase I and II testing. At the present time the vaccine costs $1.00 per dose and three doses are required; however, it is estimated that cost will be reduced by 75% in the future. The government's per capita expenditure on health in this region is $5.00 per year. 
The field site, a rural rice growing area with a population of about 75,000, is 2 hours drive from Calcutta by mainly country roads. A government clinic services the community but it is often short of medicines. It has no cholera cots, and has a physician population that changes every 12 to 18 months. There are a number of traditional practitioners and some "unlicensed doctors" in the area. Few of these providers have modern treatments for cholera or other diarrheas. 
The vaccine will be given to children less than 5 years of age in a double-blind fashion with one group receiving the vaccine and the other a booster dose of tetanus toxoid. As the placebo group is more likely to have cholera, the Institute feels that a treatment facility should be established in the field site to provide state-of-the art care for all patients with cholera and other diarrheas. The Institute would provide the facility, the personnel, the equipment, and medicine & free-of-charge to the community. Others have suggested that the government clinic be upgraded. The Institute, however, would have no control over the selection or personnel or quality of care provided. The Institute does not have an endowment and depends on government grants and research awards to finance its activities. Some in the research group are concerned that the Institute may take on a long-term commitment to provide treatment that it can ill afford. 
A group of public health activists in Calcutta have raised a number of concerts regarding informed consent and some design issues. The study group dealt with many of these concerns, though two, remain outstanding: (1) What is the Institute's long term commitment to providing health care to the community? Will they leave after the study has been completed or will they provided some support in the future; and (2) If the vaccine is effective, will all participants in the study receive free doses? If so, for how long? Should all the citizens of the country benefit from the results of the study? 
Comment on the ethical issues raised by the group of concerned public health activists. You may also wish to consider the following: 
1. Who will pay for any long-term health care? 
2. Are there any other messages that should accompany the distribution of vaccines other than to take note of all cases of diarrhea and to immediately report to the treatment facility it the diarrhea become severe? 
3. At what level of efficacy should the vaccine be considered as a useful preventative measure? 
4. Who should make this determination? 
· Week Four: Informed Consent, Dr. Roger Detels

Case Study Week 4: Issues in Informed Consent

A grant has been given by a US university to the research unit of a Ministry of Health of a West African Country to conduct a double blind study to evaluate the impact of periodic doses of high dose Vitamin A on the incidence of diarrhea and ARI in children less than five years of age. A traditional leader and council of elders governs the community in its daily affairs though the national government retains control of tax collecting, the police, military, etc. To inform the community of the impending study the village was called together by the chief and council. In a festive environment, the investigators described the study and answered all question from members of the community and council. After the description, and question and answer period, the village chief and council met briefly and gave their approval. Shortly thereafter, in accordance with the guidelines provided by the Institution Review Board of the university, the principal investigator and his field staff began going house to house to obtain signed informed consent from the parents giving permission for their children to participate in the study. The mothers (usually the one at home during the visit) said that the chief had already approved and therefore they did not need to sign anything; besides they usually do not sign anything because they cannot read what they are signing. On the second day the field team making the home visits was summoned to the chief's house where they were politely informed that approval had been give for the study and it was both unnecessary and unacceptable to seek individual signatures. That the chief/council had approved was enough. When the field staff said that they were required by the grant agreement obtain signed informed consent form they were told that if they insisted on doing so they would have to leave the community. 

A summary of the study design is as follows: high dose vitamin A capsules or placebo would be administered in a double blind fashion every four months for one year to children from 6 months to 5 years. A record of morbidity (diarrhea and ARI) and mortality data would be measured by weekly and blood samples would be drawn (less than 2cc) at 0, 6, and 12 months for Vitamin A status. 

The following questions are some of those that you should be prepared to discuss: 

1. How should this problem be handled by the field investigator? The donor? 

2. How critical is informed consent in this setting? 

3. Is informed consent culturally bound or is it a universal principal that cannot be compromised? 

4. Are there circumstances when informed consent is unnecessary? 

5. Does it protect the investigator and/or the subject?

· Week Five: Issues about Organization and Funding, Dr. JØrn Olsen

Case Study Week 5: Responsibilities of An Investigator

A physician, Dr. Lee, has been employed as a research scientist at a Thai medical research institution for the past five years. During this time he has been very productive, completing over 15 studies and publishing over 20 papers. Over 70% of the protocols he has submitted for funding have been approved and implemented. He returns to his own country leaving unfinished studies in the hands of his co-investigators. He also leaves behind some un-funded protocols written with his co-investigators and some that await funding decisions. A year after he has left Thailand, he receives a proposal for review from an international research funding organization; they want him to evaluate the proposal to determine whether it should be supported.  The proposal has been submitted by Dr. C.L. Jones an internationally known clinical investigator and director of an important research unit in his own developing country. After the first few pages Dr. Lee realizes he has seen this proposal before; it is, in fact almost a direct copy of an unfunded proposal that he left in Thailand. He carefully checks the proposal and there are no references to his study or acknowledgments to the Thai institution or any of his co-investigators anywhere in his proposal. 
When informed of the identical nature of the new proposal, the funding agency decides not to fund the study and asks Dr. Lee to keep the matter strictly confidential. Dr. Lee, however, is not content to let the matter rest. He feels that this is a most egregious example of plagiarism and raises important questions beyond the provenance of the proposal. Dr. Jones, for example, is widely quoted in the literature and is often called upon to consult for many international organizations on matters of child health. As Dr. Lee sees it, if Dr. Jones has so obviously plagiarized his protocol, he may have done it to others and may even have manipulated his data. He asks the funding agency to conduct a thorough investigation of the matter. 
The funding agency complies and writes that a thorough investigation of the matter, including reviewing an explanation provided by Dr. Jones, has been completed by a Committee convened within the funding agency. The Committee concluded that "although negligence may have occurred in the preparation of the proposal, there was no intention to copy the proprietary text of another researcher and that no action will taken against Dr. Jones in this case." The Committee also noted that the proposal was not the direct property of Dr. Lee, but rather that of the Thai institution, and that it was not published or copyrighted. It was, therefore, in the public domain and no law was broken when it was copied by Dr. Jones and his colleagues. Dr. Lee is thanked for his vigilance and given no further explanation. 
Dr. Lee is stunned by both the process of the investigation and the Committee's decision. Neither he nor his co-investigators were ever contacted during this "thorough investigation" and no investigation was directed at the Thai institution to see who passes this proposal onto Dr. Jones. If such a situation occurred in his institution, he observes, the researcher who committed plagiarism would be suspended from all ongoing research, removed from all research committees, and not allowed to consult internationally until the matter had been completely resolved.

Questions: 

Please comment/elaborate on the following questions: 

· What roles can funders play in shaping research agendae? What roles should they play? 

· How can funders impact regulatory bodies or mechanisms of approval? How should they? What responsibilities do they have, and to whom?

· How can funding impact the dissemination of research findings? Can you imagine a scenario in which this conflicts with a researcher's responsibility to his or her study community?

· Week Six: Issues in Standard of Care, Dr. Roger Detels

Case Study Week 6: Testing a New Vaccine
Part I 
Viravax, a UK-based company has developed a vaccine against HIV that appears promising. Animal studies were very successful and phase I and phase II trials demonstrated that the vaccine was remarkably safe and that it produced significant antibody levels in essentially all of the volunteers. The company now wishes to begin phase III trials in Ho Chi Minh City, Vietnam where previous surveillance has identified a cohort of intravenous drug users (IDU) with a high rate of conversion to HIV-1. Such a study could be completed in two years. The Vietnamese Government has expressed interest in having the study conducted and begins negotiations with Viravax. The vaccine, which is specifically directed against the strain that predominates in the Vietnamese IDU population, will be provided free by Viravax. Viravax will also cover the cost of conducting the study, which will be carried out by the The Vietnam Vaccine Institute. In addition to the study costs, the company will provide all the laboratory equipment necessary to conduct the studies, ten computers for the Institute, and two vehicles to visit the study sites. The company agrees that if the vaccine proves effective it will be given free of charge to the addict population of the city and at cost to the country for five years. 
Discussions are held regarding how to treat persons in either the vaccine or control group that are HIV+. This will be a randomized double blind prospective study with one group receiving the test vaccine and the other group receiving a placebo. All potential participants will be tested for HIV prior to being enrolled in the study and if they are HIV+ they will be referred to one of the municipal hospitals of the Ho Chi Minh City Corporation. It is also agreed by the company and the Institute that anyone who converts to HIV+ during the study will be referred to one of the Municipal Corporation hospitals to be treated by the standard method in the "Guidelines for the Clinical Management of HIV Infection in Children and Adults" published by the Ministry of Public Health. This means that all infections are treated but no patient is given either retroviral drugs, including AZT, or any protease inhibitors. If there is any change in the standard therapy recommended by the government, any previous or future seroconvertor will be switched to this therapy. The Municipal Corporation will provide treatment for the patient's lifetime. Individuals can drop out at any time without fear of prejudice. 
Informed consent will be obtained by first briefing possible participants about the study, including the experimental nature of the vaccine, and the treatment policy. Two days following the initial briefing the individuals return to the Institute where they are given a brief oral and written exam to see if they fully understand the study and their rights. Only if they pass the test, are they enrolled. The study is submitted to the Ethical Review Board of the Institute and to a firm that conducts ethical reviews for companies in the private sector who wish to conduct research on human subjects. The protocol is also reviewed informally and commented on by UNAIDS at the request of the Ministry of Public Health Technical Subcommittee on HIV Vaccines. That Subcommittee approves the protocol and forwards it to the Ministry of Public Health Ethical Committee. All review boards approve the study. 
After the study has begun, an article appears in a publication of an AIDS activist group condemning the study because it is not providing state-of-the-art care for any individual who seroconverts. They argue that the only reason the study is being conducted in Vietnam is because it is much less expensive to do, as triple therapy is not required (which would be necessary if the study was conducted in the UK). They feel that the study, as presently designed, would never be passed by either a UK government or university ethical review committee. Viravax counters that to use state-of-the-art therapy would in itself be unethical because it would be unsustainable in Vietnam and only one small group would have access to the best. In addition, the physicians in Vietnam would be unfamiliar with the therapy and unaware of all the possible side effects. And lastly, by offering the best care available in the world, the study would be giving an unfair inducement to participate. It would in essence be implementing a form of coercion to receive the vaccine. 
Questions: 
1. Is the study unethical because participants are not being offered the best care available in the world if they should become HIV+? 
2. Would it be unethical to offer state-of-the-art care to seroconvertors even if the care was not available in Vietnam, and was unlikely to be available within the near future except to the very wealthy?  How long should the care be offered?
3. Is there any compromise position that may be acceptable to both parties? 
4. If the developer of the vaccine was a Vietnamese company who wished to conduct the study in its own country, would the use of "best available or standard local therapy" for seroconvertors be viewed differently? What are the implications if the standards are different? The same? 
5. Should the vaccine be tested if it is presently unaffordable to the country for wide distribution? 
6. Are there any other services that should be provided to the IDU population?
Part II 
The study could be conducted in the US using "best therapy" for those who become HIV+. Because of the much lower rate of seroconversion in the IDU population, however, it will take an additional three years to complete the study. It is estimated that from 50,000 to 100,000 addicts in Vietnam will seroconvert to HIV+ during this three year period. Viravax and other pharmaceutical companies have indicated that there will be other vaccine candidates that will require testing within two years. 
Questions: 
1. What are the ethics of taking the additional three years to conduct the study of a vaccine that might be effective? 
2. Does requiring Vietnam to provide the "best therapy" effectively prevent them from participating in the international testing of HIV vaccines? What are the ethics of keeping Vietnam from testing vaccines?
· Week Seven:  Research in Vulnerable Populations, Dr. Charlotte Neumann

Case 7: Confidentiality in a Study of Abortion at the Community Level*

Background 

The Medical Termination of Pregnancy (MTP) Act "made abortion in India legal on a wide range of social and medical grounds yet the availability, geographic accessibility, and functioning of approved MTP centers remains inadequate and it is estimated that abortions outside of the legally recognized sector are two to five time's more frequent than legal ones. While the demographic profile of the abortion seeker, the dangers associated with illegal abortions and the links between abortion and fertility control have been well documented, much of the information comes from urban hospital/clinic based studies, many of which are based on review of hospital records rather than actual interviews with abortions seekers. Because of their self-selective nature, even well designed hospital studies cannot adequately address issues of provider choice. Community-based studies are few and mostly in the nature of knowledge, attitude, and practice (KAP) surveys. Problems of deliberate underreporting or the inadvertent classification of induced abortions as spontaneous events make case findings, especially in survey settings, a challenge." 

To determine the level of complications post-abortion, a local non-government research group in Maharashtra State of India, designs a study which uses a combination of qualitative and quantitative approaches to data-gathering to examine provider choice, the abortion experience, and consequences from a women's perspective. The study will cover 140 villages (population 320,000) in an area where government abortion services are provided through the district hospital, some rural hospitals, and a few primary health care centers. In addition to these facilities in the public sector, a number of small private hospitals and some NGOs offer varying levels of abortion services. 

Case Finding Methods 

During an initial three-month preparatory phase, discussions were held with key informants in the community and abortion service providers. These interviews helped to delineate the range of providers, determine case finding methods, and define areas of concern to the community and providers. The study team proposes to set up an information system which will use two main sources to determine who has had an abortion in the study area: (1) community-based health workers and women's groups; and (2) health workers [in both the formal and informal sectors] who are providing abortion services. 

Cases will be enrolled prospectively over an 18-month study period. All health providers who perform abortions and who agree to be part of the case finding process will be given an instruction sheet explaining the purpose and methods of the project. They will discuss the project with abortion seekers and obtain their consent to be interviewed at home by the research team. Verbal consent will be obtained as written consent is thought to be threatening in the culture of rural Maharashtra. Health providers will give the researchers the names of those who agree to participate but will not provide a list of those who refuse to be interviewed. Information sources within the community will be asked to serve as intermediaries to schedule an interview between the researchers and the consenting abortion seeker not identified by the facility-based system. No incentives will be offered for case identification. Interviewers will go to the villages of those who have had an abortion no more than three months after the procedure. 

As some of the women may have changed their mind about being interviewed after their original consent, a second layer of protection from unwanted attention is afforded the abortion cases by adopting the following measures: (1) during the interview attention will be focused on gynecological problems, past pregnancy outcomes, and health complications rather than the abortion episode per se; (2) interviews with abortion cases will be conducted only when there is a cluster within a community and dummy interviews will be conducted in the same village using the same questionnaire with women not known to have had an abortion; and (3) artificial privacy will be created during the interview by using a "team" of interviewers where one person conducts the actual interview while the other members of the team engage family members in dummy interviews. Women will be free to discontinue the interview at any time without prejudice. The study is submitted to an India-based foundation, which agrees to fund it. 

Deliberations of the Ethical Review Committee 

The study is presented to the ethical review committee of the international funder following its approval by the state ethical review board. All but one member of the ethical review committee, an anthropologist who has worked extensively in rural India, approve of the study. She is concerned that there is some chance that the confidentiality of the abortion seeker may be compromised and wants assurances that the records that identify the research subject will be kept confidential. The study group responds that all records will be kept under lock and key in the main offices of the NGO, which is nowhere near the study site. 

Questions: 

Please comment/elaborate on the following questions: 

1. Does the process of identifying individuals who have had an abortion insure confidentiality? 

2. Should oral consent substitute for written consent in a population that has high rates of illiteracy and is concerned with putting any signature/thumb print on a written document that they may not understand? 

3. Does the interview process insure confidentiality? 

4. Comment on the procedure that was used to protect the women who had consented to be interviewed at the time they underwent an abortion but who may have subsequently changed their minds (dummy interviews in the community, clustering of interviews, and dummy interviews with other family members during the interview with the woman). 

5. What other approaches might be suggested to protect the interviewee from the possibility of unwanted attention?



*This case is based on the paper "Induced Abortions in Rural Western Maharashtra: Prevalence and Patterns" by BR Ganatra, SS Hirve, S Walawalkar, L Garda, and VN Rao. The paper was originally presented at the workshop "Reproductive Health in India: New Evidence and Issues" held in Pune, India from February 28-March 1, 2000. All quotes in the case are directly from this paper.

· Week Eight: Cultural relativism and ethical universalism, Dr. Shira Shafir

· Week Eight: Compensation vs. Coercion, Dr. Shira Shafir

Case Study Week 8: A Study Evaluating the Use of Traditional Medicines
A plant common to South Asia, "thankuni" (Hydrocotyle asiatica), when dried, ground up, and added to water is reported to be effective in the treatment of bloody diarrhea. One paper suggesting that "thankuni" has an affect on decreasing bloody diarrhea, has appeared in an unrefereed journal from an institute of traditional medicine in India. "Thankuni" is the only ingredient of a popular traditional medicine, "Ajorno", which is produced by a local company, is widely available, very popular, and quite inexpensive. No clinical studies have been conducted on this product and the specific chemical composition has not been determined. An investigator at an international research institution in Bangladesh is intrigued by this product and wishes to evaluate its clinical effectiveness. The present treatment for dysentery (by far the most common cause of bloody diarrhea in the country) is fluid and ampicillin, an antibiotic that is clinically effective and bacteriocidal. Ampicillin, however, is often unavailable outside the major cities (80%) of the population is rural and when available is too expensive for most people. The investigator reasons that if the traditional medicine prove effective, therapy will be more accessible to everyone because of availability and cost. 
He submits a protocol to the study committee of the institute for a well-designed double-blind study that compares the clinical effectiveness and bacteriacidal properties of "Ajorno" against ampicillin. Adult patients admitted or seen on an outpatient basis with a history of dysentery will be randomly assigned to one of the treatment groups after a rectal swab has been taken for a bacteriological diagnosis. "Ajorno", which is in a powdered form will be put into a gelatin capsule so that it is indistinguishable from the antibiotic. 
The study committee meets and votes not to approve the protocol for the following reasons: (1) the specific chemical composition of "Ajorno" is not known; (2) the prior reports of effectiveness has been for "bloody diarrhea" which might include any number of diagnoses including dysentery and amoebiasis; and (3) there are no studies reported in referenced journals that have indicated that the traditional medicine is effective or have suggested a mechanism for its reported effectiveness. The investigator notes that would be next to impossible to define all the ingredients of this traditional medicine and if done would be a costly undertaking. Besides, he argues, it is the interaction of the different ingredients that probably are the reason for he drug's reported effectiveness. Lastly he suggests that those on the review panel who voted against approval are biased against traditional medicines, are denigrating the indigenous science of the country, and trying to impose their own "Western" biases on scientific research. 
Comment on the ethics of this study. The following questions should be considered: 
1. Was the committee correct in its assessment? 
2. Is the investigator correct in his accusation that those voting no are showing "Western" bias in their decision? 
3. If the study was approved would the committee be using a double-standard in its assessment of the ethics of the design? 
4. How would you modify the proposal to make it more acceptable?
· Week Nine: Issues in Establishing an IRB, Dr. Judith Brookshire

Case Study Week 9: Confidentiality vs. Credibility in Health Services Evaluation
A study to evaluate the quality of care in the Family Welfare Program was undertaken by a group of university-based Indian investigators in one of the States with funding for the project provided by a grant from a European university to the Indian university. As part of the evaluation process, doctors, supervisors, multi-purpose health workers, and family planning clients working in or visiting selected Primary Health Centers (PHC's) in the state were interviewed. The client-provider interactions were also observed for a period of one week. During this period of observation a sterilization camp, organized by one of the selected PHC's, was also observed. 

An ethical review board, consisting of leading researchers in the country convened to advise the project, and recommended that all information that could lead to the identification of specific PHC's by those in authority should be specifically avoided. Even mentioning the Taluk (a political division of about 20,000) in which the study was undertaken could result in repercussions to the PHC or its employees by the National or State government health programs. 

The proposal, with a section insuring confidentiality for the PHC and health workers, was then submitted to the Government of India (GOI) Ministry of Health and Family Welfare (MHFW) through the state bureaucracy in order to obtain the permission to undertake the study. Following review by the National and State governments the, project, was approved. The permission from the state government was necessary since the staff at the PHC are employees of the State and it is not possible to interview them or obtain any data from the PHC's without the express permission of the State government authorities. 

The study began on time and without incident. During to fourth week of the study, a field worker reported back the following incident to the principal investigator and asked for some guidance, 'While observing procedures at a local PHO, I noticed that a health worker was reusing one of the syringes. When I told the workers supervisor about this practice (I did not identify the worker), I was thanked for my observation and assured that this situation would be rectified, I returned to the clinic one week later to deliver some papers and out of curiosity returned to the outpatient area of the clinic, Once again I observed the practice of reusing syringes, I am unsure how to react to this situation, The practice may be putting the patient's at risk for other diseases but I have guaranteed confidentiality to the clinic and its workers.”

Comment on the following questions: 

1. What advice should the principal investigator give to the field investigator?
2. Should the principal investigator undertake any actions and if so what should they be?
3. Should the principle of confidentiality be strictly held to especially as the health of the patients may be put at risk?
4. Should the P.I. take any action regarding re-use of needles and syringes?  If so, what action?  If not, why not?
PART II 
The study was completed on time and the findings revealed that the State's services with respect to the family planning were demand driven and no specific efforts had been made to maintain quality. Further national level protocols for service delivery were noticeable by their absence. Camps for sterilization had been organized with minimal efforts made to accommodate the clients; there was not sufficient water and/or sanitation facilities to meet requirements; and the large number of clients sterilized in a short period of time was in violation of medical protocols, Results also indicated that some PHC's were doing an excellent job and that the quality of services in the PHC's was widely distributed in a bell-shaped curve distribution. 
A dissemination workshop to discuss the findings of the study in the state capital was attended by health activists, bureaucrats belonging to the Health Ministry at the National and State level, and medical services personnel, When the findings of the study were reported, the medical services officials and the government representatives requested that the specific PHC's be identified. They contended that it was possible that the findings of the study were fabricated since it was not possible that such adverse conditions really existed, They suggested that if the names of the PHC and their staff were identified the matter could be verified. They also argued that to rectify the situation, if it truly existed, identification was necessary. 
Comment on the following questions: 
1. Should the names of the PHC's be given to the State (or National) governments and/or the medical service officials? 
2. How valid is the argument that if something is to be done then the offending PHC's must be identified? 
3. Could the information be given to the interested party without loss of confidentiality? 
4. Are there situations within this case (or in other situations) when confidentiality could/should be ignored? What, if any, are those particular circumstances? 
Defining the Ethics of Clinical Study: Persistent Diarrhea in HIV+ Children
An early Clinical Sign of HIV infection in children is persistent diarrhea, diarrhea that lasts for more then 14 days. In some eastern and southern African countries where HIV infection rates are very high in children (from 5-10% of newborns), a child with persistent diarrhea is often presumed to be HIV+. For a variety of reason (cost, limited ability to intervene and to provide counseling to HIV- individuals) testing for HIV infection is not often done in urban hospitals and rarely if ever done outside the major city. As hospitals are overcrowded and very short on resources the health care workers will often send patients home with minimal care if the workers suspect that the patient will not recover; children presumed to have AIDS fall into this category. 
Not all children who have persistent diarrhea have AIDS. Recent studies have demonstrated that over 85% of nonAIDS related persistent diarrhea in children can be effectively treated with a diet based on locally available, inexpensive food. It is presumed that a certain small percent of HIV+ children with persistent diarrhea will also respond to these diets; however, no study has yet been done to measure the effectiveness in these children. What is clear is that a number of children with non-AIDS related persistent diarrhea are being sent home without therapy and may die or become increasingly undernourished because of this premature discharge from the hospital. 
In a diarrhea ward in a large South African medical center, children are routinely tested for HIV and if they are positive the mothers are informed and counseled. No patient is discharged prematurely if he/she is HIV+. A physician/clinical investigator on this ward feels that there is a difference in the clinical presentation and simply laboratory tests (eg stool microscopy) between children with persistent diarrhea who are HIV+ or are not infected with the virus. 

He wishes to conduct a two part study; the first part of the study will help to differentiate on clinical signs alone (in those settings when testing for HIV infection is not conducted) whether a child under five years of age with persistent diarrhea is HIV+; the second part of the study will examine the effectiveness of the dietary treatment of persistent diarrhea in the HIV+ children. The benefit, he suggests, would be two-fold: (1) to determine the effectiveness of this simple inexpensive dietary treatment HIV+ children with persistent diarrhea; and (2) if the treatment proves to be ineffective in HIV+ children, to assist health workers in identifying those children with persistent diarrhea who are not infected with HIV so they can be kept in the hospital and treated for a possible cure. An algorithm would then be developed to triage patients by their likely response to available treatment. 
Comment on the ethics of this study. Some of the questions might include: 
· Does the proposed diagnostic procedure’s potential use have any bearing on how you would arrive at your decision? If so how? 
· What percent of HIV+ children would have to benefit from the treatment (and to what degree) for it to be considered effective? 
· Comment on the ethics of the study regarding the dietary treatment of persistent diarrhea in HIV+ children (especially whether or not a placebo can be given to the control group). 

