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Alzheimer’s disease (AD) is a progressive, neurodegenera-
tive disorder characterized by amyloid deposition in the
cerebral neuropil and vasculature. These amyloid depos-
its comprise predominantly fragments and full-length (40
or 42 residue) forms of the amyloid �-protein (A�) orga-
nized into fibrillar assemblies. Compelling evidence indi-
cates that factors that increase overall A� production or
the ratio of longer to shorter forms, or which facilitate
deposition or inhibit elimination of amyloid deposits,
cause AD or are risk factors for the disease. In vitro
studies have demonstrated that fibrillar A� has potent
neurotoxic effects on cultured neurons. In vivo experi-
ments in non-human primates have demonstrated that
A� fibrils directly cause pathologic changes, including
tau hyperphosphorylation. In concert with histologic
studies revealing a lack of tissue injury in areas of the
neuropil in which non-fibrillar deposits were found, these
data suggested that fibril assembly was a prerequisite for
A�-mediated neurotoxicity in vivo. Recently, however,
both in vitro and in vivo studies have revealed that solu-
ble, oligomeric forms of A� also have potent neurotoxic
activities, and in fact, may be the proximate effectors of
the neuronal injury and death occurring in AD. A para-
digm shift is thus emerging that necessitates the reeval-
uation of the relative importance of polymeric (fibrillar) vs.
oligomeric assemblies in the pathobiology of AD. In ad-
dition to AD, an increasing number of neurodegenerative
disorders, including Parkinson’s disease, familial British
dementia, familial amyloid polyneuropathy, amyotrophic
lateral sclerosis, and prion diseases, are associated with
abnormal protein assembly processes. The archetypal
features of the assembly-dependent neuropathogenetic
effects of A� may thus be of relevance not only to AD but
to these other disorders as well. © 2002 Wiley-Liss, Inc.
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In 1906, Alois Alzheimer reported the histopatho-
logic analysis of an unusual case of dementia (Alzheimer,

1906). The “peculiar substance” that Alzheimer observed
(Alzheimer, 1907) in the cerebral cortex of this patient,
August D., was later found to be composed of fibrils of the
amyloid �-protein (A�) (Teplow, 1998; Selkoe, 2001).
Not surprisingly, an important paradigm guiding efforts
over the last century toward therapeutic intervention in
AD has been that fibril formation by A� leads to neuro-
degeneration and death (Hardy and Higgins, 1992). This
paradigm has provided the theoretical basis for recent
therapeutic approaches demonstrating promise for amy-
loid elimination (Schenk et al., 2000; Cherny et al., 2001;
DeMattos et al., 2001). Mounting evidence, however,
suggests that soluble, oligomeric A� assemblies cause sub-
stantial neuronal dysfunction before the appearance of
amyloid deposits (Klein et al., 2001). Amyloid fibril for-
mation and deposition thus may be end stages of a process
in which the key pathogenetic events occur early and are
mediated by oligomeric assemblies. If so, fibril elimination
strategies may prove ineffective or counterproductive
(Biospace.com, 2002; Pasinetti et al., 2002). Space limita-
tions prevent a full reconciliation of the new findings
about soluble oligomers with the extensive body of ex-
perimental work linking fibrils to neurodegeneration. It
should be noted, however, that the two types of assembly
exist in equilibrium. This relationship means that kinetic,
thermodynamic, and physiologic factors affecting the for-
mation, metabolism, and activity of one structure also can
affect the other. In this review, we restrict our attention to
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recent in vivo and in vitro studies of A� oligomerization
and its role in neuronal dysfunction. In addition, we
survey work on other proteins and peptides for which an
etiologic association between abnormal oligomerization
and neurodegeneration has been suggested. Taken to-
gether, evidence accumulated in these studies supports a
refocusing of research efforts away from fibril formation
per se and toward the examination of the initial stages of
protein folding and oligomerization.

A� ASSEMBLY AND
NEURODEGENERATION

By definition, Alzheimer’s disease is characterized by
the formation of neuritic plaques and neurofibrillary tan-
gles (NFT) (Khachaturian, 1985; Mirra, 1991; Esiri,
2001). The neuronal injury and death associated with this
extracellular amyloid deposition and intracellular NFT
accumulation, and with amyloid angiopathy, likely con-
tribute to the clinical features of AD. The relative roles of
each of these phenomena in the pathogenesis of AD,
however, has been contentious. For this reason, we pref-
ace this section of the review with a brief discussion of the
roles of A� and tau in AD. The hypothesis that amyloid
plaque formation is the proximate cause of AD has re-
ceived the greatest attention and is supported by the largest
body of evidence (Hardy and Higgins, 1992; Hardy,
1997). Significant experimental support, however, also
exists for the involvement of the microtubule-associated
protein tau (Mandelkow and Mandelkow, 1998). Of rel-
evance to the question of the roles of A� and tau in AD
neuropathology is the finding that mouse double trans-
genics, expressing both the human amyloid �-protein
precursor (A�PP) and tau, exhibit enhanced NFT forma-
tion relative to the single, tau transgenic control animals
(Lewis et al., 2001). Formation of NFT also has been
induced by direct injection of A�(1–42) into the brains of
transgenic mice expressing human tau (Gotz et al., 2001),
although tangle formation in neurons does not necessarily
require their proximity to amyloid deposits (Lewis et al.,
2001). Masliah et al. (2001) studied transgenic mice ex-
pressing the V717F form of A�PP and found that amyloid
formation preceded the appearance of aggregates contain-
ing phosphorylated tau epitopes associated with AD.
These studies suggest that (over)expression of A�PP or
elevation of A� concentration induce tau assembly. Con-
versely, tau itself may mediate A�-induced neuronal de-
generation. In a cell culture model of fibrillar A�-induced
neuronal injury, hippocampal neurons isolated from trans-
genic mice expressing either mouse or human tau degen-
erated, whereas cells from tau knockout animals remained
viable (Rapoport et al., 2002). It is also possible, however,
that neither A� nor tau play the key role in AD patho-
genesis. For example, Mesulam (1999) has proposed an
intriguing and reasonable scenario in which a variety of
factors first compromise the neuroplastic potential of the
brain, after which A� and tau both become involved in
the neurodegenerative process (Terry, 2001). To advance
our understanding of the etiology of AD, it is critical to
test each hypothesis in as critical and unbiased a manner as

possible. We focus on evidence relating to the role of A�
assembly in neurodegeneration. Our goal is to provide
perspective in this area to facilitate the design and execu-
tion of experiments able to address the most critical un-
derpinnings of the “amyloid cascade hypothesis” and re-
veal key pathogenetic mechanisms in AD.

Human Studies
Past efforts to correlate amyloid deposition with

measures of clinical status have been problematic (Selkoe,
1994). Simple measures of total amyloid burden or plaque
number do not correlate convincingly with disease sever-
ity. Greater promise was shown with region-specific
quantitation of plaque burden. For example, Cummings et
al. (1996) reported that the area of entorhinal cortex
occupied by A� correlated significantly with global cog-
nitive impairment. Näslund et al. (2000) showed that
levels of A� peptides ending at either Val40 or Ala42 were
elevated in AD and directly correlated with dementia, as
measured by CDR scores (Hughes, 1982; Morris, 1993).
They also reported that increases in A� levels in the frontal
cortex preceded the appearance of NFT, suggesting an
important role for A� early in AD (Näslund et al., 2000).
Wang et al. (1999) showed that the progression from
normal aging to “pathologic” aging, and then on to frank
AD, is accompanied by a consistent, statistically significant
increase in insoluble A�. Interestingly, significant increases
in soluble A� also correlated with the severity of brain
pathology. Subsequent studies have confirmed and ex-
tended this latter result. McLean et al. (1999) used West-
ern blotting to quantify levels of soluble and insoluble A�.
They observed a three-fold increase in soluble A� in
histologically-confirmed AD cases relative to control
cases. Of particular interest was the finding that levels of
soluble A� directly correlated with NFT density. In con-
trast, the level of insoluble A� (also a measure of total
amyloid load) only discriminated AD cases from controls,
but did not correlate with other disease measures. Lue et
al. (1999) measured 11 different parameters of synapse,
A�, plaque, and NFT level in AD patients, normal pa-
tients, and patients with pronounced neurohistopathology
in the absence of clinical signs of AD. The most significant
correlate of synapse loss was the level of A�(1–40),
whether present in soluble or insoluble fractions. Levels of
soluble A�(1–40) were the most significant discriminator
among AD patients, “high pathology” controls, and nor-
mal individuals. Pitschke et al. (1998), using spectroscopic
techniques, have demonstrated an association of soluble
CSF A� with AD. In Down’s syndrome, patients surviv-
ing into their fourth decade invariably display histopatho-
logic evidence of AD (Rumble et al., 1989). This is
thought to be a gene dosage effect resulting from the
trisomy of chromosome 21 (Rumble et al., 1989; Prasher
et al., 1998), on which the A�PP gene resides (Blacker and
Tanzi, 1998). Teller et al. (1996) have measured levels of
soluble A�(1–42) in the brains of Down’s patients over a
6-decade age range, including pre partum. They were able
to detect soluble A�(1–42) in these patients when no
peptide was detectable in normal controls (Teller et al.,
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1996). Taken together, the studies discussed above suggest
that one hypothesis worthy of testing is that soluble A�
species are critical early contributors to the pathogenesis of
AD.

Studies of Transgenic Animals
A number of excellent animal models of AD are

available that recapitulate specific aspects of the disease
process. In transgenic mice overexpressing human A�PP
or presenilins, early and extensive amyloid deposition is
observed (Duff and Rao, 2001). Initial studies of trans-
genic animals demonstrated a correlation between amyloid
deposition and neuronal dysfunction (Games et al., 1995;
Hsiao et al., 1996; Masliah et al., 1996). Subsequently,
monitoring of a variety of neurophysiological measures
revealed that significant neuronal injury occurred before
the appearance of plaques (Dodart et al., 1999; Hsia et al.,
1999; Larson et al., 1999; Moechars et al., 1999; Kumar-
Singh et al., 2000; Mucke et al., 2000). A study of specific
spatial learning deficits in A�PP-overexpressing mice
(Koistinaho et al., 2001) suggested that memory impair-
ment might be caused by diffuse A� deposits, but not
plaques. Chen et al. (2000) demonstrated that sub-
neurotoxic concentrations of A� could strongly suppress
long-term synaptic plasticity in the hippocampus. This
effect may underlie the memory deficits occurring in
Alzheimer’s disease before neuronal cell loss. Careful
quantitative studies in transgenic mice expressing FAD-
associated human presenilin (PS) genes have shown that
neurodegeneration was significantly accelerated in aged
(older than 13 months) mice, in the absence of amyloid
plaque formation (Chui et al., 1999). Walsh et al. (2002)
have provided recently additional evidence that A� oli-
gomers are potent neurotoxins. In studies in normal rats,
oligomeric A� assemblies injected intracerebrally caused
significant inhibition of hippocampal long-term potentia-
tion, whereas monomeric A� had no effect. Thus, in mice
and rats, as in humans, neuronal dysfunction caused by
soluble, oligomeric A� assemblies may occur indepen-
dently of, and before, amyloid deposition. Direct experi-
mental support for the primacy of oligomer-mediated
neuronal injury has come from very recent studies dem-
onstrating that both subchronic (6-week) and acute (sin-
gle) passive immunization of A�PP-transgenic mice with
A�-specific antibodies can rapidly reverse memory im-
pairment without affecting total amyloid burden (Dodart
et al., 2002).

In Vitro Studies
The association of amyloid deposition with the pro-

gression of AD has stimulated studies examining the po-
tential correlation of A� assembly state and neurotoxicity.
Early work in this area demonstrated that A� fibrils were
neurotoxic (Pike et al., 1991, 1993; Roher, 1991). This
observation has been confirmed many times (Kuroda and
Kawahara, 1994; Howlett et al., 1995; Forloni et al., 1996;
Weldon et al., 1998), a fact lending considerable impor-
tance to efforts to elucidate the structural and thermody-
namic features of the fibril assembly process (for reviews,

see Teplow, 1998; Serpell, 2000). In 1997, two groups
reported the discovery of a fibril assembly intermediate,
the protofibril (Harper et al., 1997; Walsh et al., 1997).
This structure appears to be the immediate precursor of
amyloid-type fibrils and is typically observed as a short,
flexible, filamentous assembly (Harper et al., 1999; Walsh
et al., 1999). Protofibrils have diameters of �5 nm and
often display a beaded appearance (Nybo et al., 1999;
Walsh et al., 1999; Blackley et al., 2000).

One goal of fibril-centric therapeutic strategies is the
dissociation and elimination of fibrils in situ in affected
areas of the brain. If dissociation were to produce proto-
fibrils, and these assemblies were themselves toxic, how-
ever, then the strategy would fail. For this reason, studies
have been done to determine if protofibrils were neuro-
toxic. Using three different approaches, lactate dehydro-
genase (LDH) release, dye (MTT) metabolism, and elec-
trical activity, protofibrils were found to be potent
neurotoxins (Hartley et al., 1999; Walsh et al., 1999).
Protofibrils added to cultured primary rat cortical neurons
caused LDH release (a measure of cell death) in a
concentration- and time-dependent manner. However,
because cell death assays can require extended incubation
times (�1 week), associating toxic activity with a partic-
ular assembly can be problematic. MTT assays, which
reveal physiologic effects after incubation times of a few
hours (Shearman et al., 1994, 1995; Howlett et al., 1995;
Liu and Schubert, 1997), were thus used to determine
whether protofibrils could affect the physiology of cul-
tured rat neurons over a time-scale during which little or
no protofibril3fibril conversion occurred. Significant in-
hibition of MTT metabolism was observed and the effects
were proportionate to protofibril concentration (Walsh et
al., 1999). Finally, when protofibrils or fibrils were added
to neurons and electrical activity monitored, a rapid, sus-
tained increase in excitatory post-synaptic currents
(EPSCs) was recorded (Hartley et al., 1999). Highly sig-
nificant increases in the frequency of action potentials and
the magnitude and frequency of membrane depolariza-
tions also were observed. These effects may underlie cer-
tain of the toxic consequences of A� assemblies in vivo.

Support for the involvement of protofibrils in neu-
rodegeneration recently has come from an intriguing study
of a kindred in northern Sweden in which early onset AD
is caused by an E693G mutation in the A�PP gene (Nils-
berth et al., 2001). Carriers of this “Arctic” mutation show
decreased plasma levels of A�(1–40) and A�(1–42), con-
trary to the effects of other A�PP mutations. Kinetics
studies, however, showed that the Arctic form of A�(1–
40) formed protofibrils at a higher rate and in greater
quantities than did the wild-type peptide, suggesting that
the pathogenetic mechanism of the Arctic form of AD
involves protofibrils. Taken together with the fact that
protofibrils are toxic to neurons in vitro, these data em-
phasize the potential importance of protofibrils in AD
pathogenesis and the necessity to better understand pro-
tofibril formation. In fact, it has been postulated that
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protofibril-induced neuronal injury may be a universal and
central feature in neurodegenerative disorders (Haass and
Steiner, 2001).

In addition to protofibrils, A�(1–42) forms globular
assemblies termed ADDLs (A�-derived diffusible ligands)
(Oda et al., 1995; Lambert et al., 1998). The precise
structural relationship between ADDLs and protofibrils
remains to be determined. Like protofibrils, however,
ADDLs are potent neurotoxins. ADDLs can kill mature
neurons in organotypic CNS cultures at nanomolar con-
centrations (Lambert et al., 1998). Neuronal dysfunction
caused by ADDLs occurs before cellular degeneration
(Lambert et al., 1998). For example, ADDLs inhibit hip-
pocampal long-term potentiation (Lambert et al., 1998;
Wang et al., 2002), indicating an immediate impact on
signal transduction. Functional studies suggest that this
effect may involve the Fyn kinase (Lambert et al., 1998).
Recent toxicity studies using neuroblastoma N2A cells
have suggested that ADDLs are more toxic than fibrillar
forms of A�(1–42) (Manelli et al., 2001). Interestingly, the
concentration of ADDL-like oligomers in soluble extracts
of AD brain has been found to be elevated relative to that
in normal controls (Gong et al., 2001). The unique ability
of A�(1–42) [relative to A�(1–40)] to form ADDLs offers
one explanation for the strong clinical association of
A�(1–42) with AD.

A� Assembly and Neurodegeneration:
Conclusions

The multifactorial etiology of AD complicates the
construction of simple schemes of disease pathogenesis.
Late in the disease process, anatomic and physiologic
changes in the brain are abundant and obvious. This has
led to the correlation of a variety of markers with AD
(Percy et al., 2000). For most, if not all of these markers,
their causative role in AD remains at issue. Ideally, one
would like to identify factors that initiate the AD patho-
genetic cascade. This would provide opportunities to in-
tervene at early stages of the disease, before irrevocable
neuronal injury and loss. In the case of A�, the experi-
mental results discussed above support, but do not prove
formally, the hypothesis that soluble, pre-fibrillar assem-
blies are early and powerful effectors of neuropathogen-
esis. Thoughtful strategies for combined in vivo and in
vitro study of the assembly and biological activities of A�
assemblies are necessary to test further this intriguing idea.
The laws of physics, which control the folding, assembly,
and physiologic interactions of A�, operate in all milieus.
Therefore, basic mechanistic insights into A� assembly
achieved through biophysical studies in vitro are of great
relevance. A� metabolism in vivo, however, involves
more than simple protein expression and homotypic in-
teraction. A full understanding of A� biology requires that
the activities of heterotypic (non-A�) factors (e.g., chap-
erones, membrane components) in modulating A� assem-
bly and activity be integrated with the knowledge ob-
tained from in vitro studies.

ABERRANT PROTEIN ASSEMBLY AND
OTHER NEURODEGENERATIVE

DISORDERS
AD is the most prevalent late-onset neurodegenera-

tive disorder and the most common cause of dementia
(Selkoe, 1991). For this reason, it is particularly intensely
studied. The attention devoted to AD has produced a
wealth of information about the biology of A� and its role
in the disease. Importantly, features of A� assembly are
shared among other proteins associated with neurodegen-
erative disorders, making A� assembly an archetypal pro-
cess. We discuss below examples of assembly-dependent
neurodegenerative diseases in which abnormal protein or
peptide assembly may play a causative role. In each of
these cases, amyloid-type fibrils are formed in an assembly
process that also can involve oligomeric and protofibrillar
intermediates.

Parkinson’s Disease
Parkinson’s disease (PD) is characterized by extensive

loss of dopaminergic neurons in the substantia nigra
(Lewy, 1912). The histopathologic hallmark of PD is the
Lewy body, a dense, intracytoplasmic, protein aggregate
(Lewy, 1912; Tretiakoff, 1919). �-Synuclein, a small pro-
tein expressed at high levels in brain tissue and localized at
presynaptic terminals, has been identified as a major com-
ponent of Lewy bodies (Baba et al., 1998; Spillantini et al.,
1998). In a small number of cases, early-onset PD is caused
by mutations in the �-synuclein gene. These mutations
result in the amino acid substitutions A30P (Kruger et al.,
1998) or A53T (Polymeropoulos et al., 1997). The linkage
of these substitutions with PD suggested that formation of
Lewy bodies and subsequent neuronal degeneration might
be related to changes in the biophysical behavior of wild-
type and mutant proteins. To address this question, wild-
type and both mutant forms of �-synuclein have been
studied in vitro (Conway et al., 1998; Narhi et al., 1999;
Wood et al., 1999). �-Synuclein is “natively disordered”
in solution (Conway et al., 1998) but both of the mutant
proteins can form fibrils and discrete spherical assemblies
after prolonged incubation (Conway et al., 1998; Narhi et
al., 1999). Subsequent work examined the rates of disap-
pearance of monomeric �-synuclein and the appearance of
fibrils (Conway et al., 2000). The A53T protein, or an
equimolar mixture of A53T and wild-type proteins, fibril-
lized more rapidly than did wild-type �-synuclein alone.
In contrast, the A30P protein alone, or the corresponding
equimolar mixture of A30P and wild-type proteins, both
fibrillized more slowly than did wild-type protein. The
difference between these trends suggested the existence of
non-fibrillar �-synuclein oligomers, some of which were
separated from fibrillar and monomeric �-synuclein by
sedimentation followed by gel filtration chromatography.
Atomic force microscopy was used to study the morphol-
ogy of the �-synuclein assemblies (Volles et al., 2001). A
number of structures were observed, including spheres,
protofibrils, and rings. To evaluate whether these assem-
blies might be membrane active, Volles et al. mixed mo-
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nomeric, protofibrillar, and fibrillar forms of �-synuclein
with synthetic vesicles. They found that protofibrillar
wild-type, A30P, and A53T �-synuclein, in contrast to
monomeric and fibrillar forms of the peptides, could bind
to and permeabilize these vesicles, suggesting a potential
pathogenetic mechanism for PD (Volles et al., 2001).
Consistent with this idea, �-synuclein has recently been
shown to have biochemical properties and a structural
motif similar to those of fatty acid-binding proteins (Sha-
ron et al., 2001). In addition, both monomeric and higher
molecular weight forms of �-synuclein isolated from cells
or brain have been found to be associated with lipids
(Sharon et al., 2001). Thus, as with A�, evidence suggests
that �-synuclein may form oligomeric intermediates and
that potent toxic activities of these structures may result
from their interaction with cellular membranes. It is note-
worthy that transgenic animals expressing both human
A�PP and �-synuclein exhibit neuronal dysfunction ear-
lier than do wild-type or �-synuclein single transgenic
animals (Masliah et al., 2002). This phenotype appears to
result from A�-dependent facilitation of �-synuclein as-
sembly and accumulation.

Familial British Dementia
Familial British dementia (FBD) is an autosomal

dominant, neurodegenerative disorder characterized by
progressive spastic quadriparesis, cerebellar ataxia, and de-
mentia (Worster-Drought et al., 1933; Griffiths et al.,
1982). The neuropathology of FBD shares a number of
features with AD, in particular the occurrence of paren-
chymal plaques, NFT, and vascular deposits (Ghiso et al.,
2001). The amyloid angiopathy in FBD tends to be more
severe and widespread than in AD (Ghiso et al., 2001).
Immunohistochemical and biochemical analysis of plaques
and vascular amyloid of FBD brains revealed that a 4 kDa
peptide, ABri, is a primary component (Vidal et al., 1999).
ABri is derived through proteolytic processing of a larger
precursor encoded by the mutant BRI gene located on
chromosome 13 (Vidal et al., 1999). The FBD mutation in
BRI creates a Stop-to-Arg codon change resulting in an
11 amino acid C-terminal extension of the BRI protein
(Vidal et al., 1999). ABri comprises the 34 C-terminal
residues of the mutant BRI protein. The sequence and
topography of the precursor protein are consistent with
the existence of an intramolecular disulphide bond in the
ABri peptide (El-Agnaf et al., 2001b). Cyclized (oxidized)
ABri has, in fact, been shown to form Congo Red-
positive fibrils in vitro (El-Agnaf, 2000). The fibril assem-
bly process involves formation of soluble oligomers, pro-
tofibrils, and then amyloid-type fibrils (El-Agnaf et al.,
2001a; Kim et al., 1999). These assemblies were not
formed by wild-type peptide. Studies of the biological
activity of ABri in cultures of human dopaminergic
SHSY-5Y cells showed that the peptide caused alterations
in the metabolism of MTT and induced LDH release
(El-Agnaf et al., 2001a). Staining of the treated cells by
Annexin V was consistent with the occurrence of an
apoptotic process (El-Agnaf et al., 2001a). A finding of
particular relevance was that non-fibrillar oligomeric spe-

cies were more toxic than were protofibrils or mature
fibrils (El-Agnaf et al., 2001a). Thus, although ABri and
A� are non-homologous and dissimilar in primary struc-
ture, key features of their neuropathology, fibril assembly
pathways, and oligomer neurotoxic activity are shared.

Familial Danish Dementia
Familiar Danish dementia (FDD) is an autosomal

dominant disorder characterized by cataracts, deafness,
progressive ataxia, and dementia (Strömgren, 1981;
Strömgren et al., 1970). Similar to AD, neuropathological
findings include cerebral amyloid angiopathy, hippocam-
pal plaques, and neurofibrillary tangles (Strömgren, 1981).
Isolation and amino acid sequence analysis of leptomen-
ingeal fibrils has shown them to be composed of a peptide,
ADan. Interestingly, ADan and ABri are encoded by the
same ancestral BRI gene, but each results from a different
mutation in this gene (Vidal et al., 2000). Like ABri, ADan
comprises 34 amino acids at the C-terminus of the mutant
BRI protein. The sequence of the C-terminal 12 amino
acids of ADan, however, differs from that of ABri. This
difference results from the fact that the FDD mutation, a
10-nucleotide duplication between codons 265 and 266 of
the BRI gene, one codon before the normal stop codon
267 (Vidal et al., 2000), is distinct from the point mutation
of FBD. An important structural feature is maintained
between the two peptides, the presence of Cys5 and Cys22,
shown to be disulfide linked in ABri. The potential for
identical disulfide bonding in ADan, and its N-terminal 22
amino acid identity with ABri, suggest that the two pep-
tides could assemble in similar ways and thus produce
similar oligomeric and protofibrillar species. One feature
of the Danish disease that has been noted previously is the
lack of Congo red staining in the hippocampus (Vidal et
al., 2000), suggesting that non-fibrillar forms of ADan may
effect the hippocampal neuronal dysfunction observed in
these patients. Further study of ADan assembly and its
biological effects are required to address these issues.

Familial Amyloid Polyneuropathy
In familial amyloid polyneuropathy (FAP) (Andrade,

1952), amyloid is deposited diffusely in the peripheral
nervous system in nerve trunks, plexuses, and sensory and
autonomic ganglia (Coimbra and Andrade, 1971a,b).
Fibril accumulation is closely linked to neuronal degener-
ation (Said et al., 1984). In severely affected nerves, en-
doneurial contents are replaced by amyloid and few nerve
fibers retain viability (Coimbra and Andrade, 1971b). The
major component of FAP amyloid fibrils is transthyretin
(TTR) (Costa et al., 1978). TTR is an abundant, ho-
motetrameric plasma protein (Monaco, 2000). It is asso-
ciated with retinol-binding protein and is the primary
plasma carrier of L-thyroxine (Monaco, 2000). In addition
to involvement in FAP, TTR also is linked to senile
systemic amyloidosis (Westermark et al., 1990). Over 60
amyloidogenic TTR mutations have been identified
(Damas and Saraiva, 2000; Hamilton, 2001). TTR has
been crystallized and its structure solved (Blake, 1978;
Hamilton et al., 1993), allowing detailed analysis of the
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effects of disease-associated amino acid substitutions on its
folding and assembly (Damas and Saraiva, 2000). A key
finding is that destabilization of the TTR tetramer, either
through mutation or alterations in environmental condi-
tions (e.g., pH), can lead to tetramer dissociation and the
production of a monomer having an alternatively-folded,
amyloidogenic tertiary structure. Self-assembly of these
altered monomers leads to the formation of oligomers,
protofibrils (Lashuel et al., 1998, 1999), and fibrils (Lashuel
et al., 1998). Recent studies by Sousa et al. (2001) have
provided evidence that pre-fibrillar structures may pro-
duce neuronal stress in FAP patients early in the disease
process. They showed that in peripheral nerves, non-
fibrillar, Congo red-negative, TTR aggregates can be
observed during the initial stage of the disease, before the
observation of fibrils. Indirect evidence for a cytotoxic
activity of the prefibrillar TTR structures was provided by
immunocytochemical assessment of macrophage colony-
stimulating factor (MCSF) levels, which showed early and
continued expression at sites of TTR deposition. In vitro
studies of TTR activity showed that caspase-3 activation
could be induced by prefibrillar aggregates, suggesting that
apoptotic cytotoxic mechanisms may operate in FAP.
Thus, in FAP, as in AD, PD, and FBD, prefibrillar assem-
blies form and may play an important role in the neuro-
pathogenetic process.

Amyotrophic Lateral Sclerosis
Amyotrophic lateral sclerosis (ALS) is an age-

associated disease in which selective destruction of motor
neurons occurs in the spinal cord, brain stem, and motor
cortex (Brown, 1995). The progressive dysfunction of
upper and lower motor neurons causes death from respi-
ratory paralysis, usually within 5 years (Brownell et al.,
1970; Brown, 1995; Cleveland, 1999). Approximately
10% of cases of ALS are inherited, usually as an autosomal
dominant trait (Mulder et al., 1986). In �25% of these
familial ALS (FALS) cases, the disease is caused by muta-
tions in the gene encoding cytosolic copper-zinc super-
oxide dismutase (SOD1) (Deng et al., 1993; Rosen et al.,
1993a,b). As in sporadic ALS, FALS is manifested by
degeneration of motor neurons and intraneuronal inclu-
sions may also be seen (Ince et al., 1998). It has been
hypothesized that mutations in SOD1 destabilize the
folded protein, leading to neurotoxicity through mecha-
nisms involving copper-catalyzed oxidative chemistry (hy-
droxyl radical formation and tyrosine nitration) (Wiedau-
Pazos et al., 1996; Yim et al., 1996, 1997; Estevez et al.,
1999) or protein aggregation (Bruijn et al., 1998). Subse-
quent work on copper-mediated chemistry, however, has
not supported a role for nitration (Facchinetti et al., 1999;
Doroudchi et al., 2001) or for radical formation (Singh et
al., 1998; Sankarapandi and Zweier, 1999). Recent studies
by Hayward et al. (2002) did not reveal a consistent
abnormality in copper or zinc ion content or in specific
activity of bound copper within a large set of SOD1
mutants. An earlier study also indicated an absence of
influence of SOD1 activity on mutant toxicity (Bruijn et
al., 1998). Importantly, in SOD1-mutant transgenic mice

in which the gene encoding the copper chaperone for
SOD1 (CCS) was knocked out, reduced copper loading
into SOD1 did not affect the clinical development of the
disease (Subramaniam et al., 2002). These observations
challenge the hypothesis that the effect of SOD1 muta-
tions in FALS is a direct result of altered copper chemistry
or SOD1 activity. Relevant to this issue are studies of the
thermal stability of a panel of 14 SOD1 mutants, which
show that, in each case, the mutation decreased the pro-
tein’s stability (Rodriguez et al., 2002). This type of de-
stabilization could facilitate SOD1 unfolding and lead to
pathologic assembly of the enzyme, a process that could
explain the formation of SOD aggregates observed in
transgenic mice (Bruijn et al., 1998; Johnston et al., 2000).
It will be interesting to determine whether SOD1 assem-
bly also involves prefibrillar intermediates, and if so,
whether these structures are neurotoxic.

Prion Diseases
In humans, prion diseases include Kuru, Gerstmann-

Straussler-Scheinker syndrome, Creutzfeldt-Jakob disease,
and fatal familial insomnia (Prusiner, 1998). These diseases
comprise an unusual group of progressive, fatal, neurode-
generative disorders whose etiologies may be sporadic,
genetic, or infectious (Prusiner, 1998). The infectious
agent, the prion, appears to be composed solely of protein.
The prion protein (PrP) exists in two forms. The infec-
tious form of PrP, termed PrPSc because of its association
with the disease scrapie, can form amyloid fibrils and is
partially resistant to digestion by the enzyme proteinase K
(PK). A normal, cellular form, PrPC, is anchored to the
plasma membrane through a glycosylphosphatidylinositol
linkage and is PK-sensitive. PrPC is widely distributed in
the body and is expressed at highest levels in neurons
(Prusiner, 1998). In vivo, and recent in vitro, experiments
support the hypothesis that PrPSc directs the pathologic
conformational conversion of PrPC into PrPSc (Cohen and
Prusiner, 1998). Protein misfolding thus is a central feature
of the prion diseases (Prusiner, 2001).

The structures of a number of biologically relevant
forms of PrP have been solved using NMR approaches
(Riek et al., 1996; Donne et al., 1997; James et al., 1997;
Liu et al., 1999; Zahn et al., 2000). PrP from a variety of
species shares the same overall organization, a flexible
N-terminus and a globular domain comprising three
�-helices and a short, anti-parallel �-sheet. During amy-
loidogenic assembly of PrP, a major �-helix3�-strand
conversion occurs (Cohen and Prusiner, 1998). In vitro
studies using a number of different recombinant PrP iso-
forms have revealed that oligomerization is a prominent
part of the prion assembly pathway (Baskakov et al., 2000,
2002; Lu and Chang, 2001). A number of different oli-
gomeric structures form in vitro, some of which are clearly
“on-pathway” for amyloid formation and some of which
may not be. When expressed in transgenic mice, however,
the PrP isoforms giving rise to these oligomers all produce
prion-like neuropathology (Fischer et al., 1996; Supat-
tapone et al., 1999). The oligomerization and helix3sheet
conversion events which occur during prion assembly
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have also been postulated to mediate A� assembly (Walsh
et al., 1999; Kirkitadze et al., 2001). If prion replication is
a process with certain mechanistic features analogous to
those of A� assembly, it will be important to determine if
oligomeric PrP species play a role in neurodegeneration.

SUMMATION
Fibril formation has been linked with degenerative

diseases since the first electron microscopic characteriza-
tions of amyloid structure in the late 1950s and early 1960s
(Cohen and Calkins, 1959; Kidd, 1964; Terry et al.,
1964). Recently, however, continued investigation of the
folding, assembly, and biological activity of A� and other
amyloidogenic proteins has shown that soluble, oligomeric
structures form and have potent neurotoxic activity. Ex-
tracellular amyloid deposits, intracellular aggregates, (e.g.,
aggresomes) (Kopito, 2000), and other large protein ac-
cretions may be late-stage features of a disease process in
which the most important effectors of neuronal dysfunc-
tion are soluble assemblies that act early and irreversibly
(Bucciantini et al., 2002). In vitro analysis of A� fibril
assembly has revealed a number of oligomeric intermedi-
ates, in particular, protofibrils and ADDLs. Studies of the
biological activity of these oligomers in neurons, organo-
typic slices, and in the brains of living animals has shown
that they are potent neurotoxins. In addition, in humans,
protofibril formation has been postulated to cause the
Arctic form of AD. More generally, protein aggregation is
associated with many other neurodegenerative disorders.
The pathways through which each of the specific proteins
assemble into fibrils share important features with that of
A� fibril formation. In particular, the formation of soluble,
toxic oligomers may be a key pathogenetic process in these
disorders, as it appears to be in AD. From a clinical
perspective, research strategies enabling direct testing of
this hypothesis could provide support for the targeting of
fibril intermediates for medicinal chemistry approaches. It
also should be recognized that, although not mentioned
here, many other amyloid proteins exist that cause sys-
temic diseases or affect other organ systems. Continued
study of amyloidogenic proteins thus is likely to contribute
to an improved understanding of disease pathogenesis both
within and outside the nervous system. Finally, because
amyloid assembly is intrinsically a protein folding problem,
insights gained in the study of A� and related proteins
should be of substantial general value.
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Alzheimer A. 1907. Über eine eigenartige Erkrankung der Hirnrinde.
Centralblatt für Nervenheilkunde und Psychiatrie 30:177–179.

Andrade C. 1952. A peculiar form of peripheral neuropathy: familial
atypical generalized amyloidosis with special involvement of the periph-
eral nerves. Brain 75:408–427.

Baba M, Nakajo S, Tu PH, Tomita T, Nakaya K, Lee VMY, Trojanowski
JQ, Iwatsubo T. 1998. Aggregation of �-synuclein in Lewy bodies of
sporadic Parkinson’s disease and dementia with Lewy bodies. Am J Pathol
152:879–884.

Baskakov IV, Aagaard C, Mehlhorn I, Wille H, Groth D, Baldwin MA,
Prusiner SB, Cohen FE. 2000. Self-assembly of recombinant prion pro-
tein of 106 residues. Biochemistry 39:2792–2804.

Baskakov IV, Legname G, Baldwin MA, Prusiner SB, Cohen FE. 2002.
�-rich oligomers are not on the pathway to amyloid formation by the
prion protein in vitro. J Biol Chem (in press).

Biospace.com. 2002. Elan Corporation PLC (ELN) and Wyeth-Ayerst
Laboratories provide update on status of Alzheimer’s collaboration; sus-
pended AN-1792. http://www.biospace.com/news_story.cfm?StoryID�
8062715&full�1.

Blacker D, Tanzi RE. 1998. The genetics of Alzheimer’s disease—current
status and future prospects. Arch Neurol 55:294–296.

Blackley HKL, Sanders GHW, Davies MC, Roberts CJ, Tendler SJB,
Wilkinson MJ. 2000. In situ atomic force microscopy study of �-amyloid
fibrillization. J Mol Biol 298:833–840.

Blake CC. 1978. Structure of prealbumin: secondary, tertiary and quater-
nary interactions determined by Fourier refinement at 1.8 Å. J Mol Biol
121:339–356.

Brown RH. 1995. Amyotrophic lateral sclerosis—recent insights from
genetics and transgenic mice. Cell 80:687–692.

Brownell B, Oppenheimer DR, Hughes JT. 1970. The central nervous
system in motor neurone disease. J Neurol Neurosurg Psychiatry 33:338–
357.

Bruijn LI, Houseweart MK, Kato S, Anderson KL, Anderson SD, Ohama
E, Reaume AG, Scott RW, Cleveland DW. 1998. Aggregation and
motor neuron toxicity of an ALS-linked SOD1 mutant independent from
wild-type SOD1. Science 281:1851–1854.

Bucciantini M, Giannoni E, Chiti F, Baroni F, Formigli L, Zurdo JS,
Taddei N, Ramponi G, Dobson CM, Stefani M. 2002. Inherent toxicity
of aggregates implies a common mechanism for protein misfolding dis-
eases. Nature 416:507–511.

Chen QS, Kagan BL, Hirakura Y, Xie CW. 2000. Impairment of hip-
pocampal long-term potentiation by Alzheimer’s amyloid �-peptides.
J Neurosci Res 60:65–72.

Cherny RA, Atwood CS, Xilinas ME, Gray DN, Jones WD, McLean CA,
Barnham KJ, Volitakis I, Fraser FW, Kim YS, Huang XD, Goldstein LE,
Moir RD, Lim JT, Beyreuther K, Zheng H, Tanzi RE, Masters CL, Bush
AI. 2001. Treatment with a copper-zinc chelator markedly and rapidly
inhibits �-amyloid accumulation in Alzheimer’s disease transgenic mice.
Neuron 30:665–676.

Chui DH, Tanahashi H, Ozawa K, Ikeda S, Checler F, Ueda O, Suzuki H,
Araki W, Inoue H, Shirotani K, Takahashi K, Gallyas F, Tabira T. 1999.
Transgenic mice with Alzheimer’s presenilin 1 mutations show acceler-
ated neurodegeneration without amyloid plaque formation. Nat Med
5:560–564.

Cleveland DW. 1999. From Charcot to SOD1: mechanisms of selective
motor neuron death in ALS. Neuron 24:515–520.

Cohen AS, Calkins E. 1959. Electron microscopic observation on a fibrous
component in amyloid of diverse origins. Nature 183:1202–1203.

Cohen FE, Prusiner SB. 1998. Pathologic conformations of prion proteins.
Annu Rev Biochem 67:793–819.

Coimbra A, Andrade C. 1971a. Familial amyloid polyneuropathy: an
electron microscope study of the peripheral nerve in five cases. I. Inter-
stitial changes. Brain 94:199–206.

Oligomeric Assemblies in Neurodegeneration 573



Coimbra A, Andrade C. 1971b. Familial amyloid polyneuropathy: an
electron microscope study of the peripheral nerve in five cases. II. Nerve
fibre changes. Brain 94:207–212.

Conway KA, Harper JD, Lansbury PT. 1998. Accelerated in vitro fibril
formation by a mutant �-synuclein linked to early-onset Parkinson’s
disease. Nat Med 4:1318–1320.

Conway KA, Lee SJ, Rochet JC, Ding TT, Williamson RE, Lansbury PT.
2000. Acceleration of oligomerization, not fibrillization, is a shared prop-
erty of both �-synuclein mutations linked to early-onset Parkinson’s
disease: implications for pathogenesis and therapy. Proc Natl Acad Sci
USA 97:571–576.

Costa PP, Figueira AS, Bravo FR. 1978. Amyloid fibril protein related to
prealbumin in familial amyloidotic polyneuropathy. Proc Natl Acad Sci
USA 75:4499–4503.

Cummings BJ, Pike CJ, Shankle R, Cotman CW. 1996. �-amyloid dep-
osition and other measures of neuropathology predict cognitive status in
Alzheimer’s disease. Neurobiol Aging 17:921–933.

Damas AM, Saraiva MJ. 2000. Review: TTR amyloidosis—structural
features leading to protein aggregation and their implications on thera-
peutic strategies. J Struct Biol 130:290–299.

DeMattos RB, Bales KR, Cummins DJ, Dodart JC, Paul SM, Holtzman
DM. 2001. Peripheral anti-A� antibody alters CNS and plasma A�
clearance and decreases brain A� burden in a mouse model of Alzheimer’s
disease. Proc Natl Acad Sci USA 98:8850–8855.

Deng HX, Hentati A, Tainer JA, Iqbal Z, Cayabyab A, Hung WY, Getzoff
ED, Hu P, Herzfeldt B, Roos RP. 1993. Amyotrophic lateral sclerosis and
structural defects in Cu,Zn superoxide dismutase. Science 261:1047–
1051.

Dodart J-C, Bales KR, Gannon KS, Greene SJ, DeMattos RB, Mathis C,
DeLong CA, Wu S, Wu X, Holtzman DM, Paul SM. 2002. Immuniza-
tions reverses memory deficits without reducing brain A� burden in
Alzheimer’s disease model. Nat Neurosci 5:452–457.

Dodart JC, Meziane H, Mathis C, Bales KR, Paul SM, Ungerer A. 1999.
Behavioral disturbances in transgenic mice overexpressing the V717F
�-amyloid precursor protein. Behav Neurosci 113:982–990.

Donne DG, Viles JH, Groth D, Mehlhorn I, James TL, Cohen FE, Prusiner
SB, Wright PE, Dyson HJ. 1997. Structure of the recombinant full-length
hamster prion protein PrP(29-231): the N terminus is highly flexible.
Proc Natl Acad Sci USA 94:13452–13457.

Doroudchi MM, Minotti S, Figlewicz DA, Durham HD. 2001. Nitroty-
rosination contributes minimally to toxicity of mutant SOD1 associated
with ALS. Neuroreport 12:1239–1243.

Duff K, Rao MV. 2001. Progress in the modeling of neurodegenerative
diseases in transgenic mice. Curr Opin Neurol 14:441–447.

El-Agnaf OM. 2000. Conformation and toxicity of the ABri peptide in
familial British dementia [Abstract 497]. Neurobiol Aging 21:S110.

El-Agnaf OMA, Nagala S, Patel BP, Austen BM. 2001a. Non-fibrillar
oligomeric species of the amyloid ABri peptide, implicated in familial
British dementia, are more potent at inducing apoptotic cell death than
protofibrils or mature fibrils. J Mol Biol 310:157–168.

El-Agnaf OMA, Sheridan JM, Sidera C, Siligardi G, Hussain R, Haris PI,
Austen BM. 2001b. Effect of the disulfide bridge and the C-terminal
extension on the oligomerization of the amyloid peptide ABri implicated
in familial British dementia. Biochemistry 40:3449–3457.

Esiri MM. 2001. The neuropathology of Alzheimer’s disease. In: Dawbarn
D, Allen SJ, editors. Neurobiology of Alzheimer’s disease. Oxford: Ox-
ford University Press Oxford. p 33–53.

Estevez AG, Crow JP, Sampson JB, Reiter C, Zhuang Y, Richardson GJ,
Tarpey MM, Barbeito L, Beckman JS. 1999. Induction of nitric oxide-
dependent apoptosis in motor neurons by zinc-deficient superoxide dis-
mutase. Science 286:2498–2500.

Facchinetti F, Sasaki M, Cutting FB, Zhai P, MacDonald JE, Reif D, Beal
MF, Huang PL, Dawson TM, Gurney ME, Dawson VL. 1999. Lack of
involvement of neuronal nitric oxide synthase in the pathogenesis of a

transgenic mouse model of familial amyotrophic lateral sclerosis. Neuro-
science 90:1483–1492.

Fischer M, Rulicke T, Raeber A, Sailer A, Moser M, Oesch B, Brandner
S, Aguzzi A, Weissmann C. 1996. Prion protein (PrP) with amino-
proximal deletions restoring susceptibility of PrP knockout mice to
scrapie. EMBO J 15:1255–1264.

Forloni G, Bugiani O, Tagliavini F, Salmona M. 1996. Apoptosis-mediated
neurotoxicity induced by �-amyloid and PrP fragments. Mol Chem
Neuropathol 28:163–171.

Games D, Adams D, Alessandrini R, Barbour R, Berthelette P, Blackwell
C, Carr T, Clemens J, Donaldson T, Gillespie F, et al. 1995. Alzheimer’s-
type neuropathology in transgenic mice overexpressing V717F �-amyloid
precursor protein. Nature 373:523–527.

Ghiso JA, Holton J, Miravalle L, Calero M, Lashley T, Vidal R, Houlden
H, Wood N, Neubert TA, Rostagno A, Plant G, Revesz T, Frangione B.
2001. Systemic amyloid deposits in familial British dementia. J Biol Chem
276:43909–43914.

Gong YS, Chang L, Lambert MP, Viola KL, Krafft GA, Finch CE, Klein
WL. 2001. Nonfibrillar A� toxins in AD: presence of ADDLs and
ADDL-binding proteins in Alzheimer’s disease brains. Soc Neurosci Abstr
27:322.10.

Gotz J, Chen F, van Dorpe J, Nitsch RM. 2001. Formation of neurofi-
brillary tangles in P301L tau transgenic mice induced by A�42 fibrils.
Science 293:1491–1495.

Griffiths RA, Mortimer TF, Oppenheimer DR, Spalding JM. 1982. Con-
gophilic angiopathy of the brain: a clinical and pathological report on two
siblings. J Neurol Neurosurg Psychiatry 45:396–408.

Haass C, Steiner H. 2001. Protofibrils, the unifying toxic molecule of
neurodegenerative disorders? Nat Neurosci 4:859–860.

Hamilton JA. 2001. Transthyretin: a review from a structural perspective.
Cell Mol Life Sci 58:1491–521.

Hamilton JA, Steinrauf LK, Braden BC, Liepnieks J, Benson MD,
Holmgren G, Sandgren O, Steen L. 1993. The X-ray crystal structure
refinements of normal human transthyretin and the amyloidogenic Val-
303Met variant to 1.7 Å resolution. J Biol Chem 268:2416–2424.

Hardy J. 1997. The Alzheimer family of diseases—many etiologies, one
pathogenesis. Proc Natl Acad Sci USA 94:2095–2097.

Hardy JA, Higgins GA. 1992. Alzheimer’s disease: the amyloid cascade
hypothesis. Science 256:184–185.

Harper JD, Wong SS, Lieber CM, Lansbury PT. 1997. Observation of
metastable A� amyloid protofibrils by atomic force microscopy. Chem
Biol 4:119–125.

Harper JD, Wong SS, Lieber CM, Lansbury PT. 1999. Assembly of A�
amyloid protofibrils: an in vitro model for a possible early event in
Alzheimer’s disease. Biochemistry 38:8972–8980.

Hartley DM, Walsh DM, Ye CPP, Diehl T, Vasquez S, Vassilev PM,
Teplow DB, Selkoe DJ. 1999. Protofibrillar intermediates of amyloid
�-protein induce acute electrophysiological changes and progressive neu-
rotoxicity in cortical neurons. J Neurosci 19:8876–8884.

Hayward LJ, Rodriguez JA, Kim JW, Tiwari A, Goto JJ, Cabelli DE,
Valentine JS, Brown RH. 2002. Decreased metallation and activity in
subsets of mutant superoxide dismutases associated with familial ALS.
J Biol Chem 277:15923–15931.

Howlett DR, Jennings KH, Lee DC, Clark MS, Brown F, Wetzel R,
Wood SJ, Camilleri P, Roberts GW. 1995. Aggregation state and neu-
rotoxic properties of Alzheimer’s �-amyloid peptide. Neurodegeneration
4:23–32.

Hsia AY, Masliah E, McConlogue L, Yu GQ, Tatsuno G, Hu K, Kholo-
denko D, Malenka RC, Nicoll RA, Mucke L. 1999. Plaque-independent
disruption of neural circuits in Alzheimer’s disease mouse models. Proc
Natl Acad Sci USA 96:3228–3233.

Hsiao K, Chapman P, Nilsen S, Eckman C, Harigaya Y, Younkin S, Yang
FS, Cole G. 1996. Correlative memory deficits, A� elevation, and amy-
loid plaques in transgenic mice. Science 274:99–102.

574 Kirkitadze et al.



Hughes CP. 1982. A new clinical scale for the staging of dementia. Br J
Psychiatry 140:566–572.

Ince PG, Lowe J, Shaw PJ. 1998. Amyotrophic lateral sclerosis—current
issues in classification, pathogenesis, and molecular pathology. Neuro-
pathol Appl Neurobiol 24:104–117.

James TL, Liu H, Ulyanov NB, Farr-Jones S, Zhang H, Donne DG,
Kaneko K, Groth D, Mehlhorn I, Prusiner SB, Cohen FE. 1997. Solution
structure of a 142-residue recombinant prion protein corresponding to
the infectious fragment of the scrapie isoform. Proc Natl Acad Sci USA
94:10086–100891.

Johnston JA, Dalton MJ, Gurney ME, Kopito RR. 2000. Formation of
high molecular weight complexes of mutant Cu,Zn-superoxide dismutase
in a mouse model for familial amyotrophic lateral sclerosis. Proc Natl
Acad Sci USA 97:12571–12576.

Khachaturian ZS. 1985. Diagnosis of Alzheimer’s disease. Arch Neurol
42:1097–1105.

Kidd M. 1964. Alzheimer’s disease—an electron microscopical study. Brain
87:307–320.

Kim SH, Wang R, Gordon DJ, Bass J, Steiner DF, Lynn DG, Thinakaran
G, Meredith SC, Sisodia SS. 1999. Furin mediates enhanced production
of fibrillogenic ABri peptides in familial British dementia. Nat Neurosci
2:984–988.

Kirkitadze MD, Condron MM, Teplow DB. 2001. Identification and
characterization of key kinetic intermediates in amyloid �-protein fibril-
logenesis. J Mol Biol 312:1103–1119.

Klein WL, Krafft GA, Finch CE. 2001. Targeting small A� oligomers: the
solution to an Alzheimer’s disease conundrum? Trends Neurosci 24:219–
224.

Koistinaho M, Ort M, Cimadevilla JM, Vondrous R, Cordell B, Koistinaho
J, Bures J, Higgins LS. 2001. Specific spatial learning deficits become
severe with age in �-amyloid precursor protein transgenic mice that
harbor diffuse �-amyloid deposits but do not form plaques. Proc Natl
Acad Sci USA 98:14675–14680.

Kopito RR. 2000. Aggresomes, inclusion bodies and protein aggregation.
Trends Cell Biol 10:524–530.

Kruger R, Kuhn W, Muller T, Woitalla D, Graeber M, Kosel S,
Przuntek H, Epplen JT, Schols L, Riess O. 1998. Ala30Pro mutation
in the gene encoding alpha-synuclein in Parkinson’s disease. Nat
Genet 18:106 –108.

Kumar-Singh S, Dewachter I, Moechars D, Lubke U, De Jonghe C,
Ceuterick C, Checler F, Naidu A, Cordell B, Cras P, Van Broeck-
hoven C, Van Leuven F. 2000. Behavioral disturbances without
amyloid deposits in mice overexpressing human amyloid precursor
protein with Flemish (A692G) or Dutch (E693Q) mutation. Neuro-
biol Dis 7:9 –22.

Kuroda Y, Kawahara M. 1994. Aggregation of amyloid �-protein and its
neurotoxicity: Enhancement by aluminum and other metals. Tohoku J
Exp Med 174:263–268.

Lambert MP, Barlow AK, Chromy BA, Edwards C, Freed R, Liosatos M,
Morgan TE, Rozovsky I, Trommer B, Viola KL, Wals P, Zhang C, Finch
CE, Krafft GA, Klein WL. 1998. Diffusible, nonfibrillar ligands derived
from A�1–42 are potent central nervous system neurotoxins. Proc Natl
Acad Sci USA 95:6448–6453.

Larson J, Lynch G, Games D, Seubert P. 1999. Alterations in synaptic
transmission and long-term potentiation in hippocampal slices from
young and aged PDAPP mice. Brain Res 840:23–35.

Lashuel HA, Lai Z, Kelly JW. 1998. Characterization of the transthyretin
acid denaturation pathways by analytical ultracentrifugation: implications
for wild-type, V30M, and L55P amyloid fibril formation. Biochemistry
37:17851–17864.

Lashuel HA, Wurth C, Woo L, Kelly JW. 1999. The most pathogenic
transthyretin variant, L55P, forms amyloid fibrils under acidic conditions
and protofilaments under physiological conditions. Biochemistry 38:
13560–13573.

Lewis J, Dickson DW, Lin WL, Chisholm L, Corral A, Jones G, Yen SH,
Sahara N, Skipper L, Yager D, Eckman C, Hardy J, Hutton M,
McGowan E. 2001. Enhanced neurofibrillary degeneration in transgenic
mice expressing mutant tau and APP. Science 293:1487–1491.

Lewy FH. 1912. Paralysis agitans. Pathologische anatomie. In: Lewan-
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Strömgren E, Dalby A, Dalby M, Ranheim B. 1970. Cataract, deafness,
cerebral ataxia, psychosis and dementia: a new syndrome. Acta Neurol
Scand 46:97–98.

576 Kirkitadze et al.



Subramaniam JR, Lyons WE, Liu J, Bartnikas TB, Rothstein J, Price DL,
Cleveland DW, Gitlin JD, Wong PC. 2002. Mutant SOD1 causes motor
neuron disease independent of copper chaperone-mediated copper load-
ing. Nat Neurosci 5:301–307.

Supattapone S, Bosque P, Muramoto T, Wille H, Aagaard C, Peretz D,
Nguyen HOB, Heinrich C, Torchia M, Safar J, Cohen FE, DeArmond
SJ, Prusiner SB, Scott M. 1999. Prion protein of 106 residues creates an
artificial transmission barrier for prion replication in transgenic mice. Cell
96:869–878.

Teller JK, Russo C, Debusk LM, Angelini G, Zaccheo D, Dagnabricarelli
F, Scartezzini P, Bertolini S, Mann DMA, Tabaton M, Gambetti P. 1996.
Presence of soluble amyloid �-peptide precedes amyloid plaque formation
in Down’s syndrome. Nat Med 2:93–95.

Teplow DB. 1998. Structural and kinetic features of amyloid �-protein
fibrillogenesis. Int J Exp Clin Invest 5:121–142.

Terry RD. 2001. An honorable compromise regarding amyloid in Alzhei-
mer’s disease. Ann Neurol 49:684.

Terry RD, Gonatas NK, Weiss M. 1964. Ultrastructural studies in Alzhei-
mer’s presenile dementia. Am J Pathol 44:269–297.
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