
mate possibility that an IRB may consider vaccine

research under §46.405 (based on prior evidence of an

immune response) or refer the protocol for review by an

expert panel under §46.407.

Minimal Risk, But Not Business as Usual

I n overturning the summary judgment and remanding the

case back to the lower court, the Maryland Court of

Appeals affirmed a minimal risk standard for nontherapeu-

tic research involving healthy children. The court asked the

right question about the moral authority of parents, and

came to the same conclusion as the National Commission:

Parents do not have the moral or legal authority to enroll

healthy children in research that does not offer the prospect

of direct benefit unless the risks of that research are no

greater than the ordinary risks of daily life. However, the

affirmation of a “minimal risk” standard should not mean a

return to “business as usual.” There exists unacceptable

variability in the interpretation and application of Subpart

D, indicating a failure to understand the moral underpin-

nings of the restrictions on risk to which children involved

in research may be exposed. Whether more specific guidance

on the special protections of Subpart D and improved IRB

oversight through accreditation and not-for-cause site visits

will reduce this unacceptable variability remains to be seen.

n Robert M. Nelson, MD, PhD, is associate professor of anesthesia and
pediatrics at The Children’s Hospital of Philadelphia and a contributing

editor to this journal.
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New Rules for Gene-Transfer Trials

In response to concerns about the oversight and safety,
on 19 November the National Institutes of Health
announced it would establish a working group within the
RAC (Recombinant DNA Advisory Committee), which
already reviews NIH-funded genetic research, to review the
safety of gene-transfer experiments: the NIH Gene Transfer
Safety Assessment Board (GTSAB). The new body is to ana-
lyze safety trends in all active gene-transfer trials; sum-
maries of its findings will be provided for discussion by the
full RAC and will be posted to an online database to be
pilot tested by NIH in summer 2002. Potentially identifying
information will be removed, before the data are posted to
protect patient confidentiality, of course. (The text of the
announcement, which appeared in the Federal Register, is
available at http://frwebgage.acess.gop.gov/cgi-
bin/getdoc.gni?dbname=2001_register&docid+01-28774-
filed.)

The NIH also clarified that it expects sponsors to report
adverse events even if they contain information the sponsor
considers confidential, commercial information. Exceptions
will be considered on a case-by-case basis. The agency is
also considering changing the reporting rules to require that
investigators notify them within 15 days of all unexpected,
serious adverse events that appear to be related to the
experimental gene transfer. Currently, investigators must
submit such reports “immediately,” without further stipula-
tion of a deadline.
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More on the Use of Placebo Controls

At its 2001 meeting In October, the World Medical
Association clarified its stance regarding the use of placebo
controlled trial designs. Paragraph 29 of the revised
Declaration of Helsinki adopted in October 2000 was
widely read to bar the use of placebo in virtually all cases:
“The benefits, risks, burdens and effectiveness of a new
method should be tested against those of the best current
prophylactic, diagnostic, and therapeutic methods. This
does not exclude the use of placebo, or no treatment, in
studies where no proven prophylactic, diagnostic or thera-
peutic method exists” (emphasis added).

Concerned about different interpretations of the passage,
the WMA noted that although in general placebo controls
should only be used when no proven therapy exists, place-
bo-controlled trials “may be ethically acceptable” in either
of two situations: when there is compelling, scientifically
sound methodological reason to compare an intervention to
placebo, or when the intervention being studied is for a
minor condition and the trial would expose those who
receive placebo to no additional risk of serious or irre-
versible harm.

As some have noted, however, the clarification does not
define the “compelling and scientifically sound” reasons
that would ethically justify the use of placebo controls.
(Burton Bollag, “World Medical Association Clarifies
Limits on Use of Placebos in Drug Trials,” Chronicle of
Higher Education, 9 October 2001.)
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