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Searching for an endogenous anti-Alzheimer molecule:
identifying small molecules in the brain that slow
Alzheimer disease progression by inhibition
of β-amyloid aggregation
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Medicine and Department of Biomedical Engineering, Dalhousie University, Halifax, NS, Canada

Background: Alzheimer disease is a neurodegenerative disorder that progresses with marked interindividual clinical variability. We postulate the existence of endogenous molecules within the human brain exerting an antiaggregant activity that will prevent/slow Alzheimer
disease progression. Methods: We performed in silico studies to determine if the small endogenous molecules L-phosphoserine (L-PS)
and 3-hydroxyanthranilic acid (3-HAA) could bind to the target region of β-amyloid responsible for protein misfolding. In vitro assays
measured the antiaggregation effect of these molecules at varying concentrations. Results: In silico studies demonstrated that L-PS and
3-HAA, both endogenous brain molecules, were capable of binding to the histidine13–histidine–glutamine–lysine16 (HHQK) region of
β-amyloid involved in misfolding: these interactions were energetically favoured. The in vitro assays showed that both L-PS and 3-HAA
were capable of inhibiting β-amyloid aggregation in a dose-dependent manner, with 3-HAA being more potent than L-PS. Limitations:
Studies were performed in silico and in vitro but not in vivo. Conclusion: We successfully identified 2 endogenous brain molecules,
L-PS and 3-HAA, that were capable of binding to the region of β-amyloid that leads to protein misfolding and neurotoxicity. Both L-PS
and 3-HAA were able to inhibit β-amyloid aggregation in varying concentrations; levels of these compounds in the brain may impact their
effectiveness in slowing/preventing β-amyloid aggregation.

Introduction
Alzheimer disease is a progressive, degenerative neurologic
disorder for which there are no curative treatments. People
with Alzheimer disease demonstrate characteristic pathological features, including β-amyloid plaques, tau neurofibrillary tangles and brain atrophy — collectively used to enable
definitive postmortem diagnosis.1 The progression of Alzheimer disease varies tremendously among individuals from
fast to extremely slow disease progression.2
The proposed causative agent in Alzheimer disease is the

β-amyloid protein, ranging in length from 39 to 43 amino
acids. 3,4 A small, 4-residue segment within β-amyloid,
histidine13–histidine–glutamine–lysine16 (HHQK; Appendix 1,
Fig. S1, available at cma.ca/jpn), has been identified as a
region that plays a mechanistic role in the conversion of βamyloid from a nontoxic α-helical or random coil conformation to the β-sheet conformation that leads to aggregation
and neurotoxicity.5,6 The aggregation of β-amyloid is a nucleation process whereby the misfolding of 1 protein initiates
the misfolding of another, with the misfolded monomers forming into oligomeric species.7 The small, soluble oligomeric
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forms of β-amyloid are neurotoxic;8 thus, preventing their aggregation is therapeutically desirable. Once these oligomers
have aggregated into fibrils and become sequestered in amyloid plaques, they are probably no longer toxic to the brain.4
Despite a common mechanistic pathway for the protein
misfolding of Alzheimer disease, disease progression is
highly variable among individuals. There are 2 main varieties
of Alzheimer disease: sporadic cases with as-of-yet unknown
triggers and familial Alzheimer disease, which is the earlyonset, genetically triggered form.9 The incidence of sporadic
Alzheimer disease increases as individuals age, with a 1 in 4
probability of Alzheimer disease developing after 85 years of
age.9 The age of Alzheimer disease onset varies substantially,
even among families with known genetic predisposition.10
There are specific genetic mutations that occur primarily with
the presenilin 1 and 2 genes (PSEN1 and PSEN2) as well as
the amyloid precursor protein (APP) gene, and it is these mutations that lead to alterations in β-amyloid protein load and
generate β-amyloid length (which allows for the identification
of β-amyloid as a pathogenic trigger).9 A variety of factors
may play a role in why Alzheimer disease develops in certain
individuals but not others (e.g., genetics, environmental factors, education level, socioeconomic status, life activities).10
Furthermore, the metabolic profile of the brain and immune
factors may also correlate to the rate of cognitive decline
among patients with Alzheimer disease, and there are 2 distinct streams of Alzheimer disease progression: rapid disease
progression and slow disease progression.11
Along with variations in the rate of disease progression, there
are also variations in how the disease manifests cognitively and
behaviourally.12 These observed variations may be the result of
differences in the accumulation of Alzheimer disease pathologies, or when these pathologies appear as the disease progresses.12 Despite all that is known about the heterogeneity of
Alzheimer disease, there is still no clear understanding of why
there are so many variations among patients. Why is it that
some people may never get the disease, whereas others decline
rapidly when Alzheimer disease develops?
To ascertain if individual neurochemical variability can account (at least in part) for the heterogeneity of the clinical
course of Alzheimer disease, we pursued the notion of an endogenous anti-Alzheimer molecule (EAM). Accordingly, we
sought to identify small molecules (molecular weight
< 600 g/mol) in the brain that prevent or slow Alzheimer disease progression, specifically through inhibition of β-amyloid
aggregation. Small molecules were selected because of their
possible capacity to function as a drug-like platform and because of their potential to cross the blood–brain barrier if administered orally. To identify a putative EAM, we performed
an initial in silico screening study of endogenous molecules
interacting with β-amyloid followed by confirmatory in vitro
assessments.

Methods
The HHQK region, which interacts with negatively charged
glycosaminoglycans in the neuronal membrane, has been
identified as a druggable domain within β-amyloid. If a com-
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pound can be identified that binds to this region, it could in
principle prevent unwanted interactions that lead to protein
misfolding.5,6 We devised an in silico screening strategy to
identify compounds capable of binding to the HHQK domain.
The HHQK receptor consists of 3 positively charged basic
residues in a 1–2–4 arrangement within a tetrapeptide motif.
Since binding to a single amino acid would not impart sufficient intermolecular binding selectivity, a molecule capable of
binding to BBXB at either 2 or 3 of the “B” residues was required. This BBXB motif, where “B” is any of the amino acids
with basic properties and X is any amino acid, has been identified as one that appears in many of the proteins affiliated with
Alzheimer disease.13 Assuming an α-helical conformation and
using a molecular mechanics energy minimized geometry of
HHQK, the 1–2, 1–4 and 2–4 inter-residue side-chain charge
separations are 7.1 Å, 8.5 Å and 13.2 Å, respectively. To establish energetically favourable intermolecular interactions with
these cationic basic B-type residues, a preferred method is via
an anionic group (forming a cationic-anionic interaction). Since
we endeavoured to identify endogenous brain molecules that
act as anti-Alzheimer therapeutics, we performed an in silico
screen of 1100 endogenous small molecules of the human
brain. We were interested in finding small molecules with negatively charged functional groups in a spatial orientation complementary to the cationic residues of the HHQK region. From
this search we identified several “hits” — small molecules
capable of fitting the appropriate dimensions and charge state
for interacting with the HHQK region.
From this screen, 2 anionic metabolites formed within
the human central nervous system were identified: Lphosphoserine (L-PS) and 3-hydroxyanthranilic acid
(3-HAA). These 2 compounds were further submitted to
more in-depth in silico studies and in vitro assays. For both
L-PS and 3-HAA (Appendix 1, Fig. S2), we performed in silico optimizations with β-amyloid (in different conformations). Given the nature of these 2 molecules, we expanded
the β-amyloid region of interest to residues Glu11-Lys16
(EVHHQK; Appendix 1, Fig. S3) as it provides additional
opportunity for binding interactions. We also studied the inhibition of β-amyloid aggregation by both L-PS and 3-HAA
in vitro using thioflavin T (ThT) and transmission electron
microscopy (TEM) aggregation assays.

In silico simulations: L-phosphoserine
In silico geometry optimizations (via energy minimization calculations) of L-PS interacting with β-amyloid were computationally performed using the DREIDING2.21 force field, as
implemented in the Cerius-2 operating suite.14,15 We used 6 different conformations of β-amyloid: 1AMB, 1AMC, 1AML,
1BA4, 1IYT and 2BP4 (as identified by their RCSB protein
databank codes), which we then geometrically optimized at
physiologic pH.16–21 A physiologically charged and geometrically optimized structure of L-PS was then constructed. Simulations were set up such that any 2 of the charged functional
groups (carboxylate, phosphate and amino) were oriented
3.0 Å from any 2 of the charged amino acid side-chains in the
EVHHQK region of β-amyloid for each of the 6 β-amyloid
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conformers. For each conformer, the 4 resulting systems with
the lowest energies and multiple binding interactions were selected for detailed geometry optimization via energy minimization in an explicitly water solvated environment. Solution
phase optimizations were performed with explicit solvation
and periodic boundary conditions using the CHARM22 force
field in the QUANTA program.22,23 We calculated the L-PS/
β-amyloid binding energies for each system.

In silico simulations: 3-hydroxyanthranilic acid

were covered with clear polystyrene lids and incubated at 37°C
in a Tecan Genios microplate reader. We obtained fluorescence
readings (λex = 450 nm, λem = 480 nm) every 15 minutes after
first shaking at high intensity for 15 seconds and then allowing
to settle for 10 seconds before each reading. Active compounds
attenuated the increase in fluorescence observed over time relative to the control samples.

Confirmatory in vitro assays: transmission electron
microscopy

We performed in silico simulations of 3-HAA interacting with
β-amyloid using the CHARMM22 force field in the Molecular
Operating Environment (MOE) software suite.24 The conformations of β-amyloid used for these calculations were 1AMB,
1AMC, 1AML, 1BA4, 1IYT and 1Z0Q.16–19,25 A geometry optimized structure of 3-HAA was oriented such that any 2 of the
functional groups (hydroxyl, amino, carboxylate) and/or the
aromatic ring were situated 3.0 Å from any 2 of the charged
amino acids in the EVHHQK region of β-amyloid. A representative sample of systems from each conformer of β-amyloid examined was selected for optimization using explicit solvation.
We performed solution phase optimizations with periodic
boundary conditions using the CHARMM22 force field.

β-Amyloid 42 stock solution (40 μM in 20 mM Tris, pH 7.4)
was incubated (37ºC) in the absence and presence of 3-HAA
or L-PS (100 μM). After 3 days, solutions were analyzed following the procedure of Cohen and colleagues26 for TEM
analysis. A 10 μL sample was placed on a 400 mesh copper
grid covered by carbon-stabilized Formvar film and allowed
to stand for 1.5 minutes. Excess fluid was then removed, and
the grids were negatively stained for 2 minutes with uranyl
acetate (10 μL, 2% solution). Excess fluid was again removed,
and the samples were viewed using an electron microscope
operating at 80 kV.

Confirmatory in vitro assays: thioflavin T

L-phosphoserine

A ThT aggregation assay was used to quantify attenuation of
β-amyloid aggregation by L-PS and 3-HAA. Thioflavin T, a
benzothiazole dye, has a high affinity for protein with high βsheet content and thus can be used to visualize β-amyloid aggregates. Unbound ThT has fluorescence excitation (λex) and
emission (λem) wavelengths at 430nm and 342nm, respectively. Upon binding to aggregated β-amyloid, ThT undergoes a characteristic spectral shift (λex = 442 nm, λem = 482nm),
which can be used to differentiate bound and unbound ThT.
We purchased β-amyloid 40 (> 95%) from AnaSpec and
stored it at –80°C. Hexafluoroisopropanol (HFIP), 3-HAA,
L-PS and materials for the tris(hydroxymethyl)aminomethane
(Tris) buffers were obtained from Aldrich and were of the highest grade. All water used in the in vitro studies was micropore
filtered and deionized. We pretreated β-amyloid 40 (1.0 mg) in
a 1.5 mL microfuge tube with 1 mL of HFIP, and it was sonicated for 10 minutes to disassemble any preformed β-amyloid
aggregates. We removed the HFIP with a stream of argon and
dissolved the β-amyloid in Tris base (5.8 mL, 20 mM, pH ~10).
The pH was adjusted to 7.4 with concentrated HCl (~10 µL),
and we filtered the solution before usage with a syringe filter
(0.2 µm). Pretreated β-amyloid 40 (40 μM in 20 mM Tris,
pH 7.4) was diluted with an equal volume of 8 µM ThT in Tris
(20 mM, pH 7.4, 300 mM NaCl). Aliquots of β-amyloid/ThT
(200 µL) were added to wells of a black polystyrene 96-well
plate, followed by 2 µL of L-PS or 3-HAA in dimethyl sulfoxide
(DMSO). Incubations were performed in triplicate and contained 20 µM β-amyloid and various concentrations of L-PS or
3-HAA in 20 mM Tris, pH 7.4, 150 mM NaCl and 1% DMSO;
DMSO alone served as a control, to ensure that any observed
anti-aggregant effect was due solely to 3-HAA and L-PS. Plates

Appendix 1, Table S1, summarizes the results of the in silico
simulation of L-PS interacting with different conformations
of β-amyloid; the final binding orientation of each system
and the binding energies are presented. Only those systems
that resulted in the formation of 2 or more energetically
favourable binding interactions between L-PS and β-amyloid
were included.
The results of the in silico calculations indicate that this
small, endogenous molecule is capable of binding to the
EVHHQK region of β-amyloid. The interactions between
L-PS and the His13 and Lys16 residues are the most favoured
for binding orientation, followed by those at His13 and
His14, and those at Glu11 and His14. This indicates that L-PS
can bind to β-amyloid at multiple sites within the target region. A successful binding interaction is depicted in Appendix 1, Figure S4.
A representative sample of interactions were selected for
further optimization in a fully solvated environment. The results of the solution phase optimizations of L-PS with βamyloid are summarized in Appendix 1, Table S2, with the
initial and final binding orientations recorded. Any interactions occurring outside the EVHHQK region were listed
under the “other” column, and the overall binding and electrostatic energies were measured for each system.
Of the 24 solution phase optimized systems, only 1 system
did not result in binding interactions forming at 2 sites within
EVHHQK. Analysis of the binding orientations suggested
that interactions occurring at the His13 and Lys16 residues
and the His13 and His14 residues were the most favoured,
followed by those at Glu11 and Lys16. The measured binding
energies of L-PS are more varied in the solvated environment,

Results
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with no correlation between the number of binding interactions and the energetic favourability of the systems. The electrostatic energies of the observed systems suggest that all of
these are favourable interactions.
The in vitro assays demonstrated that L-PS can inhibit βamyloid aggregation. Figure 1 shows the results of the ThT
assay of L-PS: as the concentration of L-PS increases, the observed fluorescence decreases. Figure 2 compares the amount
of β-amyloid aggregation occurring after 24 hours in the
presence or absence of L-PS. There is a significant difference
in the amount of aggregation observed when L-PS is present.

3-hydroxyanthranilic acid
The results of the in silico optimizations of 3-HAA interacting

with different conformations of β-amyloid are summarized
in Appendix 1, Table S3. The results are limited to those systems in which a minimum of 2 binding interactions have
formed between 3-HAA and the protein. These results indicate that 3-HAA can interact with the EVHHQK region of
β-amyloid, even when different conformational spaces are
involved. There are 3 preferred binding orientations for
3-HAA to interact with 2 amino acid residues within EVHHQK: His13–His14, Glu11–His14 and His13–Lys16. The
meas ured binding energies of these systems were all
favourable; an example of such an interaction is illustrated in
Appendix 1, Figure S5.
From the preliminary optimizations, a representative sample of systems were selected from the interactions with
3-HAA and each of the different β-amyloid conformers to
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Fig. 1: The thioflavin T assay of L-phosphoserine (L-PS). β-Amyloid was incubated with concentrations of L-PS of
0.01 mM, 2.5 mM and 5.0 mM. Dimethyl sulfoxide (DMSO) was used for a control sample.

Fig. 2: Transmission electron miscroscopy images of β-amyloid in dimethyl sulfoxide (left) versus β-amyloid with
L-phosphoserine (right) after a 24-hour incubation period.
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determine the effect that explicit water solvation would have
on their binding. The results of the solution phase optimized
systems are summarized in Appendix 1, Table S4, and show
that even when explicit water molecules are present, 3-HAA
is still capable of interacting with multiple amino acid
residues within the EVHHQK region of β-amyloid. Of all the
optimized systems, only 4 did not form more than 1 binding
interaction with β-amyloid. Looking at binding interaction
trends, systems where 3-HAA has bound to 2 amino acid
residues within EVHHQK show preferred orientations of

His13–His14 and Glu11–His14. The overall binding energies
of these optimized systems are favourable. The ThT results in
Figure 3 show a decrease in relative fluorescence as the concentration of 3-HAA increases. 3-hydroxyanthranilic acid
clearly demonstrates a capacity to inhibit β-amyloid aggregation, and the concentration of 3-HAA required to inhibit βamyloid aggregation is significantly less than that of L-PS.
The TEM images in Figure 4 further demonstrate that 3-HAA
significantly inhibits β-amyloid aggregation compared with a
control sample. Only a few diffuse fibrils are present when
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Fig. 3: The thioflavin T assay of 3-hydroxyanthranilic acid (3-HAA). Relative fluorescence is measured versus time,
with concentrations of 0.4 μM, 2.0 μM, 10.0 μM and 50.0 μM 3-HAA. Dimethyl sulfoxide (DMSO) was used as a control for β-amyloid aggregation.

Fig. 4: Transmission electron miscroscopy images of β-amyloid aggregation after 24 hours in the absence (left) and
presence (right) of 3-hydroxyanthranilic acid.
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incubation occurs with 3-HAA, relative to the control incubated with DMSO.

Discussion
In silico and in vitro methods have been successfully combined to suggest the existence of endogenous molecules
within the human brain capable of inhibiting β-amyloid aggregation by binding to the EVHHQK region responsible for
misfolding. Moreover, the 2 molecules identified, L-PS and
3-HAA, are small molecules and could conceivably be developed as drug discovery platforms.

L-phosphoserine
L-phosphoserine demonstrates a capacity to bind to βamyloid in both in silico and in vitro studies. The in silico
studies showed that L-PS was capable of binding to multiple
amino acids within the EVHHQK region associated with the
protein misfolding process. By binding to these specific
amino acids, L-PS should block this highly charged region
from interacting with negatively charged glycosaminoglycans. The favourable binding energies observed indicate that
L-PS interacting with β-amyloid results in favourable, stable
systems. Furthermore, the in vitro assays demonstrate that,
although higher concentrations are needed to see a more significant inhibition of aggregation, the levels that normally exist within the human brain are enough to have a positive impact. Measurements of L-PS in the mammalian brain have
proven to be challenging, and the levels of L-PS in the brain
may also be impacted by interleukin-11, thus leading to conflicting results on the actual concentration.27,28 However, the
only studies on the human brain have suggested that normal
levels of L-PS in the brain are 0.3 mM, but an increase to levels of 1 mM can be seen in the brains of patients with
Alzheimer disease.29 We were able to detect a decrease in βamyloid aggregation at 0.01 mM; thus, the levels in the human brain should inhibit aggregation. The TEM images also
clearly show that L-PS can prevent neurotoxic aggregation
from occurring. These observations raise the possibility that
the elevated level of L-PS occurring in the brains of people
with Alzheimer disease may be a protective response (although others have suggested its role to be causative, rather
than curative, because of a possible excitotoxic interaction of
L-PS with glutamate receptors).29

3-hydroxyanthranilic acid

Limitations
The main limitation of the present work is that these studies
have only been performed in silico and in vitro. Although
these methods are often representative of what would be
seen in the human body, in vivo studies would allow us to
better ascertain the success of these compounds if human
trials were to be conducted.

Conclusion
The positive in silico results shown by L-PS and 3-HAA in
binding to the EVHHQK region of β-amyloid in silico and inhibiting β-amyloid aggregation in vitro support the concept
that there are endogenous molecules of the brain that can act
as anti-Alzheimer therapeutics. These small molecules may
also be used as platforms from which to develop even more
potent amyloid antiaggregants in the search for a cure for
Alzheimer disease. We have successfully identified small,
endogenous molecules of the human brain that can inhibit
β-amyloid aggregation by binding to the region involved in
protein misfolding.
Acknowledgements: This research was funded by the Nova Scotia
Health Research Foundation (A.R. Meek), the Gunn Family Studentship in Alzheimer’s Research (A.R. Meek), the Alzheimer’s Society
of Canada (G.A. Simms) and Canadian Institutes for Health Research
(operating grant to D.F. Weaver and studentship to G.A. Simms). The
in vitro assays were performed by Todd Galloway and Rose Chen.
Competing interests: As above. D.F. Weaver also declares holding
stock in Treventis Corporation.
Contributors: A. Meek and D.F. Weaver designed the study.
A. Meek and G.A. Simms acquired the data, which all authors analyzed. All authors wrote and reviewed the article and approved the
final version for publication.

References

The in silico and in vitro assays revealed that 3-HAA has the
capacity to bind to β-amyloid to prevent its aggregation. The
ThT assay indicated that 3-HAA was capable of inhibiting βamyloid aggregation at lower concentrations than those observed for L-PS and in a more significant manner. The TEM
images have shown this β-amyloid antiaggregation effect to
be significant as well, with only some diffuse aggregates
forming in the same period during which significant aggregation occurs in a control sample. The results suggest that
3-HAA could be an even more effective antiaggregant than

274

L-PS and that, as a metabolite of tryptophan, 3-HAA presents
itself as a small, endogenous molecule target for further assessment. As with L-PS, elevated levels of 3-HAA and related
metabolites have been found in postmortem brains with verified Alzheimer disease.30 These observations raise the possibility that the increased level of 3-HAA occurring in the
brains of people with Alzheimer disease may in fact be a protective response (although others have suggested its role to
be causative, rather than curative, because of a possible role
of 3-HAA in mediating neurotoxic oxidative stress).30

1.

Mirra SS, Heyman A, McKeel D, et al. The Consortium to Establish
a Registry for Alzheimer’s Disease (CERAD). Part II. Standardization of the neuropathologic assessment of Alzheimer’s disease.
Neurology 1991;41:479-86.

2.

Hanyu H, Sato T, Hirao K, et al. The progression of cognitive deterioration and regional cerebral blood flow patterns in Alzheimer’s disease: a longitudinal SPECT study. J Neurol Sci 2010;290:96-101.

3.

Lahiri DK, Greig NH. Lethal weapon: amyloid β-peptide, role in
the oxidative stress and neurodegeneration of Alzheimer’s disease.
Neurobiol Aging 2004;25:581-7.

J Psychiatry Neurosci 2013;38(4)

Endogenous anti-Alzheimer molecules

4.

Walsh DM, Selkoe DJ. A. β Oligomers — a decade of discovery.
J Neurochem 2007;101:1172-84.

5.

Giulian D, Haverkamp LJ, Yu J, et al. The HHQK domain of
β-amyloid provides a structural basis for the immunopathology of
Alzheimer’s disease. J Biol Chem 1998;273:29719-26.

6.

Yoda M, Miura T, Takeuchi H. Non-electrostatic binding and selfassociation of amyloid β-peptide on the surface of tightly packed
phosphatidylcholine membranes. Biochem Biophys Res Commun
2008;376:56-9.

membrane-spanning domain where we think it? Biochemistry 1998;
37:11064-77.
19.

Crescenzi O, Tomaselli S, Guerrini R, et al. Solution structure of the
Alzheimer amyloid beta-peptide (1-42) in an apolar microenvironment. Similarity with a virus fusion domain. Eur J Biochem 2002;269:
5642-8.

20.

Zirah S, Kozin SA, Mazur AK, et al. Structural changes of region 116 of the Alzheimer disease amyloid beta-peptide upon zinc binding and in vitro aging. J Biol Chem 2006;281:2151-61.

7.

Fändrich M, Schmidt M, Grigorieff N. Recent progress in understanding
Alzheimer’s β-amyloid structures. Trends Biochem Sci 2011;36:338-45.

21.

Berman HM, Westbrook J, Feng Z, et al. The Protein Data Bank.
Nucleic Acids Res 2000;28:235-42.

8.

Morita M, Vestergaard M, Hamada T, et al. Real-time observation
of model membrane dynamics induced by Alzheimer’s amyloid
beta. Biophys Chem 2010;147:81-6.

22.

Brooks BR, Bruccoleri RE, Olafson BD, et al. CHARMM: A program for macromolecular energy, minimization, and dynamics
calculations. J Comput Chem 1983;4:187-217.

9.

Lambert J-C, Amouyel P. Genetic heterogeneity of Alzheimer’s
disease: complexity and advances. Psychoneuroendocrinology 2007;
32:S62-70.

23.

QUANTA2005. Version 05.0417. San Diego (CA): Accelrys Software
Inc.; 2006.

24.
10.

Martins RN, Hallmayer J. Age at onset: important marker of genetic
heterogeneity in Alzheimer’s disease. Pharmacogenomics J 2004;4:138-40.

Molecular Operating Environment. Version 2010.10. Montréal (QC):
Chemical Computing Group Inc.; 2010.

25.
11.

Thalhauser CJ, Komarova NL. Alzheimer’s disease: rapid and slow
progression. J R Soc Interface 2012;9:119-26.

Tomaselli S, Esposito V, Vangone P, et al. The alpha-to-beta conformational transition of Alzheimer’s Abeta-(1-42) peptide in aqueous media
is reversible: a step by step conformational analysis suggests the location of beta conformation seeding. ChemBioChem 2006;7:257-67.

12.

Cummings JL. Cognitive and behavioral heterogeneity in
Alzheimer’s disease: seeking the neurobiological basis. Neurobiol
Aging 2000;21:845-61.

26.

Cohen T, Frydman-Marom A, Rechter M, et al. Inhibition of amyloid fibril formation and cytotoxicity by hydroxyindole derivatives.
Biochemistry 2006;45:4727-35.

Stephenson VC, Heyding RA, Weaver DF. The “promiscuous drug
concept” with applications to Alzheimer’s disease. FEBS Lett 2005;
579:1338-42.

27.

Rauw GA, Grant SL, Labrie V, et al. Determination of L-serine-Ophosphate in rat and mouse brain tissue using high-performance
liquid chromatography and fluorimetric detection. Anal Biochem
2010;405:260-2.

28.

Heese K, Nagai Y, Sawada T. Induction of rat L-phosphoserine
phosphatase by amyloid-β (1-42) is inhibited by interleukin-11.
Neurosci Lett 2000;288:37-40.

29.

Klunk WE, McClure RJ, Pettegrew JW. L-phosphoserine, a
metabolite elevated in Alzheimer’s disease, interacts with specific
L-glutamate receptor subtypes. J Neurochem 1991;56:1997-2003.

30.

Bonda DJ, Mailankot M, Stone JG, et al. Indoleamine 2,3-dioxygenase
and 3-hydroxykynurenine modifications are found in the neuropathology of Alzheimer’s disease. Redox Rep 2010;15:161-8.

13.

14.

Mayo SL, Olafson BD, Goaddard WA III. DREIDING: a generic
force field. J Phys Chem 1990;94:8897-909.

15.

Cerius2. Version 4.10. San Diego (CA): Accelrys Inc.; 2005.

16.

Talafous J, Marcinowski KJ, Klopman G, et al. Solution structure of
residues 1-28 of the amyloid beta-peptide. Biochemistry 1994;33:7788-96.

17.

Sticht H, Bayer P, Willbold D, et al. Structure of amyloid A4-(1-40)peptide of Alzheimer’s disease. Eur J Biochem 1995;233:293-8.

18.

Coles M, Bicknell W, Watson AA, et al. Solution structure of amyloid beta-peptide(1-40) in a water-micelle environment. Is the

We believe in open access to research
To ensure continued worldwide free access to all JPN content, Research and Review articles accepted for publication as of
January 1, 2013, are subject to an article processing fee of $1500 (Canadian funds), payable on acceptance.

Benefits of open access
• For researchers and institutions: increased visibility, usage and impact for their work
• For government: a better return on investment for funding research
• For society: efficient, effective patient care resulting in better outcomes
JPN has an impact factor of 5.34 (2011 ISI data), making it the highest-ranking open access journal in both the psychiatry and
neuroscience categories. JPN articles are available free of charge on the journal website (cma.ca/jpn) and in PubMed Central.

J Psychiatry Neurosci 2013;38(4)

275

