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H £t 4 _B__
Sy _&N 105. 5

ST R T bl 3L S 3 R S SR

AHGER A THEEFARSE (ONS) AdBAE (21029720 % )
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P T e 3 e R S e

A7
B7

o A (15)
GO
F1E @) NS

No. |'H-NMR(CDC1: ; AERIEH#E =THS) Sr#T&5R (S 1E ; ppn)

1. 25(6H, t, J=T7. 1Hz), 3. 22(2H, d, J=21. 3Hz), 4. 0-4. 1(4H, n),
5 5.00C2H, s),6.7-6.8C2H, m), 6. 98(2H, dd, J=2. 2, 6. THz),
7.2-7.3(TH, m)

1. 31(6H, t, J=7. 0Hz), 3. 39(2H, d, J=21. 3Hz), 4. 1-4. 2(44, o),
9 1.0-7.2C1H, m), 7.5-7. T(8H, m), 8. TT(1H, dd, J=1. 9, 7. 6Hz),
11. 7T8(1H, s)

R BEBRERAEEAZ LA > EATAEY
FHazRELEST » WA T M o

SN2 ZME A BREE)BFEE)-2-HG T E
BB = B

SN (2-ZBE-A-REE)RAEE]-2-HY R E
B =R

S-(N-(2-ZBE-ARKE)BFBE]2-EY T L
MEE T, 28

SN2 BEA-REE)BEFEE]-2- Ky 5 E
1 EYA

S N-(2-ZBEAREE) B REE]-A-FE 21
W = 2 M

S-IN-(2-ZBE-A-RRE)RARE 2T
L EEA |

S-(-HOEBFEE)-2-KH RERE =2

AMIER BB R T ERFAELE (CONS ) A4 (210X29720 % )
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BT PR O R e B R

A7
B7

£ BASH (19 )

sS-(N-U-SHEPELE)BRFRE]-2-01 FERG
—ZZHE

S5-(N-(4-F-2-FEXE)BFBE)-2-HHFER
=2 B

H-N-(4-BR-2-REFE)VBEFBE] -2 MW F LR
i = Z B

$5-[N-(4- B 2-MELLE)VBEFEE)4-%% 20
REREBCZE

$5-[N-[4--2-(NN-CREBFHE)XE BT
-2 KB R = 2 K

#5-[N-[4-@-2-(NN-“HEBREE)$E BT H
E]-4-%% 2B W AR

#5-[N-(4,5-= G HEM 3 [3,2-¢)% 3 ME ok -2- 5 ) iz ¥
ME]- - ERE =28

+5-(N-(4,5-ZE BB A [3,2-e) % LM 2-% ) E
BE)-4-FE 2 BuFERE= 286

s4-[N-(2-ZHE 4 BEE)BPBE]-2-Hp 5 %

Bils — Z By
H-[N-(2-CHBE-A-FXHE )BRFHEE]-3-BERFE
. .

HM-(N-Q2-CBEA-REE )BRPRE]- 3-BH AR
[ 3 Ry

*4-[(N-Q-CBE-4-EXE )EPRBE]-S-FE-2-8
BEERB - R

ARER AR P EABRFALE (CNS) AGLE (210X29720% )
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A7
B7

F~ A3 (20 )

t6-(N-(2-ZHE-EXB ) BETFHE]-2-HWFE
B2

$5-[N-(A-HEE X WMok -2-F )R WEE]-2-f w8
AERE_ 28

s5-[N-(4-BREEX LY 2-)EFBE]-4-% X
2-EEPERBE _CNK

+5-(N-(4-CHBE-2-BEFE )EFREE]-2-HH R E
BB

5-[N-(2-ZHE-AV-FEXB )VBEFRE]-2-HB P E
B2

#5-[N-(2-C M B -4-MEE )BFRE)-2-BHHE
B2

tH5-[N-XFE-N-4-EXH )BEFEE]-2-EWER
ERB K

tS5-(N-¥WE-N-U-BFEB )BEFRE]-4-F%-2-1
MR =2

#5-[N-(2-ZHE-4-BEE)-N-SFEBRPEE]-2-
G RAERBE_-C8B

$5-[N-FHE-N-4-B-2-REXE)BREE)-2-18
MWK B = 28
2B

Triton B EMBOEXET - FBEA LA 2 EE
BmEEGREME R KEG F A2 S [Bioches.
Biophys. Acta, 489. 119 (197 )M EHEWR T -

AR R R BB £ A%2 ( ONS ) A48 (21029700 % )
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T P R o S 1 e B B R S

B7

Fo B (5 )

WRE > e ~7@AVistar s MM AR I B5S (&
BE) ENRARE - BEAAMRESIAMA ST 2 Triton
WR1339 300 ng/ks> MK HBBHELE (DEHKLCED
100 ng/keBBRO.5%EFEHE T H (CHC-Na) W) &
=F:3

X >  HEBEAN-EREERTritonz A AR 1 BS
EHENRMOSCHIMC-Na KB HRZH o

AR KABLRTritonB BN BERED » FHZH MW
MG —BRAE (IXASTHEHY) WHELRFZH
s (TG) & o

WHER P2 cRAMEZEFALE RABR T 2N
FEHKR FTANEMBEPICEMBER (%) X » #HEHARE
— BRIt R M ERM K THBE > B KWE
B R o

i1 %% P TR BE K K (%) =

[1-(RBRE)/ (HEBHE)]X 100

GRETRTRE2F o

$2%

R (BERAEMK) | @5 PTG K X (%)

8 71
19 14
20 31

AR R B ER T RBFARR (CNS ) AR (210X297T0% )
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o~y oy T T

AT
B7

D P e 3 e -k S S - S

B BERER (,, )

RERTAARB LA EHLENE—SHAHG
WG fF R WO o SN W M R R 2 BB R W R A K
HENBA 2

RERKBT > #BHLAH2EER0ERE RS
MU BREWT -

W H6 - 7THAVistarhBAXE—B5 % (&
BE) B0 ES M 100 ng/kebl B K STH K 118 1B B
CRBERESIRKBNEEFHOBREE 5 MO
BOBE o

X HEBGEAAR L H5% RS 0RRSIAE @
BERZE -

ERARURBABMZANBRRN > MEHZH
WS G~ BEMAE (RGMBTHRUEN) W% %S = H
W B (T6) & o

WHERG 2 ERAMEEFS LS
MEMKTAR ST T TCREER (%) X K AR
- ®HE2RTriton 2 BMAERDATHBE - @K 4
B

i 48 o TG B A % (% ) =

[1- (BB fE)/ (BB BE)] X 100

BREFRTAE3ES o

AMERAER T EEFARR (CNS ) AGLE (210X2970 % )
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WD R e o AR R S

A7
B7

g "}E‘HB%% (23 )

£ 3%
HEEEY (BEARR) | @ % TCHE & X (%)
4 10
10 28
14 14
15 37
16 17

EE3XRTH MAB2AEHALSYE—BHAS
TCRRMAER  RET AN EEE AR B RIERBEA
o
MAEH 1 wA AR

EHEEASHB2AEVLEYERAERRY » K
BT 2RAANT 1 REHFH250 g2 §M (2000 &)

o]

BERpismBHzEZHLEY 500 g

AE(BEXER G &) 67 g
EXRBH(BEFERH L) 33 g
REPEBERFS (BLXERHH) 25
FEREZ(BXERS &) 12 g
EEBRE (HFXRBH &) 3 8

E 640 g

AMERABRTEEZFERE (CONS ) AGLAE (210297204 )
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A7
B7

B BEE (24 )

K- REREG - T2 BRABRRBASHBHZES
e, AW, TABOREFELERES  FAHPE
BEFKEBNERAYENL  BB24MME 2/ Wit
HEEMSERES  WUR RN, SHEMZHEN -
HEMHA2 FPEANHAY

EAERASHRBAZEZZEHALAMELAATRRY
MEMT2ESTARE IBESHH20 2 FEHAER
® (2000 B %)

ErRISHBHAZEAZEHLEY 500 ¢

SRESRFX(BFERELTSR) 60 g
EXBEH(BXERRE L F) 34 g
BE(BXBRBE &) 4 g
HiEME (B Xx®REH &) 2 g

g 600 g

B REBERG  F'RIERABBEK ) BER
B-RAVE ZRERFEERTZE0ORMAHER
B mMGHBEWNZ2EEM-

AMERBERA BB EARE (CONS ) ASRE (210X 297204 )
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438806 | BS

Wb IKERHE (FRzem: ME_EBGEY

ABHIRMB-BHEN  RHER QRT -
rl @] 0 %
\N g N |_OR
—e— A—CH, —P (1)

RZ// \\OR4

3

(AP RMBETRRE, AAREHEERAE., K%
i, SFEF. SXRRREBRE. ERERE, BHE,
¥PEE RE NV-ERRERPEE. N-FEREKRE
BREE, N—(Eﬁﬁlﬁ’.%g)ﬁ'EF'EEELN.N-:(&&&EE
BEFEEMBMARAIBETZ I~3BFEAMAREZXE, REA
HERAREXEEFSIRRE 21,3, 4- B -2-% | ¥

(BTH)

XL HAHE (AP 44 - PHOSPHONIC DIESTER DERIVATIVES

The present invention provides a phd@3hP8ssc diester

derivative useful as treating agents for hyp¥rlipidemic
diseases, diabetes and tumor, and treating or preventing

agents for cataract, said derivative being represented by the

following general formula:

O
i ;

1 O
BN i OR

N—C— A—CH, — (1}
27 N 2 TEN

or?
wherein R represents cycloalkyl, phenyl which may have 1-3
substituents selected from the group consisting of lower
alkoxy, lower alkyl, halogen, halogen-subgtituted lower alkyl,

lower alkanoyl, nitro, benzoyl, cyano, N-(lower)alkyl-

carbamoyl, N-phenyl({lower)alkylcarbamoyl, N-(halogen-

Fask R A 7 BB K ARH (CNS ) AL (210X297200 4 )

(2 im Db I ot o B N B e B 2k )



P TR H e

£438806

A5
B5

v P LEAME (RAZLAR )
(% EH)
—HE, ARFEERATARRKZHMREE, XREAFER
REEI~2B XL EH-2-EH4,5-—EHEIB I [3,2-¢]
XY BER-2-E > RMREFTEREFAEEMRRHEE > RORR
AHBTREREE ARATRAWRER, BEHRREER
RERERHE )
BT RERFRAEHERMERRAN, HEARERAN, R
E M BRNRRGRERA

ELBEPRE (BAHZ LM )

substituted phenyl)carbamoyl and N,N-di(lower)alkylcarbamoyl,
1,3,4-tiadiazol-2-yl having halogen-substituted lower alkyl as
a substituent, thiazolyl, optionally halogen-substituted
pyridyl, benzothiazol-2-yl having 1 or 2 lower alkoxy on the
phenyl ring, or 4,S5-dihydroxythienco[3,2-e]lbenzothiazol-2-y1;

R2 represents hydrogen or phenyl({lower)alkyl: R3 and R4

independently represent lower alkyl; and A represents a heter
ring selected from the group consisting of pyrazine, thiophene

and phenyl-substituted thiazole.

AR R AR T AR FARE (CONS) AdBLE (210X 2972 % )
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EHFEZEAC ~CiH &
B EF CCF A~ C ~Cond & - 5
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EBRFTHEA - N-(AFRARA)BEFEAEAR
NN-=C/~Cyle AR FTHEEMBRAZIHETYZ I ~3E4%
BRRAZEE AACRANARRKRAZL34-F=
2-4 - R K BRAMEARAFARAZI SRR - XR
L EAFI~2EC ~Cr Az RiboEok-2-4 £4,5-=
BoEorit[32-c] R B kA-2-£ RAFERFAE
Ci~Cyti ik "RAR'SHAFRC,~Celn &k AR TR A

:RC[""C;;

L F R BRR - REAMEARKEZ ELB G HBE]
PEFEAEBEIA BB BT AEY  ROB AR
_% o

W HEAREF2ALRE ST AN AL EDE -
WwEHEAREAIEZIME B AEY R AR HCE,
AEARMAA 213 4-F ok 2K v Fok K N KR F
EAIEC ~Co A Az R Eor-2-4 « 4,5-= § k%
B[32-e]¥t-Rok-2-%  REHARFHARKLR

AMERAEEA TEBREZE (CNSIAL BB (210x297 20 %)
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FTEEAZRKEGXE -

FEAEEFIAZME BT E W 0 1:S5-[N-(2-
LA 4-REAX)VEFHA]-2-En FAF Ape =
&
—~HANSEIAEZERABATHE R AR R E
MEN SALTHFEHNREIDF AR E —EiTAY
ZAREURREBBEH -
~ AN ERETREXERABHYOBEEERY
mMEN AT REMNRBERIEIMBE BT 4E Y
ZARBEUNRYELEBHER
—HANSEIAEZERABRENBRAanY L4
BME® - 2R FEANEE ESEH2BBE _BHAEY
ZHKEAR Y B HEH
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A RFEBE AL NC~CorEB7FHEE-N-X
EBRFTHEA - N-(AFRARA)BEFEAEAR
NN-=C/~Cyle AR FTHEEMBRAZIHETYZ I ~3E4%
BRRAZEE AACRANARRKRAZL34-F=
2-4 - R K BRAMEARAFARAZI SRR - XR
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