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ii EE . IgE Regulation : Then and Now

E B . Allergy is a common disease in all industrialized countries. Its symptoms can

range frommi ld hayfever to | ife—threatning anaphylactic shock. A deregulated immunoglobulin
E (IgE) response together with a Th-2 biased T cell response is at the core of the allergic
immune response. However, basic research has still to gain a better understanding of
fundamental regulations of the IgEk B cell response, before better immunotherapy is available
for patients. Here, I will discuss advances in genetic murine models for IgE and its low
affinity receptor on B cells (CD23). In particular we will discuss recent findings that IgE
expression on B cells results not in memory IgE* B cell generation, but rather in plasma
cell formation or early cel| death by apoptosis. This mechanism has been detected by Japanese
scientists and could be confirmed by a novel 1gE knock in mouse model we generated. Inaddition
we will present recent data on CD23 function, which suggest that IgE is indeed regulated
by a mechanism that modulates B cell receptor signaling.
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Summary: Allergy is a common disease in all industrialized countries. Its symptoms can
range from mild hayfever to life-threatning anaphylactic shock. A deregulated
immunoglobulin E (IgE) response together with aTh-2 biased T cell response is at the core of
the allergic immune response. However, basic research has still to gain a better
understanding of fundamental regulations of the IgE B cell response, before better
immunotherapy is available for patients. Here, I will discuss advances in genetic murine
models for IgE and its low affinity receptor on B cells (CD23). In particular we will discuss
recent findings that IgE expression on B cells results not in memory IgE* B cell generation,
but rather in plasma cell formation or early cell death by apoptosis. This mechanism has
been detected by Japanese scientists and could be confirmed by a novel IgE knock in mouse
model we generated. In addition we will present recent data on CD23 function, which
suggest that IgE i1s indeed regulated by a mechanism that modulates B cell receptor
signaling. These experiments are extended by a collaboration with Dr. Takahiro Adachi,
Tokyo Medical and Dental University, who will analyze Ca2* mobilization in vivo. Taken

together our data shed a new light on the various levels of IgE regulation.
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