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was not significantly associated with having two 
or more autoantibodies that are more likely to 
persist.
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The Authors Reply: Vuillermin and Allen sug-
gest that our analysis of the outcome of the pilot 
study of the Trial to Reduce IDDM in the Ge-
netically at Risk (ClinicalTrials.gov number, 
NCT00570102) was flawed. We wish to empha-
size that we followed the intention-to-treat prin-
ciple faithfully, since all children with available 
autoantibody data remained in their randomized 
group in the initial analysis, irrespective of 
whether or not they were exposed to the study 
formula. The statement that diabetes-associated 
autoantibodies probably developed in those three 
children randomly assigned to the hydrolysate 
group who had progression to diabetes remains 
a speculation in the absence of samples that 
could be analyzed. As shown in Table 1 of our 
article, the adjustment for the difference in the 
duration of exposure to the study formula did not 
appreciably change the hazard ratios and P val-
ues for the seroconversion rates.

Kim and Chae point out that autoantibodies 
can be present transiently and that such antibod-
ies may not increase the risk of type 1 diabetes. 
We agree with that notion, and we have repeat-

edly shown that positivity for a single autoanti-
body is often transient, whereas children who 
are positive for two or more autoantibodies in 
most cases remain persistently positive.1,2 Table 
2 in the Supplementary Appendix of the article 
(available at NEJM.org) shows that one of the 
eight children in the hydrolysate group who un-
derwent seroconversion to positivity for two auto-
antibodies at the age of 12 months turned auto-
antibody-negative by 4 years of age and remained 
so up to the end of the follow-up. None of the 
17 children with multiple autoantibodies in the 
control group turned autoantibody-negative dur-
ing follow-up. Twelve of the 99 children (12%) 
randomly assigned to the casein hydrolysate 
group and 26 of the 109 children (24%) ran-
domly assigned to the control group remained 
persistently autoantibody-positive during their 
follow-up. Accordingly, the consideration of only 
persistently autoantibody-positive children would 
rather increase than decrease the effect of wean-
ing to a highly hydrolyzed formula on the ap-
pearance of signs of beta-cell autoimmunity.
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University of Helsinki 
Helsinki, Finland 
mikael.knip@helsinki.fi

Suvi M. Virtanen, M.D., D.M.Sc.
National Institute for Health and Welfare 
Helsinki, Finland

Hans K. Åkerblom, M.D., D.M.Sc.
University of Helsinki 
Helsinki, Finland

Since publication of their article, the authors report no fur-
ther potential conflict of interest.

1.	 Mrena S, Savola K, Kulmala P, Akerblom HK, Knip M. Natu-
ral course of preclinical type 1 diabetes in siblings of affected 
children. Acta Paediatr 2003;92:1403-10.
2.	 Kukko M, Kimpimäki T, Korhonen S, et al. Dynamics of di-
abetes-associated autoantibodies in young children with human 
leukocyte antigen-conferred risk for type 1 diabetes recruited 
from the general population. J Clin Endocrinol Metab 
2005;90:2712-7.

n–3 Fatty Acids and Cardiovascular Events

To the Editor: In the Alpha Omega Trial, as 
reported by Kromhout et al. (Nov. 18 issue),1 sup-
plementation with a combination of n–3 eicosa-
pentaenoic acid (EPA) and n–3 docosahexaenoic 
acid (DHA), n–3 alpha-linolenic acid (ALA), or 
both EPA–DHA and ALA did not significantly re-
duce the rate of major cardiovascular events 

among patients who had had a myocardial in-
farction and who were receiving conventional 
state-of-the-art therapy. In contrast to the Alpha 
Omega trial, the Lyon Diet Heart Study (LDHS), 
which also involved patients who had had a myo-
cardial infarction, was stopped early because a 
clinical benefit from a margarine intervention 
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