Ethics Example:  Prevention of Mother-Child HIV Transmission

ACTG 076 (NEJM, 1994):

· Original trial; done in US, sponsored by US NIH

· Superiority Trial:  ZDV versus placebo

· Showed benefit (transmission reduced from 24% to 8%)

Lallemant Trial: Done in Thailand; US NIH sponsor
· Equivalence trial:  Are short courses of ZDV as good as standard (076) course?
Shaffer Trial (1999): Done in Thailand; US CDC sponsor
· Superiority Trial:  Is short course ZDV better than placebo?
More Background:  

1. Within a few years after 076 trial, others confirmed benefit of ZDV.  Generally believed that ZDV is beneficial for reducing HIV risk
2. Potential value of “short course” ZDV:
a. Easier to administer (women often first seen late in pregnancy)

b. Less chance of toxicity; somewhat cheaper
c. Placebo-controlled trial initiated in late 1990s would not have been ethical in Europe or the US because of placebo arm.  ZDV not routinely used in Thailand then.    In this sense, ‘no treatment’ was the ‘standard of care’ in Thailand at the time.
Scientific Questions that can be answered:
1. Shaffer (CDC) and Lallemant designs asked different questions:

a. Shaffer (superiority):  Is short-course ZDV better than placebo?

i. If answer is “Yes”, use of short-term ZDV would be an improvement over nothing; not clear how good it is relative to standard (longer term) ZDV.

ii. If answer is “No”, then we know this is not the way to go.

b. Lallemant (equivalence) trial:  Is short-course as good as long-course?

i. If answer is “Yes”, we have a safer, more practical, and cheaper treatment.

ii. If answer is “No”, we won’t know for sure if short course has any benefit (relative to no treatment).

Additional Information:

· Shaffer trial was supported by an outside (of Thailand) agency—the US government—should this affect the ethical considerations?

· Suppose that the Thai Government had only limited money to spend on HIV/AIDS, and thus that use of a short-course would allow more women to be treated.  Does this affect the ethical arguments about the Schaffer trial?

What do you think about the ethics of the Shaffer trial?
How might you have done it differently?

Bottom Line:  

-Ethical aspects of trials can be complex.  Some very honorable & knowledgeable people have different views on doing placebo-controlled studies in poorer countries when it is known that there are treatments that work.

-Over time, information and uncertainty changes and thus the ethical aspects of a trial can change.

Corollary: even during the conduct of a particular trial, one should monitor internal and external results to ensure that it remains ethical; more later
