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SCIENTIFIC ROUNDS
Presented by the Division of Pulmonary and Allergy Drug Products
January 24, 2001

Title: Use of Placebo-Controls in Life Threatening Diseases:
Is the Developing World the Answer?

The efficacy and safety of a new drug that treats a serious and life threatening
illness in premature infants will be studied versus sham/placebo in Latin America.
The sponsor pians to apply for FDA approval, in addition to local and European
registration. There are approved therapies (surfactants) for this iliness
(Respiratory Distress Syndrome, or RDS) in those countries where this trial is
proposed to take place, and surfactants are even used in some of their hospitals.
However, surfactants are completely unavailable to infants at many other
hospitals, secondary to rationing or economic limitations.

Conduct of a placebo controlled surfactant trial for premature infants with RDS is
considered unethical in the USA. The Division of Pulmonary and Allergy Drug
Products has worked with the sponsor re: alternative trial designs. It appears that
a non-inferiority approach may not be an option, add-on/withdrawal trial designs
are not options, and a superiority trial design versus an approved therapy
presents a ciinical efficacy hurdle that the sponsor deems too high for this drug.
The sponsor cites potential pharmacological advantages for this new synthetic
surfactant over existing animal-derived and synthetic products, that may or may
not translate into clinical benefits.

This Scientific Rounds will address ethical and regulatory questions and
concerns that are generalizable to any drug used to treat a serious illness, in
which it will be studied versus “standard of care” or placebo in an economically
disadvantaged country.

Marianne Mann, M.D. Deputy Director, Division of Pulmonary and Allergy Drug
Products, ODE i, will moderate this session. The format for this Scientific

Rounds is:

Introduction Robert Meyer, M/D.
Division Director, DPADP

Approved Pulmonary Surfactants Marianne Mann, M.D.

Case Presentation, Current Regulatory Guidance  Debra Birenbaum, M.D.
Medical Officer, DPADP
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Perspective of an Ethicist and Christine Grady, RN, PhD

Lessons Learned from the African HIV Trials Head, Section on Human
Subjects Research,

Dept of Clinical
Bioethics, NIH

Panet Questions/Discussion

Panel Members include:

Robert Temple, MD
Susan Elienberg, PhD
William Rodriquez, MD
Martin Himmel, MD
Steven Hirshfeld, MD
Christine Grady, RN, PhD

Questions to Panel:

1. Is it ethically acceptable to study Surfaxin versus placebo in premature
infants with RDS in Latin America, where surfactant therapy is not

universally available?

2. Are there changes in sponsor plans that would sufficiently ameliorate
ethical concerns?

3. Who should determine whether or not a trial is ethical - officials where
the trial is to be conducted and/or the international community?

4. What is our regulatory role in promoting the ethical conduct of trials
performed abroad, in which the sponsor plans to seek USA approval?

5. If a placebo-control design is not acceptable, can we insist the sponsor
find an alternate trial design which is ethical, or risk non-approval in the

us? .

6. What is our obligation to identify a path forward for this sponsor? Do
we need more surfactants?

[
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