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17 May, 2003

Christine Taylor. Ph.D.

Office of Nutritional Products, Labeling

   and Dietary Supplements

Center for Food Science and Applied Nutrition

Food and Drug Administration

5100 Paint Branch Parkway

College Park, MD 20740-3835

Dear Dr Taylor:

I am writing to provide feedback to the agency on its policy concerning the type and level of testing of powdered infant formula for healthy term infants that is needed to protect public health.  Before starting, however, I want to stress that Wyeth has as its primary goal to help ensure the health and well-being of all infants that use our products.  My comments are intended with that in mind so that we can continue to provide an uninterrupted supply of safe formula products to our consumers. 

The Food Advisory Committee met on March 18-19, 2003, and appeared to be in agreement that there is a very small risk, though not quantifiable because of the absence of data, that healthy term infants could develop illness because of Enterobacter sakazakii contaminated formula.  

We have examined the literature on E. sakazakii- associated illness to assess what evidence there is implicating formula as a cause of E. sakazakii-related disease among healthy term infants.  We are not able to find any evidence that demonstrates a causal linkage between consumption of formula, prepared and used according to instructions on the product label, and E. sakazakii disease in healthy term infants. 

There are four reports of E. sakazakii disease among healthy term infants.  Monroe and Tift (1979) reported bacteremia in one male term infant (birth weight 2600 g) that had been fed formula, but did not provide evidence that the formula was causally related to the infection.  They write, “The epidemiological aspects concerning the reservoir and route of transmission of the organism in relationship to this case are uncertain.”

Muytjens et al. (1983) reported on 8 infants, one of who was described as full term and had a birth weight over 2500 g.  E. sakazakii was isolated several times from prepared formula, a stirring spoon and a dish brush; but was not isolated from formula powder. 

Biering et al. (1989) reported 3 cases, 2 of which were more than 38 weeks and above 2500 g, but one had gastrointestinal surgery.  The other was fed on breast milk and powdered formula.  These investigators attempted to isolate the organism from the environment, including powdered formula.  They could not isolate the organism from “numerous” cultures of freshly prepared formula, but could if reconstituted powder was incubated for 4 hours at 36 degrees.  They suggest that the reason some infants got sick and others fed the same formula did not: “The most likely explanation appears to be that the rules pertaining to the handling of the formula in the wards were not always adhered to. There is some anecdotal evidence that the formula bottles were occasionally kept at 35 to 37 C for extended periods of time in bottle heaters, thus allowing for multiplication of the organism.”  This is the strongest evidence to date that there may be a risk of disease if formula is mishandled.  However, there are many forms of mishandling of formula that could constitute a risk to the health of infants. 

Finally, Block et al. (2002) conducted a look-back through hospital records from 1987 onward for cases of E. sakazakii infection.  Their database, from two hospitals each delivering 3000-3500 infants annually, found one case of bacteremia in a term infant that had been formula fed, but the formula itself was not analyzed and there is no further information about the case. 

In summary from the data that we reviewed, the total reported cases of E. sakazakii infection in infants born at term and greater than 2500 grams is four infants.  In two cases (Block et al., Monroe and Tift) there is only an association of E. sakazakii infection with formula feeding.  In one other case (Muytjens et al.), there was positive evidence of contamination from hospital equipment where tests of powdered formula itself were negative, and in the fourth report (Biering et al.) the authors note mishandling of reconstituted formula by “extended periods of time in bottle heaters.”   Handling practice is clearly important; the data from CDC and others presented at the FAC meeting showed that there was virtually no growth of E. sakazakii at 4 degrees and that the doubling time at room temperature is about 40 minutes.  

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.  

Given the low risk of E. sakazakii-associated illness in healthy term infants from properly prepared formula, the current standard of zero tolerance of E. sakazakii we believe is not warranted.  FDA may have put forth this standard without having all of the evidence presented to them regarding the risk, or may have put forth a single standard for all powdered infant formula that was necessary to protect even the most vulnerable subpopulation: such as low birthweight infants.  With more information now available, a reasonable alternative is to set the standard for powders for term infants as not more than 0.36 CFU E. sakazakii/100g, i.e. the limit of detection.  

There are significant technical issues associated with the “absence” or zero tolerance standard, because the testing to demonstrate “absence” is unreliable.  Wyeth’s tests of its formula that was recalled last year did not detect E. sakazakii, whereas FDA found a positive result.  In our own internal testing paradigm, using the FDA method and sampling schema, we have similarly found positive and negative tests results from the same lot of formula.  Because of this, product released for retail sale after testing negative for E. sakazakii could upon retest be found to be positive, and under a policy of zero tolerance would need to be recalled.  

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 to precipitate disease.  In any case, Wyeth does not manufacture formulas intended for these at-risk subpopulations of infants in the US.  

Considering the cost element, the additional testing of a term infant formula without sufficient scientific justification is problematic.  At the rate of product contamination reported by FDA at the FAC meeting, approximately 20% of term infant formula would need to be destroyed.  The cost is even greater when product at retail is recalled.  The repercussions were global when FDA posted notice on its website of Wyeth’s voluntary recall of store-brand  product made in U.S.A. (noting that there were no cases of illness reported). The result in the Middle East and Far East was unnecessary alarm in the minds of consumers, as well as a damaged corporate image, despite the fact the formula supplied to those countries was not even sourced from the US site that manufactured the recalled product.  

We are requesting that the FDA revisit their policy regarding the issue of the level limits of E. sakazakii in powdered infant formula appropriately labeled and intended for healthy, term infants.  The acceptance of a level that is scientifically supported and is analytical reliable would protect against occasional batches of formula that might be contaminated with a higher level of E. sakazakii.  Use of a standard of not more than 0.36 CFU/100g also appropriately acknowledges that the extremely low levels of E. sakazakii known to be widely present in powdered infant formula for healthy term infants since first reported in 1988 has been and remains acceptable. 

Wyeth representatives would welcome the opportunity to meet with you and staff involved in the risk assessment, and with FDA microbiologists involved in testing for E. sakazakii, to discuss this request in further detail. 

Sincerely, 

John Wallingford, Ph.D.

AVP, Regulatory Affairs and Market Compliance

cc: Geoff Levitt
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