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ABSTRACT Alzheimer disease (AD) is a clinicopathologic
syndrome ofunknown etiology with numerous abnormalities in
neuronal and nonneuronal cells. A review of the literature
suggests that a common basic intracellular defect may underlie
many of the reported abnormalities. We hypothesize impair-
ment of the microtubule (MT) system as one explanation for the
pathogenesis of AD. Evidence in support of the hypothesis
includes the following: MTs are ubiquitous and vital cell
components, unequally distributed, with the highest concen-
tration in the brain; various abnormalities, including the key
neuropathologic lesions, can be explained by impairments of
the MT system; and experiments utilizing pharmacologic
agents known to disrupt MTs have reproduced certain abnor-
malities observed in AD. The hypothesis provides a framework
for systematic investigations of MTs at the cellular and molec-
ular levels as well as the basis for in vivo diagnostic tests for AD.

Alzheimer disease (AD) remains a disorder of unknown
etiology without effective treatment. None of the hypotheses
proposed (1-4) accounts for the gradually progressing dete-
rioration and variable clinical presentations (5, 6), encom-
passes the diversity of neuronal and nonneuronal abnormal-
ities (7-14), and elucidates how a disorder characterized by
so much variability unequivocally has the brain as its most
vulnerable target organ.
We postulate that impairment of the microtubule (MT)

system provides a unifying hypothesis. MTs are ubiquitous
cellular components with multiple intracellular roles, and the
brain has a far higher tubulin content than any other tissue
examined (15, 16). Our reasons for hypothesizing the involve-
ment of MTs in AD may be understood following a brief
overview of the MT system.
MTs are labile dynamic polymers that rapidly exchange

subunits with the soluble tubulin pool (17, 18). Various
tubulin isoforms have been reported and are equivalent in
their ability to form MTs (19). The biosynthesis of tubulin
follows the central dogma for the flow ofgenetic information,
and impairment may occur at numerous levels. Beyond that,
impairment may occur in posttranslational modification(s) of
tubulin and the dynamics of polymerization and depolymer-
ization of MTs.

Multigene families encode tubulins (20). Thus, lesions in
any one of the structural genes for tubulin may result in new
isoforms or the absence of specific isoforms. Further, new
isoforms could be the result of lesions in normally quiescent
genes [during cell differentiation, there is a selective tran-
scriptional activation of tubulin genes (21, 22)] or in one or
more of the tubulin pseudogenes. Lesions in the regulatory
sequence for any one of the tubulin genes could increase,
decrease, or eliminate a specific isoform. Or, changes at the
DNA level could lead to differences in the level of transla-
tionally active mRNAs as a result of transcriptional control

and/or mRNA instability. There may also be rapid and
selective degradation of mRNA species in the nucleus, a
defect in the processing of mRNA, or an impairment in its
transport into the cytoplasm.

In the cytoplasm, mRNAs are translated into tubulin
polypeptides, which are assembled into MT polymers. Nu-
merous factors are known to affect MT assembly in vitro
(23-25). The tubulin subunit pool autoregulates its synthesis
(26) and each isoform may regulate its own intracellular level
(27). Further, tubulin also undergoes posttranslational mod-
ifications, such as phosphorylation, which inhibits its ability
to self-assemble into MTs (28, 29).
Adding to the heterogeneity of MTs are microtubule-

associated proteins (MAPs), which copurify with MTs and
are known to favor polymerization and to enhance the
stability of MTs (30). One MAP of particular interest in AD
is tau, which exhibits microheterogeneity due in part to
different degrees of phosphorylation (31). Tau phosphoryla-
tion also modulates MT assembly and dephosphorylation
increases the ability of tau to stimulate MT assembly (32).
The neuron is an extensively cross-linked compartment

and the various forms and functions of each neuronal com-
partment may be related to the distinctive localization of its
components, including different proportions of the isoforms
of tubulin. MAPs, too, are compartmentalized within cells,
tau being axon specific, and there is much less MAP-2 in
axons than in dendrites and soma. In retinal ganglion cells
only two ofthe many tau proteins seem to be transported with
MTs in axons (33). It is unknown ifthese cells synthesize only
the two tau proteins or synthesize all types but selectively
transport only two. Similarly, it remains to be established if
each type of cell synthesizes MTs with specific combinations
of MAPs. Whether different combinations specify differ-
ences in MT stability or some as yet undefined functional
aspect remains to be determined.
The proportion of tubulin isoforms varies in different brain

regions (34), and this may be attributed to heterogeneity of
the cell populations. Indeed, brain a- and f3tubulins appear
more heterogeneous than tubulins in other cells/organs, and
a single neuron may express multiple tubulin isoforms (35).
The biological significance of these multiple isoforms has not
as yet been established by either structural or functional
differences at the MT polymer level, although it has been
suggested that structurally different forms of MTs have
functionally different roles (35).

In a quantitative and qualitative analysis of the composi-
tion of slow axonal transport compartments, striking differ-
ences emerged in the amounts of neurofilament, tubulin, and
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MAPs transported between retinal ganglion cells, dorsal root
ganglion cells, and ventral motor neurons (36). If different
cellular systems in the brain have different MT polymers, this
heterogeneity may provide a biological basis for the selective
vulnerability of certain neuronal populations in AD.

Specifically, we propose the MT hypothesis as a unitary
explanation for the pathogenesis of AD and for the brain's
primary vulnerability to this disorder.

Hypothesis

Impairment of the MT system, regardless of cause, leads to
impaired cellular functioning; the effects accumulate with
time and eventually reach threshold levels for the sympto-
matic behavioral manifestations and neuropathologic lesions
of AD. The underlying basis for MT impairment may be the
result of genetic and/or nongenetic influences; in some
individuals a genetic defect may predominate to the exclusion
of nongenetic agents, whereas in others combinations of
factors may interact.

Evidence Supporting the Hypothesis

In developing the MT hypothesis, we attempted to integrate
the limited literature on impairment of the MT system.
Clearly, systematic investigation of the MT system in AD is
required to confirm or reject our hypothesis. Meanwhile,
however, a number of abnormalities reported in AD can be
explained by MT dysfunction, including the following:
Aneuploidy. Abnormality in spindle MTs can explain the

chromosomal imbalance leading to the increased aneuploidy
reported in lymphocytes of AD patients (37, 38). The in-
creased intercellular DNA variability in peripheral blood
mononuclear cells from AD patients compared to controls
(11) is consistent with increased aneuploidy.

Association with Down syndrome (DS). (See refs. 39 and 40
for reviews.) DS is primarily the result of trisomy 21, and
most individuals with DS develop AD neuropathologic
changes by the age of 35 years (41, 42). An 80% reduction in
a 55-kDa protein (immunologically identified as primarily
tubulin) was reported in temporal cortex of older DS brains
(43) as compared to only a 35% reduction in AD brains (44).
The basis for the difference is unknown since histologically
the temporal cortices appeared equivalent, and the tubulin
decrease appeared to be associated with neurofibrillary tan-
gles and neuronal loss. Spindle MT dysfunction has been
suggested as a mechanism underlying DS (45).
Altered goal-directed cell migration. Reduced philother-

mal (46) and chemotactic responses of polymorphonuclear
leukocytes (PMNs) (S.S.M., T.-K. Fu, and L.F.J., unpub-
lished data) have been noted in AD patients. Since MTs play
an important role in directed cell migration (47, 48), these
responses are compatible with MT system impairment. A
common underlying abnormality at the level of MTs is
congruent also with the defective PMN chemotaxis described
in DS (49, 50).
Neuropathologic lesions. The hallmark lesions of AD are

neurofibrillary tangles, neuritic or senile plaques, and neu-
ronal loss. Other neuropathologic lesions, such as granulo-
vacuolar degeneration, occur as well. However, none of the
lesions is unique to AD (51-53). Tangles and plaques, for
example, are also found in the brains of normal older indi-
viduals (e.g., ref. 54) and appear morphologically identical to
those observed in AD brains. It has not as yet been estab-
lished whether they are also biochemically identical.

(i) Paired helical filaments (PHFs) are the primary com-
ponents of neurofibrillary tangles (NFTs), and reports
abound that the MAP tau is a major constituent of PHFs
(55-63). Tau protein, localized to the axonal compartment of
neurons, promotes MT assembly and stabilizes MTs (64-67).

In AD, the distribution of tau immunoreactivity is dramati-
cally altered; it is found in dendrites, neuronal cell bodies,
and presynaptic regions (none of which shows detectable
levels in normals) but appears to be absent from its usual
axonal sites (68). This shift in tau immunoreactivity, presum-
ably the result of the disruption of the MTs of cortical axons
and tau accumulation, may lead to tau incorporation into
PHFs. However, it is also possible that the shift may be the
result of the unmasking of epitopes.
The PHF core (i.e., denuded of the fuzzy outer coat by

Pronase treatment) contains a repeating three-domain struc-
tural subunit, tau protein fragments accounting for -10% of
the subunit (69). The presence of tau in PHFs could result
from sequestration ofthe tau pool within the cell, followed by
failure of the cytoskeletal transport system as suggested in
the original article, or from the reverse order of events-i.e.,
an abnormality in MT assembly preceding and initiating the
failure of the transport system, which in turn leads to accum-
ulation ofexcess tau protein in the neuronal perikaryon and its
subsequent localization in PHFs. We suggest the latter se-
quence of events, the defective MT assembly being primary.
One mechanism may be abnormal phosphorylation of tau (70),
and the accumulation ofphosphorylated tau may precede NFT'
formation (71). We await further data on the temporal se-
quence of tau phosphorylation and MT assembly in AD.
Alternatively, an early immature form, with reduced effi-
ciency for MT assembly (72), may be reexpressed.

(ii) Senile plaques consist of a plaque core (A4 amyloid
peptide with a focal deposit of aluminosilicates) surrounded
by dystrophic nerve processes and terminals that contain
mitochondria and lysosomes (73). An impaired MT system
can explain the accumulation of the organelles, since move-
ment of lysosomes and mitochondria has been correlated
with the integrity ofMTs (74). The amyloid precursor protein
in senile plaques (75) contains a sequence resembling a
segment ofa serine protease inhibitor (76-78) and may inhibit
the proteolytic degradation of cellular debris, thereby pro-
moting plaque formation. It may also inhibit dephosphory-
lation so that abnormally phosphorylated proteins result-
e.g., the abnormally phosphorylated MAP tau found in AD.

(iii) Neuronal loss is also encompassed by the MT hypoth-
esis since decreased MT polymerization or increased depo-
lymerization results in disruption ofaxoplasmic and dendritic
transport and neuronal death (79-82). The significant reduc-
tion in tubulin (44) mentioned earlier may be related to, and
perhaps precede, neuronal loss. In a Northern analysis of
levels of tubulin mRNA in AD cortex, the signal intensity for
tubulin was 47% of control values (83). This decrease may be
due to loss of neurons.

(iv) In an immunocytochemical investigation of granulo-
vacuolar degeneration, the granules exhibited "tubulin-like
immunoreactivity," but not actin, MAP-2, or neurofilament
immunoreactivity (84). Use of a A-tubulin cDNA probe
yielded no evidence of excess accumulation of the tubulin
mRNA in brain tissue ofAD patients (85), leading the authors
to conclude that the sequestration of tubulin was not due to
overproduction of tubulin but might be caused by its abnor-
mal degradation. Disruption of the MT network and subse-
quent abnormal tubulin degradation could lead to sequestra-
tion of tubulin in granules.

(v) Neuritic masses in the olfactory epithelium noted in AD
(86), which may be analogous to neurites surrounding
plaques, stained positively with the monoclonal antibody to
tau and the monoclonal antibody ALZ-50, which cross-reacts
with tau. These abnormal masses of neurites together with
the increase in tau immunoreactivity may be the result of
disruption of MTs containing tau.

(vi) Electron microscopic (EM) studies of biopsy samples
from patients with AD are also compatible with the MT
hypothesis. Thus, it was noted that there was a precise
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inverse relationship between the presence of PHFs and MTs
so that when PHFs were present in the dendrites and
perikarya, the array of MTs observed in dendrites of normal
brain tissue, or of other neurons in AD brains, was absent
(87). Although this finding does not necessarily imply that
MTs are converted into PHFs, it raises the question of the
fate of tubulin and MAPs. Further, the dendritic MTs in AD
brain, when present, frequently exhibit an abnormal spatial
distribution and a reduced number compared to dendrites
from control brains. Dendritic MTs from biopsied frontal
cortex (88) were significantly reduced in AD as well as
abnormally distributed (i.e., packing in one sector with
depletion in other areas vs. orderly distribution in controls).
Another EM study found hypertrophied neurofilamentous

networks without MTs (89). Further, as the amount of the
neurofilamentous networks decreased, PHFs and PHF-like
strands increased in neuronal profiles. These investigators
suggest phase transition, in which neuronal cytoskeletal
proteins are posttranslationally modified (there is no evi-
dence for a new gene product) into PHF-like strands.

Cholinergic system and nerve growth factor (NGF). The
importance of the MT system for transport of neurotrans-
mitters suggests that MT impairment would result in a wide
range of neurotransmitter abnormalities. Indeed, cholinergic,
noradrenergic, serotonergic, glutamatergic, GABAminergic
(where GABA = -aminobutyric acid), and somatostatin
systems have all been implicated in AD (90-92). The cholin-
ergic system has been the most extensively investigated
anatomically (93) as well as biochemically. The basis for the
loss of this neuronal population is unknown. It has been
postulated that lack of NGF is the reason since NGF is
necessary for survival and maintenance of basal forebrain
cholinergic neurons (94-97). The mechanism of action of
NGF requires elucidation.
Neuronal terminals in the hippocampus and neocortex,

areas with high concentrations of NGF and its precursor
mRNA, take up and retrogradely transport NGF to the cell
body. In the absence of a cytoskeletal substrate, no transport
can occur, and neurons die. In experiments in which NGF
was added to pheochromocytoma (PC12) cells, the most
impressive effect was the induction of neurite outgrowth with
promotion of MT assembly and the appearance of MT
bundles extending from the cell body to the neurite tips
(98-100). There was an associated parallel increase in total
tubulin levels as well as tau and MAP-1. NGF was also
necessary for maintenance of the differentiated state of PC12
cells. Consistent with the MT hypothesis, the action ofNGF
may be mediated through its promotion and maintenance of
MT bundles.
Aluminum. Even though aluminum has been localized in

senile plaques (101) and NFTs (102, 103), one argument
against its having a key role in the pathogenesis ofAD is that
in dialysis dementia neither plaques nor tangles are seen
despite the toxic concentrations of aluminum in the brain
(104). However, aluminum may alter tubulin gene expression
by increasing the binding of histones to DNA, resulting in
increased chromatin compaction and reduced transcription
(105). Aluminum also affects MT assembly; aluminum ions
promote tubulin polymerization into MTs, effectively com-
peting with magnesium, the physiologic mediator (associa-
tion constant for Al3+ is 107 times Mg2+). MTs formed with
Al3+ were indistinguishable by EM study from those pro-
duced by Mg2+. Nevertheless, sensitivity to calcium ion-
induced depolymerization was markedly lower for the Al3+
MTs (106). Thus, Al3' MTs may lack the regulatory controls
that maintain the sensitive dynamics between polymerization
and depolymerization.

Colchicine. Finally, results of experiments using colchi-
cine, a well-known MT-specific disrupting agent, also sup-
port the hypothesized MT dysfunction.

(i) When infused into the rat hippocampus, colchicine
destroyed hippocampal cells, impaired spatial memory (T-
maze learning), and reduced activity in the cholinergic neu-
rotransmitter system (specifically, the enzyme choline ace-
tyltransferase, ChAT), mimicking the abnormalities seen in
AD (107). Further, bilateral intracerebral injection of colch-
icine into the area of the nucleus basalis impaired learning
and, concomitantly, decreased ChAT activity and levels of
biogenic amines in the neocortex (108). These effects resem-
ble the results produced by ibotenic and kainic acid except
that, unlike these two agents, colchicine did not produce cell
loss. Thus, neither the decreased ChAT activity nor the
reduced levels of biogenic amines can be attributed to loss of
neuronal populations, but they may represent the result of
MT disruption with disturbance of axonal transport. Some
colchicine-induced learning deficits were attenuated by some
cholinergic agents (physostigmine, nicotine, and the arec-
oline analog RS-86). Clinically, cholinergic agents have been
reported to improve the condition of some AD patients, at
least temporarily.

(ii) Treatment of experimental animals and cultured neu-
rons with MT inhibitors (colchicine, vinblastine, maytan-
prine) resulted in depolymerization of cytoplasmic MTs and
subsequent accumulation of 10-nm filaments as well as for-
mation of neurofilament tangles (109-112).

(iii) Colchicine treatment of PMNs obtained from cogni-
tively intact humans suppressed the philothermal response in
a dose-dependent fashion and resulted in a spatial distribution
of responding cells that mimicked the pattern observed in
cells from patients with AD (113).

(iv) Following colchicine treatment, skin fibroblasts from
AD patients showed delayed reappearance ofthe cellularMT
network compared to controls (12, 13). When examined
under the light microscope, the cytoplasmic MT network of
AD fibroblasts did not differ from that seen in control
fibroblasts either prior to or following recovery from colch-
icine treatment. In view of the specificity of colchicine
binding to tubulin and the slow and almost irreversible disso-
ciation of this complex (114), an assembly-competent tubulin
pool would not be available. Thus, the delayed reappearance
suggests an impairment in tubulin gene expression.

(v) AD lymphoblasts also exhibit a slower rate of MT
repolymerization following exposure to colcemid (M. S.
Krawczun, personal communication).

Discussion

The data, though sparse, are compatible with the hypothesis
that impairment of the MT system constitutes an important
element in the pathophysiology of AD. The highest concen-
tration of MTs is found in the brain, the organ most promi-
nently affected in AD. Moreover, MTs are ubiquitous cellular
components so that a basic defect in the MT system could
also account for the numerous abnormalities reported in
nonneuronal systems. Unequal distribution and great heter-
geneity of MTs make them attractive for explaining the
differential vulnerability of cellular systems.
Whether the MT impairment is a primary defect in AD or

an epiphenomenon remains to be established. In either case,
the hypothesis gives rise to a number of questions, including
the following:

(i) Since MTs are ubiquitous throughout the body's cells,
why is not every cellular system affected in AD? Several
possible explanations emerge. It may be that only certain
types of MTs are affected (e.g., MT specificity based on
tubulin isotype and/or MAP composition). Outcome of MT
impairment may depend on the role ofMTs in particular cells.
Thus, impaired ability to anterogradely transport nutrients
can lead to accumulation of cellular metabolites eventually
resulting in neuronal death, a readily detectable conse-
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quence. By contrast, other roles may preclude detection ofan
impairment. For example, myocyte contraction was readily
inhibited by dibutyryl cyclic AMP (115). This effect was
reversed by removing the agent or adding colchicine or
colcemid (but not lumicolchicine). EM and immunofluores-
cent studies revealed that dibutyryl cyclic AMP realigned
MTs in a parallel array, suggesting that this arrangement
conferred a physical constraint on cells and thus inhibited
contraction. Yet, contrary to expectation, colchicine-treated
cultures continued to contract and were morphologically
similar to untreated cells. As expected, following colchicine
treatment, intact MTs were not observed; hence, an orga-
nized MT network may not be needed for contraction but MT
organization can influence contraction.

In an investigation of axonal transport of dopamine f3
hydroxylase in rabbit and bullfrog axons, low temperatures
were used to depolymerize MTs. Axonal transport was
markedly impaired only after losses of>30% ofMTs in rabbit
axons and 65% in frog axons (116). These findings suggest
that axons contain more MTs than needed for normal trans-
port. In AD, there may be loss of neuronal MTs until the
critical minimal level is exceeded (that level may differ
intercellularly). The ensuing neuronal transformations (89)
may underlie the threshold model proposed for dementia in
AD (117).

(ii) Does variability in the MT-MAP complex lead to
increased/decreased vulnerability to intra- or extraneuronal
influences?

(iii) Why is tau expressed only in neurons and not fibro-
blasts or other peripheral tissues?

(iv) Do other disorders result from MT system impairment?
The MT disarray in cortical dendrites of children with neu-
robehavioral retardation of unknown etiology (118) could
point to one such MT disorder. Among non-brain diseases
worth examining are disorders in which impaired goal-directed
cell migration (chemotactic as well as philothermal) may
reduce the efficacy of host defense, such as the primary ciliary
dyskinesias, disorders in which depressed motility of PMNs
has been reported (119). Although there is little information on
brain function in such patients, one patient with Kartagener
syndrome was described as suffering from "mental debility,"
and another, from "endogenous depression."

(v) Finally, questions arise as to the expected frequency of
MT disorders. Impairment of a cellular system so vital and
functioning so diversely might be expected to lead to a host
of diseases and disorders. Its very importance to the orga-
nism, however, may preclude viable births-e.g., spontane-
ous abortions may include MT abnormalities. Further, the
assumption that a large number of isoforms imply a large
number of disorders is not necessarily warranted. Mutations
in any one of the multiple tubulin genes may remain silent.
Indeed, the availability of numerous isoforms may serve to
"buffer" the system, especially if isoforms efficiently sub-
stitute for one another. In AD, the late onset and progressive
deterioration may reflect a system that is no longer able to
serve as a buffer, thus triggering a cascade of events resulting
in AD. Systematic investigations of the MT system at basic
biochemical, genetic, and molecular levels are needed.
The MT hypothesis opens a new approach to the study of

AD and other disorders. It offers the possibility ofdeveloping
in vivo diagnostic tests. It raises numerous researchable
questions and provides a framework for inquiry into the
pathogenesis and etiology(ies) of AD.

This research was supported in part by the Medical Research
Service of the Department of Veterans Affairs, State of California
Contract, Center for Advanced Study in the Behavioral Sciences,
and Foundations' Fund for Research in Psychiatry. The opinions
expressed are those of the authors and not the Department of
Veterans Affairs.

1. Appel, S. H. (1981) Ann. Neurol. 10, 449-505.
2. Wurtman, R. (1985) Sci. Am. 252 (1), 62-74.
3. Manuelidis, E. E., DeFigueiredo, J. M., Kim, J. H., Fritch,

W. W. & Manuelidis, L. (1988) Proc. Nati. Acad. Sci. USA 85,
4898-4910.

4. Russell, R. W. (1988) Alzheimer Dis. Assoc. Disorders 2, 77-95.
5. Katzman, R. (1986) N. Engl. J. Med. 314, 964-973.
6. Becker, J. T. (1988) J. Clin. Exp. Neuropsychol. 10, 739-753.
7. Blass, J. P., Hanin, I., Barclay, L., Kopp, U. & Redding, M. J.

(1985) J. Am. Geriatr. Soc. 33, 401-405.
8. Hollander, E., Mohs, R. C. & Davis, K. L. (1986) Neurobiol.

Aging 7, 367-387.
9. Zubenko, G. S., Wusylko, M., Cohen, B. M., Boller, F. & Teply,

I. (1987) Science 238, 539-542.
10. Baker, A. C., Ko, L.-W. & Blass, J. P. (1988) Age 11, 60-65.
11. Matsuyama, S. S. & Bohman, R. (1988) Alzheimer Dis. Assoc.

Disorders 2, 120-122.
12. Matsuyama, S. S., Fu, T.-K. & Jarvik, L. F. (1988)AlzheimerDis.

Assoc. Disorders 2, 177 (abstr.).
13. Matsuyama, S. S., Fu, T.-K. & Jarvik, L. F. (1989) Age, in press.
14. Peterson, C., Ratan, R. R., Shelanski, M. L. & Goldman, J. E.

(1988) Neurobiol. Aging 9, 261-266.
15. Sherline, P. & Mundy, G. R. (1977) J. Cell Biol. 74, 371-376.
16. Hiller, G. & Weber, K. (1978) Cell 14, 795-804.
17. Mitchison, T. & Kirschner, M. (1984) Nature (London) 312,

237-242.
18. Farrell, K. W., Jordan, M. A., Miller, H. P. & Wilson, L. (1987)

J. Cell Biol. 104, 1035-1046.
19. Lopata, M. A. & Cleveland, D. W. (1987) J. Cell Biol. 105,

1707-1720.
20. Cleveland, D. W. (1987) J. Cell Biol. 104, 381-383.
21. Gozes, I. & Littauer, U. Z. (1978) Nature (London) 276, 411-413.
22. Morrison, M. R., Pardue, S. & Griffin, W. S. (1983) J. Neuro-

genet. 1, 105-111.
23. Kirschner, M. W. (1978) Int. Rev. Cytol. 54, 1-71.
24. Raff, E. C. (1981) Int. Rev. Cytol. 59, 1-96.
25. Dustin, P. (1984) Microtubules (Springer, Berlin), 2nd Ed.
26. Yen, T. J., Gay, D. A., Pachter, J. S. & Cleveland, D. W. (1988)

Mol. Cell. Biol. 8, 1224-1235.
27. Sisodia, S. S., Gay, D. A. & Cleveland, D. W. (1988) J. Cell Biol.

107, 23a (abstr.).
28. Hargreaves, A. J., Wandosell, F. & Avila, J. (1986) Nature (Lon-

don) 323, 827-828.
29. Wandosell, F., Serrano, L., Hernandez, M. A. & Avila, J. (1986)

J. Biol. Chem. 261, 10332-10339.
30. Olmstead, J. B. (1986) Annu. Rev. Cell Biol. 2, 421-457.
31. Butler, M. & Shelanski, M. L. (1986) J. Neurochem. 47, 1517-

1522.
32. Lindwall, G. & Cole, R. D. (1984) J. Biol. Chem. 259, 5301-5305.
33. Tytell, M., Brady, S. T. & Lasek, R. J. (1984) Proc. Natl. Acad.

Sci. USA 81, 1570-1574.
34. Gozes, I., De Baetselier, A. & Littauer, U. Z. (1980) Eur. J.

Biochem. 103, 13-20.
35. Gozes, I. & Sweadner, K. J. (1981) Nature (London) 294,477-480.
36. Oblinger, M. M., Brady, S. T., McQuarrie, I. G. & Lasek, R. J.

(1987) J. Neurosci. 7, 453-462.
37. Cook, R. H., Ward, B. E. & Austin, J. H. (1979) Neurology 29,

1402-1412.
38. Matsuyama, S. S., Jarvik, L. F. & Kumar, V. (1985) in Recent

Advances in Psychogeriatrics, ed. Arie, T. (Churchill Livingstone,
London), pp. 45-69.

39. Heston, L. L. (1976) Science 196, 322-323.
40. Heyman, A., Wilkinson, W. E., Hurwitz, B. J., Schmechel, D.,

Sigmon, A. H., Weinberg, T., Helms, M. J. & Swift, M. (1983)
Ann. Neurol. 14, 507-515.

41. Jervis, G. A. (1948) Am. J. Psychiat. 105, 102-106.
42. Wisniewski, K. E., Wisniewski, H. M. & Yen, G. Y. (1985) Ann.

Neurol. 17, 278-282.
43. Borthwick, N. M., Yates, C. M. & Gordon, A. (1985) J. Neuro-

chem. 44, 1436-1441.
44. Borthwick, N. M., Gordon, A. & Yates, C. M. (1985) J. Neurol.

Sci. 68, 205-214.
45. Ford, J. H. (1984) Hum. Genet. 68, 295-298.
46. Jarvik, L. F., Matsuyama, S. S., Kessler, J. O., Fu, T. K., Tsai,

S. Y. & Clark, E. 0. (1982) Neurobiol. Aging 3, 93-99.
47. Malech, H. L., Root, R. K. & Gallin, J. I. (1977) J. Cell Biol. 75,

666-693.
48. Fay, F. S., Mitchison, T. & Kirschner, M. (1988) J. Cell Biol. 107,

29a (abstr.).
49. Khan, A. J., Evans, H. E., Glass, L., Shin, Y. H. & Almonte, D.

(1975) J. Pediatr. 87, 87-89.
50. Seger, R., Wildfeuer, A., Buchinger, G., Roman, W., Cathy, D.,

Neurobiology: Matsuyama and Jarvik



8156 Neurobiology: Matsuyama and Jarvik

Dybis, L., Bakerkamp, 0. & Stroder, J. (1976) Klin. Wochenschr.
54, 177-183.

51. Wisniewski, K. E., Jervis, G. A., Moretz, R. C. & Wisniewski,
H. M. (1979) Ann. Neurol. 5, 288-294.

52. Candy, J. M., Perry, R. H., Perry, E. K., Irving, D., Blessed, G.,
Fairbairn, A. F. & Tomlinson, B. E. (1983) J. Neurol. Sci. 59,
277-289.

53. Rogers, J. D., Brogan, D. & Mirra, S. S. (1985) Ann. Neurol. 17,
163-170.

54. Katzman, R., Terry, R., DeTeresa, R., Brown, T., Davies, P.,
Fuld, P., Renbing, X. & Peck, A. (1988) Ann. Neurol. 23, 138-144.

55. Brion, J.-P., Flament-Durand, J. & Dustin, P. (1986) Lancet ii,
1098.

56. Delacourte, A. & Defossez, A. (1986) J. Neurol. Sci. 76, 173-186.
57. Grundke-Iqbal, I., Iqbal, K., Tung, Y.-C., Quinlan, M.,

Wisniewski, H. M. & Binder, L. I. (1986) Proc. Natl. Acad. Sci.
USA 83, 4913-4917.

58. Ihara, Y., Nukina, N., Miura, R. & Ogawara, M. (1986) J.
Biochem. 99, 1807-1810.

59. Kosik, K. S., Joachim, C. L. & Selkoe, D. J. (1986) Proc. Natl.
Acad. Sci. USA 83, 4044-4048.

60. Wood, J. G., Mirra, S. S., Pollock, N. J. & Binder, L. I. (1986)
Proc. Nati. Acad. Sci. USA 83, 4040-4043.

61. Yen, S. H., Dickson, D. W., Crowe, A., Butler, M. & Shelanski,
M. L. (1987) Am. J. Pathol. 126, 63-73.

62. Kosik, K. S., Orecchio, L. D., Binder, L., Trojanowski, J. Q.,
Lee, V. M-Y. & Lee, G. (1988) Neuron 1, 817-825.

63. Selkoe, D. J. (1989) Annu. Rev. Neurosci. 12, 463-490.
64. Binder, L., Frankfurter, A. & Rebhun, L. I. (1985) J. Cell Biol.

101, 1371-1378.
65. Drubin, D. G. & Kirschner, M. (1986) J. Cell Biol. 103, 2739-2746.
66. Drubin, D. G., Kobayashi, S. & Kirschner, M. (1986) Ann. N. Y.

Acad. Sci. 466, 257-268.
67. Trojanowski, J. Q., Schuck, T., Schmidt, M. L. & Lee, V. M-Y.

(1989) J. Histochem. Cytochem. 37, 209-215.
68. Kowall, N. W. & Kosik, K. S. (1987) Ann. Neurol. 22, 639-643.
69. Wischik, C. M., Novak, M., Thogersen, H. C., Edwards, P. C.,

Runswick, M. J., Jakes, R., Walker, J. E., Milstein, C., Roth, M.
& Klug, A. (1988) Proc. Nati. Acad. Sci. USA 85, 4506-4510.

70. Iqbal, K., Zaidi, T., Wen, G. Y., Grundke-Iqbal, I., Merz, P. A.,
Shaikh, S. S., Wisniewski, H. M., Alafuzoff, I. & Winblad, B.
(1986) Lancet ii, 421-426.

71. Bancher, C., Brunner, C., Lassman, Budka, H., Jellinger, K.,
Wiche, G., Seitelberger, F., Grundke-Iqbal, I., Iqbal, K. &
Wisniewski, H. M. (1989) Brain Res. 477, 90-99.

72. Francon, J., Lennon, A. M., Fellous, A., Mareck, A., Pierre, M.
& Nunez, J. (1982) Eur. J. Biochem. 129, 465-471.

73. Perry, E. K. & Perry, R. H. (1985) Trends NeuroSci. 11, 301-303.
74. Collot, M., Louvard, D. & Singer, S. J. (1984) Proc. Natl. Acad.

Sci. USA 81, 788-792.
75. Perry, G., Lipphardt, S., Mulvihill, P., Kancherla, M., Mijares,

M., Gambetti, P., Sharma, S., Maggiora, L., Cornette, J., Lobl, T.
& Greenberg, B. (1988) Lancet Hi, 746.

76. Kitaguchi, N., Takahashi, Y., Tokushima, Y., Shiojiri, S. & Ito, H.
(1988) Nature (London) 331, 531-534.

77. Ponte, P., Gonzalez-DeWhitt, P., Schilling, J., Miller, J., Hsu, D.,
Greenberg, B., Davis, K., Wallace, W., Lieberburg, I., Fuller, F.
& Cordell, B. (1988) Nature (London) 331, 525-527.

78. Tanzi, R. E., McClatchey, A. I., Lamperti, E. D., Villa-Komar-
off, L., Gusella, J. F. & Neve, R. L. (1988) Nature (London) 331,
528-530.

79. Schubert, P., Kreutzberg, G. W. & Lux, H. D. (1972) Brain Res.
47, 331-343.

80. Paulson, J. C. & McClure, W. 0. (1975) Ann. N. Y. Acad. Sci. 253,
517-527.

81. Lasek, R. (1980) Trends NeuroSci. 3, 87-91.
82. Johnston, K. M., Connolly, J. A. & Van der Kooy, D. (1986) Brain

Res. 385, 38-45.
83. Clark, A. W., Krekoski, C. A., Parhad, I. M., Liston, D., Julien,

J. & Hoar, D. I. (1989) Ann. Neurol. 25, 331-339.
84. Price, D. L., Altschuler, R. J., Struble, R. G., Casanova, M. F.,

Cork, L. C. & Murphy, D. B. (1986) Brain Res. 385, 305-310.
85. Kittur, S. D., Hoh, J. K., Bagdon, M. M. & Adler, W. H. (1988)

Am. J. Hum. Genet. 43, A88 (abstr.).
86. Talamo, B. R., Rudel, R. A., Kosik, K. S., Lee, V. M.-Y., Neff,

S., Adelman, L. & Kauer, J. S. (1989) Nature (London) 337,
736-739.

87. Gray, E. G., Paula-Barbosa, M. & Roher, A. (1987) Neuropathol.
Appl. Neurobiol. 13, 91-110.

88. Paula-Barbosa, M., Tavares, M. A. & Cadete-Leite, A. (1987)
Brain Res. 416, 139-142.

89. Metuzals, J., Robitaille, Y., Houghton, S., Gauthier, S., Kang,
C. Y. & Leblanc, R. (1988) Cell Tissue Res. 252, 239-248.

90. Perry, E. K. & Perry, R. H. (1985) Dan. Med. Bull. 32, 27-34.
91. Davies, P. & Wolozin, B. L. (1987) J. Clin. Psychiat. 48, 23-30.
92. Bowen, D. M. (1988) Age 11, 104-110.
93. Whitehouse, P. J., Price, D. L., Clark, A. W., Coyle, J. T. &

DeLong, M. R. (1982) Science 215, 1237-1239.
94. Hefti, F. (1983) Ann. Neurol. 13, 109-110.
95. Hefti, F. (1986) J. Neurosci. 6, 2155-2162.
96. Levi-Montalcini, R. & Calissano, P. (1986) Trends NeuroSci. 9,

473-477.
97. Kromer, L. F. (1987) Science 235, 214-216.
98. Drubin, D. G., Feinstein, S. C., Shooter, E. M. & Kirschner,

M. W. (1985) J. Cell Biol. 101, 1799-1807.
99. Black, M. M., Aletta, J. M. & Greene, L. A. (1986) J. Cell Biol.

103, 545-557.
100. Drubin, D. G., Kobayashi, S., Kellogg, D. & Kirschner, M. (1988)

J. Cell Biol. 106, 1583-1591.
101. Candy, J. M., Klinowski, J., Perry, R. H., Perry, E. K., Fairbairn,

A., Oakley, A. E., Carpenter, T. A., Atack, J. R., Blessed, G. &
Edwardson, J. A. (1986) Lancet ii, 354-357.

102. Edwardson, J. A. (1988) Alzheimer Dis. Assoc. Disorders 2, 315
(abstr.).

103. Perl, D. P. & Good, P. F. (1988) Alzheimer Dis. Assoc. Disorders
2, 314 (abstr.).

104. Perl, D. P. (1983) inAlzheimer's Disease: The StandardReference,
ed. Reisberg, B. (Free, New York), pp. 116-121.

105. Crapper-McLachlan, D. R., Lukiw, W. J. & Kruck, T. P. A.
(1988) Alzheimer Dis. Assoc. Disorders 2, 317 (abstr.).

106. Macdonald, T. L., Humphreys, W. G. & Martin, R. B. (1987)
Science 236, 183-186.

107. Nakagawa, Y., Nakamura, S., Kase, Y., Noguchi, T. & Ishihara,
T. (1987) Brain Res. 408, 57-64.

108. Tilson, H. A., McLamb, R. L., Shaw, S., Rogers, B. C., Pedia-
ditakis, P. & Cook, L. (1988) Brain Res. 438, 83-94.

109. Klatzo, I., Wisniewski, H. M. & Streicher, E. (1965) J. Neuro-
pathol. Exp. Neurol. 34, 187-199.

110. Schochet, S. S., Lampert, P. W. & Earle, K. M. (1968) J. Neu-
ropathol. Exp. Neurol. 27, 645-658.

111. Seil, F. & Lampert, P. W. (1968) Exp. Neurol. 21, 219-230.
112. Sato, Y., Kim, S. U. & Ghetti, B. (1985) J. Neurol. Sci. 68,

191-203.
113. Fu, T.-K., Matsuyama, S. S., Kessler, J. 0. & Jarvik, L. F. (1986)

Neurobiol. Aging 7, 41-43.
114. Wilson, L., Bamburg, J. R., Mizel, S. B., Grisham, L. M. &

Creswell, K. M. (1974) Fed. Proc. Fed. Am. Soc. Exp. Biol. 33,
158-166.

115. Bollon, A. P., Porterfield, R. R., Fuseler, J. W. & Shay, J. W.
(1982) in Cell and Muscle Motility, eds. Dowben, R. M. & Shay,
J. M. (Plenum, New York), pp. 93-101.

116. Brimijoin, S., Olsen, J. & Rosenson, R. (1979) J. Physiol. (London)
287, 303-314.

117. Roth, M., Tomlinson, B. E. & Blessed, G. (1966) Nature (London)
209, 109-110.

118. Purpura, D. P., Bodick, N., Suzuki, K., Rapin, I. & Wurzelmann,
S. (1982) Dev. Brain Res. 5, 287-297.

119. Valerius, N. H., Knudsen, B. B. & Pedersen, M. (1983) Eur. J.
Clin. Invest. 13, 489-494.

Proc. Natl. Acad. Sci. USA 86 (1989)


