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Aurones serve as probes of f-amyloid plaques in Alzheimer’s disease
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Abstract

A novel series of aurone derivatives for in vivo imaging of B-amyloid plaques in the brain of Alzheimer’s disease (AD) were syn-
thesized and characterized. When in vitro binding studies using AP(1—42) aggregates were carried out with aurone derivatives, they
showed high binding affinities for AB(1—42) aggregates at the K; values ranging from 1.2 to 6.8 nM. When in vitro plaque labeling
was carried out using double transgenic mice brain sections, the aurone derivatives intensely stained f-amyiloid plaques. Biodistri-
bution studies in normal mice after i.v. injection of the radioiodinated aurones displayed high brain uptake (1.9-4.6% ID/g at 2 min)
and rapid clearance from the brain (0.11-0.26% ID/g at 60 min), which is highly desirable for amyloid imaging agents. The results
in this study suggest that novel radiolabeled aurones may be useful amyloid imaging agents for detecting B-amyloid plaques in the

brain of AD.
© 2007 Elsevier Inc. All rights reserved.
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Alzheimer’s disease (AD), the most common senile
dementia, is characterized by B-amyloid plaques, vascular
amyloid, neurofibrillary tangles, and progressive neurode-
generation [1,2]. The formation of B-amyloid plaques, com-
posed of B-amyloid (AP) peptides, in the brain is
considered to be an initial neurodegenerative event in
AD. Thus, the detection of individual Alzheimer’s amyloid
plaques in vivo by single photon emission tomography
(SPECT) or positron emission tomography (PET) should
improve diagnosis and also accelerate discovery of effective
therapeutic agents for AD [3,4].

Many radiolabeled amyloid imaging probes based on
DDNP, Congo Red, and thioflavin T have been reported
previously. Among them, ['*FJFDDNP [5,6], [''CIPIB
[7,8], [''CISB-13 [9,10], ['**IJIMPY [11,12] and [''C]BF-
227 [13] have been tested clinically and have demonstrated
the potential utility of in vivo imaging of amyloid plaques in
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the brain. However, few core structures for amyloid imag-
ing probes have been found other than DDNP, Congo Red
and thioflavin T.

Recently, we have reported that radioiodinated flavones
function as a new backbone structure in the development
of amyloid imaging probes (Fig. 1) [14]. The flavones deriv-
atives showed good binding affinity to AP aggregates and
high brain penetration, but slow clearance from the brain
was also observed, resulting in low background-to-noise
ratios.

To explore more useful candidates of core structures for
amyloid imaging probes, we selected one of the flavonoids,
aurone, as a new core structure (Fig. 1) [15]. In the present
study, we synthesized a series of aurone derivatives, which
possess a radioiodine at 5 position and a nucleophilic
group (NH,, NHMe, NMe,) at 4’ position, and evaluated
their biological activities as in vivo amyloid imaging agents.
To our knowledge, this is the first report in which aurone
derivatives have been applied as amyloid imaging agents
for detecting AD.
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flavone aurone

Fig. 1. Chemical structures of flavone and aurone.

Materials and methods

All reagents used in syntheses were commercial products and were used
without further purification unless otherwise indicated. "H NMR spectra
were obtained on a Varian Gemini 300 spectrometer with TMS as an
internal standard. Coupling constants are reported in Hertz. Multiplicity
was defined by s (singlet), d (doublet), t (triplet), br (broad), and m
(multiplet). Mass spectra were obtained on a JEOL IMS-DX instrument.

Chemistry. 2-(2-Methoxy-2-oxoethoxy)-5-bromobenzoic acid methyl
ester (1). To a solution of 2-hydroxy-5-bromobenzoic acid methyl ester
(1.5g, 6.49mmol) in acetone (10mL) was added K,CO; (2.7g,
19.5 mmol) and ethylbromoacetate (1.3 mL, 7.78 mmol). The mixture was
stirred for 3 h under reflux. After evaporating the solvent, the residue was
dissolved in water (100 mL) and extracted with ethyl acetate (100 mL).
The organic layer was dried over Na,SO,, and evaporation of solvent gave
1.60 g of 1 (77.7%). "H NMR (300 MHz, CDCls) 5 1.29 (t, J = 7.2 Hz,
3H), 391 (s, 3H), 4.24 (q, J =7.2Hz, 2H), 4.69 (s, 2H), 6.78 (d,
J=9.0Hz, 1H), 7.54 (d, J = 6.3 Hz, 1H), 7.96 (s, 1H) .

2-( Carboxymethoxy )-5-bromobenzoic acid (2). To a solution of 1
(1.60 g, 5.04 mmol) in methanol (10 mL) was added 10% aqueous KOH
(3.0 mL). The mixture was stirred for 2h at room temperature. The
product formed by adding of 1 N HCI was filtered to give 1.10 g of 2
(79.4%).

5-Bromo-3-acetoxybenzofuran (3). A mixture of acetic anhydride
(20 mL), acetic acid (4 mL), anhydrous sodium acetate (1.0 g, 12.0 mmol),
and 2 (100 mg, 0.36 mmol) was heated to reflux for 5 h. Water (100 mL)
was then added, and the mixture was extracted with chloroform (100 mL).
After drying of the organic layer on Na,SO,, evaporation gave 78 mg of 3
(86.5%). "H NMR (300 MHz, CDCls) & 2.37 (s, 3H), 7.33 (d, J = 9.0 Hz,
1H), 7.43 (dd, J = 3.6, 2.1 Hz, 1H), 7.71 (s, 1H), 8.02 (s, 1H).

5-Bromo-3(2H )-benzofuranone (4). A mixture of 3 (78 mg, 0.31 mmol),
methanol (3 mL), water (1 mL), and 1 N HCI (2 mL) was heated to reflux
for 3 h. The precipitate formed was collected by filtration, washed with
water, and dried under vacuum to obtain 15 mg of 4 (22.5%). '"H NMR
(300 MHz, CDCl3) 8 4.67 (s, 2H), 7.06 (d, J =9.0 Hz, 1H), 7.69 (dd,
J=21,2.1Hz 1H), 7.79 (d, J = 2.1 Hz, 1H).

5-Bromo-2-[ (4-nitrophenyl) methylene ]-3 (2 H )-benzofuranone (5). To
a solution of 4 (200 mg, 0.94 mmol) and 4-nitrobenzaldehyde (171 mg,
1.13 mmol) in chloroform (5 mL) was added Al,O5 (2.7 g, 26.0 mmol).
The mixture was stirred for 20 min at room temperature. After filtration of
the reaction mixture, the solvent of the filtrate was removed, and drying
under vacuum yielded 142 mg of 5 (43.7%).

2-[ (4-Aminophenyl) methylene ]-5-bromo-3 (2 H )-benzofuranone (6). A
mixture of 5 (10 mg, 0.028 mmol), SnCl, (0.64 g, 2.37 mmol) and ethanol
(10 mL) was stirred under reflux for 2 h. After the mixture was cooled to
room temperature, | M NaOH (100 mL) was added and extracted with
ethyl acetate (100 mL). The organic layer was dried over Na,SO4 and
filtered. The filtrate was concentrated to give 7.0 mg of 6 (79.1%). 'H
NMR (300 MHz, CDCl;) 6 4.11 (s, 2H), 6.72 (d, J = 8.7 Hz, 2H), 6.90 (s,
1H), 7.23 (d, J =8.4 Hz, 1H), 7.70 (dd, J =2.1, 2.1 Hz, 1H), 7.76 (d,
J =8.4Hz 2H), 792 (d, / = 1.8 Hz, 1H).

5-Bromo-2-[ (4-methylaminophenyl )methylene |-3 (2 H )-benzofuranone
(7). To a solution of 6 (100 mg, 0.316 mmol) in DMSO (5 mL) was added
methyl iodine (0.15mL, 2.40 mmol) and anhydrous K,COj; (380 mg,
2.75 mmol). The reaction mixture was stirred at 50 °C for 3 h. After water
(100 mL) was added, the mixture was extracted with ethyl acetate

(100 mL). The organic layer was dried over Na,SO,4. Evaporation of the
solvent afforded a residue, which was purified by preparative TLC (1:2
ethyl acetate/hexane) to give 49 mg of 7 (47.5%). '"H NMR (300 MHz,
CDCls) 6 2.92 (s, 3H), 4.21 (s, 1H), 6.59 (d, J = 8.7 Hz, 2H), 6.92 (s, 1H),
7.25(d, J=8.7Hz, 1H), 7.68 (dd, J = 2.1, 2.1 Hz, 1H), 7.78 (d, / = 8.7 Hz,
2H), 7.91 (d, J = 2.1 Hz, 1H).

5-Bromo-2-[ (4-dimethylaminophenyl)methylene |-3 (2 H )-benzofura-
none (8). The same reaction described above to prepare 5 was used, and
42 mg of 8 was obtained in a 51.9% yield from 4. "H NMR (300 MHz,
CDCls) 6 3.09 (s, 6H), 6.70 (d, J = 11.4 Hz, 2H), 6.95 (s, 1H), 7.22 (d,
J=8.7Hz, 1H), 7.67 (d, J=9.6 Hz, 1H), 7.83 (d, J = 9.0 Hz, 2H), 7.92 (d,
J =2.1Hz, 1H).

2-[ (4-Aminophenyl)methylene |-5-tributylstannyl-3 (2 H )-benzofura-
none (9). A mixture of 6 (78 mg, 0.25 mmol), (BuzSn), (0.4 mL) and
(Ph3P)4Pd (50 mg, 0.043 mmol) in a mixed solvent (10 mL, 1:1 dioxane/
Et;N) was stirred under reflux for 3 h. The solvent was removed, and the
residue was purified by preparative TLC (1:2 ethylacetate/hexane) to give
30 mg of 9 (23.1%). 'H NMR (300 MHz, CDCl3) & 0.86-1.57 (m, 27H),
4.05 (s, 2H), 6.73 (d, J = 8.7 Hz, 2H), 6.87 (s, 1H), 7.30 (d, J = 8.1 Hz,
1H), 7.69 (dd, J = 0.6, 0.9 Hz, 1H), 7.78 (d, J = 8.4 Hz, 2H), 7.89 (s, 1H).

2-[ (4-Methylaminophenyl)methylene |-5-tributylstannyl-3 (2 H )-benzof-
uranone (10). The same reaction as described above to prepare 9 was used,
and 28 mg of 10 was obtained in a 34.6% yield from 7. '"H NMR
(300 MHz, CDCl;) 6 1.06-1.57 (m, 27H), 3.12 (s, 3H), 4.42 (s, 1H), 6.73 (d,
J =8.7Hz, 2H), 7.10 (s, 1H), 7.49 (d, J/ =8.1 Hz, 1H), 7.88 (dd, J = 1.2,
1.2 Hz, 1H), 8.01 (d, J = 8.7 Hz, 2H), 8.09 (s, 1H).

2-[ (4-Dimethylaminophenyl)methylene |-5-tributylstannyl-3 (2 H )-ben-
zofuranone (11). The same reaction as described above to prepare 9 was
used, and 7 mg of 11 was obtained in a 35.2% yield from 8. '"H NMR
(300 MHz, CDCl;) 6 0.86-1.57 (m, 27H), 3.07 (s, 6H), 6.75 (d, J = 9.0 Hz,
2H), 6.92 (s, 1H), 7.29 (d, J/ = 7.2 Hz, 1H), 7.67 (dd, J = 1.2, 0.9 Hz, 1H),
7.86 (d, J =9.0 Hz, 2H), 7.95 (s, 1H).

2-[ (4-Aminophenyl ) methylene |-5-iodo-3 (2 H )-benzofuranone (12). To
a solution of 9 (30 mg, 0.057 mmol) in chloroform (3 mL) was added a
solution of iodine in chloroform (1 mL, 0.25 M) at room temperature. The
mixture was stirred at room temperature for 10 min, and saturated
NaHSO; solution (15 mL) was added. The organic layer was separated,
dried over Na,SO, and filtered. The solvent was removed, and the residue
was purified by preparative TLC (1:2 ethyl acetate/hexane) to give 14 mg
of 12 (67.6%). '"H NMR (300 MHz, CDCl3)  4.10 (s, 2H), 6.72 (d, J
= 8.7 Hz, 2H), 6.90 (s, 1H), 7.13 (d, J =9.0 Hz, 1H), 7.76 (d, J = 8.4 Hz,
2H), 7.87 (d, J = 10.5 Hz, 1H), 8.11 (s, 1H) . MS m/z 363 [M*].

S-iodo-2-[ (4-methylaminophenyl)methylene |-3 (2 H )-benzofuranone
(13). The same reaction described above to prepare 12 was used, and
10 mg of 13 was obtained in a 48.2% yield from 10. 'H NMR (300 MHz,
CDCl;) 6 2.92 (s, 3H), 4.27 (s, 1H), 6.64 (d, J =9.0 Hz, 2H), 6.90 (s, 1H),
7.12 (d, J =8.4Hz, 1H), 7.79 (d, J =8.7Hz, 2H), 7.86 (dd, J =2.1,
2.1Hz, 1H), 8.11 (d, J = 2.1 Hz, 1H). MS m/z 377 [M "],

2-[ (4-Dimethylaminophenyl)methylene J-5-iodo-3 (2 H )-benzofuranone
(14). The same reaction described above to prepare 12 was used, and 3 mg
of 14 was obtained in a 63.9% yield from 11. "H NMR (300 MHz, CDCl5)
3 3.08 (s, 6H), 6.74 (d, J = 9.0 Hz, 2H), 6.95 (s, 1H), 7.12 (d, / =8.7 Hz,
1H), 7.82-7.88 (m, 3H), 8.12 (s, 1H). MS m/z 391 [M*].

lododestannylation reaction. The radioiodinated forms of compounds
12, 13, and 14 were prepared from the corresponding tributyltin deriva-
tives by an iododestannylation according to the procedure previously
reported [14]. The radioiodinated ligand was purified by HPLC on a
Cosmosil C18 column with an isocratic solvent of H,O/acetonitrile (3:7) at
a flow rate of 1.0 mL/min.

Binding assays using the aggregated Af peptide in solution. A solid form
of AP(1-42) was purchased from Peptide Institute (Osaka, Japan).
Aggregation of peptides was carried out by gently dissolving the peptide
(0.25mg/mL) in a buffer solution (pH 7.4) containing 10 mM sodium
phosphate and 1 mM EDTA. The solutions were incubated at 37 °C for
42 h with gentle and constant shaking. Binding studies were carried out
according to the procedure described previously [14]. Values for the half-
maximal inhibitory concentration (ICsy) were determined from displace-
ment curves of three independent experiments using GraphPad Prism 4.0,
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and those for the inhibition constant (K;) were calculated using the Cheng-
Prusoff equation[16]: K; = ICso/(1 + [L)/Ky4), where [L] is the concentra-
tion of ['*I]12 used in the assay, and K is the dissociation constant of
compound 12.

Staining of amyloid plaques in double transgenic mice brain sections.
Double transgenic mice (6 month of age) produced by Tg2576 crossed
with mutated PS1 (A260V) mice were used as Alzheimer’s model mice.
Brain tissues were obtained and fixed with 10% formaldehyde. Dehydrated
tissues with ethanol and xylene were paraffinized and the resultant wax
blocks were sliced into serial sections of 5-um thickness. The tissue slides
were deparaffinized with xylene, ethanol, and distilled water. After incu-
bation with PBS for 30 min, each slide was incubated with 50% ethanol
solution (100 pM) of compound 14. Finally, the sections were washed in
PBS for 15 min. Thereafter, the sections were incubated in ethanol and
xylene, and embedded in Entellan Neu (Merck, Darmstadt, Germany).

Fluorescent observation was performed by the Leica TCS SP2 system with
a DMIRE2 fluorescence microscope. Staining with compound 14 was
detected using a filter set with 458 nm exicitation and 540-580 nm emis-
sion. The same sections were also immunostained with DAB as a chro-
mogen using monoclonal antibodies against B-amyloid as previously
reported [17].

In vivo biodistribution in normal mice. Animal studies were conducted
in accordance with our institutional guidelines and were approved by
Nagasaki University Animal Care Committee. A saline solution
(100 uL) containing radiolabeled agents (4.2-6.3 kBq) and 10% ethanol
was injected directly into the tail vein of ddY mice (5-week-old, average
weight 20-25 g). The mice were sacrificed at various time points post
injection. The organs of interest were removed and weighed, and the
radioactivity was counted with an automatic gamma counter (Aloka,
ARC-380).
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Fig. 2. Synthetic route of aurone derivatives. (a) acetone, ethylbromoacetate, K,COs3, (b) NaOH, (c) AcONa, Ac,0, AcOH, (d) MeOH, HCI, H,O, (e)
4-nitrobenzaldehyde, Al,O3;, CHCl;, (f) SnCl,, EtOH, (g) Mel, K,CO3;, DMSO, (h) 4-dimethylaminobenzaldehyde, Al,O;, CHCl;, (i) dioxane, (Bu3Sn),,
(PhsP)4Pd, Et;N, (j) CHCL, I, (k) ['**I]Nal, HCI, H,O,.
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Results and discussion
Chemistry

The target aurone derivatives (12, 13, and 14) were pre-
pared as shown in Fig. 2. The synthesis of aurone back-
bone was achieved by Aldol reaction of benzofuranones
with benzaldehydes using Al,Oz. In this process, 5-
bromo-3-benzofuranone was reacted with 4-nitrobenzalde-
hyde or 4-dimethylaminobenzaldehyde in the presence of
Al,O3 in chloroform at room temperature to form 5 and
8 in yields of 43.7% and 51.9%, respectively. The amino
derivative 6 was readily prepared from 5 by reduction with
SnCl, (79.1% yield). Conversion of 6 to the monomethyla-
mino derivative 7 was achieved by a methylation with CH;I
under alkaline conditions (47.5% yield). The tributyltin
derivatives (9, 10, and 11) were prepared from the corre-
sponding bromo compounds (6, 7, and 8) using a bromo
to tributyltin exchange reaction catalyzed by Pd(0) for
yields of 23.1%, 34.6% and 35.2%, respectively. The tribu-
tyltin derivatives (9, 10, and 11) were readily reacted with
iodine in chloroform at room temperature to give the iodo
derivatives, compounds 12, 13, and 14 at yields of 67.6%,
48.2% and 63.9%, respectively. Furthermore, the tributyltin
derivatives (9, 10, and 11) can also be used as the starting
materials for radioiodination in preparation of ['*°I]12,
['2°1713, and ['*°I]14. Novel radioiodinated aurones were
achieved by an iododestannylation reaction using hydro-
gen peroxide as the oxidant, which produced the desired
radioiodinated ligands. It was anticipated that the no-car-
rier-added preparation would result in a final product bear-
ing a theoretical specific activity similar to that of '*I
(2200 Ci/mmol). The radiochemical identities of the radio-
iodinated ligands were verified by co-injection with nonra-
dioactive compounds by their HPLC profiles. The final
radioiodinated compounds ['*’I]12, ['*°I]13, and ['*°1]14
showed a single radioactivity peak at retention times of
4.4, 7.1 and 11.8 min, respectively. Three radioiodinated
products were obtained in 36-54% radiochemical yields
with radiochemical purities of >95% after purification by
HPLC.

Binding studies using Af aggregates in vitro

To evaluate the binding affinity of aurone derivatives to
AP aggregates, saturation assay with ['*’I]J12 was carried
out using AP(1-42) aggregates. When the saturation bind-
ings of ['*°I]12 were transformed to Scatchard plots, they
showed linear plots, indicating that aurone derivatives have
one binding site on AP aggregates (Fig. 3). ['*I]12 dis-
played excellent binding affinity for AP(1-42) aggregates
at Kq of 7.9 + 1.3 nM. Binding affinities of nonradioactive
aurones (12, 13, and 14) were also evaluated with inhibition
studies against ['*°I]12 binding on AP(1-42) aggregates
(Table 1). The K; values estimated for 12, 13, and 14 were
2.7, 1.2, and 6.8 nM for AP(1-42) aggregates, respectively.
These K; values suggested that the new series of aurones
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Fig. 3. Scatchard plots of ['*°I]12 binding to AB(1-42) aggregates. High
binding affinity with a K4 value in a nanomolar range was obtained
(Kg=7.9+ 1.3 nM).

Table 1
Inhibition constants of aurone derivatives on ligand binding to AB(1-42)
aggregates

Compound K; (nM)*

12 2.69 +0.16
13 1.24 +0.11
14 6.82 +0.48

# Values are means =+ standard error of the mean of three independent
experiments.

had excellent binding affinity for AP(1-42) aggregates,
and showed considerable tolerance for structural modifica-
tion. Comparing these K; values with the radioiodinated
flavones reported previously, the K; values of the radioio-
dinated aurones were lower than those of the radioiodin-
ated flavones, indicating that the radioiodinated aurones
have higher binding affinities to B-amyloid plaques than
those of the corresponding radioiodinated flavones. More-
over, this finding suggests that the radioiodinated aurones
with high binding affinities to AP(1-42) aggregates can
detect diffuse plaques mainly composed of AB(1-42), which
are considered to be the initial neuropathological change in
AD brains.

Neuropathological staining on Alzheimer’s model mouse
brain sections

To confirm the binding affinity of aurone derivatives to
B-amyloid plaques in the brain, neuropathological flurores-
cent staining with compound 14 was carried out using dou-
ble transgenic Alzheimer’s mouse brain sections (Fig. 4).
Many B-amyloid plaques are clearly stained with com-
pound 14, as reflected by the high binding affinity to A
aggregates on in vitro competition assays. The compound
clearly stained not only core plaques, but also typical senile
plaques. The labeling pattern was consistent with that
observed by immunohistochemical labeling with an anti-
body specific for AP, indicating that aurone derivatives
show specific binding to B-amyloid plaques. Thus, the
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Fig. 4. Neuropathological staining of compound 14 on 5 pum AD model mouse sections from the cortex. (A) Many amyloid plaques are clearly stained
with compound 14. (B) The same sections were immunostained using an antibody against f-amyloid.

results suggest that aurone derivatives may be applicable
for in vivo imaging of amyloid plaques in the brain.

Biodistribution studies

To evaluate brain uptake of the aurone derivatives,
in vivo biodistribution studies in normal mice were per-
formed with three radioiodinated aurones (['*’I]12,
['2°1713, and ['*°I]14) (Table 2). The aurone derivatives dis-
played high brain uptakes raging from 1.9-4.6% ID/g brain
at 2min postinjection, indicating a level sufficient for
amyloid imaging in the brain. In addition, they displayed
rapid clearance from the normal brain with 0.49%,
0.32%, and 0.26% ID/g at 30 min postinjection for
(21712, ['*°113, and ['®1]14, respectively. These values
were equal to 10.7%, 10.1% and 13.8% of initial brain
uptake peak for ['*°1]12, ['*°1]13, and ['**1]14, respectively.
We previously reported that radioiodinated flavones
showed high brain uptake (3.2-4.1% ID/g at 2 min postin-
jection) and good clearance from the brain (0.5-1.9% ID/g
at 30 min postinjection). However, the ratios of 2 min to
30 min mouse brain uptake of the radioiodinated flavones
were 40.0%, 44.6%, and 57.8% for NH,, NHMe and
NMe, derivatives, respectively, which were higher than
those of radioiodinated aurones. When ex vivo autoradiog-
raphy using ['*°I]14 was also performed, the radioactivity
accumulated in the brain at 2 min postinjection rapidly
eliminated from the normal mouse brain, and no marked

Table 2
Biodistribution of radioactivity after intravenous administration of
(2112, ['*1713, and ['*°I]14 in mice®

Time after Injection (min)

Compound 2 10 30 60
1712 4.57 1.51 0.49 0.26
(0.27) (0.17) (0.06) (0.03)
[m3 3.17 1.22 0.32 0.24
(0.45) (0.09) (0.02) (0.03)
1714 1.89 0.69 0.26 0.11
(0.38) (0.21) (0.04) (0.03)

% Expressed as % injected dose per gram. Each value represents mean
(SD) for five mice at each interval.

radioactivity was observed in the brain at 30 min postinjec-
tion (included in Supplementary data). The result suggests
that aurone derivatives do not show high non-specific bind-
ing in the brain in vivo. Since no AP plaques exist in the
normal mouse brain, the washout of probes from the brain
should be rapid to obtain a higher signal-to-noise ratio ear-
lier in the AD brain. Therefore, these desirable pharmaco-
kinetics demonstrated by radioiodinated aurones are
critical to detect amyloid plaques in the AD brain. These
biodistribution data suggest that novel radioiodinated
aurones may have more suitable in vivo pharmacokinetic
properties for amyloid imaging in AD brains compared
with the radioiodinated flavones.

Conclusion

In conclusion, we successfully designed and synthesized
a new series of aurone derivatives as probes for in vivo
imaging of amyloid plaques in the brain. In the in vitro
binding studies, these aurones showed high binding affinity
to AP(1-42) aggregates. The aurone derivatives clearly
stained amyloid plaques in AD model mice brains, reflect-
ing high binding affinity to AP aggregates in vitro. In bio-
distribution studies using normal mice, they displayed a
good brain penetration and fast washout from the brain;
highly desirable characteristics for in vivo amyloid imaging
agents. Taken together, the present results suggest that the
novel radioiodinated aurones may be useful probes for
detecting amyloid plaques in the AD brain.
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