
Abstract. Several studies support the hypothesis that apo-
lipoprotein-E (ApoE) acts as a pathological chaperone protein
that promotes the ß-plated sheet conformation of ß-amyloid
(Aß) peptides into amyloid fibers. In vitro evidence is also
available that ApoE inhibits the neurotoxic effect of Aß in an
allele-specific manner (E2 ≥ E3 > E4). We have recently shown
that Aß peptides exert a time- and concentration-dependent
toxic effect on rat neuromicrovascular endothelial cells (NECs),
and this study aimed to ascertain whether ApoE isoforms are
able to modulate this effect. ApoE2 and ApoE4 decreased
and increased, respectively, the cytotoxic effect of Aß(1-40)
and Aß(1-42) on NECs, as evaluated by their survival and
viability rates. The toxic effect of both Aß peptides and ApoE4
was associated with the rise in the necrosis rate of NECs
within a 24-h incubation period. Moreover, ApoE2 prevented
and ApoE4 magnified the inhibitory effect of Aß on the
capability of NECs cultured on Matrigel to form a capillary-
like network. The opposite effects of ApoE isoforms could
be due to their different interactions with the C-terminal
domain of Aß. ApoE2, at variance with ApoE4, is thought to
form sodium dodecyl sulphate-stable complexes with Aß
and, as a consequence, it could block the interactions of
the non-fibrillar Aß peptide with the plasma membrane, Aß
peptide aggregation and the ensuing cytotoxicity. Collectively,
our findings confirm the view that ApoE plays a relevant role
in the pathogenesis of Alzheimer's disease.

Introduction

It is current knowledge that Alzheimer's disease (AD) is
associated with brain vascular and neuronal damage, involving
the formation of intracellular neurofibrillar tangles (NFT) and

the accumulation of ß-amyloid (Aß) peptides in extracellular
plaques (1-4). Epidemiological and biochemical observations
suggest that endogenous factors, such as apolipoprotein-E
(ApoE), affect the rate of Aß formation and could play a
relevant role in the pathogenesis of AD (5,6). ApoE exists in
three isoforms, E2, E3 and E4, which are the products of
three alleles (Â2, Â3 and Â4) at a single locus (7). The ApoE
genotype is thought to be a susceptibility factor for AD, with
the Â4 and Â2 alleles increasing and decreasing the risk of
developing AD, respectively. Moreover, ApoE4 and ApoE2
isoform frequency was found to be significantly higher and
lower in AD patients than in healthy humans (8).

Evidence has been provided that the ApoE4 isoform is
connected with the development of the neuropathological
features of AD: senile plaques (SP) and NFT. In fact, it has
been shown that a direct interaction between ApoE and Aß
peptides affects the in vitro formation and growth of amyloid
plaques (9-12). In particular, ApoE4 seems to have an elevated
affinity for Aß binding, favoring its deposition in SP (13-16).
In vitro studies also suggest that ApoE modulates Aß peptide-
induced neurotoxicity in an isoform-specific manner (17-19).
It has been demonstrated that the ApoE2 isoform protects
neurones, whereas the ApoE4 isoform is ineffective (20).

In the frame of our current studies on AD and neuro-
degenerative dementia (8,21), we observed that Aß peptides
are toxic for rat neuromicrovascular endothelial cells (NECs)
in a time- and concentration-dependent manner. Aß peptides
were found to induce NEC death within 3 h, and electron
microscopy evidenced morphological signs of cell degeneration
after 24-h exposure (22), caspase-8 activation and oxidative
stress being involved in this toxic effect (23). It, therefore,
appeared worthwhile to investigate whether ApoE isoforms
exert a specific effect on Aß(1-40)- and Aß(1-42)-induced
cytotoxicity on rat NECs.

Materials and methods

Animals and reagents. Sprague-Dawley male rats (350-400 g
body weight) were purchased from Charles-River (Como,
Italy), and the experiment protocol was approved by the local
Ethics Committee for Animal Studies. Aß peptides and ApoE
isoforms were obtained from Calbiochem (La Jolla, CA).
Endothelial cell growth medium MV2 was provided by
PromoCell (Heidelberg, Germany), and Matrigel by Becton-
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Dickinson Labware (Bedford, MA). All other chemicals and
reagents were obtained from Sigma-Aldrich Corp. (St. Louis,
MO).

NEC cultures. Rats were decapitated, and their brains were
promptly removed. NECs were isolated and cultured according
to the method of Abbot et al (24) with few modifications
(25,26). NECs from the 3rd to the 4th passage were plated
(1.5x104 cells/cm2) on fibronectin-coated Petri dishes, and
cultured in MV2 medium, as previously described (25).
After 24 h of culture, the medium was replaced with a fresh
one containing Aß(1-40) or Aß(1-42) (10-7 M), alone and in
the presence of ApoE2 or ApoE4 (0.2 μg/ml). NECs were
cultured for another 3, 24 or 48 h. Cell survival was evaluated
by trypan blue exclusion, by counting NECs which did not
internalize the dye.

Redox activity. At the end of the incubation, NEC redox
activity was measured using the CellTiter 96® AQueous One
Solution Cell Proliferation Assay (Promega, Madison, WI), a
colorimetric method for determining the number of viable
cells in proliferation, cytotoxicity or chemosensitivity assays.
The assay is based on the ability of living cells to convert a
tetrazolium compound [3-(4,5-dimethylthiazol-2-yl)-5-(3-
carboxymethoxy-phenyl)-2-(4-sulfophenyl)-2H-tetrazolium,
inner salt; MTS] to purple formazan (27). Briefly, MTS dye
was added to the culture medium (0.5 mg/ml), dishes were
incubated for 90 min, and the quantity of formazan was
measured by recording absorbance at a 490-nm wavelength
using a microplate autoreader, EL-13 (Bio-Tek Instruments,
Winooski, VT). The amount of 490-nm absorbance is directly
proportional to the number of living cells in culture.

Cell necrosis. Cell death (necrosis) was determined, by
measuring the release of lactate dehydrogenase (LDH), using
an LDH-cytotoxicity detection kit (Roche, Mannheim,
Germany). The activity of LDH was determined by measuring
its ability to reduce tetrazolium salt to formazan in the presence
of NAD+ and diaphorase. Formazan production was assayed
by measuring absorbance at a 490-nm wavelength in a micro-
plate autoreader, EL-13.

In vitro angiogenesis. Matrigel was thawed on ice overnight
and spread evenly over each well (50 μl) of a 24-well plate.
The plates were incubated for 30 min at 37˚C to allow Matrigel
to gel, and NECs were seeded (2.5x104 cells/cm2) and cultured
in MV2 medium, containing Aß peptides and ApoEs, as
described above. After 24 h of incubation at 37˚C, cultures
were photographed (5 fields for each well: the four quadrants
and the center) at a magnification of x5. Image analysis
was carried out as previously described (22,25,28) and the
following parameters were estimated: percent area covered
by NECs, total length of NEC network per field, and number
of meshes and branching points per fields.

Statistics. Results were expressed as percent change from
baseline value and were the mean ± SEM of four separate
experiments. Statistical analysis was performed by ANOVA,
followed by the Student-Newman-Keuls t-test as post-hoc
test.

Results

Trypan blue exclusion showed that both Aß peptides decreased
NEC survival after an incubation period of 1 and 3 h but not
24 or 48 h. Co-treatment with ApoE2 evoked a significant
decrease in cell survival at 1 h while, at 3 h, it induced a
significant increase with respect to the Aß-peptide values.
NEC survival was not affected by ApoE2 co-treatment after
24 h, and only the exposure for 48 h evoked a decrease in
this parameter, although the effect was significant only in the
case of treatment with Aß(1-42) (Fig. 1, upper panel). Co-
treatment with ApoE4 induced a significant decrease in NEC
survival, with respect to baseline values after all incubation
periods and also with respect to the Aß-peptide values after
24 and 48-h incubation periods (Fig. 1, lower panel).

Redox activity of NECs, as evaluated by MTS-reduction
assay, was not affected by Aß peptides at 1 h, while it was
significantly inhibited by Aß(1-42) at 3 h and by both Aß
peptides at 24 h. Redox activity was restored at 48 h. Co-
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Figure 1. Effects of ApoE2 (upper panel) and ApoE4 (lower panel) on the
survival of NECs cultured in the presence of Aß peptides, as measured
by trypan blue exclusion assay. Bars are means ± SEM of four separate
experiments. *p<0.05 and **p<0.01 from the respective baseline value; ˚p<0.05
and ˚˚p<0.01 from the respective Aß-peptide value.
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treatment with ApoE2 significantly lowered redox activity
with respect to the baseline value at 3 h. However, at 24 and
48 h, ApoE2 induced an increase in redox activity, which
was significant with respect to the Aß(1-40) value at 24 h and
to the Aß(1-42) value at 48 h (Fig. 2, upper panel). MTS
reduction was inhibited by co-treatment with ApoE4, the
inhibition being significant with respect to the Aß(1-42) value
at 3 h and to both Aß-peptide values at 24 h.

NEC death (necrosis), as assayed by LDH release, was
significantly increased after 24-h exposure to both Aß peptides.
The presence of ApoE2 prevented Aß peptide-induced necrosis
at 24 h but not at 3 and 48 h. ApoE4 induced a significant
increase, with respect to both baseline and Aß-peptide values,
after an incubation period of 3 h but not of 24 or 48 h (Fig. 3).

NECs cultured on Matrigel spread and aligned with each
other to form branching anastomosing tubes that gave rise
within 24 h to a meshwork of capillary-like structures (Fig. 4).
Quantitative image analysis showed that Aß peptides inhibited
the network formation. Co-treatment with ApoE2 not only
prevented the Aß peptide-inhibitory effect but also induced a
significant increase in the network formation. Co-treatment
with ApoE4 significantly downloaded the capillary-like net-
work formation with respect to both baseline and Aß-peptide
values (Fig. 5).

In all experiments, neither ApoE2 nor ApoE4 per se had
any significant effect (data not shown).

Discussion

ApoE is found in all main pathological lesions of AD, and
the differences in the physiological activity among different
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Figure 2. Effects of ApoE2 (upper panel) and Apo E4 (lower panel) on the cell
survival of NECs cultured in the presence of Aß peptides, as measured by
MTS-reduction assay. Bars are means ± SEM of four separate experiments.
*p<0.05 and **p<0.01 from the respective baseline value; ˚p<0.05 and ˚˚p<0.01
from the respective Aß-peptide value.

Figure 3. Effects of ApoE2 (upper panel) and ApoE4 (lower panel) on the
necrosis rate of NECs cultured in the presence of Aß peptides, as measured
by LDH-release assay. Bars are means ± SEM of four separate experiments.
*p<0.05 and **p<0.01 from the respective baseline value; ˚p<0.05 and ˚˚p<0.01
from the respective Aß-peptide value.

Figure 4. Phase contrast micrograph illustrating the arrangement of NECs
into a meshwork of capillary-like tubules when cultured on Matrigel for 24 h.
Magnification x60.
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ApoE isoforms have been considered of great interest
(13,14,29,30). In vitro observations support the hypothesis
that ApoE acts as a pathological chaperone protein, which
promotes the ß-plated sheet conformation of Aß into amyloid
fibers, and provides a possible explanation for the association
between ApoE4 isoform and AD (31,32). In vivo studies,
carried out in an AD mouse model, demonstrated ApoE
isoform-dependent effects on the amount and anatomical
distribution of Aß deposits (12,33). The expression of ApoE2
markedly reduces and that of ApoE4 raises hippocampal Aß
content and Aß(1-42) levels (34). In vitro studies confirmed
the specific effect of ApoE isoform in protecting neuronal and
cerebrovascular smooth muscle cells from the toxic action of
Aß peptides, ApoE2 being more and ApoE4 being less effective
(18,20,35).

Our present results demonstrate that ApoE2 has an
inhibitory effect, mainly within a 24-h incubation period, on
the cytotoxic action of Aß peptides on NECs, while ApoE4
has a long-lasting magnifying effect. The survival and viability
of these cells are increased and reduced, respectively, by
ApoE2 and ApoE4 with respect to Aß(1-40) and Aß(1-42)
values. Moreover, the toxic effect of both Aß peptides and
ApoE4 appear to be mediated by an increase in the necrosis
rate within a 24-h incubation period.

ApoE2 and ApoE3, unlike ApoE4, seem to form sodium
dodecyl sulphate-stable complexes with Aß peptides and
could mediate Aß-peptide clearance by means of specific
membrane receptors, particularly LRP (LDH receptor-related
protein). Moreover, ApoE-Aß interaction inhibits the inter-
actions of the non-fibrillar Aß with the plasma membrane,
Aß aggregation and its subsequent cytotoxicity (18-20,36,37).
This hypothesis agrees with the studies of Pillot et al, who
demonstrated that the lipid-binding C-terminus of ApoE
interacts, in an isoform-specific manner, with Aß peptides (38).
In ApoE2 and ApoE3, which possess a Cys residue in the
112 position, Arg61 forms a salt bridge with Glu109 so that the
two isoforms have a specific three dimensional organization,
which allows their C-terminal domain to interact with that of
Aß peptides. This domain displays fusogenic properties, which
might account for the cytotoxicity of Aß peptides. In fact,
their interaction with specific cell membrane phospholipids,
e.g. phosphatidylserine (39), may induce destabilization of the
cell membrane (40). As a consequence, ApoE2 association
with the Aß C-terminal domain, by impairing Aß interaction
with the cell membrane, may decrease its fusogenic properties.
The substitution Cys/Arg at the 112 position in ApoE4 modifies
the conformation of the full-length protein, due to specific
interactions between the N- and C-terminal domains, thereby
preventing the binding of the C-terminus to Aß peptides (38).

Our results also demonstrate that, in the presence of ApoE2,
NECs do not release significant amounts of LDH which, on
the contrary, is increased by Aß-peptide exposure. This ApoE2
protective effect could be due to the ability of this isoform
to interact with the C-terminal domain of Aß peptides. In
contrast, ApoE4 exerts a necrosis effect on NECs within 24 h
of exposure, followed by NEC recovery at 48 h. These data are
in keeping with other studies on neuroblastoma cells, which
showed that ApoE4 and AB(1-42) modulate the activation of
glycogen synthase kinase-3ß (GSK-3ß), an enzyme involved
in cell death and tau abnormal phosphorylation, in a biphasic
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Figure 5. Effects of ApoE2 (upper panels) and ApoE4 (lower panels) on the
dimensional [percent area (area) covered by NECs and total length per field
(length)] and topological parameters [number of branching points per field
(branching) and number of meshes per field (number)] of NECs cultured on
Matrigel in the presence of Aß peptides. Bars are means ± SEM of four
separate experiments. *p<0.05 and **p<0.01 from the respective baseline value;
˚p<0.05 and ˚˚p<0.01 from the respective Aß-peptide value.
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manner. In fact, ApoE4 first activates GSK-3ß via both Ca2+-
dependent and -independent mechanisms and then inhibits
it, probably via the activation of kinases that subsequently
inactivate GSK-3ß by phosphorylation (41,42). The hypothesis
has been advanced that a defect in GSK-3ß regulation may
contribute to AD development (42).

Matrigel assay confirms the ApoE-isoform specific effect
on Aß peptide cytotoxicity; co-treatment with ApoE2 induces
an increase in the formation of the meshwork, while co-
treatment with ApoE4 magnifies the inhibitory effect of Aß
peptides. This last finding agrees with the recently demon-
strated in vitro and in vivo antiangiogenic action of ApoE4 (43).

In light of the present study, we conclude that ApoE plays
a relevant role in the pathogenesis of AD, since ApoE2 lowers
and ApoE4 increases the cytotoxic effects of Aß peptides on
vascular brain endothelium.

References

1. Selkoe DJ: The molecular pathology of Alzheimer's disease.
Neuron 6: 487-498, 1991.

2. Selkoe DJ: Amyloid beta-protein precursor: new clues to the
genesis of Alzheimer's disease. Curr Opin Neurobiol 4: 708-716,
1994.

3. Kosik KS: Alzheimer's disease: a cell biological perspective.
Science 256: 78780-78783, 1992.

4. Sisodia SS and Price DL: Role of the beta-amyloid protein in
Alzheimer's disease. FASEB J 9: 366-370, 1995.

5. Weisgraber KH, Roses AD and Strittmatter WJ: The role of
apolipoprotein E in the nervous system. Curr Opin Lipidol 5:
110-116, 1994.

6. Wisniewski T, Golabek AA, Kida E, Wisniewski KE and
Frangione B: Conformational mimicry in Alzheimer's disease.
Role of apolipoproteins in amyloidogenesis. Am J Pathol 147:
238-244, 1995.

7. Mahley RW, Innerarity TL, Rall SC, Weisgraber KH and
Taylor JM: Apolipoprotein E genetic variants provide insights
into its structure and function. Curr Opin Lipidol 1: 87-95, 1990.

8. Folin M, Baiguera S, Conconi MT, DiLiddo R, DeCarlo E,
Parnigotto PP and Nussdorfer GG: Apolipoprotein E as vascular
risk factor in neurodegenerative dementia. Int J Mol Med 14:
609-613, 2004.

9. Evans KC, Berger EP, Cho CG, Weisgraber KH and Lansbury PT
Jr: Apolipoprotein E is a kinetic but not a thermodynamic
inhibitor of amyloid formation: implications for the patho-
genesis and treatment of Alzheimer disease. Proc Natl Acad Sci
USA 92: 763-767, 1995.

10. Pillot T, Goethals M, Vanloo B, Lins L, Brasseur R,
Vandekerckhove J and Rosseneu M: Specific modulation of
the fusogenic properties of the Alzheimer beta-amyloid peptide
by apolipoprotein E isoforms. Eur J Biochem 243: 650-659,
1997.

11. Russo C, Angelini G, Dapino D, Piccini A, Piombo G, Schettini G,
Chen S, Teller JK, Zaccheo D, Gambetti P and Tabaton M:
Opposite roles of apolipoprotein E in normal brains and in
Alzheimer's disease. Proc Natl Acad Sci USA 95: 15598-15602,
1998.

12. Bales KR, Dodart JC, DeMattos RB, Holtzman DM and Paul SM:
Apolipoprotein E, amyloid, and Alzheimer disease. Mol Interv 2:
363-375, 2002.

13. Strittmatter WJ, Sauders AM, Schmechel D, Pericak-Vance M,
Enghild J, Salversen GS and Roses AD: Apolipoprotein E: high
avidity binding to ß-amyloid and increased frequency of type 4
allele in late-onset familial Alzheimer's disease. Proc Natl Acad
Sci USA 90: 1977-1981, 1993.

14. Strittmatter WJ, Weisgraber KH, Haung DY, Dong LM,
Salversen GS, Pericak-Vance M, Schmechel D, Sauders AM,
Goldgaber D and Roses AD: Binding of human apolipoprotein
E to synthetic amyloid ß peptide: isoform-specific effects and
implications for late-onset Alzheimer disease. Proc Natl Acad
Sci USA 90: 8098-8102, 1993.

15. Wisniewski T, Golabek A, Matsubara E, Ghiso J and Frangione B:
Apolipoprotein E: binding to soluble Alzheimer's ß-amyloid.
Biochem Biophys Res Commun 192: 359-365, 1993.

16. Skoog I, Hesse C, Fredman P, Andreasson LA, Palmertz B and
Blenow K: Apolipoprotein E in cerebrospinal fluid in 85-year-
old subjects. Arch Neurol 54: 267-272, 1997.

17. Ma J, Brewer HB Jr and Potter H: Alzheimer A beta neuro-
toxicity: promotion by antichymotrypsin, ApoE4; inhibition by
A beta-related peptides. Neurobiol Aging 17: 773-780, 1996.

18. Miyata M and Smith JD: Apolipoprotein E allele-specific anti-
oxidant activity and effects on cytotoxicity by oxidative insults
and beta-amyloid peptides. Nat Genet 14: 55-61, 1996.

19. Jordan J, Galindo MF, Miller RJ, Reardon CA, Getz GS and
La Du MJ: Isoform-specific effect of apolipoprotein E on cell
survival and beta-amyloid-induced toxicity in rat hippo-
campal pyramidal neuronal cultures. J Neurosci 18: 195-204,
1998.

20. Drouet B, Fifre A, Pincon-Raymond M, Vandekerckhove J,
Rosseneu M, Gueant JL, Chambaz J and Pillot T: ApoE protects
cortical neurones against neurotoxicity induced by the non-
fibrillar C-terminal domain of the amyloid-beta peptide. J
Neurochem 76: 117-127, 2001.

21. Folin M, Baiguera S, Conconi MT, Pati T, Grandi C, Parnigotto PP
and Nussdorfer GG: The impact of risk factors of Alzheimer's
disease in the Down syndrome. Int J Mol Med 11: 267-270,
2003.

22. Folin M, Baiguera S, Tommasini M, Guidolin D, Conconi MT,
DeCarlo E, Nussdorfer GG and Parnigotto PP: Effects of ß-
amyloid on rat neuromicrovascular endothelial cells cultured
in vitro. Int J Mol Med 15: 929-935, 2005.

23. Folin M, Baiguera S, Fioravanzo S, Conconi MT, Grandi C,
Nussdorfer GG and Parnigotto PP: Caspase-8 activation and
oxidative stress are involved in the cytotoxic effect of ß-amyloid
on rat brain microvascular endothelial cells. Int J Mol Med
(In press).

24. Abbott NJ, Hughes CCW, Revest PA and Greenwood J: Develop-
ment and characterisation of a rat brain capillary endothelial
culture: towards an in vitro blood-brain barrier. J Cell Sci 103:
23-37, 1992.

25. Baiguera S, Conconi MT, Guidolin D, Mazzocchi G,
Malendowicz LK, Parnigotto PP, Spinazzi R and Nussdorfer GG:
Ghrelin inhibits in vitro angiogenic activity of rat brain
microvascular endothelial cells. Int J Mol Med 14: 849-854,
2004.

26. Conconi MT, Lora S, Baiguera S, Boscolo E, Folin M, Scienza R,
Rebuffat P, Parnigotto PP and Nussdorfer GG: In vitro culture
of rat neuromicrovascular endothelial cells on polymeric scaffolds.
J Biomed Mater Res 71: 669-674, 2004.

27. Mossman T: Rapid colorimetric assay for cellular growth and
survival, application to proliferation and cytotoxicity assays. J
Immunol Methods 65: 55-63, 1983.

28. Ribatti D, Guidolin D, Conconi MT, Nico B, Baiguera S,
Parnigotto PP, Vacca A and Nussdorfer GG: Vinblastine inhibits
the angiogenic response induced by adrenomedullin in vitro and
in vivo. Oncogene 22: 6458-6461, 2003.

29. Wisniewski T and Frangione B: Apolipoprotein E: a patho-
logical chaperone protein in patients with cerebral and systemic
amyloid. Neurosci Lett 135: 235-238, 1992.

30. Stratman NC, Castle CK, Taylor BM, Epps DE, Melchior GW
and Carter DB: Isoform specific interactions of human apolipo-
protein E to an intermediate conformation of human Alzheimer
amyloid-beta peptide. Chem Phys Lipids 137: 52-61, 2005.

31. Castano EM, Prelli F, Wisniewski T, Golabek A, Kumar RA,
Soto C and Frangione B: Fibrillogenesis in Alzheimer's disease
of amyloid beta peptides and apolipoprotein E. Biochem J 306:
599-604, 1995.

32. Soto C, Castano EM, Prelli F, Kumar RA and Baumann M:
Apolipoprotein E increases the fibrillogenic potential of synthetic
peptides derived from Alzheimer's, gelsolin and AA amyloids.
FEBS Lett 371: 110-114, 1995.

33. Bales KR, Verina T, Cummins DJ, Du Y, Dodel RC, Saura J,
Fishman CE, DeLong CA, Piccardo P, Petegnief V, Ghetti B
and Paul SM: Apolipoprotein E is essential for amyloid deposition
in the APP(V717F) transgenic mouse model of Alzheimer's
disease. Proc Natl Acad Sci USA 96: 15233-15238, 1999.

34. Dodart JC, Marr RA, Koistinaho M, Gregersen BM, Malkani S,
Verma IM and Paul SM: Gene delivery of human apolipoprotein
E alters brain Aß burden in a mouse model of Alzheimer's
disease. Proc Natl Acad Sci USA 102: 1211-1216, 2005.

35. Wilhelmus MM, Otte-Holler I, Davis J, van Nostrand WE,
DeWaal RM and Verbeek MM: Apolipoprotein E genotype
regulates amyloid-ß cytotoxicity. J Neurosci 25: 3621-3627,
2005.

INTERNATIONAL JOURNAL OF MOLECULAR MEDICINE  17:  821-826,  2006 825

821-826  24/3/06  13:17  Page 825

https://www.spandidos-publications.com/10.3892/ijmm.17.5.821
https://www.spandidos-publications.com/10.3892/ijmm.17.5.821


36. La Du MJ, Falduto MT, Manelli AM, Reardon CA, Getz GS
and Frail DE: Isoform-specific binding of apolipoprotein E to
beta-amyloid. J Biol Chem 269: 23403-23406, 1994.

37. La Du MJ, Lukens JR, Reardon CA and Getz GS: Association
of human, rat, and rabbit apolipoprotein E with beta-amyloid.
J Neurosci Res 49: 9-18, 1997.

38. Pillot T, Goethals M, Najib J, Labeur C, Lins L, Chambaz J,
Brasseur R, Vandekerckhove J and Rosseneu M: Beta-amyloid
peptide interacts specifically with the carboxy-terminal domain
of human apolipoprotein E: relevance to Alzheimer's disease. J
Neurochem 72: 230-237, 1999.

39. Lee G, Pollard HB and Arispe N: Annexin 5 and apolipoprotein
E2 protect against Alzheimer's amyloid-ß-peptide cytotoxicity
by competitive inhibition at a common phosphatidylserine
interaction site. Peptides 23: 1249-1263, 2002.

40. Pillot T, Goethals M, Vanloo B, Talussot C, Brasseur R,
Rosseneu M, Vandekerckhove J and Lins L: Fusogenic properties
of the C-terminal domain of the Alzheimer beta-amyloid peptide.
J Biol Chem 271: 28757-28765, 1996.

41. Takashima A, Noguchi K, Michel G, Mercken M, Hoshi M,
Ishiguro K and Imahori K: Exposure of rat hippocampal
neurons to amyloid beta peptide (25-35) induces the inactivation
of phosphatidyl inositol-3 kinase and the activation of tau
protein kinase I/glycogen synthase kinase-3 beta. Neurosci Lett
203: 33-36, 1996.

42. Cedazo-Minguez A, Popescu BO, Blanco-Millan JM, Akterin S,
Pei JJ, Winblad B and Cowburn RF: Apolipoprotein E and beta-
amyloid(1-42) regulation of glycogen synthase kinase-3beta. J
Neurochem 87: 1152-1164, 2003.

43. Paris D, Patel N, DelleDonne A, Quadros A, Smeed R and
Muller M: Impaired angiogenesis in a transgenic mouse model
of cerebral amyloidosis. Neurosci Lett 366: 80-85, 2004.

FOLIN et al:  ß-AMYLOID AND BRAIN ENDOTHELIUM826

821-826  24/3/06  13:17  Page 826


