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Abstract
Although memory loss is the central symptom of Alzheimer’s disease, the pathophysiological mechanisms
leading to dementia are poorly understood. It is difficult to answer this issue with studies in humans and
impossible in cultured cells. Therefore animal models are needed to elucidate the molecular mechanisms
leading to dementia. The chief neuropathological changes during Alzheimer’s disease, namely neurofibrillary
tangles and amyloid plaques, have helped us to determine which molecules to focus upon in the animal
models, specifically Aβ (amyloid β) and tau. This paper presents my perspective on what we have learnt
about mechanisms of memory loss from Aβ and tau mouse models of Alzheimer’s disease.

Natural history of Alzheimer’s disease
To appreciate the context in which animal models have helped
us understand the pathophysiology of memory loss, it is im-
portant to delineate the natural history of Alzheimer’s disease.
Alzheimer’s disease has a very insidious onset; we do not
know precisely when neural dysfunction begins. The brains
of patients dying with Alzheimer’s disease are devastated by
widespread plaques, tangles and neuron loss. In 1999, it
became clear that there is a prodrome to Alzheimer’s disease,
which is frequently referred to as ‘mild cognitive impair-
ment’ [1]. These individuals have subjective complaints and
mild clinical abnormalities on examination. The brains of
individuals at this stage of illness have some plaques and
tangles, but neuron loss is restricted to the entorhinal cortex
[2,3].

Intriguingly, asymptomatic individuals who were at risk
genetically for Alzheimer’s disease have shown evidence of
brain dysfunction in functional magnetic resonance imaging
and positron emission tomography studies [4,5]. This has
given rise to the notion of a latent phase of Alzheimer’s disease
[6]. Although we do not know what kind of brain pathology
exists in these individuals, it is likely that they have rare pla-
ques and tangles, because these neuropathological abnormal-
ities appear in autopsy series of cognitively intact individuals
after the age of 40 [7]. However, studies on individuals with
mild cognitive impairment would lead to the prediction that
these asymptomatic individuals would not yet have lost any
neurons [2,3].

APP (amyloid precursor protein) transgenic
mice modelling of Alzheimer’s disease
Three scientific breakthroughs made the creation of the first
transgenic mouse models of Alzheimer’s disease possible.
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First was the isolation and sequencing of the Aβ (amyloid β)
peptide in 1984 [8]. Second was the cloning of the APP and
the elucidation of its role in generating the Aβ peptide [9–12].
Third was the discovery of the first mutation in autosomal
dominant familial Alzheimer’s disease in APP [13] and the
subsequent realization that all autosomal dominant mutations
causing Alzheimer’s disease increase the amount of the more
amyloidogenic Aβ42 [14].

This information enabled investigators to create the first
APP transgenic mice modelling Alzheimer’s disease. Alto-
gether, approx. 20 such mice models have been published (re-
viewed in [15,16]); many models show progressive plaque de-
position and loss of memory. For example, the Tg2576 mouse
model recapitulates many of the neuropathological features
of Alzheimer’s disease, including amyloid plaques [17], oxi-
dative stress [18,19], astrogliosis [20], microgliosis [21], cyto-
kine production [22–24] and dystrophic neurites [20]. Tg2576
mice also show progressive deterioration in spatial reference
memory [17,25].

However, within a year or so of the creation of the first
APP transgenic mouse models, it became apparent that many
important features of Alzheimer’s disease were conspicuously
absent, including neurofibrillary tangles, neurodegeneration
or gross atrophy, and that there was variable neuronal and
synaptic loss. Tg2576 mice were virtually devoid of such
neurodegenerative changes [20], while synaptic loss was pres-
ent in J20 and PDAPP mice [26,27], and there was some neu-
ronal loss in APP23 mice [28]. We do not understand the
factors that account for these variations between mice, but
it is clear that the differences are not attributable to vari-
ations in the expression levels of Aβ. The lack of some
important features of Alzheimer’s disease led many scientists
to challenge the validity of APP transgenic mouse models.

Criteria for validating Alzheimer
mouse models
It therefore became important to devise criteria for validating
Alzheimer’s mouse models. Here, I propose three such
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criteria: (i) theoretical validity, which refers to whether the use
of a given transgene is based on sound principles; (ii) factual
validity, which refers to how accurately various aspects of the
human disease are represented; and (iii) predictive validity,
which refers to whether studies using the model predict
outcomes seen in human trials. Clearly, predictive validity
is the main determinant of the value of a given Alzheimer’s
mouse model.

Predictive validity of APP transgenic
mouse models
Thanks to rapid progress in bench-to-bedside research on
Alzheimer’s disease, we know more about the predictive
validity of APP transgenic mice than of the transgenic mice
modelling of any other neurodegenerative illness. Aβ im-
munotherapy illustrates this point.

In 1999, the scientific community was astonished by the
demonstration that young PDAPP mice vaccinated with Aβ

failed to develop amyloid deposits and gliosis [29]. This ex-
citing result catalysed an international, multi-centre Aβ vac-
cine trial in Alzheimer’s patients. Autopsy studies of patients
receiving the vaccine showed that amyloid plaques are cleared
from large patches of the brain in the Alzheimer’s disease
patients who received an experimental Aβ vaccine [30,31].
However, neurofibrillary tangles were unaffected, and there
was persistent neuron loss [32].

When memory was examined in APP transgenic mice re-
ceiving either active or passive Aβ immunization, it was
clear that memory loss could be prevented, and preexisting
memory loss could even be restored to normal [33–36]. How-
ever, when the effects of vaccinations on cognitive function
were examined in Alzheimer’s patients, it was clear that me-
mory is not restored. In one research centre, patients who
generated antibodies that stained plaques in Tg2576 mice
crossed with mice expressing mutant presenilin-1 had a
slower decline in Mini-Mental State Examination and were
more likely to remain stable or improve [37]. However, the
result is clearly not the same as restoring normal cognitive
function in a demented patient.

In summary, when the effects of Aβ immunotherapy in
mice and humans are compared and plaques are used as a
read-out, the results obtained in mice predict what happens
in humans. However, when memory is used as a read-out,
there is a striking discrepancy between what occurs in mice
and humans. Memory is restored in APP transgenic mice, but
not in humans with Alzheimer’s disease.

One possible explanation for the discrepancy between the
outcome of treatments on memory in mice and Alzheimer’s
disease patients is that APP transgenic mice have little or no
neuronal or synaptic loss. In this respect, APP transgenic
mice such as Tg2576 mice most closely resemble individuals
in the latent phase of Alzheimer’s disease, rather than people
with mild cognitive impairment or patients with Alzheimer’s
disease. If Tg2576 mice were human, they might not even
have the subjective complaints or mild cognitive deficits that
characterize individuals with mild cognitive impairment.

However, they would, and do, have evidence of brain dys-
function.

The existence of a latent phase of Alzheimer’s disease is still
speculative, and there is currently no means of identifying
individuals in this phase. However, if it were possible to do
so, then these individuals would have a condition that would
be attractive to treat, because issues related to replacing lost
neurons could be avoided, and intervention could potentially
prevent neurodegeneration from developing.

An important area of investigation for treating individuals
in the latent phase of Alzheimer’s disease is to understand how
age-related brain dysfunction occurs in the absence of neuron
loss. Although Tg2576 and other APP transgenic mice may
represent models of the latent phase of Alzheimer’s disease,
this area of research has attracted very few investigators,
because of the dual challenges of performing large-scale,
quantitative behavioural measurements in mice combined
with the task of isolating candidate Aβ molecular species.

Molecular basis of the memory loss
without neurodegeneration in
Tg2576 mice
The goal of our initial studies was to determine whether
memory loss in Tg2576 mice was caused by fibrillar, insoluble
Aβ or soluble Aβ [25]. We identified both age-independent
and -dependent behavioural deficits in Tg2576 mice. When
the age-independent deficits were excluded, the initial decline
in memory in Tg2576 mice coincided with the appearance
of fibrillar, insoluble Aβ at approx. 6 months. Moreover,
accelerating the production of fibrillar, insoluble Aβ geneti-
cally, by crossing Tg2576 mice with the transgenic mice har-
bouring mutant presenilin-1 genes, resulted in earlier loss of
memory. These results suggested the facile interpretation that
fibrillar, insoluble Aβ was closely connected with the loss of
memory in Tg2576 mice. However, we rejected this notion
when we found no correlation whatsoever between memory
and fibrillar, insoluble Aβ in Tg2576 mice aged 5–22 months.
Since soluble Aβ molecules that were present before 6 months
of age did not appear to disrupt memory, we surmised that
only specific soluble Aβ molecules present in older mice
might be responsible. We therefore hypothesized that small,
soluble assemblies of Aβ caused memory deficits in Tg2576,
an idea that was supported by data showing significant inverse
correlations between fibrillar, insoluble Aβ and memory in
Tg2576 mice that were stratified by age. Our data showed
that memory deficits in Tg2576 mice are dissociated from
plaques and fibrillar, insoluble Aβ, and led us to conclude
that there may be specific soluble oligomers of Aβ that were
capable of disrupting memory without killing neurons or
destroying synapses [16,25]. We speculated that these specific
soluble oligomers of Aβ were related to Aβ-derived diffusible
ligands and to other soluble Aβ assemblies, which have been
shown to kill neurons, inhibit fast synaptic transmission and
decrease long-term potentiation [26,38–40].

The fact that memory deficits are dissociated from plaques
and fibrillar, insoluble Aβ has also been demonstrated in
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PDAPP mice, Tg2576 mice crossed with mice express-
ing mutant presenilin-1, J20 mice and TgCRND8 mice
[34,35,41,42]. One of the most remarkable examples was the
demonstration that the impaired performance in an object-
recognition task shown by 2-year-old PDAPP mice with
abundant amyloid plaques rapidly recovered after a single
injection of Aβ antibodies, without reducing the number or
size of amyloid plaques [35].

Although the specific Aβ assemblies in APP transgenic
mice responsible for disrupting memory without causing
neurodegeneration in the form of neuron or synapse loss have
not been identified, recent data support the hypothesis that
soluble oligomers of Aβ are both necessary and sufficient for
Aβ to disrupt cognitive function [43]. Soluble Aβ oligomers
naturally secreted by Chinese-hamster ovary cells in culture
were isolated by size-exclusion chromatography and injected
intra-cerebroventricularly into rats, which had been trained
in an operant task, the ALCR (alternating lever cyclic ratio)
test, capable of detecting subtle cognitive effects of very small
doses of psychoactive drugs. Injection of fractions containing
oligomers, but not monomers, of Aβ increased the error
rates of the rats performing the ALCR test, in a manner
that was rapid, potent and transient, and produced impaired
cognitive function without inducing permanent neurological
deficits. Thus oligomers of Aβ secreted by cultured cells
are capable of disrupting cognitive function without causing
apparent neurodegeneration when exogenously introduced
into animals.

Whether similar, endogenous Aβ molecules exist possess-
ing the same capacity to disrupt memory in animals or
humans is still a subject of debate. The identity of specific,
endogenous, oligomeric forms of Aβ that seem responsible
for cognitive deficits in Tg2576 mice, called Aβ∗, has been a
topic of our recent research (S. Lesné, J. Cleary, L. Kotilinek,
R. Kayed, C.C. Glabe and K.H. Ashe, unpublished work).

Neurofibrillary tangles, neurodegeneration
and memory loss in transgenic mice
Neurofibrillary tangles have long been associated with
neurodegeneration in hereditary and sporadic tauopathies,
Alzheimer’s disease being the most common of these dis-
orders. However, whether and how neurofibrillary tangles
disrupt cognitive function and the extent to which the struc-
tural and functional abnormalities caused by neurofibrillary
pathology are capable of being modulated are unknown.
These questions are more easily addressed in transgenic
mouse models than in other experimental systems.

Four important landmarks in tau biology made the creation
of transgenic mice producing neurofibrillary pathology
possible. First was the isolation and characterization of tau
[45], a protein involved in promoting the aggregation and
polymerization of tubulin to form microtubules. Second was
the cloning of tau [46]. Third was the recognition that tau
was the principal protein forming the core of paired helical
filaments of neurofibrillary tangles [47,48]. Fourth was the

discovery of mutations in tau linked to familial tauopathies
[49].

This knowledge led to the generation of transgenic mice
with neurofibrillary pathology, which were developed using
both mutant and wild-type tau genes [50,51]. The triple
mouse carrying mutant tau, mutant APP and mutant pre-
senilin-1 develops amyloid deposits and neurofibrillary tan-
gles [52]. The htau mouse expressing all human wild-type
tau isoforms but no mouse tau is the only one that produces
true paired helical filaments [53]. The R406W mouse is the
only transgenic mouse in which memory has been carefully
examined; very old mice show memory deficits coinciding
with the appearance of neurofibrillary pathology [54].

We have recently created transgenic mice expressing mu-
tant tau that can be suppressed with doxycycline. Following
the suppression of transgenic tau, memory function recovered
and neuron numbers stabilized, but, surprisingly, neurofib-
rillary tangles continued to accumulate [55].

Conclusions
Animal models are essential for elucidating the patho-
physiological and molecular mechanisms leading to dementia
in Alzheimer’s disease. Transgenic mouse models expressing
Aβ and tau (which are the principal molecular components
of the neuropathological hallmarks of Alzheimer’s disease,
namely amyloid plaques and neurofibrillary tangles) have
helped us to determine the molecular and cellular processes
involved in producing cognitive deficits. Soluble Aβ oligo-
mers are the leading candidates of Aβ species believed to be
responsible for disrupting memory in APP transgenic mice.
Aβ oligomers secreted by Chinese-hamster ovary cells have
been shown to be necessary and sufficient for Aβ to disrupt
the performance of rats in a complex operant task. How-
ever, the identity of the endogenous Aβ oligomers disrupting
cognitive function in animals and humans remains unknown.

The phenotype of APP transgenic mice more closely re-
sembles the latent phase of Alzheimer’s disease than the actual
disease itself, because the mice exhibit little or no neuro-
degeneration. In contrast, transgenic mice expressing tau,
which develop neurofibrillary tangles and neuron loss, mani-
fest the neurodegenerative aspects of Alzheimer’s disease.
A successful approach for the prevention and treatment of
Alzheimer’s disease involves understanding the mechanisms
of memory loss in both Aβ and tau mouse models and
applying the knowledge to develop novel interventions.
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2 Gómez-Isla, T., Price, J.L., McKeel, Jr, D.W., Morris, J.C., Growdon, J.H. and

Hyman, B.T. (1996) J. Neurosci. 16, 4491–4500
3 Morris, J.C. and Price, A.L. (2001) J. Mol. Neurosci. 17, 101–118
4 Small, G.W., Ercoli, L.M., Silverman, D.H., Huang, S.C., Komo, S.,

Bookheimer, S.Y., Lavretsky, H., Miller, K., Siddarth, P., Rasgon, N.L. et al.
(2000) Proc. Natl. Acad. Sci. U.S.A. 97, 6037–6042

5 Bookheimer, S.Y., Strojwas, M.H., Cohen, M.S., Saunders, A.M.,
Pericak-Vance, M.A., Mazziotta, J.C. and Small, G.W. (2000) N. Engl.
J. Med. 343, 450–456

6 Zandi, P.P. and Breitner, J.C. (2001) Neurobiol. Aging 22, 811–817

C©2005 Biochemical Society



594 Biochemical Society Transactions (2005) Volume 33, part 4

7 Knopman, D.S., Parisi, J.E., Salviati, A., Floriach-Robert, M., Boeve, B.F.,
Ivnik, R.J., Smith, G.E., Dickson, D.W., Johnson, K.A., Petersen, L.E. et al.
(2003) J. Neuropathol. Exp. Neurol. 62, 1087–1095

8 Glenner, G.G. and Wong, C.W. (1984) Biochem. Biophys. Res. Commun.
122, 1131–1135

9 Kang, J., Lemaire, H.-G., Unterbeck, A., Salbaum, J.M., Masters, C.L.,
Grzeschik, K.-H., Multhaup, G. and Beyreuther, K. (1987) Nature (London)
325, 733–736

10 Goldgaber, D., Lerman, M.I., McBride, O.W., Saffiotti, U. and Gajdusek,
D.C. (1987) Science 235, 877–880

11 Robakis, N.K., Ramakrishna, N., Wolfe, G. and Wisniewski, H.M. (1987)
Proc. Natl. Acad. Sci. U.S.A. 84, 4190–4194

12 Tanzi, R.E., Gusella, J.F., Watkins, P.C., Bruns, G.A.P., George-Hyslop, P.S.,
Keuren, M.L.V., Patterson, D., Pagan, S., Kurnit, D.M. and Neve, R.L.
(1987) Science 235, 880–884

13 Goate, A.M., Chartier-Harlin, C.M., Mullan, M., Brown, J., Crawford, F.,
Fidani, L., Giuffra, L., Haynes, A., Irving, N., James, L. et al. (1991)
Nature (London) 349, 704–706

14 Suzuki, N., Cheung, T.T., Cai, X.D., Odaka, A., Otvos, Jr, L., Eckman, C.,
Golde, T.E. and Younkin, S.G. (1994) Science 264, 1336–1340

15 Phinney, A.L., Horne, P., Yang, J., Janus, C., Bergeron, C. and
Westaway, D. (2003) Neurol. Res. 25, 590–600

16 Ashe, K.H. (2001) Learn. Mem. 8, 301–308
17 Hsiao, K., Chapman, P., Nilsen, S., Eckman, C., Harigaya, Y., Younkin, S.,

Yang, F. and Cole, G. (1996) Science 274, 99–102
18 Smith, M.A., Hirai, K., Hsiao, K., Pappolla, M.A., Harris, P.L., Siedlak, S.L.,

Tabaton, M. and Perry, G. (1998) J. Neurochem. 70, 2212–2215
19 Pappolla, M.A., Chyan, Y.J., Omar, R.A., Hsiao, K., Perry, G., Smith, M.A.

and Bozner, P. (1998) Am. J. Pathol. 152, 871–877
20 Irizarry, M.C., McNamara, M., Fedorchak, K., Hsiao, K. and Hyman, B.T.

(1997) J. Neuropathol. Exp. Neurol. 56, 965–973
21 Frautschy, S.A., Yang, F., Irizarry, M., Hyman, B., Saido, T.C., Hsiao, K. and

Cole, G.M. (1998) Am. J. Pathol. 152, 307–317
22 Benzing, W.C., Wujek, J.R., Ward, E.K., Shaffer, D., Ashe, K.H., Younkin,

S.G. and Brunden, K.R. (1999) Neurobiol. Aging 20, 581–589
23 Tan, J., Town, T., Paris, D., Mori, T., Suo, Z., Crawford, F., Mattson, M.P.,

Flavell, R.A. and Mullan, M. (1999) Science 286, 2352–2355
24 Lim, G.P., Yang, F., Chu, T., Chen, P., Beech, W., Teter, B., Tran, T.,

Ubeda, O., Ashe, K.H., Frautschy, S.A. et al. (2000) J. Neurosci. 20,
5709–5714

25 Westerman, M.A., Cooper-Blacketer, D., Mariash, A., Kotilinek, L.,
Kawarabayashi, T., Younkin, L.H., Carlson, G.A., Younkin, S.G. and Ashe,
K.H. (2002) J. Neurosci. 22, 1858–1867

26 Hsia, A.Y., Masliah, E., McConlogue, L., Yu, G.Q., Tatsuno, G., Hu, K.,
Kholodenko, D., Malenka, R.C., Nicoll, R.A. and Mucke, L. (1999)
Proc. Natl. Acad. Sci. U.S.A. 96, 3228–3233

27 Games, D., Adams, D., Alessandrini, R., Barbour, R., Berthelette, P.,
Blackwell, C., Carr, T., Clemens, J., Donaldson, T., Gillespie, F. et al. (1995)
Nature (London) 373, 523–527

28 Calhoun, M.E., Wiederhold, K.H., Abramowski, D., Phinney, A.L.,
Probst, A., Sturchler-Pierrat, C., Staufenbiel, M., Sommer, B. and
Jucker, M. (1998) Nature (London) 395, 755–756

29 Schenk, D., Barbour, R., Dunn, W., Gordon, G., Grajeda, H., Guido, T.,
Hu, K., Huang, J., Johnson-Wood, K., Khan, K. et al. (1999)
Nature (London) 400, 173–177

30 Nicoll, J.A., Wilkinson, D., Holmes, C., Steart, P., Markham, H. and Weller,
R.O. (2003) Nat. Med. 9, 448–452

31 Ferrer, I., Boada Rovira, M., Sanchez Guerra, M.L., Rey, M.J. and
Costa-Jussa, F. (2004) Brain Pathol. 14, 11–20

32 Greenberg, S.M., Bacskai, B.J. and Hyman, B.T. (2003) Nat. Med. 9,
389–390

33 Morgan, D., Diamond, D.M., Gottschall, P.E., Ugen, K.E., Dickey, C.,
Hardy, J., Duff, K., Jantzen, P., DiCarlo, G., Wilcock, D. et al. (2000)
Nature (London) 408, 982–985

34 Janus, C., Pearson, J., McLaurin, J., Mathews, P.M., Jiang, Y., Schmidt, S.D.,
Chishti, M.A., Horne, P., Heslin, D., French, J. et al. (2000)
Nature (London) 408, 979–982

35 Dodart, J.C., Bales, K.R., Gannon, K.S., Greene, S.J., DeMattos, R.B.,
Mathis, C., DeLong, C.A., Wu, S., Wu, X., Holtzman, D.M. et al. (2002)
Nat. Neurosci. 5, 452–457

36 Kotilinek, L.A., Bacskai, B., Westerman, M., Kawarabayashi, T.,
Younkin, L., Hyman, B.T., Younkin, S. and Ashe, K.H. (2002) J. Neurosci.
22, 6331–6335

37 Hock, C., Konietzko, U., Streffer, J.R., Tracy, J., Signorell, A.,
Muller-Tillmanns, B., Lemke, U., Henke, K., Moritz, E., Garcia, E. et al.
(2003) Neuron 38, 547–554

38 Roher, A.E., Chaney, M.O., Kuo, Y.M., Webster, S.D., Stine, W.B.,
Haverkamp, L.J., Woods, A.S., Cotter, R.J., Tuohy, J.M., Krafft, G.A. et al.
(1996) J. Biol. Chem. 271, 20631–20635

39 Lambert, M.P., Barlow, A.K., Chromy, B.A., Edwards, C., Freed, R.,
Liosatos, M., Morgan, T.E., Rozovsky, I., Trommer, B., Viola, K.L. et al.
(1998) Proc. Natl. Acad. Sci. U.S.A. 95, 6448–6453

40 Walsh, D.M., Klyubin, I., Fadeeva, J.V., Cullen, W.K., Anwyl, R., Wolfe,
M.S., Rowan, M.J. and Selkoe, D.J. (2002) Nature (London) 416,
535–539

41 Palop, J.J., Jones, B., Kekonius, L., Chin, J., Yu, G.Q., Raber, J., Masliah, E.
and Mucke, L. (2003) Proc. Natl. Acad. Sci. U.S.A. 100, 9572–9577

42 Holcomb, L.A., Gordon, M.N., Jantzen, P., Hsiao, K., Duff, K. and
Morgan, D. (1999) Behav. Genet. 29, 177–185

43 Cleary, J.P., Walsh, D.M., Hofmeister, J.J., Shankar, G.M., Kuskowski, M.A.,
Selkoe, D.J. and Ashe, K.H. (2005) Nat. Neurosci. 8, 79–84

44 Reference deleted
45 Weingarten, M.D., Lockwood, A.H., Hwo, S.Y. and Kirschner, M.W. (1975)

Proc. Natl. Acad. Sci. U.S.A. 72, 1858–1862
46 Neve, R.L., Harris, P., Kosik, K.S., Kurnit, D.M. and Donlon, T.A. (1986)

Brain Res. 387, 271–280
47 Grundke-Iqbal, I., Iqbal, K., Quinlan, M., Tung, Y.C., Zaidi, M.S. and

Wisniewski, H.M. (1986) J. Biol. Chem. 261, 6084–6089
48 Kosik, K.S., Joachim, C.L. and Selkoe, D.J. (1986) Proc. Natl.

Acad. Sci. U.S.A. 83, 4044–4048
49 Hutton, M., Lendon, C.L., Rizzu, P., Baker, M., Froelich, S., Houlden, H.,

Pickering-Brown, S., Chakraverty, S., Isaacs, A., Grover, A. et al. (1998)
Nature (London) 393, 702–705

50 Ishihara, T., Hong, M., Zhang, B., Nakagawa, Y., Lee, M.K., Trojanowski,
J.Q. and Lee, V.M. (1999) Neuron 24, 751–762

51 Lewis, J., McGowan, E., Rockwood, J., Melrose, H., Nacharaju, P.,
Van Slegtenhorst, M., Gwinn-Hardy, K., Paul Murphy, M., Baker, M., Yu, X.
et al. (2000) Nat. Genet. 25, 402–405

52 Oddo, S., Caccamo, A., Shepherd, J.D., Murphy, M.P., Golde, T.E.,
Kayed, R., Metherate, R., Mattson, M.P., Akbari, Y. and LaFerla, F.M.
(2003) Neuron 39, 409–421

53 Andorfer, C., Kress, Y., Espinoza, M., de Silva, R., Tucker, K.L., Barde, Y.A.,
Duff, K. and Davies, P. (2003) J. Neurochem. 86, 582–590

54 Tatebayashi, Y., Miyasaka, T., Chui, D.H., Akagi, T., Mishima, K.,
Iwasaki, K., Fujiwara, M., Tanemura, K., Murayama, M., Ishiguro, K. et al.
(2002) Proc. Natl. Acad. Sci. U.S.A. 99, 13896–13901

55 SantaCruz, K., Lewis, J., Spires, T., Paulson, J., Kotilinek, L., Ingelsson, H.,
Guimaraes, A., De Twe, M., McGowan, E., Forster, C. et al. (2005)
Science, in the press

Received 18 March 2005

C©2005 Biochemical Society


