CORRESPONDENCE

In summary, the GINI trial is the largest and most comprehensive
multicenter randomized and double-blind study (no case report!).
The results clearly demonstrate a significant and clinically meaning-
ful reduction in eczema risk until 3 years in infants at increased risk
for allergies for 2 of the 3 hydrolyzed formulae compared to cow’s
milk formula as control. The observational cohort and the extension
of the follow-up for both cohorts provide further post hoc analyses,

including the fully breastfed group.
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Comments on Schocker et al

To the Editor,
In a very recent article on this journal, Schocker et al' wondered if a
series of allergic persistent reaction in breast-fed newborns, showing
allergy to cow’s milk, should be explained by a primary sensitization
to human breast milk or by a cross-reactivity with cow’s milk pro-
teins. The authors conducted an interesting study on a 29-years old
adult, who experienced such allergic pattern when he was a breast-
fed baby, then experienced anaphylaxis and cardioplegia during his
childhood and due to the severity of his food allergy, underwent
oral immunotherapy (OIT), with an adjunctive treatment with omali-
zumab.! A possible cross-reactivity between cow’s and human's ca-
sein, mainly B-casein, has been suggested in this case report. While
reading this article, we raised some comments about.

In a first line, it would be very interesting to initially highlight
on the possible interaction between whey proteins in skim milk and

human breast milk, when cow’s milk is heated (from 75 to 100°C), a
process which might increase the dimension of casein micelles and
the ability to be further digested.z’3 It is tempting to speculate that
gut mucosal immunity may be involved in a non-IgE-mediated al-
lergic reaction to these casein-derived proteins, where group 2 in-
nate lymphoid cells should produce significant amounts of IL-5 and
IL-13, thereby contributing to a type 2-mediated inflammation.*
Recent reports showed that -casein is a major protein component
of cow’s milk and that major frequent variants in dairy herds are
A1l and A2, where recent studies showed that milk containing Al
B-casein promoted intestinal inflammation and exacerbated gastro-
intestinal symptoms, promoting the diagnosis of a milk intolerance,
aside from lactose.’

Several different mutations in bovine beta-casein gene have
been recently discovered, leading to at least 12 genetic variants and
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out of these A1l and A2 are the most common, they differ for a single
aminoacid at position 67, histidine for A1 and proline for A2 and gave
origin to an intriguing hypothesis of how these genetic variants lead
to allergy toward beta-casein, probably because A1 variant, which is
much more diffused in cow’s milk for infants, generates an immune
bioactive protein, called beta-casomorphin 7 (BCM7).6

The authors did not address also the hypothesis whether or not
the subject really suffers from a milk intolerance, rather than a true
cow’s milk allergy. The involvement of IgEs in this kind of milk intol-
erance should depend on the Th2-induced response by gut mucosal
type 2 lymphoid cells.”®

Furthermore, basophil responsiveness to polyclonal anti-IgEs
(control) and milk allergens should show a non-IgE-mediated re-
sponse, rather than an IgE-mediated allergy.

Basophil reactivity to the many milk-derived allergens should
suggest, in an attempt to meet the authors’ conclusions, who re-
ported that following 6 months of omalizumab treatment, this re-
activity decreased and was much more marked following twelve
months of omalizumab treatment and 2 months of OIT, than an
allergic IgE-mediated mechanism must explain the reported ev-
idence.! Interestingly, the greatest decrease in CD63% upon
allergen-challenged basophils, following 6 months of omalizumab,
seems to occur for breast milk rather than cow’s milk and for
human rather than bovine a-lactalbumin.X A much keener obser-
vation of the in vitro basophil activation should suggest that these
cells are very poorly responsive to polyclonal anti-IgEs and hence
poorly responsive to an IgE-mediated mechanism. Taking into ac-
count that the CD63 activation threshold is usually higher than
5%-10%"* and that a CD63 threshold 25.01% gives a limited BAT
sensitivity (68.18% with Cl 95% 45.11%-82.26%), so giving a sig-
nificant proportion of FPs, the IgE-mediated response of basophils
to the polyclonal anti-IgEs actually appears very scanty respect to
the non-IgE-mediated response, modeled by fMLP.! In this con-
text, it might be very difficult to ascertain if the CD63 response to
the many milk allergens was elicited via an IgE-mediated response
rather a non-IgE-mediated one.’? Altogether, no further or very
few allergen showed a CD63 upregulated fraction of basophils
higher than 5% in a dose-dependent manner.! The authors should
ask also if the subject investigated in their case report underwent
the intake of soy milk during his first months/years of life, as in this
case, a possible non-IgE-mediated gastrointestinal food allergy
cannot be completely excluded.*®*

The basophil activation test (BAT) indicates that the IgE-mediated
response may be dampened either by anergic or by hyporesponsive
basophils, and in this sense, we could not be sure about the role of an
active allergic reactions to cow’s milk in the adult subject. If clinical
data are strongly presumptive of a full-blown allergy, then the very
low poor basophil IgE-mediated response might be due to the test
performance.10

The paper by Schocker et al is particularly interesting, yet ba-
sophil activation test should be improved and further insights are

needed to elucidate this case report.
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