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B HMEME RN EAE ( Proc. Natl. Acad. Sci.
USA, 85, 4506(1988); Neuron, 1,827(1988))

B#E > ERERZIMIE  FBHEERER ( presenilin
) 1 F1 2 R K KM Alzheimer R W Z B & W ( Nature,
375, 754(1995); Science, 269, 973(1995); Nature, 376,
775(1995)) » HEe &8 HBF 2 RXERN 1 M 2 2 %€ % 6 & i
A B 24> ( Neuron, 17, 1005(1996); Proc. Natl. Acad. Sci.
USA, 94, 2025(1997)) - B L it &z & & > @& B N Alzheimer
BAFT  EREERB  ASKRAEEMWERIL H £ R -
HEZ2EPHF ZARUEIMBEMBZIIET - £ > K
FHEZERBE I MBEIMENAHERZREZIERRZEZ
mAL o B R S BRI PE RS I ORE R b R B B mh RS MM SE C
R e E G WTRMARE®ZKENRX ( Sai-shin Igaku
[Latest Medicine], 49, 1506(1994))

CHE#REHEE  BEHILEEE (RAMNBAMP AR
B —EEZaRBRIZE) BEBENAFALLEYZEE KL
BmEBE (TXhEMWE "APP,, ) ZmRNA (

Society for Neuroscience Abstracts, 17, 1445(1991)) - I {&

(ot o o B (Y B0 T 5 )

# A P P 2 /M # ( The Journal of Neuroscience, 10,
2400(1990)) - Wi » MM ERZA B ZCEEBEY RAR
MEtmEREODEERERMER CMBET - TEEHA LR
EHCBBEMERHAMEBKEIE > #1240 © Down K BE
i e MEBRBEEDANERMERZ KEE MM > Lewy
£p # % f% ( Shin-kei Shinpo [Nerve Advancel], 34, 343 (1990);
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Tanpaku-shitu kaku-san koso [Protein, Nucleic Acid,

Enzyme], 41, 1476 (1996)) » R H¥EMUHE - H%& > B~ H
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T B MER B - RS MM 2 M Parkinson K
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H#E LB E ( Tanpakushitu Kakusan Koso [ Protein, Nucleic

M=

Acid, Enzyme], 36, 2(1991); Igaku no Ayumi [Progress of
Medicine], 158, 511(1991); Tanpakushitu Kakusan Koso
[Protein, Nucleic Acid, Enzyme], 41, 1476 (1996))
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J. Biochem., 99, 1807(1986); Proc. Natl. Acad. Sci. USA, 83,
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[Biochemistry], 64, 308 (1992); J. Biol. Chem., 267, 10897
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BB 3 B : FEBS Lett., 325, 167 (1993))
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# % ( Science, 250, 279 (1990)) - # 4K > H B M A B & K
MIHIECZCHERE ERREZISBEARBZHESR  HZ22S5 MR
I HE HAERBZHG - Takashima et al 8 & 2| F] A
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e E A #ERKEBEABSRBEUTGMNTPKI1IE®R  KFH
HAHTPKIZAEGRAIMBE AL AT E KL MMEIEC
( Proc. Natl. Acad. Sci. USA, 90, 7789 (1993): H & H F] £
B % [Kokai] 6-329551/1994 )
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2H) > 11 .14 (br - 1H)
Hp 88 @ W2 —~BEOEFKEE -6 - (4 —0tngH
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|

7 9 7 (dd ] =1 5H z » 4 5Hz 2 H :
|

) 8 .69 (dd - »J=1.5Hz>4.5Hz o~
£

2 H) Mo

3

¥ I

@'I

z

EHEA 95 M2 - (2 -FHEFHE) -6 - (4 - |§
$|

IEE D) BIE - 4 - (L&MW T) E‘
“E >3 00T - ig
NMR (DMSO-—ds: ¢6) E :
|
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g >300°7T -
NMR (DMS O — d s 5 )
6 8 7 (d»J =28 7T H z 2 H)
6 .96 (s 1H)
8.05-8 .14 (m> 4H)
8 6 9 (dd ] =1 5 H z 6 O H z 2 H
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12 .66 (br - 1H)
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L 2P -GS 1B
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19 (51) 8.7
22 (60) 6.2
24 (64) 5.3
27 (75) 3.3
28 (77) 1.3
29 (78) 1.4
31 (80) 2.9
33 (86) 5.5
35 (93) 8.9
36 (94) 0.50
37 (124) 3.8
38 (126) 1.8
42 (150) 7.6
43 (157) 5.7
44 (169) 3.7
68 (84) 1.3
69 (141) 2.5
71 (170) 1.1
gﬁ 79 (404) 2.8
;ﬁ 80 (397) 1.1
% 82 (142) 4.3
% 83 (33) 2.8
5 84 (440) 1.1
i
E;ﬁ 85 (171) 0.96
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(434)
(421)
(168)
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(379)

(416)
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® -

30mg
60mg
100mg

200mg

4mg
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F -~ ZEERIREE (117)
b 1zka? 30mg
T 1 300mg
oy w5 20mg

( 3) JER I & A
H -k HTERSG P2 DUREE S H B
R FE Y 1 omb /)N BEOBE -

FE e 2721t E& Y 3mg
= b i 4mg
B A 7R B8 oK 1 ml
E ¥ A H %
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AFHERK @A (1) BToR 2 W oE AT 4E Y s H E

|
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RZ
X
Lo
R ” o

Hep R'FEHE > WHE HE > BikE > FE EKEEOME
CRGRERERT O ORBE IEBHE RHEEOEER: H
 R7FRMEE ko MR - HEESZWAEAYREBEELE
FE MR CEY  HEHAREB K,/ HEBEEHTEHE K
By 1 G@EELMERZIER > W Alzheimer KK F -

X CHWHE (B W2 444 . Pyrimidone derivatives )

A pyrimidone derivative represented by formula (1) or a salts thereof:

R3
R2
x
L0
R! ” o)

wherein R! represents an alkyl group, an alkenyl group, an alkynyl group, a cycloalkyl
group, an aryl group and the like; R® represents a hydrogen atom, hydroxyl group, an
alkyl group, an alkenyl group and the like, R® represents a pyridyl group, and a
medicament comprising said derivative or a salt thereof as an active ingredient which
is used for preventive and/or therapeutic treatment of a disease caused by tau protein

kinase | hyperactivity such as Alzheimer disease.
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