HIVAN/MRC KZN AIDS Forum – June 2004
The HIVAN/MRC KZN AIDS Forum held on 29 June 2004 in Durban featured Dr Jerome Singh, head of the CAPRISA (Centre for the AIDS Programme of Research in South Africa) Bio-ethics and Health Law programme and Senior Lecturer at the University of KwaZulu-Natal’s School of Law.  Dr Singh spoke on “A SUMMARY OF THE STANDARD OF CARE DEBATE AND A PROPOSAL FOR THE WAY FORWARD”.

The presentation commenced with definitions of several key terms used in the running of and discussions about randomised clinical trials, specifically the active and placebo (control) arms of pharmacological trials, the former referring to on group being given an effective drug and the latter to a group receiving a “dummy” drug.  “Clinical” research involves the administering of medication to trial participants, while “observational” research involves merely periodic blood-tests and monitoring over time.

Dr Singh then introduced the conceptual framework of the “Standard of Care” debate, referring to guidelines drawn up in the Declaration of Helsinki, and explaining that ethicists and scientists working in either or both the developed and the developing regions of the world have not arrived at a single approach to the phrase “best proven” in terms of diagnostic and therapeutic methods as located in local and global contexts. 

The central questions have been: Should the developing world formulate standards of care that are discrete from those applied in the developed world because of differing socio-economic contexts?  When researchers refer to “best proven” models, are these to be understood as being the best treatments in world, or the best available in the specific country in which the trial is being conducted?

These issues have emerged in a variety of aspects – particularly in relation to HIV clinical studies - with controversy peaking in 1997 around the ethical integrity of using placebos instead of proven effective drugs during research on preventing mother-to-child transmission of HIV.  In testing short-course AZT in the active arm of these trials, the use of a placebo instead of a proven effective drug for the control group drew criticism.  This was expressed in Angell’s contention that if a study method is deemed unacceptable in the developed world, the same standards and principles should be applied in the developing world, with the conclusion that only when there is no effective treatment available would it be ethical to compare a potential new treatment with a placebo; moreover, even if no standard of care prevails in the local context, prophylaxis should not be withheld during HIV studies.

In the following year, where proven therapy did exist, placebo-based trials were halted, but local research scientists of international standing argued for their reinstatement in certain circumstances.  Professor Salim Abdool Karim pointed out that towards the end of 1997, AZT was not an affordable option for the South African population, and that widespread use of and adherence to AZT would be virtually impossible to implement and monitor due to the high level of home-births, as well as of late bookings at ante-natal clinics.

Abdool Karim also noted that rural South African women would need to be induced to replace breastfeeding with costly, impractical and possibly harmful formula-feed substitutes.  Along with other arguments to support the use of placebos in clinical trials, especially in South African rural settings, Abdool Karim (et al) concluded that there would be little point in insisting on an effective therapy in a control arm in a study clinic while women in the immediate vicinity received no intervention at all. They suggested that this might be tantamount to “ethical imperialism”.

By the year 2000, the validity of this view was acknowledged and a “middle path” was formalised in the South African Guidelines on Clinical Trials (GCT).  The SA GCT confirm that, while placebo trials are generally to be regarded as unethical, growing socio-economic inequalities can preclude certain interventions from being implemented. The Guidelines also support the approach that in the local context, use of placebos is only justifiable if: 

(a)
a community does not have access to interventions that are standard care in well-resourced settings; and

(b) 
the balance between potential harms and benefits to the community should be such that the latter would considerably outweigh any harm.

The year 2000 was pivotal for the “Standard of Care” debate by virtue of two further outcomes in the realm of bioethics:

Firstly, a study by Benatar and Singer condensed the unresolved debate to three salient points:

· a failure to adequately define the term “standard of care’; 

· the incorrect assumption that standards set by developed countries could be considered normative; and
· not enough consideration being given to the fact that 90% of research was done on just 10% of the world’s global disease.

These authors went further in supporting the SA GCT “middle path” approach by asserting that, while a relevant model for a standard of care should be framed within the context of the trial with sensitivity for the social, economic and political milieu, placebo-controlled trials for “me-too’” drugs would be unethical.  They recommended that reasonable limits should be negotiated in specific contexts, with ongoing efforts to attain the highest achievable standard of care, rather than setting unrealistic targets.
Secondly, the Declaration of Helsinki’s Guideline 29 was revised to read: “The benefits, risks, burdens and effectiveness of a new method should be tested against those of the best current prophylactic, diagnostic or therapeutic methods. This does not exclude the use of placebo, or no treatment, in studies where no proven prophylactic, diagnostic or therapeutic method exists.” 

In 2002, further clarification on the “compromise” approach to the issue of placebo-controlled trials in developing countries was developed.  The wording of Guideline 29 was refined accordingly, and CIOMS issued in its Guideline 11 for biomedical research two rationales:

1)
Satisfaction of “clinical equipoise” (this factor relating to HIV and pharmaco-genetics in the sense that different races and genders respond differently to various drugs).  In South Africa, with its rapidly mutating and virulent strain of HIV, the uncertainty as to the safety and efficacy of new HIV drugs across both genders and a variety of races would be genuine, and therefore, testing a new medication against a placebo in order ensure empirically sound findings would be ethical;

2)
If a proven effective medication cannot be used in the control arm of a study because of poor infrastructure and inadequate resources, use of a placebo is acceptable, but such use should be ethically sustainable, based on a consensus of priorities gleaned from community stakeholders in the host country, and not dictated by “standards of care” as framed for and within the developed world.  

In order to avoid “ethical imperialism”, and to recognise that sometimes it would be impossible for the host country’s research protocols to meet the limits of foreign-sponsored models, should there be discord between stakeholders in the host and the sponsoring country, the consensus of those in the host country should take precedence.

Dr Singh concluded his presentation by saying that this debate and the questions it continues to raise have not been resolved yet, noting that so far, only ethical guidelines exist – legal boundaries having not been defined or promulgated yet.

During question-time, the issue of post-trial benefits was discussed, focusing on the ethics of withdrawing anti-retroviral treatment from trial participants.  Dr Singh indicated that if the trial involves a new drug being tested against a proven effective therapy (i.e. a trial for a “me-too drug”), the pharmaceutical company should be obligated to provide participants with life-long treatment.

Another issue raised was that of the contra-indications of anti-retroviral drugs, for example their use in combination with anti-malarial medication, or by pregnant women.  Dr Singh replied that these problems needed more vigilance by research ethicists and the gathering of more accurate data to support their deliberations; he noted that many members of research ethics committees have exemplary biomedical qualifications, but no background in ethics per se, with the result that, in reviewing the work of their peers, their decisions might not be as objective as is necessary.

The rapid mutation of HIV and the manner in which it evolves around anti-retroviral drugs, (particularly in South Africa, where the “C-strain” of the Virus is prevalent), was discussed in relation to non-adherence to ARV therapy, as well as withdrawal of ARV treatment, as linked to the high risk of drug resistance:-

Dr Singh referred to the legal notion of “legitimate expectation”, which assumes that an HIV-positive patient cannot be summarily withdrawn from a treatment programme should his or her CD4 cell count begin to rise; yet, scientists are still exploring the possible benefits of a method called Structured Treatment Interruption – in essence, halting the ARV therapy so that the patient’s boosted immune system (indicated by the higher CD4 cell count) could be given a chance to respond independently in fighting the Virus.  Confounding this approach is the known risk of patients developing and spreading drug-resistant strains of the Virus, which could arise from any number of ways in which patients might fail to adhere to the treatment regimen, including sharing their medication with others.

“Without a universal programme led by government, we cannot determine our way forward on these issues,” said Dr Singh. “The Health Ministry’s concern with establishing a sound national infrastructure and training strategy for the implementation and roll-out of the ARV programme should be acknowledged as a prudent and responsible approach to the issue, but where infrastructure and trained personnel do exist, the delay in roll-out is not easy to comprehend.”

