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B-GRK

cDNA

neuropsin
plasminogen activator (uPA tPA) thrombin
[1 2] [3-5]
[6-8] [9-13]
[14-19] [20 21]
corticotrophin (CRF)
Lys Arg C trypsin
[22] (AD)
[23-25]
cDNA
granzyme K (B-GRK) granzyme
perforin T

[26] granzyme

perforin
[27] granzyme K (GRK)
trypsin
[28] GRK  cDNA
T
[29-31] GRK Lys Arg C
inter-o-trypsin inhibitor [32 33] granzyme
GRK trypsin granzyme A
GRK granzyme A [31]
granzyme A GRK
T
GRK GRK



B-GRK

B-GRK GRK
in situ hubridization
B-GRK/GRK
PCR DNA 1.1
1.1
PCR

Oligo cDNA

538 5’-GCCTCATGATGTCATGAGAA 53-72

104S 5’-GCATGTGCAGACCAAGTACACAGTA 104-128

305AS 5’-GAGTGCTGACCGCCTGGTAAACACT 305-281

344AS 5’-GCTGGACTTCCCTCCCTCCAATAAT 344-321

480AS 5’-CGGTGGGAGAGTGGCCTGTGGGAAA 480-456

524S 5’-GCAGACATTTGAAATTAAA 524-543

709S 5’-CCACCAAGCCAGATCTGTTA 709-728

710AS 5’-GGTTCCCCAGCCAGTCACCTGGCAT 710-684

730S 5’-CCGCCTCTGATACCCTGAGAGAAGT 730-754

867AS 5’-AATCCTTTTGACCTCTGGCA 867-848

914S 5’-CCATGCCCTAGTCTCTCAGGGCTAT 914-938

GRKS 5’-CTGGTGGCTGGCGTTTATAT 31-50 of GRK *

GRAS 5’-GTGCTGGCGCTTTGATTGAA 350-369 of GRA®

GRAAS 5’-CCACACTTCTCTCCACCAAA 887-868 of GRA®
: [31] ATG A 1
b [34] granzyme A (GenBank M133226).
B-GRK

PCR (RT-PCR) mRNA ddy

(male SLC Shizuoka)



Chen [14] RT-PCR
pBluescriptll KS (+)

(B59) GRK cDNA [31] B59 53

cDNA cDNA Rapid
Amplification of cDNA Ends (RACE) [35] 3’ RACE PCR 730S
914S AP1 AP2 (Clontech) 5> RACE PCR 710AS 480AS
AP1 AP2 nested PCR pGEM-T
BALB/c DNA 10 pg

B-GRK  c¢DNA ( 4 600-867 )
32p [36]

PCR
PCR DNA 12 pg 104S  305AS 148S  344AS
B-GRK 20 pmol 1 x
LA Buffer II (Takara Otsu) 1.5 mM MgCl, 0.2 mM dNTP 5 u LA Taq (Takara
Otsu) PCR 94°C 2 94°C 30 57°C 30
72°C 10 30 72°C 10

B-GRK GRK granzyme AmRNA RT-PCR

RT-PCR B-GRK GRK (B-GRK/GRK)
ddy S5ug  RNA dT
1/25 1 x PCR Buffer I (Perkin-Elmer) 0.2 mM
dNTP 5 u AmpliTaq (Perkin-Elmer Boston MA USA) 5248
867AS 20 pmol PCR 94°C 2 94°C 30
57°C 30 72°C 1 30 cDNA
(GeneScreenPlus NEN Boston
MA USA) T4 polynucleotide kinase 2p
709S X
(Biomax Eastman Kodak Rochester NY USA)
B-GRK GRK
RT-PCR B-GRK 53S  710AS

GRK GMKS 710AS 524S  710AS



PCR

B-GRK neuroZa
B-GRK B-GRK C
Hemagglutinin (HA) pEDI1 actin
pEDINGK neuro2a [37 38]
ATG Glu® HA His™*
pEDI
neuro2a homogenizing buffer (20 mM

tris(hydroxymethyl)aminomethane hydrochoride (pH 7.4) 2 mM ethylenediamine

tetraacetic acid 2 mM 2-mercaptoethanol) 14,000 rpm
10 0.1%
Tween 20 (PBS)

(Trans-Blot BioRad Richmond
CA USA) HA (Boeringer-Mannheim Indianapolis IN USA)
g

In situ hybridization

9.5(E9.5) 12 14 18 O®0) 1 257 14 28 11 (11W) 20
ddy ether
20 pm
3-aminopropyl triethoxy silane in situ
hybridization S RNA DNA
[14 39] RNA cDNA  524-867
DNA B-GRK cDNA
266-305 ( L.I) GRKcDNA 3-42 [31]
NTB-2 (Eastman Kodak Rochester

NY USA) 3 thionine

B-GRK cDNA



RNA RT-PCR (450 bp)
(B59) GRK
cDNA [31] cDNA 3 5" RACE
1.1A 5 RACE RT-PCR 3’ RACE B-GRK
cDNA 1303 bp 307-1037 GRK ¢cDNA 2-5
(1038-1303) GRK
5 (1-306) GRK cDNA
( LIA )
RT-PCR cDNA DNA
1.1A
B-GRK
cDNA  1-365 9 ATG
363-365 ATG 363
ATG N
(IGG) [40] mRNA
AUG
cDNA 269 CuG
18
Ile" ( 11A ) 1.1B
B-GRK cDNA N GRK
B-GRK N 13 GRK
B-GRK GRK N
B-GRK GRK
B-GRK GRK 4
( 1.2) B-GRK GRK
cDNA PCR 104S  305AS
2.3 kbp 104S  344AS
(data not shown) B-GRK
cDNA 306 A  GRK 2
307 G [31]

B-GRK/GRK mRNA



A

CTATTCTAAGGCATCAGTATACCCACCTGAAAAAAAAATGGGTATAAAGACAGCCTCATG 60
ATGTCATGAGAATTAACAGATGAGTACATGCAAAGCACTCAGAGCATGTGCAGACCAAGT 120
ACACAGTAATCGCTAGCAACTATGACACAGCTCTCAAAGGCTTTGGACACATCCCAAACT 180
GTAATTTACCTACAAGGAAGTGCATTCGTCTCAGTTAAGCTGATCACTAAAATGGGCTAC 240
CTTTCCAGGGAATAGCGTCAGAAAGGCTGGAGCACAGAGCAGTGTTTACCAGGCGGTCAG 300

L EHRAV FTRRS 11
CACTCAGTTTCCATACTGAAATTATTGGAGGGAGGGAAGTCCAGCCGCATTCCAGGCCAT 360
AL S FHTEIIlIILGS GREWVQPHSRP 31
TTATGGCGTCCAATACTGAAATTATTGGAGGGAGGGAAGTCCAGCCGCATTCCAGGCCAT 420
FMASIT QYRS KWHTIT CG GV Q I HP 51
AGTGGGTGCTAACAGCCGCCCACTGCTACTCTTGGTTTCCCAGAGGCCACTCTCCCACCG 480
Q wWv L TAAHTCY SWFPIRGH S P T 71
TGGTTTTAGGAGCACATTCTCTTTCCAAGAATGACGGGATGAAGCAGACATTTGAAATTA 540
v v.. G AHSL SKNZEWPMIKOQTF E I 91
AAAAGTTCATCCCATTCTCACGACTTCAGTCCGGTTCCGCATCGCATGACATCATGCTGA 600
K K F I PF SRLQSGSASUHUDTI ML 111

TAAAGCTTCGCACTGCTGCAGAACTAAACAAGAATGTCCAACTGCTTCACCTGGGATCCA 660
Il K L R TAAEILNIKNVQLLHTL G S 131
AAAACTATCTTAGAGATGGGACCAAATGCCAGGTGACTGGCTGGGGAACCACCAAGCCAG 720
K NY LRDOGT KT COQVTGWGTT K P 151
ATCTGTTAACCGCCTCTGATACCCTGAGAGAAGTCACTGTTACCATCATAAGTAGAAAAC 780

Db LLTASDTULREVTVTI I S RK 171
GCTGTAACAGCCAAAGCTACTACAACCACAAACCTGTTATAACCAAGGACATGATATGTC 840
R C NS QS Y YNHIKWPV I T KUDMTIC 191
CAGGAGATGCCAGAGGTCAAAAGGATTCCTGCAAGGGTGACTCTGGTGGCCCTTTGATCT 900
AAG DARGOQ KD S CIKGD S G G P L 1 211
GCAAAGGCATCTTCCATGCCCTAGTCTCTCAGGGCTATAAATGTGGCATCGCCAAAAAGC 960
c K 61 FH ALV SQGY KTCGI1I A KK 231
CTGGAATCTATACGCTATTAACTAAGAAATACCAGACCTGGATCAAAAGCAAGCTTGCCC 1020
P G I YT L L TKIKICOQTWTI1I K S K L A 251
CATCACGTGCACATTGAGATTGCACATTGAGATTTTCCTGGATCTGCCAGTCACTTGCTT 1080
P S R A H * 256

CTTTTTCCAGGATGCGCTTGCAGACCTGGCGTCCTCTTCAGAGGCAGCTGGCTATAGGGA 1140
GGGCATGGAGCAGCTGGGATGGATTTCTGTTTCTCAGAAATTCATTTAGTTAGGGAGCCA 1200
TGCTCTTTTTTCACGTGTATTAATGATTTGTTTTTACTGTGTTCGTTCATCCTAAATAAA 1260
ATGTGGACGTCTGTGTTTGTCTGCATGGATGTCAAGAAACATC 1303

MB-GRK ~ ——————- LEH RAVFTRRSAL SFHTEI1GGR EVQPHSRPFM ASYQYRSKHI 43

| I PEEREEEED DRRRRRneer et
GRK MRFSSWALVS LVAGVYMSSE CFHTEIIGGR EVQPHSRPFM ASYQYRSKHI 50

1.1 B-GRK .(A)B-GRK  ¢cDNA .GRK
3 .
ATG (363-365) A AATAAA .(B)
B-GRK GRK N



1 2 3 4 5

(Kbp)
23 — 12 B-GRK
9.0 — .10 pg DNA Apal
6.5 — ( ) ECORI ( 2) Fbal (
43— 3) HindIlI ( 4) P ( 5)
4

20—

1.1 =

0.65=—

12 3 4 5 6 7 8 9 10

4344 bp

1.3 B-GRK/GRK
524S  867AS RNA  RT-PCR
: ( no( 2) 3) ( 4) ( 5)
( 6) ( 7) ( 8) ( 9) ( 10).



RT-PCR

( 13)
GRK [28] 3
2 B-GRK
( 1.4) GRK
neuro2a B-GRK
HA B-GRK  neuro2a 48
30
kDa ( 1.5) pEDINGK
30 kDa HA
B-GRK (29,179 Da)
B-GRK mRNA neuro2a
B-GRK/GRK
B-GRK/GRK mRNA mRNA
RNA in situ hybridization
( 1.6) RNA
( 1.6G) (
1.6A) CA1-CA3
(  1.6F)
( 1.6A ) ( 1.6B)
( 1.6E)
B-GRK/GRK
(  1.6F )
(data not shown) B-GRK GRK
DNA in situ hybridization
B-GRK mRNA GRK
( 1.6C D)
B-GRK/GRK

18 ( L7A B) 1.7B



B-GRK/GRK
18

18 B-GRK/GRK

PCR
B-GRK  GRK
GRK
[28]

perforin

trypsin

mRNA 5’ GRK
HA B-GRK
B-GRK

3 GRK
(1)  RNA
B-GRK cDNA (2) RNA
B-GRK GRK

hybridization B-GRK

B-GRK/GRK

B-GRK

B-GRK/GRK mRNA

[41] substance P

10

5> RACE

B-GRK/GRK
7
(  L7C-E)
( 1.7A B
B-GRK cDNA
5
(RNK-16)
granzyme
[26 27]
Lys Arg C
[32 33] B-GRK GRK
B-GRK
N
B-GRK
RT-PCR cDNA
3) in situ

CRF substance P somatostatin
CRF



1 2 345 6 1.4 ( 1-3) ( 4-6)

—~
O

©

N

B-GRK GRK .B-GRK
§§§E - (535S 710AS
267 — “ - 1 4) PCR
. GRK
(GRKS  710AS 2 5)
. B-GRK
GRK (524S  710AS
3 6)
(KDa) 1 2 3 4 1.5 B-GRK neuro2a
94 . neuro2a
67 = pEDINGK ( 1 2) pEDI
43 ( 3 4
30 =— e (
20 =— 13 ( 2 4
HA
14—

11



1.6 B-GRK/GRK mRNA . in situ hybridization

(LS) (BST) (MPN) . (B)
(Po) (SuM) . (C D) B-GRK (C) GRK (D)
(VMH) . (B)
B-GRK/GRK (PVH) PV) . (F G
F) (G). ARH CAl CAl CEA
MEA .Bar=500um (A B E) 250 yum (C D) 1 mm (F G)

12



1.7 B-GRK/GRK . 18 (A B) 2 ©
D) 11 (E). Pi APit .Bar=1mm.

13



[42] somatostatin

[43]
B-GRK/GRK [44-46]
B-GRK/GRK
B-GRK/GRK mRNA
[47] B-GRK
B-GRK
B-amyloid B-amyloid
-amyloid precursor protein trypsin
[25 48 49]
GRK X GRK  His-Asp-Ser
[50]
GRK GRK

Z-Lys-SBzl Z-Arg-SBzl 13
Cys-Gly-Tyr-Gly-Pro-Lys-Lys-Lys-Arg-Lys-Val-Gly-Gly
[32 33 51] B-GRK

Lys Arg C
GRK bikunin
inter-o-trypsin inhibitor [32 51] bikunin mRNA
B-GRK/GRK mRNA
[52] B-GRK/GRK mRNA
bikunin mRNA
B-GRK cDNA ¥’ GRK
PCR 10 kbp
DNA 3

1.4 5 RACE RT-PCR
B-GRK B-GRK
Wiegand
trypsinogen cDNA trypsinogen IV Nyaruhucha

mesotrypsinogen cDNA [48 53] 2 trypsin

C
B-GRK granzyme

granzyme A  granzyme B [54

14



55]

mRNA

B-GRK cDNA
AUG
CuG
B-GRK
AUG

B-GRK

B-GRK

ATG
CUG [56 57]
G™ pyrimidine™
trypsinogen IV
[48] N
B-GRK
HA

B-GRK mRNA

mRNA

15



BF-108

(AD)
(SP) AD
B (AP) [58] SP
AD
[59 60]
[61]
AB (PET)
(SPECT) AD
AD
PET SPECT AB
AP
PET (RI)
(BBB) BBB
[62]
in vitro in vivo AP
AD
AD

3-diethylamino-6-(2-fluoroethyl)ethylaminoacridine (BF-108)
AD invitro
AP

16



Thioflavin T (ThT) /octanol (Pc)

BBB invivo AP AP
A
AD amyloid-precursor
protein (hAPP) APP23
in vivo AB
BF-108 'F ['®F] BF-108

BF-009 -108

BF-009 PBS (8.0 mg/ml NaCl 1.15 mg/ml
Na,HPO4 0.2 mg/ml KCI 0.2 mg/ml KH,PO, pH 7.4) 4 mg/ml
PBS
499 500 525 nm BF-108
PBS 3 mg/ml PBS
495 496 525 nm BF-009

-108  Tanabe R&D service (Osaka)

ThT
ApB40 (Lot. 49703 Peptide Institute Osaka) 20 pM 50 mM
potassium phosphate buffer (pH 7.4) 37°C 4

[63] Acridine orange (Molecular Probes Eugene OR
USA) 0.03-10 uyM potassium phosphate buffer

APB40 5uM 15 100 mM
glycine buffer (pH 8.5)  ThT (Wako Osaka) 3 uM [64]

30 Ap ThT 442
nm 485 nm F max
(Molecular Devices Sunnyvale CA USA) [65]

100% AP
ThT-AB 3 SAS (SAS Institute
Cary NC USA) log 50% (ICs0) 95%

2-(1-{6-[(2-fluoroethyl)-methylamino]-2-naphthyl} ethylidene) malononitrile

17



(FDDNP) [66] 1,4-bis[2-(3-carboxy-4-hydroxyphenyl) ethenyl]-benzene
disodium salt (X-34) [67] Tanabe R&D service (Osaka)

Pc
l-octanol (Wako Osaka)  PBS PBS  1-octanol
PBS 2-100 uM
1-octanol 30 2,000 rpm 15
Spectra max (Molecular Devices Sunnyvale CA
USA)
Pc 3
+ (SD)

Ap

Wister (male 200-250 g SLC Shizuoka) AB40
(Lot. 49703 Peptide Institute Osaka) 500 uM 50 mM potassium
phosphate buffer 37°C 4
AP [68] sodium pentobarbital (50 mg/kg i.p.)

AP (Model 5000 David Kopf Tujunga CA
USA) potassium phosphate buffer
- 3.0 mm + 5.0 mm
- 8.8 mm [61]
AB 1.0 ul ( 170-250 pm)
2 ( 0.5 ul/min) AP buffer 3
ether

BF-009 -108 4 mg/kg FDDNP 10%
dimethylsulfoxide (DMSO) 4 mg/kg X-34  10% DMSO

20 mg/kg 60 sodium
pentobarbital (50 mg/kg i.p.) 10% formalin neutral buffer solution
(pH 7.4 Wako Osaka) 20%
sucrose

(HM-500M Carl Zeiss Tokyo) 15 pm

FluorSaveReagent (Calbiochem-Novabiochem San Diego CA USA)

X-34 10% DMSO 100
uM X-34 10

18



AP

AD 97 88
79 93
(Aichi)
6 um

xylene ethanol 10% formalin neutral buffer solution
60 PBS lipofuscin 0.25%
potassium permanganate solution 90 PBS 0.1%
potassium metabisulfite/0.1% oxalic acid 90 PBS

40% ethanol 100 nM BF-108 0.125% Thioflavin S (ThS)
10 50% ethanol 2 PBS 60

90% 5 10
BF-108
Amyloid B-protein immunohistostain kit (Wako Osaka) AP
(4G8 Signet Dedham MA USA 6F/3D Dako
Denmark) Tau (AT8 Innogenetics N.V. Ghent Belgium)
xylene ethanol
blocking solution 4G8 (1:100) 6F/3D (1:100) ATS (1:200)
goat anti-mouse conjugated with biotin
streptavidin-biotin  peroxidase complex solution 0.05%
3,3’-diaminobenzidine tetrahydrochloride (DAB)/0.015% H,0;

APP23 in vivo
AB invivo 18 APP23
APP23 Swedish (670/671 KM->NL)
hAPP AP [70]
Novartis Pharma BF-108 4 mg/kg 4
ether
15 pym

6F/3D (1:100)
Adobe Photoshop (Adobe Systems San
Jose CA USA)

19



Eclips E800 (Nikon Tokyo) BF-009 -108

FDDNP B-2A ( 450-490
nm 505 nm 520 nm) X-34

V-2A ( 380-420 nm 430 nm

450 nm)
["*F] BF-108
['*F] CYPRIS HM-18 (Sumitomo Heavy Industries Tokyo)
%0(p,n) "°F (AG1-X8 Bio-Rad)

7.5 mM potassium carbonate (0.3 ml x 2) acetonitrile 3.0
ml Kryptofix 222 (Merck) 20 mg 100 mg/ml
potassium dihydrogen phosphate 0.05 ml 115°C helium

acetonitrile acetonitrile

3-diethylamino-6-(2-tosyloxyethyl)ethylaminoacridine (Tanabe R&D Service Osaka)

1.0 ml 80°C 20 0.01 M phosphate buffer 1.0 ml
HPLC ODS-AQ-323 (10 x 250 mm YMC Kyoto) + CAPCEL PAC C18 (10
x 150 mm Shiseido Tokyo) (CH3CN/0.01 M sodium phosphate buffer
pH 6.5 = 60:40 4.0 ml/min) UV (270 nm)
25-30
250-850 MBq HPLC
(Wakosil-II5SC18 HG 4.6 x 150 mm Wako Osaka CH3;CN/0.01 M sodium
phosphate buffer pH 6.5 = 60:40 1.0 ml/min UV )
>95% 33.9 TBg/mmol
[*F] BF-108
Slc:ICR (male 28-32 g SLC Shizuoka) 0.3-0.4
MBq  ["®F] BF-108 2-180 bone
Y (Wizard 1480 Turku
Finland)
(percentage injection dose per gram %ID/g) %ID/g 3 4
+ SD

20



BF-009 -108 Ap

AB ThT AB-ThT
AP 2,000 AB
Acridine orange AP
( 2.1) FDDNP AP PET
[71] Acridine orange FDDNP 1Cs
( 2.1 Acridine orange  Pc Acridine
orange Pc FDDNP BBB (10%9-
10 *°) [72] Acridine orange
BF-009 ( 21 ) Acridine orange 2 dimethylamino
2 diethylamino BF-009
Acridine orange BBB
( 21 ) PET
18
BF-108 ( 21 ) BF-108 Pc BF-009
FDDNP BF-108 ICso Pc

N X
b F
— A~ =
HC, 7 Gt ch/\)N N NK CH, Hac/\J\l N N(\/
\ \
CH, CH, H,C HCI CH.

5 HC™ (COOH),0.2H,0 CH,

Acridine orange BF-009 BF-108
N

NC._ _C
. |
I OO CH,
N
CH,

FDDNP

2.1 Acridine orange BF-009 BF-108 FDDNP X-34

21



2.1

Acridine orange BF-009 BF-108 FDDNP X-34 ICs, Pc
ICsp Pc
,95% (nM) + SD
Acridine orange 32, 8-63 59 £+ 12
BF-009 167, 115-224 1028 + 80
BF-108 135, 68-211 362 £+ 127
FDDNP 457, 249 -782 247 + 125
X-34 452, 331-607 3 £ 07
BF-009 -108 Ap in vivo
BF-009 -108 BBB invivo AB
AP BF-009
AP
( 22A) buffer ( 2.2B)
BF-108 AB ( 2.2C) buffer
( 2.2D) FDDNP
BBB invivo AP AP
buffer BF-009 -108
( 22E F)
X-34167] AB
( 22G) BBB
X-34 invitro AP (
2.2H)
BF-108
AP in vivo in vitro BF-108 AP
BF-108 AD
BF-108 ( 23A)
AP
( 2.3B) BF-108 neuritic plaque (

22




2.2 BF-009 BF-108 FDDNP X-34 . (A B) BF-009

(C) buffer

AB
AB

AP (A) buffer
. (C D) BF-108 AP
(D). (E F) FDDNP AP
(E) buffer (F). (G H) X-34
(G). 100 uM X-34  invitro

(H). Bar =200 um.

23



23 AD
AD
(B). (C-F) AD
diffuse plaque
6F/3D

BF-108 .(A B)BF-108
(A) 4G8
BF-108  neuritic plaque ©

(E). neuritic plaque diffuse plaque
(D F).Bar=50 um.

24



23C D) diffuse plaque ( 23E F) BF-108
neuritic plaque AB
36%
[73] BF-108
( 240
BF-108 ( 2.4D) BF-108
AD
( 2.4F)
tau ( 2.5A)
BF-108 2.5B)
BF-108 ( 2.5C) ThS (
2.5D)
APP23 Ap BF-108 invivo
AB BF-108 invivo 18 APP23
4
BF-108 ( 2.6A)
AB BF-108 AB
( 2.6B) APP23 BF-108
(  2.60)
BF-108 neuritic plaque
(Fig. 6D-F)
[*F] BF-108
[ISF]
BF-108 (%ID/g)
['*F] BF-108 30
( 22
['®F] BF-108 ['*F]
3 9%ID/g
['*F] BF-108  ["“F]

25



24 BF-108 AD B
(A)  Thioflavin S
. (C D)
(D). (E F)
(F) AD
Bar =50 pm

26

BF-108

(E)

.(A B)BF-108
(B)

©

BF-108



2.5

B). (C D)
(D). Bar =50 um.

A) AT8
BF-108

27

BF-108

©

.(A B)BF-108

Thioflavin S



2.6
APP23

(D-F) BF-108

BF-108 in vivo
4 (A)

B). (©)
(D)  6F/3D (B)
. Bar =100 pm.

28

(A B) 18

6F/3D

(F)



2.2

['®F] BF-108 ( +SD %ID/g)

organ 2 min 10 min 30 min 60 min 120 min 180 min

brain 042+0.09 1.13+£025 1.53+036 139+0.13 1.34+0.31 1.04 £0.25
blood 2.89+0.56 2.65+0.68 257+£0.51 232+£027 191+£032 156+043
liver 7.82+1.51 628+139 808+7.74 299+033 245+043 1.75+0.32
kidney 1426+2.84 14.54+0.56 10.79+3.01 642+0.58 286+020 3.81+335
heart 887+198 347+028 2.60+038 2.17+0.31 1.89+033 137+0.24
lung 20.06+1.93 13.89+2.77 7.52+0.76 536+0.80 3.06+0.63 2.61+0.58
spleen 3.07+£0.62 391+£050 278+031 2.02+0.16 150+027 1.10+0.15
intestine 260+0.84 532+1.11 797+£2.16 951+£0.76 9.75+1.60 4.38+0.51
bone 1.84+032 295+0.58 431+1.06 541+1.77 8.00+228 896+0.82
muscle 2.65+0.51 250+£038 1.82+0.27 148+0.16 127+£0.27 091+0.18
skin 1.05+0.15 211+£035 215+£039 183+020 157+028 1.12+0.17
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BF-108 invitro ThT ICso
AB Pc BF-108
in vitro
AP BF-108
BBB AP AP
AD neuritic plaque
BF-108 hAPP
in vivo ¥R ['*F] BE-108
30 1.53%ID/g
0.5% ID/organ [74]
05¢g 1.0% ID/g
['®F] BF-108
BF-108  neuritic plaque diffuse plaque
diffuse plaque neuritic plaque
[58] very mild AD AD
neuritic plaque [75]
neuritic plaque [76]
BF-108 AD
BBB AP in vivo
AP AP
[77] AP [78]
[79]
AP 1 (data not
shown) AP BBB
AB
3 BBB
X-34
AB X-34
X-34 in vitro AB
X-34
BBB AP

30



BBB

BF-108 ( 25 )
FDDNP [66]  X-34 [67]
AB  tau B
BF-108 ThS BF-108
ThS [80]
BF-108  diffuse plaques
BF-108
BF-108
BF-108
ThS
2.5 BF-108 tau
lipofuscin
BF-108 ThS
lipofuscin
Lipofuscin BF-108
[67] BF-108 ThS
lipofuscin
['*F] BF-108
AD
APP23
ThS
[81] Ap
APP23 AD
BF-108  APP23
diffuse plaque
APP23 AB ThS
[82] diffuse plaque
in vivo APP22
diffuse plaque
[70]
AP Congo red Chrysamine

G [83] AB
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[84-86] BF-009 ApB40
(Akaike A personal communication)
BF-108  APP23 AP

['®F] BF-108 in
vitro
BF-108 AD BF-108
invivo AD
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