December 1, 2002

Dr. Leslie Ball

Office of Human Research Protections

Dr. David Lepay

Food and Drug Administration

Re: FDA Docket Number 02N-0466, Study of Dryvax Administered to Children 2 to 5 Years of Age


I have studied the protocol, informed consent, and comments from the ten panelists asked to review this trial.  After careful consideration, I have concluded that the trial does not meet the requirements of 45 CFR 46.407 in the form in which it is currently being proposed.  The following are my reasons for this conclusion.

(1) Although I support the pediatric testing of drugs and biologics, both ethically and medically it is advisable to begin testing with older children before extending testing to 2 to 5 year olds.  While many argue that older children are more likely to respond the same as adults, this hypothesis should be tested before involving preschool age children.  Moreover, experts such as panelist Neil Halsey state that “there is no biologically plausible reason to expect children 2-5 years of age to respond less well than adults,” the same claim that is made regarding older children.  Why then should younger children be tested first?

(2) Older children have the ability to decide whether to assent to the risks and discomforts of this trial.  If experience with an older age group, say 10 to 17 year olds, showed these children to be reluctant to participate in such a trial, that would indicate that extreme caution is warranted regarding 2 to 5 year olds.

(3) The argument for choosing preschool children because of concerns about the school attendance of older children is unpersuasive.  If this trial is of crucial importance for the health and welfare of children, then surely it would justify keeping 40 school-age children out of school for 30 days.  There are many ways to enable these children to continue their educations at home.  (In the 1930s and 1940s we were frequently quarantined at home, thus missing school, because someone in the family had a communicable disease.)

(4) Both the letter to parents and the informed consent suggest to parents that their child may benefit from participation in the trial.  In reality, even if there is a smallpox outbreak in the U.S., the probability that any of these 40 children would be among those exposed is virtually zero.

(5) Immunization against smallpox was stopped in 1971 in the U.S. even though cases of smallpox were still occurring throughout the world.  The risks of the immunization itself were considered greater than the small risk of contracting smallpox in the U.S.  Unless our government has information about the current smallpox threat that we citizens do not have, the situation today seems comparable to that in 1971.

(6) One of the panelists and a number of parents (in the public comments) have said that they approved of the trial, but would not themselves be willing to enter their patients (in the case of the panelist) or their own children (the parents) into such a trial.  These views offer a strong ethical argument against testing on 2 to 5 year olds.  If the trial is too risky for your own children, then it is too risky for anyone’s children.

(7) Since we have adequate information about the efficacy and safety of the undiluted vaccine, I do not see any value in having a control group receive the undiluted form.  Whatever age group is used in the trial, there is no need to give children the undiluted form of the vaccine.  I agree with panelist Neil Halsey that by eliminating this aspect of the trial, the number of children involved could be reduced.

(8) The sample size is too small to give any valid information about safety.  The term “safety” should be removed from the title and descriptions of the trial.

(9) Before making a final determination on the need for this trial (in children of any age), authorities must have good factual information about the timeline for trials and availability of the new generation of safer vaccines.  If these vaccines will be ready for trials at about the same time as the proposed Dryvax study is conducted, then the Dryvax study would be endangering children for essentially no purpose.

The panelists who were asked to evaluate this trial provided excellent criticisms and suggestions.  I believe that the arguments, taken as a whole, lead to the conclusion that the trial of Dryvax in 2 to 5 year olds does not meet accepted standards for pediatric testing, and in particular, does not satisfy 45 CFR 46.407.  It could possibly be revised as to age group, undiluted control group, information to parents, etc., so as to satisfy 46.407.
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