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26 August, 2003

Dockets Management Branch (HFA-305)

Food and Drug Administration

5630 Fishers Lane

Rm 1061

Rockville, MD 20852

Sent by email to:http://www.fda.gov/dockets/ecomments

Re: Docket 95N-0309 RIN 0910-AA04

This letter is in response to the Notice in the Federal Register of April 28, 2003, that the comment period is reopened on Current Good Manufacturing Practice, Quality Control Procedures, Quality Factors, Notification Requirements, and Records and Reports for the Production of Infant Formula. The comment period was extended to 26 August.

In the notice FDA requested comment on whether powdered infant formula to be consumed by premature and newborn infants should meet stricter microbiological requirements than formula intended for older infants.  In our view, this approach to the question is based on the incorrect premise that healthy newborns should be grouped with premature infants for purposes of risk asessment.  Instead, we believe that the question that should correctly be before the agency is whether there should be separate standards for formulas for premature infants and formulas for healthy term infants.  

FDA asked its Advisory Committee (FAC) at the March 18, 19, 2003, meeting to define the at-risk population.  The FAC did not identify newborns of normal gestational age as being at-risk. According to the minutes the FAC determined, “The population at risk are preterm infants born at less than 36 weeks gestational age up to a post term age of 4-6 weeks, immunocompromised infants at any age, and term infants hospitalized in level 2 and level 3 neonatal intensive care units.”  Regarding healthy term infants, they said, “There is probably a low but as yet unquantified risk in healthy, term infants, which cannot be described with data available at this time.”

Let’s be clear.  Healthy term infants are not included among those identified as “at risk” but were separated by March 18, 19, 2003, FAC from at-risk groups.  

What does “probably a low but as yet unquantified risk” mean?  Most simply, it is the qualified language of an academic group that knows to be careful to avoid absolutes.  There is “probably a low but as yet unquantified risk” of all kinds of maladies.  The risk is so remote and undefined that it cannot form the basis of health care or behavioral decisions. 

The FAC’s conclusion about a different risk among LBW and term infants might even have been stronger, had the evidence for risk of disease been divided into evidence pertaining to low birthweight infants and normal term infants.  At the March 18, 19, 2003 meeting, FDA’s data presentation to the FAC did not differentiate cases involving healthy term infants from data for low birthweight or immunocompromised infants, the populations determined to be at-risk.  Our subsequent review of the published data presented by FDA to the FAC (attached, letter to Christine Taylor, May 17, 2003) found that there was no reported case linking powdered infant formula to E. sakazakii illness in healthy term infants, except for cases where there was positive evidence of external contamination or abuse of reconstituted formula. 

The absence of reported cases does not mean that there have been no occurrences among healthy term infants.  But it does suggest that the presence of extremely low levels of the organism as reported by the FDA, Muytjens et al. 1988, and the recent Canadian survey, in every case less than 0.36 organisms per 100g, is not sufficient by itself to pose a risk.  The only reported occurrences of disease in healthy term infants where the reconstituted formula was shown to be contaminated also had evidence of external contamination or mishandling of reconstituted product.  

Wyeth previously pointed out to the FAC that there is a longstanding safe use of powdered infant formula.  The absence of case reports is notable in the face of the large exposure to powdered infant formula.  In our letter of March 3, 2003 (attached) we wrote:

It is important to put the number of reported cases in to the context of the total number of term infants fed formula.  A crude estimate, derived from a grand mean of calories consumed per kilogram body weight during the first 6 months of life suggests that the number of infants exposed to powdered infant formula during the last 15 years is more than one billion.  The two surveys cited in the Risk Profile1 suggest that during this time from 6-14% of samples were contaminated with E. sakazakii.  Some 100,000,000 infants, then, have been exposed.  Wyeth believes this provides some guidance regarding the risk to term infants that can be compared to the risks of other pathogens for which FDA has already established tolerances in infant formula. 

Because there is an extremely low risk of E. sakazakii-associated illness in healthy term infants from properly prepared formula, the level of 0.36 CFU/100g , i.e., the limit of detection, should be considered safe for this population.  

A more rigorous standard may be needed for powdered products designed for feeding low birth weight infants or some vulnerable hospitalized infants, although even in these cases it would appear that mishandling of formula during reconstitution, feeding and storage may be necessary in order for there to be any risk of disease. 
FDA should be reluctant to extrapolate an estimate of risk that is developed primarily from data and information involving preterm infants to a risk among healthy term infants.  A previous meeting of the FAC (April 4, 5, 2002) concluded that while there were instances where some generalization from one population of infants to another might be made, in general it was probably not a good idea (extracted comments on this point are attached).  The FAC described preterm infants as different than term infants with respect to medical needs, nutritional needs and vulnerability to disease.  While older preterm infants (e.g. 32-36 weeks) have digestive and absorptive capabilities sufficient to absorb the nutrient levels found in preterm formula, many young preterm infants have not yet developed a mature intestinal barrier function.  Other preterm infants may have dysmotility or compromised GI function that could result in greater vulnerability to potential pathogenic bacteria in the intestine.  The different prevalence of necrotizing enterocolitis in preterm and term infants is a notable example of different vulnerabilities of these two populations.  Consequently, in the assessment of risk of disease from GI pathogens, there is need to consider separately infants according to post-conceptional age.  We therefore believe it is inappropriate to lump premature and healthy newborn infants together for purposes of assessing microbiological requirements.  

Finally, FDA has the statutory authority, in section 412(h)(2) of the FFD&C Act, to establish terms and conditions for the exemption of formulas intended for infants who are low birthweight or who have an unusual medical problems (such as would require hospitalization).  These are the populations who have been identified as at risk for E sakazakii-related disease.  If FDA finds a need to establish stricter microbiological requirements for these products than for formula intended for normal term infants, it should use notice and comment rulemaking to do so, as contemplated in that section of the Act. 
Sincerely, 
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John Wallingford, Ph.D.

AVP, Regulatory Affairs and Market Compliance

Attachments:

1. Letter to Christine Taylor, May 17, 2003

2. Letter to Docket for FAC, March 3, 2003

3. Comments from April 4, 5, 2002 FAC meeting 

cc: Geoff Levitt, Bruce Burlington, Richard Gural, Brian Sparg, Bruce Harris, Eric Lien, Aida Santos, Greg Pincar, Scott Donnelly
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