Comments from April 4, 5, 2002, FAC meeting 

The following comments of individual voting members of the April 4, 5, 2002 FAC have been copied from FDA’s website.  

Question 1, Is it appropriate to generalize the results from clinical studies not done under intended conditions of use to different conditions of use? --One population to another? 
James Anderson, temporary voting member:
“Generalization from product to product must be determined on a case-by-case basis. Data cannot be generalized from term infants to preterm infants or from healthy to unhealthy infants. There possibly are circumstances where study data is applicable from one population to another.”

Robert D. Baker, temporary voting member:

“Generalization of data needs to be qualified; in general it should not be allowed because populations are not the same. The onus is on the manufacturer to show that exceptions are valid. All relevant data should be submitted to support the data. The study data is not necessarily the basis for assurance, but rather the large body of expertise and experience, including existing literature may be sufficient.

Scott Denne, temporary voting member:

“Presumptively, the answer is no because of physiological differences between populations; preterm infants cannot model term infants. Healthy preterm is an oxymoron. Generalization of preterm data to term would require a strong scientific reason and should be scientifically justified before the study commences with preterms.”
James E. Heubi, temporary voting member:

“Categorically, the answer is no-data may not be generalized from population to population or product to product. An expert panel should be convened to review data; with exceptions made only for scientific reasons, such as when the physiology is the same or the process is same (for products).”

Laurie J. Moyer-Mileur, temporary voting member:

“Formula is more a drug than a food. Generalization from preterm infants to term

infants and from product to product should not be allowed. Exceptions would require review by and approval from a panel of experts.  “The goal of the process is to build a better formula. The manufacturers have an amazing safety record. It is important to note that we are not here because something happened, but because industry and FDA want to bring safe products to market. The relevance of the data is a better indicator than the generalizability of the data. This is an opportunity to revamp the system to include industry, academics, and medical professionals. A pre-review system is needed whereby the FDA, through an independent advisory panel, and industry work together to resolve concerns over study designs before they are undertaken. The independent panel would develop a body of case studies and identify areas of uncertainty quickly, without delaying the review of proposals.”

Patti Thureen, temporary voting member:

“More studies are needed of high-risk populations. Comments should not be construed as anti-industry.  Data should not be generalized, with few exceptions, because of the physiological differences between term and preterm infants. There is the possibility of exceptions for preterm to term if the independent board reviews the study design before it is implemented and there is adequate scientific data to support the generalization.”

Francis Frederick Busta, permanent voting member:

“No generalization is 100 percent true. Relevancy of data could be ascertained if research on bioavailability is available, removing the need for clinical study. This would apply population to population and product to product.
Goulda A. Downer, permanent voting member:

“It is difficult to generalize from preterm to term because the population is

physiologically different. Cannot identify studies where term can be generalized to preterm. An example of when preterm could not be generalized to term would be in the case of a formula with vitamin A in sufficient levels for preterm infants, which could cause safety concerns for term infants”.

Johanna Dwyer, permanent voting member:

“In general no, data should not be generalized from population to population or product to product. Clinical studies should be designed for the target population. At the core of this is the type of growth to be measured, taking into account the idiosyncratic views of attending physicians. Low weight/young gestational age infants need to be studied to develop basic research data. Manufacturers bear the burden for exceptions. Preterm to term infants most likely for generalization; disease to well and well to disease are problematic.”
Joseph H. Hotchkiss, permanent voting member: 

“No, data should not be generalized. This should be the FDA’s default position. The onus is on the manufacturer to show that data is relevant from population to population. Mechanisms are needed for exceptions on a case-by-case basis (preterm to term and product to product). FDA is responsible for determining if the manufacturer has shown the data are relevant.”

-Thomas J. Montville, permanent voting member:

“Sound science says you don’t extrapolate data to different conditions. A review board may be useful to review data, but ultimately, it is up to the FDA to decide.” 

Robert M. Russell, permanent voting member:
“Presumptively, the answer is no. A matrix or panel of experts is needed to

recommend scoring cutoffs. Above a certain point, the data can be generalized; below it cannot. The matrix should apply to all cases.”

-Madeline J. Sigman-Grant, permanent voting member:

“Presumptively, the answer is no, with the possible exception being product to product. Generalizing data makes too many assumptions-preterm is different than term in many aspects besides physiology, such as feeding frequency, caregiver attitude to feeding, and so on.” 

