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Alzheimer’s disease (AD) pathogenesis has been associ-
ated with the accumulation, aggregation and deposition of
amyloid beta (Aβ) peptides in the brain. Aβ immunotherapy
provides great potential to treat or prevent AD. A clinical
trial with Aβ42 peptide vaccination in AD patients caused
meningo-encephalitis in 6％ of the participants which was
likely due to a Th1 immune response, and was stopped. In
this study, we have compared in detail the immune response
in wild-type mice after vaccination with Aβ42 trimer DNA
delivered by gene gun and i.p. injection of Aβ42 peptide in
combination with the adjuvant Quil A. Antibody titers, epi-
tope mapping and isotype profiles of the Aβ42 specific anti-
bodies were followed throughout the immunization proce-
dure. Results were as follows: (1) Aβ42 trimer DNA vaccina-

tion using the Gal4�UAS expression system resulted in high
Aβ42 specific antibody titers. (2) Epitope mapping showed
that both antigens, DNA and peptide, elicited a response to-
wards the known B cell epitope, Aβ1-15 (3) The isotype pro-
file of the antibodies differed markedly; a predominant IgG1
antibody response was found in the DNA vaccinated mice in-
dicating a Th2 type of immune response. The peptide immu-
nized mice showed a mixed Th1�Th2 immune response with
IgG1 and IgG2a antibodies in similar amounts. The charac-
teristic Th2 type of response after Aβ42 DNA vaccination re-
duces the likelihood of inflammatory activities of the immune
system towards the self peptide Aβ42 in brain. Therefore,
this vaccination protocol has a high probability to be effec-
tive and safe for a treatment therapy in AD.
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