
QUESTION:
It is well documented that IgE can lead to histamine 
related anaphylaxis. But recent publications showed 
that anaphylaxis can also be induced by IgG. The as-
sumption is that low affinity IgG1 mediated passive 
anaphylaxis also involves basophils and histamine. The 
authors investigated if it was possible to induce active 
systemic anaphylaxis (ASA) in the absence of IgE,
basophils and mast cells, as well as histamine.

METHODOLOGY 
In complex study setups with wildtype and different 
knockout mice and the use of different blocking and 
depletion agents, active and passive systemic ana-
phylaxis was induced. Several setups were tested. 
(Please refer to the original paper for details.) Using dif-
ferent blocking and depletion agents, the action of IgG 
(IgG1 and IgG2), IgG receptors and neutrophils (murine 
and human) as well as the mediators for inflammation
could be studied.

RESULTS
It could be shown, that IgG antibodies, activating 
FcγRs, neutrophils, and Platelet activating factor (PAF) 
are the main players in ASA, whereas IgE antibodies 
(12), FcεRI (5), mast cells (5, 13), and histamine do 
not play a major role. It was demonstrated that they 
even  neutrophils are not only sufficient to induce ASA, 
but play a dominant role. Indeed, neutrophil depletion, 
but not basophil depletion, eosinophil depletion, mo-
nocyte/ macrophage inhibition or mast cell deficiency, 
abrogated ASA-associated death and reduced tempe-
rature drop in WT mice. The same results occur when 
human neutrophils were used.

CONCLUSION
Anaphylaxis induction is therefore a property of neut-
rophils, which is not trivial considering that neutrophils 
are the most numerous cells among blood leukocytes 
in humans. This may have important therapeutic con-
sequences if indeed neutrophils can induce IgG-de-
pendent anaphylactic reactions in humans. In ImuPro 
of course, the antigens are not injected but ingested. 
Partial destruction of antigenic epitopes during dige-
stion, dilution with gastric fluids and only partial transit 
through the gut barrier may explain why we only ex-
perience delayed reactions after ingestion of an anti-
genic food, compared to injected antigens. This is not 
life-threatening, but can lead to chronic inflammatory 
complaints and diseases. These data may explain cer-
tain vaccination side effects, particularly in presence of 
IgG antibodies to eggs, when vaccines are used which 
contain egg proteins.
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