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# 3

SERE &Y BE lw/bw chol LDL HDL TRIG TBARS
MDL# % wt tot.
103, 491 0.4  100% 100% 89%  85% 81% 103% 134%  32%
103, 491 0.6 80% 95% 96%  139% ND* ND  216%  18%
104, 556 0.4 100% 97% 96% 47% 53% 116% 81% T0%
104, 599 0.4 98% 99% 86% 6% T1% 105% 64% 79%
104, 962 0.4 69% 97% T1% 118% 105% 163% 159% 19%
105, 443 0.4 100% 101% 90% 98% 97% 115% 127% 42%
105, 975 0.4 100% 101% 108% 69% TT% 76% 143% 68%
106, 834 0.4 99% 99% 94%  67% 89%  61% 98%  70%
107,917 0.4 100% 99% 106% 151% 165% 86% 129% 68%
108, 208 0.4 100% 97% 103% 109% 117% 97% 107% 89%
109, 804 0.26 100% 101% 96% 91% 82% 109% 143%
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MDL# %  Parent Bis  Quin Parent Bis Quin
103, 491 0.4 0 0 0 0 0
103, 491 0.6 0 0 0 0 0
104, 556 0.4 4.9 0 0 7.9 0
104, 599 0.4 14.8 0 0 47.2 0
104, 962 0.4 3.8 0 0 3.6 0
105, 443 0.4 0 0 0 0 0
105, 975 0.4 13.8 0 0  54.6 0
106, 834 0.4 2.9 0 0 9.1 0
107,917 0.4 0 0 0 0 0
108, 208 0.4 0 0 0 0 0
109, 804 0.26 0 0 0 0 0
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103,076 0.3 201% 99% 132 % 114% 99%  T7% 107% ND*
103, 141 0.3 147% 120% 126 %  119% 107%  47% 113% ND
103, 157 0.3 144% 92% 133 %  112% 100%  82% 94% 50
108, 377 0.3 147% 149% 145 % 93% 102%  85% T1% ND
103, 491 0.1 80% 114% 127 %  146% 94% 131% 34% ND
103, 491 0.3 116% 94% 133 % 112k 101%  92% 70% 168
104, 399 0.3 91% 102% 107 %  130% 88% 168% 41% 395
104, 556 0.3 112% 101% 106 %  119% 113%  95% 34% ND
104, 556 0.1 112% 107% 125 % 96% 102%  T4% 61% 200
104, 571 0.3 103% 103% 109 %  108% 96% 119% 58% ND
104, 599 0.3 110% 76% 91 % 94% 111% 100% 34% ND
104, 962 0.3 130% 109% 112 % 99% 91%  T4%  25% 320
105, 314 0.3 154% 76% 113 %  110% 115%  78%  85% ND
105, 443 0.1 101% 94% 116 %  111% 106% 111% 78% 151
105, 443 0.3 90% 171% 156 %  131% 98% 126% 14% ND
105, 726 0.3 118% 112% 113 %  104% 105%  75%  48% ND
105, 975 0.3 105% 122% 106 %  122% 106% 107%  24% ND
105, 975 0.1 112% 89% 96 % 98% 110% 108% 67% ND
106, 290 0.3 118% 84% 89 %  153% 109%  75% 1T% 372
106, 834 0.3 69% 122% 141 %  150% 95%  83% 31% 492
108, 701 0.3 96% 96% 111 % 99% 112%  58% 62% 274

RHRILAR T RERAR (CNS) ASLS (21029704 ) _ 19 _

(>} P 25 3 o kB N By sk B v 3 )

e —

.
N ———

N — — —— — —



474940

P20 P o)k B H O B e SR

A7
B7

A~ BFEA (100
«N D =% &E

N=®#%HD5%R8

HFEHKKARXX= (MDLLEtEWE &WE) X (100)
Conj.Diene=H S _MEWER  DUo@ERx (KE—-&
LMEZ2XRMEZFPE» N=5)
ROZCRHABRTHEHS_-_RKREAFEKRART S LN HEHF R
L T

BRY%= (FGH RBREE FTHE HRHFE) X100

A

H O 3 o > »

L

o Q I = w»w

P=imtEyRE 2 =EH
T=M2AEREBEEN B EH
T=WEKERBKEEN B4 E
OL=-#EE® Z2EX #5#
RHEWME  BEX /27#
U=wm&% EBEH o2

ARS=HBEBHZRREYE  DEBMEEMD AR

Il
(1l

AWERE AR TEBARRE (CNS) AGLE (210X 2970 % )

- 103 -

( md D2 3o i il B N B sk B 0w )



474940

o RIS FA IR B T T

AT
B7
A~ BB ( 10)
£ 6
BWBB > LUSSRIELS EA LT
GEMR RV BE v K
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103, 076 0.3 93% 105% 110% 0%
103, 141 0.3 87T% 91%  96% 0%
103 157 0.3 96% 96% 120% 0%
103, 377 0.3 82% 97T%  105% 0%
103, 491 0.3 89% 100% 130% 0%
103, 491 0.1 92% 95% 106% 0%
104, 399 0.3 90% 101% 118% 0%
104, 556 0.3 68% 87k 120% 0%
104, 556 0.1 102% 103% 106% 0%
104, 571 0.3 108% 97% 123% 0%
104, 599 0.3 103% 93% 107% 0%
104, 962 0.3 T4% 95% 103% 0%
105, 314 0.3 109% 111% 118% 0%
105, 443 0.1 100% 101% 110% 0%
105, 443 0.3 84% 95% 118% 0%
105, 726 0.3 112% 105%  120% 0%
105, 975 0.3 98% 100% 113% 0%
105, 975 0.1 106% 98% 105% 0%
106, 290 0.3 108% 95%  104% 0%
106, 834 0.3 91% 95% 132% 0%
108, 701 0.3 90% 97% 119% 0%
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103, 076 0.3 0 0 0 0 0 0
103,141 0.3 0 0 0 0 0 0
103, 157 0.3 0 0 0 0 0 0
103, 377 0.3 7.72% 0 0 222 0 0
103, 491 0.3 3 0 0 0 0 0
103, 491 0.1 0 0 0 0 0 0
104, 399 0.3 0 0 0 0 0 0
104, 556 0.3 16.3 0 0  60.3 0 0
104, 556 0.1 9.2 0 0  38.7 0 0
104, 571 0.3 1.2 0 0 0.5 0 0
104, 599 0.3 28.3 0 0  44.9 0 0
104, 962 0.3 16.4 0 0 43.5 0 0
105, 314 0.3 0.0 0 0 0.0 0 0
105, 443 0.1 0 0 0 0 0 0
105, 443 0.3 0.0* 0 0 0 0 0
105, 726 0.3 17 0 0 128.3 0 0
105, 975 0.3 35. 8 0 0 185.9 0 0
105, 975 0.1 23.8 0 0 945 0 0
106, 290 0.3 4.8 0 0 262 0 0
106, 834 0.3 1.8 0 0 2.7 0 0
108, 701 0.3 8 0 0 28.2 0 0

AAERBEA TEBREEE (CNS) AR (21029724 ) _ 106 -

(S| P 2 o i B N Bk B RS )



474940

-1 P T oD H e e B 3 i

A7
B7

A~ AR (104

A FEEEH 2. SWME/EAL2 0 6 - - KT E
4 - ((ZFEXLEFREE) FRE) B
cREEH 19 . 2ME/ER2 6 - -BTE- 4

S ((ZREXERPHRE) FAL) ®

FARWEE S . 8ME EAMDL103 491 -
BEMREFEEHZMDL 104 9622%-
BEREFEEHIZMDL 104 9622% -

ETZEBEUEYME (N=5) AFAXMELE SN N

{E °

W Parent=MWHZBLEWBE  BUBKE/EHNHF

FR

MEBis=MBEBPILBRRE DB EFfOLERT °
M#FQQin=MEFPZ_ERBRE DR/ TODERSE
fFParent=FFZBLEVRE DB ZHFRT -
FBis= P CEBRE DU =ZHFET -
Fouin=FHPZ_XBRBE  DUBRE /" RZRFERF -

A EBEX
ETHNEEICER B ERAREF-—EHRHER
l1-5EUMDLLELtEYREBCRER (N=8SH5 %)

AR BE R AR FARRE (CNS ) AdAE (210X297T28 ) - 107 -

(' Sof D o 3o i\ e B (V- B B oS )



474940

PRI PR O Mm-S 3R

A7
B7

£~ AL (109

CBERAE0 . A¥MDLLANZES | ¥ WEM
S &% (Purian # 532)B R FEE AWM A % (Hazelto-
2 .0-2.3AF) c4MDLELABER
100%ZMe  BEZANL EALBEK S ERE
Boo A AW AE APurina R o HE R WA K S
LZB - BERIOOLANBRALTRT 0K » AT
ERUNE - BoE (RRBK) 2ERBEEHRM (
GoOEA) DENOEREBE BETOXLBR &
L BERTFEET BEESMERFEZEN AW ZA
HAMNE - R 2 BOEH - HH B G2 F 8L
GRS BEABREBEAE NFTREHLIREEY
B (TBARS) RLAVARBUZBERE » B F (
WEHEBEH) BP-2 0 CTAMMERREBME LAY
SR BB H A - |
WEERTERG THBABERSN - KBA KRB
EREGBSYBRE BEADBAAABESYRE N
A TMARADBREHRBRGAA DHT . 4
B ACTHEEZENIRAZABSYMABLE - @M
WABIRM AU BLURS I VRE REAB B AR
BET tREFTRREE&E TREKACHASER -

B . BEE{L=E
SHMBEREBRTRBEIOS & BERAGHS3 . 7T#
FZHEHEZESGPKRELEBP BSE5ECTHU300r pm

AMEREBATEHBRMER (CNS) AdHE (210X2970% ) _ 108 -

( St 235 e e B SR 3 )

———————— e e e



474940

A7
B7

PRT P ROPEeE H o O SR IR

&~ AABLEAR (106

LEBELIOHEUBOLE  WHFECOBA MIRA
ABBAFRE (BRRXRER) FARKR2EHANIU 2 H
mMECHMBEERE (CHOL » #iE#44334) K=
MHWME (TG - #HE#44120) BEERR=ZRH
WERULER /S ACEMEHEAE -

C . TBARSH®SIH
ERERBESNEE SR ET R RE
EAA-R RRELEZMEER B530-540%
MKkWETRWEZBEEE - TBARSZHENT : ¥
5 0MAMMWES OBMAO0 . 9 ¥BMARA0O0MHAS5E
EERBMEBRES  BR3TCTRES NG - KM
mMmAl . 0OZEF20%=Z=KRZ2BFUFIE -TWE®HE1L .0
EAO . 6 THHEBLEMZO . 05 % &MERSK LA
WA BETEA WAMESBOOCTHRES 04 &
CRTERSEEEOL R T TR BAL > BN LE
WEBEOGARMMER D o B M Biotek

EL 31 18MBEERMNBEERS 40EMKEET W

B-HNAIMDASKERFAAURN _BMS (-9
) M Z0E 1 OEEEMD Az BBt @Mbhet B - B
MERERFZOWREREZIMD ALANZH RS
T

Rk R MR T BEERR (CNS) AULIE (21029720 ) _ 100 _

(S} Di- R o o) ko B (- B il B R 3 )

__________._..______._.____.._____.;V _._._____._33“__._.._'_..___\}&,‘,_



474940

A7
B7

PR PRI P Oom R SRR

&~ AR (107

B ER
BLtEVWRAH#HY EBR_XR POFRFIZ

W (R 62 Waters 990 Powerline #t # 3 18 A % & W B
GERAMENE  BF (1%) U5 . ORABBREEE
W pHT .4 BAREEDS Zpolytronkl R (L B
FUBL20-30P NWRFIHLBLERAT :
W1OOMAMERHEUMEL . OEAZE : Z B (
3:1)h ARMAEED - UEAEME WAL
GHS . T@FZHESGPKRELEST » B5°CTF U
3500r pmzEML1l05 M - WM EBRBE S
ERRED  ARATEMR - WELL200MAZE :
Ef: 0. 1ZM#% (90 :6.5:3.5  BHEK)
MR - MH® 100 MFAREEvaters Deltapak C

18-300AMLE  LLS83%ZM: 1 7%KuBHA
Bl . 5%A / AHECEER -HE&KPB 240 25 4
KA2 0EBMAKERTLRAEE  LAMLBERSE SR
FHUEB 2 ENRZEERLAD DR NG - BEE M
WELM T EA EFGEUME EHE - ’

BEFEEELD  BEEREORABEEREQRRP
E# A PVaters PoverlineBE RN ERBAFB IR H
g P& (Sepharoée) 6 HR#& (1 X3 02% ' Pharnacia

ARBERBARTEREMR (CNS) A (21029728 ) _ 44 _

(s i 23 ot sl B N Br s B oSy )



474940

A7
B7

PR P T a5 H O 3B kSR iR

&~ A (109

) EoHEE - RS OMAMBEFEERLYEDERBREE B K
»pHT7 .4 BP0 . 58HA HHEIHAEER - &K EH
AN (BRRAER  EE#44334%D20EH
KmM&BEA20EHAO . 9% BAKER) MO . 28H &
BLEMEBEREZCEREREDT  BRRERZIPETE
KratosX # 48  ( Applied Biosystem) H * 3 7TCT
RES - #E  TAERPLSOOEMXERRTHE » BE
MERZERMT -

(RmMEREERE) X (BPE-—ZO0HKTZERYX)

s A (1) LEWTRHUEREREILBEREHR
LERMBEREOBRE  BH - B THELKREMBEDZ
LtR2AALCFNAERY  BHEEZX (1) e (XR
ERUANMARBIMBZELREFR) RERELL
HMEESE X (1) LAZHEEEREENO . 01
W1l . 0EEXH®RL -

AER AR TEBFRE (CNS ) AU (210X29728 ) _ 117 -

(> D 2085 o o\ e B N By sl BB o3 )

———————————— ¥



474940

T PR HOm B RO SRR

AS
BS

W PXARAHER (RAZLMR

TERABERELNZRKRE - 4 -

FWih#ZE-FEBEEER
FHARHABRTALLED

R

?
—A—Si—R7
RO Z—A ]

Re

R Rs3 (1)

H

Ri:& Re £ C 1— C et E

R’ RaBERAEZFBERC ,— C ek &

RE&EHXKR-C (0) — (CH:2) .~ Q" HP QR AKX
—COOHHEmMBKB1 2 3K4ZE8HE:

ZRWME SERTFEER :
A%Cl_C4’7&U§§E;
RsERE8BC,—-CeleEwH—- (CH2) o= (AT)

)

EXRARE (BRAILHM

This invention relates to compounds of the formula

| Ry R4

!

Rs
RO Z——A-—éF4R7
(1)

wherein

R, and R, are each independently C,-C, alkyl;

R,, R, and R, are each independently hydrogen or C,-C, alkyl;
R is hydrogen or -C(O)-(CH,) -Q wherein Q is hydrogen or
-COOH and m is an integer 1, 2, 3 or 4; '

Z is a thio, oxy or methylene group;

A is a C,-C, alkylene group;

R, and R, are each independently a C,-C, alkyl or -(CH,) -(Ar)
wherein n is an integer 0, 1, 2 or 3; and Ar is phenyl or
naphthyl unsubstituted or substituted with one to three
substituents selected from the group consisting of hydroxy,

AR A MR PEREESL (CNS) AL (21029720 % )
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2 nHBO0 12 RIZEH: ArBRENARK
—EZHHERBRE FEE 2 KX ZAFE-
Ci1— CoftE ' R-NRsR FPHEBBEZHNAREMNARZLE
EREE HPRsERBFERERKRC.—- Celt & : #E
R:UERsRR  FZEDL-—FRC,-CoefcE > HAT
ATHE=ZRFER-_NRsRFHAWMAK > IRKR-C (0)
— (CH2) oa— Q REEBEBBLWERKEHE  BEFENHEH
DR R AERLCLEREERE MV CAM-1
E/HRICAM-1ZHBEER -FEAEREA S H{OF
LDLEMcBALER S#tEE0NRBERE: RERKE
AULEEFERMBALCRERARCAAKLEESF MM -

)

EXBRARME (BRAILHR

methoxy, ethoxy, halogen, trifluoromethyl, C,-C, alkyl, or
-NR,R,, wherein R, and R, are each independently hydrogen or
C,-C, alkyl; with the proviso that when R, and at least one
of R, or R, is C,-C; alkyl, and Ar is not substituted with
trifluoromethyl or -NR,R,, then R is -C(0)-(CH,)_-Q; or a
pharmaceutically acceptable salt thereof; useful for the
treatment of atherosclerosis and chronic inflammatory
disorders; for inhibiting cytokine-induced expression of
VCAM-1 and/or ICAM-1; for inhibiting the peroxidation of
LDL lipid; for lowering plasma cholesterol; and as anti-
oxidant chemical additives useful for preventing oxidative

deterioration in organic materials.
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