
less decline in the immunoreactive
population. However, the MMSE
scores for the group that did not pro-
duce antibodies declined significantly
more than would be expected for an
untreated population, an observation
which emphasizes the risks of over
interpreting data gleaned from such a
small sample of patients.

The finding that sustained pro-
duction of serum antibodies gener-
ated against Aβ plaques can slow
cognitive deterioration is key evi-
dence for the involvement of Aβ in
Alzheimer’s disease progression. This
good news is somewhat tempered by
the reported development of aseptic
meningoencephalitis in three of the
Zurich patients, although two of
these patients did exhibit serum
immunoreactivity and improved
cognitive function.

Adam Smith
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Central to the amyloid hypothesis of
Alzheimer’s disease is the primary
role of aggregated β-amyloid (Aβ)
peptide in causing the pathogenesis
and loss of cognitive function charac-
teristic of the disease. But the fashion-
ability of Aβ as a potential therapeutic
target suffered a setback last year
when Elan/Wyeth-Ayerst’s much her-
alded clinical trial of passive immu-
nization against Aβ as a treatment for
Alzheimer’s disease was halted due to
the development of adverse reactions
in a subset of patients. At the time, the
paucity of information surrounding
the reasons for interrupting the trial
only increased concern about the
validity of the approach, and it was
subsequently revealed that 6% of
patients had developed a potentially
life-threatening aseptic meningoen-
cephalitis. Although the trial remains
suspended, a paper in the 22 May
issue of Neuron now reports reduced
cognitive decline in a small cohort of
enrolled patients that developed a
high titre of antibodies to Aβ.

The study by Hock et al. describes
results obtained from the Zurich
cohort of the Phase IIa multicentre
trial, which represents just 30 patients
out of a total of 300. Of these, 24 had
received an intramuscular injection
of pre-aggregated synthetic Aβ

42
,

together with adjuvant to stimulate
an immune response, followed by a
booster injection one month later.
Placebo had been given to the

remaining six patients, and investi-
gators were not informed of the
drug/placebo status of any of the
trial group. The cognitive abilities of
this patient population were fol-
lowed over the course of the year
following immunization, with neu-
ropsychological assessment being
carried out at baseline and after
eight and twelve months. Measures
of cognitive status were then corre-
lated with the development of anti-
bodies to Aβ plaques, quantitatively
assessed using a specially designed
tissue amyloid plaque immunoreac-
tivity assay, which measures the
immunoreactivity of human sera for
Aβ plaques in fixed tissue sections
taken from the brains of a mouse
model of Alzheimer’s disease.

Of the twenty-eight patients still
enrolled after a year (there were two
dropouts), the nineteen who gener-
ated antibodies against Aβ were
found to perform significantly better
in neuropsychological tests after eight
and twelve months than the nine
patients that did not show immuno-
reactivity. Overall, Mini Mental
State Examination (MMSE) scores
in the antibody-producing patients
remained unchanged during the
course of the year, indicating no sig-
nificant cognitive decline by this mea-
sure. Cognitive status reported by the
patients’ caregivers, measured by the
Disability Assessment for Dementia
rating scale, also showed significantly
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