e ~ TITLE OF THE | NVENTI ON

-ARYQANFDE DERIVAIIVES _ BACKGROUND OF THE INV'?; %%f:ﬁj
Ffel.d of thé *I'nventi on: 'The plr'elgnt i nvention relates to noveél-»

aryl am de derivatives and salts thereof, and.therapeutic agents for
Ryper|ipeni a containing the derivatives-ot salts which exhi bi t. excellent

anti-hyperlipenmc action. Descriptiofi_of the Related art
Conventionally, there are many Qlﬁgg—ggeﬁﬁ—aé——ﬁﬁgzégeut|c agents for
hyperlipem a. Upon clinical use eatment of
hyperlipem a, profile of the égggéyéﬁérbéﬁgyéiﬁkﬁgnechanisn1of t he drug
must be taken into account for properly select a drug which is suited for
t he purpose of treatnment. Generally speaklng, t he purpose of

adm: i stering the drug is to QMY f e rum chol est er ol
(TO, lower the level of tri AESR &Hf o/ the | evel s of

bot h, and dﬁ LPE'S srbeshednaesntidingl y. Recently, the ‘dangerousness
of hypert g#yterrgenra‘TS‘-ﬁTgﬁngh ed as a risk factor of

g; ze[ 'thIC: E;OS' STh&O0pLEsENt i’h@éﬁéf@n £e18begvescHbee1dhspidRide Obesity
derivatives and salts thereof, and therapeutic agents for
 hyperlipemia containing the derivatives or salts which
exhibit excelient anti—hypérlipemic action.

Description of the Related art:

Conventionally,_there are many drugs known as
therapeutic agents for hyperlipemia. Upon clinical ﬁse of a
drug for the treatment of hyperlipemia, profiie of the
disease and functional'meéhanism of the drug'muét be taken
into account for properly select a .drug which is suited for
the purpose of treatment. éenerally speaking, the.purpése
of administering the drug is to lower the level of totai-serum
cholesterol (TC), loweﬁ'tﬁe level of triglyceride (TG), or to
'.lower the ;evels of bofh, and drugs are selecﬁed accordingly.
- Recently, the dangerousness of hypertriglyceridemia is '
highlighted as a risk factor of arteriosclerosis, coronary
) diseasee} cerebrovascular disorders, obesity and the-like
diseasee which involve hyperlipemia, and from the viewpoint
ef the prevention-and treatment of diseases aseociated with
hyperlipemia, the importancé of lowering .the level of
triglyceride in blood has now been recognized.
| Conventionally, clofibrate-type drugs have been developed

" to lower the level of triglyceride in blood, and clofibrate,



- diseases whi

ch involve hyperlipema, and fromthe viewpoint of the

preventlon and treatnment of diseases associated with hyperlipenia, the
i Aportance of |owering the level of ‘ttiglyceride in blood has A6W been

retogni zed.

Conventional ly, clofibrate-type drugs have been devel oped

to lower the level of triglyceride in btodd: and clofibrate,

-2-  clinofibrate, phenofibrate, bezafibrate and the |ike are clinically
used. However , these clofibrate-type drugs are acconpani ed by

adverse sid f {85t I fen 19V i.sorders,
and nor eovefc %'t%g;ib?r:u c’i.‘%%ﬁ'fbg%gééd Hefza‘ié sﬂgaq:%%cﬁgctqét yl or %:oet ai ni ng
a certain cl efdeq. and the effect is still unsatisfactory.
Accordinglyé%%éggﬁﬁﬂglcezgents for hyperlipem a which exhibit excellent
anti - hyper| i pem GRfdJed, Aibsd @ 1FIbreel tHRY Urtigd laRe e dadanidd by

‘Under the above-nentioned circunstances, thé inventors of the present

i nvention haw,epad hade F fevts %rulﬂha@sd%asQQrder&:Tdr\iQS dHRbreRrs @ghqout
extensi ve studies on their anti--

liver disorders, and moreover, they must be admlnlsuered in
a large quantity for obtaining a certain clinical effect,
and the effect is still unsatisfactory. -

Accordlngly, therapeutic agents for hyperllpemla which
exhibit excellent anti-hyperlipemic action and are very safe
have still been desired.

Underxr the.above—méntioned circumstaﬁées, the inventors
of the present invention have synthesized many arylamide

derivatives and carried out extensive studies on their anti-

hyperlipemic action, and have found that the arylamide

derivatives represented by the formula (1) which will be

‘described hereinbelow or salts thereof have excellent action

" .level of trigiyceride in blood, are very safe and are useful -

of lowering the level of cholesterol in blood, lowering the

as a therapeutic agent for hyperlipemia associated with
arteriosclerosis, mfocardial infarction, high blood preésure
and cerebrovascular disorders, leading to completion of the
present invention.

SUMMARY OF THE. INVENTION

Accordingly, an object of the present invention is to

provide'an arylamide derivative represented by formula (1)

and sélts thereof:

-



hyper|ipem c action, and have found that the arylam de derivatives
represented by the fornula (1) which will be described hereinbel ow or
salts thereof have excellent action of lowering the |evel of chol esterol

i " bl ood, lowering the level of triglyceride in blood, are very safe and
are useful as a therapeutic agent for hyperlipem a associated with
arteriosclerosis, nyocardi/g nfarction, high blood pressure and
cerebrovascul ar disof@leys, nyi ng to conpletion of thg present invention.
SUMVARY OF THE | NVENTI ON \ Accordi ngly, an object of the present
invention is to provide a @~z deoRrieri vati ve represented by fornula (1)

and salts thereof: ' - 3-
[err] wherein Ar represents a group - [err] in which Rerr],
Rlerr] and Rl err] are the sane or differehtzfr0f1 ' :
: ' R R
wherein Ar represents a group P
R3

in which RL, R? and R3 are the same or different from
each other and each independently represents a hydrogen
atom, a halogen atom, a hydroxyl groué, an alkyl group
which m&y be substiﬁuted by a halogen atom, an alkoxy
groﬁp, an alkenyl-gréup, an acylamino group or a.
carboxyﬁlkyloxy group,

a naphthyl group, a pyridinyl group, a furyl group, a thienyl

group; a quinolyl group or an indolyl group; Y represents a

/\ _ OH _
group -N&_/N—, -<::>—,'-<:j>- or -C:)K , and Q represents
-O- or a single bond, 2% represents a Cl to C3 alkylene group
R> - |
or a group -é-, in which R® and RG each independently
_ lg
represents an alle group; R4 represents a hydroxyl group,
an alkoxy group or a group -NH(CH,),COOH, in which m is a
. number of 1 to 3. .

| ~ Another object of the present invention is to provide a

thetapeutic agent for-hypeflipemia whicﬁ comprises the

‘above-described arylamidé derivative (1) or a

.physiologically acceptable salt thereof as an active

cbmponent of the agent. | |

A further object of the present invention is to provide -



eath ot her and each |ndependently represents a hydrogen étonl a

hal ogen atom a hydroxyl group, an al kyl group whi ch may be
substituted by a hal ogen atom an al koxy group, an al kenyl ‘group, an
acyl am no group or a car boxyal kyl oxy group, a naphthyl group, a

pyéi?iryl group,Y a furyI group, a thienyl4 group, a quinolyl group or an
i ndol'yl group re sent.s a 0 '
\?VihnglheR[bond] sregpq s %o‘ﬁ'%f:éﬂﬂc{(ﬂ%’ng}ﬁ%[ﬁgfﬁﬂa&%rBP)p cfzéréf] in
e err an I c Kk
Rl err] reprepg%st]sogi écé]b]ic‘gaa é(#t}%%q' @%&@eﬁ%ﬂ%gﬁas@%‘? yioareup
-NH(CH err] éthQﬁr?ﬁgfﬁ%égﬁfl of 1 to 3. Anot her obj ect of
e a

t he present |on I'S To provi therapeutlc agent for hyperlipem a

whi ch corrprlses theg Vfufiﬁféf [ﬁ?g & Y angie éé/@él‘\/rgréri]ﬁ
physi ol ogi cal |l y égceptagle sal t eof asq%n active d%nponéﬁ?{o f%e
agent . prodiid NermObhSE £ S LA tTRP HYpd FIVEFTHON WL A dUytLifes

administering the above-described arylamide derivative (1)

or a physiologically acceptable salt thereof as an active

component to a subject in need thereof.

DETAILED DESCRIPTION OF THE INVENTION
AND PREFERRED EMBODIMENTS
In formula (1), the alkyl group is preferably linear or
branched, and has 1 to 6 carbon atoms (hereinafter may be
referred to as Cl to C6, and similar simplification will be’
. employed throughout the specificationj. .Specific examples
of the alkyl group include a methyl group, an ethyl group, a
n-propyl group, an i-propyl group, a h-butyl group, - an i-
butyl group, a t-butyl group, a n-pentyl group, an i-pentyl '
grbup, a ﬁAhexyl group and the like. Examples'éf the
halogen atom include a fluorine atom, a chloriné atom, a
bromine atom and an iodine.atom. The alkyl group
substituted by a halogen atom is preferably a Cl to C6
linear or branched alkyl group substituted bY 1 to 3 halogen
atoms, and specific examples thereof inélude a |
trifluoromethyl group, a 1,1,l-trifluorocethyl grbup and the
like. The carboxyalkyloxy group'preferably'has 2 to 7
carbon atoms in total, and_specific_examples thereof include

carboxymethyloxy group., cérbokyethyloxy group,



-4~ a use of the above-described arylam de derivative (1) or a
physi ol ogical |y acceptable salt thereof as an active conponent in

phar maceuti cal s. A still further object .of the present invention is
to- provide a nmethod for treating hyperlipem a which conprises

adm ni stering the above-described aryl am%e-derivative (1) or-a

physi ol ogi cedtyorypepprbdxy sgroup hend ofhaslire actThe abomgonerdup ais

subj ect in need thereof. DETAI LED DESCRI PTI ON OF THE

| NVENTI ON preferably a Cl to/A\ND PRERERRED IEVBUEedENIPup and |gpdaifita (1)
, the alkyl group is preferably linear or branched, and has 1 to 6 carbon
atons (her e¢xzmples ntyerect rinelyde a greEhAY (TR - A SHhAxBgroup, a
simplification will be enployed throughout the specification). Specific
exanpl es OR-PFRPHEIRYY GFOWD/ | 31| treREPHEIRY | IERIHRp, 2 dir RUAIRACKH SHrPuRy

CButyl o ot LabRepiiy eedho £ ndhiidlndy KUy € hopansiioy Slp hna”
the like. Exanples of the__hal ogen atominclude a fluorine a a
chlorine at@PUB’ HfohT ﬂ%n’%}’g‘??f%g%r%‘?ﬁ oadirh"gh%f% xm]%mé}%ﬁnc%%

subst e B, SOOI 4ol SLALBLIR ol 0 G BT g0
ther eof incéﬁgesﬁecific-examples of the alkenyl group include a vinyl
group, a propenyl group, an allyl group, a butenyl group,.a
pentenyl grbup and the like. The acylamino groué is
preferably.an'alkanéylamino grbup having 2 to 6 carbon
atoms, and specific examples thereof include a formyl amino
group, an acetamino group, a propionylamino grbup, a
butyrylamino group and the like. Examples of C1 to C3
alkylene group include a methylene group, an ethylene group
and a propylene group.

Furthermore, in formula (1), preferable examples of Ar

R
R - |
include a group \Z§§z§>F or a pyridinyl group, more
R3

7 _
R . .
preferably a group \<§§§>-in_which R’ represents a hydrogen
atom, a halogen atom or an alkyl group, and most preferably

a phenyl group substituted by a halogen atom. Examples of Y

which are particularly‘preferred include a group -{::>» and
OH - :
-/——\[ . Examples of Q which are particularly preferred

R
: | !
include -0-. Preferable examples of Z include a group -C-

RS



trifluoronethyl group, a 1,1,1-trifIUoroéthy{ group and the Ilike. The
car boxyal kyl oxy group preferably has 2 to 7 carbon atons in total, and
speci fic exanpl es thereof include carboxynethyloxy group, carboxyethyloxy

group, - -5- car-boxypropyl oxy group and
the like. The alkoxy group is preferabﬁy-a Cl to C6 linear or branched
group and specific -exanples th@kg I ncl ude a nethoxy group, an.ethoxy

group, a n-propyloxy group, anji“propyl oxy group, ‘a n-butyloxy group, an
i - butyl oxy glamp,ma;ia:tttibhlla&y-w-oum arafpeabykoryamglespofaR®i ipentyboxy
group, a n-hexyloxy group and the Ilike. The alkenyl group preferably has
2 to 6 carbon atons, and speC|tH§ exanpl es of the al kenyl group include a
vinyl group, a propenyl group, an allyl group, a butenyl group, a

pent enyl groupnydidﬁyilgdoap and anybdkbry group,i endpisf paabigudar a

al kanoyl am no group having 2 to 6 carbon atons, and specific exanples

t her eof i ncl hyelmoxfydr gydou@yi no  group, an acetan1no group, a proplonylanino
group, a butyrylam no group and the like. Exanples of Cl to al kyl ene
group include a ndtchyaard.cylaap limdtathpnehs meogedans §hﬁr6ﬁ}Fén@ngbep

Furthernore, in formula (1), preferable exanples of Ar
' arylamide derivative (1) as long as they are physxologlcally

acceptable, and examples of the salts include alkal; metal
salts, inorganic acid salts, organic acid salts and the
like.. Specific examplés of the alkali metal salts include
lithium éalts, sodium salts, potassium salts, magnesium
salts.and the like. Specific examples of inorganic acid
sélﬁs include hydrochlorides, sulfates, nitrates,
hydiobromates, phosphates and the like. 'Specific exampies'
of the organic acid salts include acetates, oxalates,
citrates, malatés, fumarates, maleates, succinates(
lactates, tartaraﬁes, methanesulfonates, benzenesulfonates, pé
toluenesﬁlfon;tes and the like.

Specific examples ;f the compounds of formula (1)
accoﬁding to the present invention include the following:
2-(1l-benzoylpiperidin-4-yl)a,a-dimethylphenoxyacetic acid,
4—(L-benzoylpiper;din-4-yl)a,a—dimethylphénoxyacetic acid,
Isopropyl 3-(l-benzoylpiperidin-4-yl)a,a-
dimethylphenoxyacetate,
2-{1-(4—methjlbenzoyl)pipéridin-4-yl}a,a—dimethylphenoxy-
acetic acid, '

4-{1- (4-methy1benzoyl)plperldln-4-yl}a a—dlmethylphenoxy—

acetic acid,



I nclude a group [err] or a pyridinyl group, nore preferably a group
[err] in which Rerr] represents a hydrogen atom a hal ogen atom
or_an al kyl group, and nost preferably a phenyl group substituted by a

hal ogen atom Exanples of Y which are particularly preferred include a
group [err] and [err] Exanpl 8&s-of Q which are particularly
preferred include -O-. Preferable exanples of Z include a group [err]

hydr oxyl ar ot BOBRaESE S KERIA retr BAEhAR B pER il - Fhot b e ol
No particuIaéfhégﬁig%hggckfﬁégggégd on the salts of the arylam de

derivative ( g as ey are’ physiologically acceptable, and

S i e R R R P L S T
salts includgecetic acid, :

| 3-{1-(4-methoxybenzoyl)piperidih-4-yl}a,a—dimethylphenoxy-
acetic acid, ' |
4-{1-(4-methoxybenzoyl)piperidin-4-yl}c,c~-dimethylphenoxy-
acetic acid, _ |

Isopropyl 3-{1-(4—methoXybenzoyl)piperidin-4-yl}§,a-
dimethylphenoxyacetate,
-2-{l-(4-fluorobenzoyl)piperidin-4-yl}a,c-dimethylphenoxy-
acetic acid, '
3-{1—(4afluorobenzbyl)piperidin-4—yl}a,&-dimethylphenbxy—
acetic acid, | : ) _ - | .
4-{1-(4;fluorobenzoyl)piperidin—4-yi}a,a—dimethylphenoxy—
acetic acid,

Isopropyl 3-{l1-(4-fluorobenzoyl)piperidin-4-yl}e,a-
dimethylphenoxyacetate, . '
.2-{1-(4—chlorobenzoyl)piperidin-4-yl}a,a—dimethylphenoxy—
acetic‘aci&, |
3-{15(4-chlorobenzoyl)piperidin—4-yl}a,a-dimethylphenoXy-
acetic acid, .
4;{1-(4-chlorobenzoyl)piperidin-4-yl}a,a-dimethyiphenoxy-
acetic acid, ‘

Isopropyl 3-{l-(4-chlorobenzoyl)piperidin-4-yl}e,a-
dimethylphenoxyacetate,
2-{1—(4-bromobenzoyl)piperidin;4-yl}a,a-dimethylphenoxy-

acetic acid,



lithiumsalts, sodiumsalts, potassiumsalts, magnesium salts and the

| i ke. Specific exanples of inorganic acid salts include hydrochlori.des,
sulfates, nitrates, hydrobromates, phosphates and the |ike. Specific
exanpl es of the organic acid salts include acetates, oxalates, citrates,
mal ates, fumarates, nal eates, succinates,8 4 actates, tartarates, '
nethanesulfonates benzenesul fonates, p- toluenesul fonates and the |ike.

Speci fic exagple QS(Qf-bEBﬁoﬁéﬂPef'ﬂjjﬁgéﬁé(ri&Iﬁﬂiﬁyijl& ,aB&LREChPTpR SRS Pr esent

i nvention include the foll ow ng

1- benzoyl pi peekdiB- 4cy4d) a, a- di met hyl phenoxyacetic acid,

4- (1- benzoyl pi peridin-4-yl)a , a-di net hyl phenoxyacetic acid, |sopropyl 3-(1
- benzoyl pi petkdbropy¥! Ba(a~ (4 dbimidtyepheyDyyiser ddtn-4-ylic, a-

2-{1- (4- et hyl benzoyl ) pi peri di n-4-yl }a, a-di net hyl phenoxy- acetic acid,

4- {1- (4 -rmdihgkhehphghdxpapetaten-4 -yl -} a , a-di nethyl phenoxy- acetic

aci d, ' ' - 7- |sopropyl

3-{1- (4- et hg-ient 6yLpgopenzoyh) pigesid tn-4 €ff et hyt+piretirylnliutratey -

2-{1- (4- et hoxybenzoyl ) pi peri di n-4-yl } a, a- di net hyl phenoxy-
acetic acid,
3—{1-(4-iodobenzoyl)piperidin-4—yl}a,a-dimethylphénoxy—
acetic acid, _ '
4-{1-(4-iodobenzoyl)piperidin-4-yl}a,a-dimethylphenoxy-
acetic acid, ' '
Isopropyl 3-{1-(4—iodobenzoyl)piperidin—4-yl}a,a-
dimethylphenoxyacetéte, '

- 2-{1-(4- trlfluoromethylbenzoyl)plperldln- ~-ylla,c-

dlmethylphenoxyacetlc ac;d
3- {l (4-tr1fluoromethylbenzoyl)plperldln- -yl}a a-
dimethylphenoxyacetic acid, .
4-{1-(4-trifluoromethylbenzoyl)piperidiﬁ-4-y1}q,a-'
dimethylphenoxyacetic acid, ' '
Isopropyl 3-{1- (4—tr1fluoromethylbenzoyl)plperldln- -ylic, -~
dimethylphenoxyacetate, |
2—{1-(4—hydroxy-3,5—diiodobenzoyl)piperidin44-yl}a,a-
dimefhylphenoxyacetic acid,
3-{1-(4-hydroxy-3,S-diiodobenzoyl)piper;din—4-yl}d,a—
dimethylphenoxyacetic acid,
4-{1-(4-hyd£oxy—3,S-diiodobenzoyl)piperidin-4-yl}a,a—
dimethylphenoxyacetic acid, ' |
Isopropyl 3-{1-(4—hydroxy-3,S—diiodobenzoyl)p%peridin-4—

yl}a,a-dimethylphenoxyacetate,



acetic acid, 3-{1-(4-nethoxybenzoyl)piperidin-4-yl}a,a-diethyl phenoxy-
acetic acid, 4-{1-(4-nethoxybenzoyl)piperidin-4-yl }a,a-dinethylphenoxy-
acetic acid, Isopropyl 3-{1-(4- nethoxybenzoyl)plperldln 4-yl }a, a-
dlnethylphenoxyacetate

2-{1-(4-fluorobenzoyl’) pi peri di n-4- yI}a-asdrnethyIphenoxy- acetic acid,
3-{1-(4-fluorobenzoyl) pi peridin-4-yl }a, a-di net hyl phenoxy- acetic acid,

4-{ 1- (4- f | u@-glienBo\E-diifrebutiyil-4 Hydr aeyberet dyd yhigeoigin-#catlile aci d,

| sopropyl 3-{1-(4-fluorobenzoyl)piperidin-4-yl}a, a-

d|nethylphe@mmﬁﬂhﬁhghgqoxvacetlc ac;d,

- 2-{1-(4-chl orobenzoyl ) pi peridin-4-yl }a, a- dlnethylphenoxy- acetic acid,
3-{1- (4-chl (ﬁr{ﬂieﬁﬁoﬁﬁqmpefh‘tﬁﬂﬁxh‘f}%-% SRANA SHAFFARL 2 -4cdilide  &ci d,

4-{1- (4- chlorobenzoyl)plperldln 4-yl } a, a- di net hyl phenoxy- acetic acid,

| sopropy| 3-imgthydmhansiera it Didrd di n- 4-yl } a, a-

2 {1 (4 br orfotTAGy e R TP T R RN DRSS et i,
dlmephylphenoxyaceulc acid,
Iso§r0py1 3-{1-(3,5—di—t-butyl-4—hydroxybenzoyl)pipéridipf4_
yl}a,a-dimethylphenquacetate,

. 2=(l-nicotinoylpiperidin-4-yl)a,a-dimethylphenoxyacetic
acid,
3- (l-nxco;;noylu perldln-4-y )a,cfdimethylphenoxyacetic
acid,
4-(1-nicotinoylpiperidin-4;yl)a,a-dimethylphenoxyatetic~
- acid, o |

Isopropyl.3-(l-nicotinoylpiperidin—4-?1)a,animethyl- _
pheﬁoxyacetate, |
2-(l—isonicotinoylpiperidin—4-yl)a;a-dimethylphenoxyacetic
acid,
3-(l-isonicotinoylpipgridin—é—yl)a,a-dimethylphehoxyacetic
acid,
4—(1-isonicotinoylpiperidin-é—yl)a,a—dimethylphenoxyacétic
acid,
Isopropyl_3-(1—isonicotinpylpiperidin-4—yl)c,a-dimethyl-
éhenoxyacetate,
2-{1—(2—furancarbonyl)piperidin—4—yl}a,a-dimethylphenoxy—
acetic acid, |
3—{1—(2-furancarbonyl)piperidin—4—yl}a,q—dimethylphenoxy;

acetic acid,



8 “4-{1-(4-bronobenzoyl)pi peridin-4-yl })a, a -dinethyl phenoxy- acetic
acid, |sopropyl 3-{1-(4- bronnbenzoyl)plperldln 4-yl}a, a-
dlnEthyIphenoxyacetate
2-{1- (4-1 odobenzoyl ) pi peri di n- 4- yl}a a- di met hyl phenoxy- acetic acid,
3-{1-(4-iodobenzoyl) pi peri di n-4-yl } a, a~dilethyl phenoxy- acetic acid,
4-{1- (4-iodobenzoyl) pi peri din-4-yl }a, a-di net hyl phenoxy- acetic acid,
| sopropyl 3-44¢X-4t2-otubereayhony bEpipkmidind 4-a b}, ahdistdgh phphexyeaget at e,
2-{1-(4-trifluoromethyl benzoyl) pi peridin-4-yl}a, a- dinethyl phenoxyacetic
acid, 3-{1-§2et¥q facidonet hyl benzoyl) pi peridin-4-yl}a, a-
dlnethylphenoxyacetlc aci d,
4-{1-(4- tr|f1%R9¥9E¥¥w4bé%zb@T§$ﬁ§ﬁ94§PQﬂ¥iAH%Rﬁﬁ%deh4n¥3W4¢henoxyacet|c
acid, |sopropyl 3- 4-trifl-uoromet hyl benzoyl) pi er|d|n | }a, a-
'dinethylphg . {]Qén°xYaceta te yoeie e
' 2-{1- (2-thenoyl)plperld1n— -yl}c, a-dlmethylphenoxyacetlc
acid,
3-{1- (2—thenoyl)p1per1d1n— -yl}a,a—dxmethylphenoxyacetlc
ac;d, '
4-{1-(2-thenoyl)piperidin-4-yl}a;a-dimethylphenoxyacétic
~acid, | .
Isopiopyl 3-{1-(2-thenoyl)piperidin-4-yl}c,a-dimethyl-
phenoxyacetate, -
'{2—(4-benzoylpiperazinyl)phenoxy}a,a—dimethy;acetic acid,
{4-(4-benzoylpiperazinyl)phenoxy}c,c-dimethylacetic acid,
Isoproéyl'{3—(4-benzoylpiperazinyl)phenoxy}a,a—
diﬁethylacetate, _ :
[2—{4-(4-methylbenzoyi)piperazinyl}phenoky]a,a—dimethyl-
acetic acid, | '
[4—{4-(4—methylbenzoyl)piperazinyi}phenoxy]a,d—dimethylacetic
acid, | |
Isopropyl [3—{4-(4-methylbenzdyl)piperaiinyl}phenoxy]a,a—
dimethylacetate, '
[2-{4-(4-methoxybenzoyl)piperazinyl}phenoxy]a,a~dimethyl-
acetic acid, ' ' , |
_[3—{4—(4—methoxybenzoyl)piperazinyl}phenoxy]a,a-dimethyl—
acetic acid, |

[4-{4-(4-methoxybenzoyl)piperazinyl}phenoxy]a,a~dimethyl-

acetic acid,



2-{1- (4- hydr oxy- 3, 5-di i odobenzoyl ) pi peri di n-4-yl } a, a-
di met hyl phenoxyacetic acid,

3-{1- (4- hydroxy-3, 5- d||odobenzoyl)p|per|d|n 4-yl }a, a-
di net hyl phenoxyacetic acid,

4-{1- (4- hydroxy-3, 5- d||odobenzoyl)p|perlain=4-yl}a,a-
di met hyl phenoxyacetic acid, |sopropyl

3-{1-(4-hydr§§¥%§°§g i 9d Peglgﬁégﬁ5£§%éé¥5§f)plperaZLnyl}phenoxy}aép_'

yl }a, a- di net

2-{1-(3,5-d|dimggﬁ¥iaéeg¥géoxybenzoyl)p|per|d|n ‘4-yl }a, a-
di nmet hyl phenoxyaceti c aci

3-{1-(3,5-dih-lpyLyk- émaﬂwéﬂb@ﬁpaig)&&ﬁrﬂﬂrpweﬂéﬁﬁ@ ;a~dimethyl -

dlnethylphenoxyacetlc acid

4-{1-(3, 5- d|aée@ygygcﬂdhydroxybenzoyl)p|per|d|n 4-yl } a, a-
di nmet hyl phenoxyaceti c aC|d | sopr opyl-

3-{1-(3, 5-di Eg =bpatyh- ﬂlh@ﬂﬁmywlzmi@dharﬁn}em}rpwenoxy]a a-dimethyl-
yl }a, a- di et hyl.phenoxyacet at e,

2- (1-ni coti neyépipeacildpn- 4-yl) a, a- di met hyl phenoxyacetic acid,

3-(1-ni co-inoyl pi peri di n-4-yl)a, a-di met hyl phenoxyacetic acid, 4- (1

-nlcotlnoyIp[ﬁe{#d(ﬁ-ﬂly¢#@@enzby&ﬁpgpqﬁ&aunm&*ghenpxy]a a-dlmethyl-
acetic acid, _ :
Isopropyl [3—{4-(4-fluorobenzoy1)piperazinyl}phenogy]a,a-
dimethylacetate, o _ _ .
[2-{4-(4-chlorobenzoyl)piperazinyl}phenoxy]a,c~-dimethyl-
acetic acid, |
[3-{4-(4-chlorobenzoyl)piperazinyl}phenoxy]le,c~dimethyl-
acetic acid, |
[4-{4-(4-chlorobenzoyl)piperazinyl}phenoxylc,a~dimethyl~
acetic acid, . | )

Isopropyl [3-{4-(4-chlorobenzoyl)piperazinyl}phenoxj]a,a-
dimethylacetate,
.[2-{4-(4-bromobenzoyl)piéerazinyl}phenoxy]a,a—dimethylacetic
' acid, | ' . |
[4-{4-(4—bromobenzoyl)piperézinyl}phenoxy]a,a-dimethylaqetic
acid, _
Isopropyl [3-{4—(4-bromobenzoyl)piperazihyl}éhenéxy]a,a-'
dimethylacetate,
[2-{4—(4-iodobenzoyl)pipergzinyl}phenoxy]a,a-dimethyl-
acetic acid, - |
[3~-{4-(4-iodobenzoyl)piperazinyl}phenoxyja,a-dimethyl-

acetic acid,



aci'd, Isopropyl 3-(1-nicotinoylpiperidin-4-yl)a,a-dinmethyl -
phenoxyacetate, 2-(1 -isonicotinoylpiperidin-4-yl)aa-dinethyl phenoxyacetic
acid, 3- (1-isonicotinoylpiperidin-4-yl )a,a-dinethyl phenoxyacetic acid,
4- (1-isonicotinoyl piperidin-4-y|)a,a-di nethyl phenoxyacetic acid,

| sopropyl 3-(1-isonicotinoylpiperidin=41¢l ya, a-di net hyl - phenoxyacet at e,
2-{1-(2-furancarbony|)piperidin 4-yl }a, a- dinethylphenoxy- acetic acid,

Lot I e SRl

aci d, | soprop %142 f urancar bonyl ) pi peri di n-4-yl} a a-
di nethylphenoxyaceta

2-{1-(2- therﬂ’éé%;ﬁ’ﬁ (30 4= %’i-}fofoé’ér{%ﬁ)'ﬁh?é@ﬂf‘r‘fﬁ}ﬁhenoxy]a,a-
dlmethylacetate,
[2—{4-(4-trifluoromethylbenzoyl)piperazinyl}phendxy]a,a-
dimethylacetic acid,
{3-{4~-(4-trifluoromethylbenzoyl)piperazinyl}phenoxy]jc,c-
dimethylacetic acid, [4—{44(4-trifluoromethylbenzoyl)-
piperazinyl}phenoxy]a,a~ dimethylacetic acid, |
Isopropyl [3-{4-(4-trif1ubromethylbenzoyl)pipérazinyl}-
phenoxyla,a- dimethylacetate,
[2-{4-(4—hydroxy—3,s-diiodobenzoyl)piperazinyl}phenoxy]a,a—
dimethylacetic acid, _ -
[3—{44(4-hydroxy-3,5-diiodobénzoyl)piperazinyl}phenoxy]a,a-
dimethylacetic acid, .
-[4—{4-(4-hydroxyF3,Sediiédobenzoyl)piperazinyl}phenoxy]aia-
dimethylacetic acid, Isopfoéyi'[3—{4-(4-hydroxy-3,5-
diiodobenzoyl)piperazinyl}phenoxy]a,c~ dimethylacetate,
[2—{4-(3,5-di-t-butyi-4—hydroxypenzoyl)piperazinyi}-'
pﬁenoxy]a,a- dimethylacetic acid, [3-{4-(3,5-di-t-butyl-4-
hydroxybenzoyl)piperazinyl}phenoxy}d,a—ldimethylacetic acid,
[4-{4-(3,5-di-t—butyl—4—hydroxybenzoyl)piperazi#yl}phenoxy]q,a
dimethylacetic acid, | ' | _ |
Isopropyl [3-{4-(3,5-di-t-butyl-4-hydroxybenzoyl)piperazinyl}-
phenoxy]a,c~dimethylacetate,

' {2-(4—nicotihoylpiperazinyl)phenoxy}a,a—dimethylagetic écid:
{3-(4-nicotinoylpiperazinyl)phenoxy}a,a-dimethylacetic acid,

{4-(4-nicotinoylpiperazinyl)phenoxy}e,a-dimethylacetic acid,



3-{1-(2-thenoyl) pi peridin-4-yl }a, a-di-net hyl phenoxyacetic acid,

acid,

4-{1-(2-thenoyl) pi peridin-4-yl}a, a-dinethyl phenoxyacetic acid, |sopropyl
3-{1- (2-thenoyl ) pi peridin-4-yl}a, a-di nethyl - phenoxyacetate,

{2- (4- benzoyl pi perazi nyl ) phenoxy} a, a-di met hyl acetic aci d,

(4- (4- benzoyl pi perazi nyl ) phenoxy} a, a- di-mét3hyd acetic acid, |sopropyl

{3- (4- benzoyl pi perazi nyl ) phenoxy}a, a- di nethyl acetate,

[ 2-{4-(4- et hy, W) Qﬁ,q ?% i c- acid,
[4-{4-(4-nethy nz 1‘ g raz#r%%}p e@yaa@lﬁ% ére}tl%E aci d,

| sopropyl [ 3-4Aadéh g¥£§ggzoyl)p|pera2|nyl}phenoxy]a a- dlnethylacetate,
[ 2-{4- (4- met hoxyben oyl)p|pera2|nyl}phenoxy]a a-di nethyl - acetic acid,
[3-{4-(4-neth 7Ot 3 B PEL P.e%did VR dim :
[4-{4-(4- nethgéi nzoyl)p|pef??inyl}phenoxy a, a- dlnethyl ac tﬁ%?%y%qi

acid,
{3-(4-isonicotinoylpiperazinyl)phenoxy}a,a—dimethylaéetic
acid, | ot '
{4-(4-isonicotinoylpiperazinyl)phenoxy}a,a—dimethylacetic
acid, | |
Isopropyl {3—(4-isonicotinoylpipérazinyl)phehoxy}d,a¥
dimethylacetéte, |
[2-{4~(2- furancarbonyl)plperaZLnyl}phenoxy]a a—dlmethyl-
acetlc acid, _
[3-{4-(2-furancarbonyl)piperazinyl}phenoxy]a,c-dimethyl-
acetic acid, _
[4-{4~(2-furancarbonyl )piperazinyl }phenoxy]c,a~dimethyl-
"acetic acid,
Isopropyl {3—{4-(2-furancarbpnyl)piperazinyl}phenoxy]a,aJ
dimethylacetate, _
_[2—{4-(2-thgnoyl)piperazinyl}phenox&]a,a-dimethylacetic acid,
[3-{4-(2-thenoyl)piperazinyl}phenoxy]a,a-dimethylacetic acid,
[4—{4-(2—thenoyl)piperazinyl}phenoxy]a,a-dimethylacetic acid,
Isopropyl [3-{4;(2-thénoyl)piperazinyl}phenoxy]a,a- |
dimethylacetate, |
2—(1-benzoylpiperidin-3-en—4-y15a,a}diméthylphenoxyacetic
acid, -
3-(l-benzoylpiperidin-3-en-4-yl)ca,a-dimethylphenoxyacetic
acid, |

4—(1-benzﬁylpiperidin—3-en74-yl)&,a-dimethylphenoxyacetic



sopropyl'[3-{4-(4-neth0xybenzoyl)pipefazinylphenoxy]a,a- di et hyl acet at e,
2-{4-(4-fluorobenzoyl) pi perazi nyl } phenoxy] a, a-di net hyl - acetic acid,
3:{4-(4-fluorobenzoyl) pi perazi nyl } phenoxy] a, a-di nethyl - acetic acid,
4-{4- (4-fluorobenzoyl) pi perazi nyl } phenoxy] a, a-di-met hyl - acetic acid,
sopropyl [3-{4-(4-fluorobenzoyl)pi peraziay+}phenoxy]a, a- dinethyl acetate,
2-{4- (-4-chl or Qhenzoyl ) pi perazi nyl } phenoxy] a, a-di met hyl - acetic acid,
3-{4-(4-chI8F&SenzoyI)piperazinyl}phenoxy]a,a-dinethyl- acetic acid,
4-{4-(4-chl gr.obenzoyl ),pi perazi nyl.} phenqg %a,a-dinethyl- cetic acid,

sopr opy! [SRFEPERPEﬁI X éﬁf@fp§ﬁ¥38?52?ﬁ MPRETExYd S & -ddmeENE}acet at e,
2-{4-(4-bro oyl ) piperazinyl } phenoxy] a, a-di net hyl acetic acid,
4-{4-(4-broggggﬁ%géFegﬁggfazinyl}phenoxy]a,a-dinethylacetic aci d,

2-{1-(4-methylbenzoyl)piperidin-3-en-4-yl}e,a-dimethyl-
phenoxyacetic acid,
3-{1-(4-methylbenzoyl)piperidin-3-en-4-yl}a,a-dimethyl-
phénoxyacetic acid,
4—{1-(4—me£hylbenzoy1)pipe;idin-3-en-4;yl}a,a-dimethyl-
‘phenoxyacetic acid,:

Isopropyl 3-{l1-(4-methylbenzoyl)piperidin-3-en-4-yl}a,c-
dimethylphenogyacetate, _ |
2—{1-(4hmethoxybenzoyl)piperidin-3-en—4-yl}a,a-dimethyl—.
phenoxyacetic acid,
3-{1-(4-methokybenzoyl)piperidin—3-en-4-yl}a,a—dimethyl—
phenoxyacetic acid, |
4-{l-(4-methoxybenzoyl)piperidin-3-en-4-yl}a,a-dimethyl-
phenoxyacetic acid, | : |

Isopropyl 3-{l1-(4-methoxybenzoyl)piperidin-3-en-4-yl}a,c-
dimethylphenoxyacetate, |
2-{1-(4-f1uorobenzcyl)piperidin—3—en—4-yl}a,a-dimethyl-
phenoxyacetic acid,_ ' |
3-{1-(4-fluorobenzoyl)piperidin-3-en-4-yl}o,a-dimethyl-
phenoxyacetic acid, _
4—{1-(4—fluorobenzoyl)piperidin-3-en—4-Yl}a,a-dimethyl-
phenoxyacetic acid, .

Isopropyl 3-{l-(4-fluorobenzoyl)piperidin-3-en-4-yl}a,c-
dimethylpﬁenoxyacetate, |

2-{1-(4-chlorobenzoyl)piperidin-B-en-4-yl}a,a-dimethyl—



| [3-{4-(4-bronobenzoyl) pi perazi nyl } phenoxy] a, a- dinethylacetate,

| sopr opy

[ 2-{4- (4-i odobenzoyl) pi perazi nyl } phenoxy] a, a-di nethyl - acetic acid,

[ 3-{4-(4-iodobenzoyl) pi perazi nyl } phenoxy] a, a-di nethyl - acetic acid,

- 12 - [ 4-{4- (4-iodobenzoyl ) pi perazi nyl } phenoxy] a, a-di net hyl - acetic

acid, Isopropyl [3-{4-(4-iodobenzoyl)pi pérazinyl}phenoxy]a, a-

di et hyl-acetate, [2-{4-(4-trifluoronethylbenzoyl)piperazinyl}phenoxy] a, a-
di et hyl acet i phaopdyacetic acid, - .

[ 3-{4-(4-trifluoronethyl benzoyl) pi perazi'nyl } phenoxy] a, a- di nethyl acetic
aci d, [4-{4-(3-{irfkuchdeebhphbepkppiperidpinedaenngtyphonoxginethyl-
dlnethylacetlc acid, |sopropyl

(3-{4-(4- tr|fPh@ﬁ@ﬁE@ﬁ?FbénQéyﬁ)plpera2|nyl} phenoxy]a a-

di et hyl acetate, [2-[4-(4-hy droxX 3, 5- d||odobenzoz |pera2|nyl}phenoxy]a
a- d,nethy|aéeg;c(acpalorobenzoy )plperldln- -en-4-ylia,c-dimethyl- |

[3-{4-(4- hydrBﬁgngxgagéngogggé?yl)plpera2|nyl}phenoxy]a a-
Isopropyl 3-{1-(4-chlorobenzoy1)piperidin-B—en—4-yl}a,a-'
- dimethylphenoxyacetate,
| 4- {1- (4- bromobenzoyl)plpefldln-3-en— -ylie, a—dlmethyl-
phenoxyacetlc acid,
2-{1—(4—iodobenzoyl)piperidin-3—en-4—yl}a,a-dimethle
phenoxjacetic acid,
3—{1-(4-iodobeﬁzoyl)piperidin-B-en-4-yl}a,a—dimethyl-
phenoxyacetic acid, - |
4~{l-(4-iodobenzoyl)piperidin-3-en-4-yl}c,c-dimethyl-
phenoxyacetic acidr .
Isopropyl 3-{l1-(4-iodobenzoyl)piperidin-3-en-4-yl}lc,a-
dimethylphenoxyacetate,
2-{1—(4—trifluoromethylbenzoyl)piperidin—3—en-4-yl}a,a;
dimethylphenoxyacetic acid,
3—{1—(4-trif1uoromethylbenzoyl)piperidin~3-eﬁ-4—yl}a,a—
dimethylphenoxyacetic acid, '
4-{1-(4-trif1uo£omethy1benzoy1)pigg;idinf3¥en-4-y1}a,a-
dimethylphenoxyacetic acid, |
Isopropyl 3-{1-(4—trifluCromethylbenzofl)piperidin-B-en-4-
yl}a,a—dimetﬁylphenoxyaéétate,
2-{1-(4—hydrbxy-3,S-diiodobenzoyl)piperidin-3-en—4-yl}a,a-
dimethylphenoxyacetic acid, |

3-{1-(4-hydroxy-3,5-diiodobenzoyl)piperidin-3-en-4-yl}c,c-



di et hyl aceti c aci d,

[ 4-{4-(4-hydroxy-3, 5-diiodobenzoyl) pi perazi nyl } phenoxy] a, a- di nethyl acetic
acid, Isopropyl [3-{4-(4-hydroxy-3,5-

dii odobenzoyl)plpera2|nyl}phenoxy]a a- dlnethylacetate [2-{4-(3

, 5-di -t - butyl - 4- hydr oxybenzoyl ) pi peraz+nyé}- phenoxy]a , a- di nethyl acetic
acid, [3-{4-(3,5-di-t-butyl-4- hydroxybenzoyl)p|pera2|nyl}phenoxy]a a-

d hyl 4-{4-
ghﬁf-? gﬁftlm@ﬁ%ﬁk&ﬁéﬂﬁ%ﬁﬁéﬁ?ﬁﬁ[ﬁﬁ%&Zlnyl}phenoxy]a a dinethylacetic
aci d. | sopropyl Al 5 dr18aseh Y BLERSTRON- )RR, u_

phenoxy] a
2-(4-nicoti I di et hyl t d,
E3-24-nicotd%@% amé%ﬂ ; ﬁeng%i%'g alg?neghsfgcgflgcAC|d
4-(4-nicoti il
{ 1% - Isoﬂg #Hég?(4}ﬂﬂ % oy plpgrgzgggp$gﬁgﬁgﬁ }gp&%medln-
di net hyl acetat 4 &‘bi&iﬁ& 1 Rledalclayl )
il 1) Hahy ﬂH@H

phenoxy) a, a-di ne acetlc 4- |son|cot|noylplpera2|nyl)
phenoxy} a, a-£li fet fy |§K3$46Lb&¥%xi4 hydroxybenzoyl)plperldln—B-en 4—yl}a,
ny

{4-(4-isonicotinoyl pi perazi phenoxy} a, a- di net hyl aceti c
a-dimethylphenoxyacetic acid,
3-{1-(3,5—di-t-butyl-4—hydroxybenéoyl)piperidin-3-eﬁ-4-yl}a,
d—dimethylphenoxyacetic acid,
4-{1-(3,5—di-t-butyl-4-hydroxybénzoyl)piperidin-3-en-4-yl}a;
a-dimethylphenoxyacetic acid}
Isopropyl_3—{17(3,5-di-tabutyl-4-hydroxybenzoyl)piperidin—B—
en-4-yl}c,a~dimethylphenoxyacetate,
2-(l-nicotinoylpiperidin-B-en-4-yl)a,a-dimethylphenoxyacetic-
acid, '
3F(1-nico£inoylpiperidin-3-en—4-yl)a,a-dimetﬁylphenoxyacetic
acid,
4-(l-nicotinoylpiperidin43-en—4vylSa,a-dimethylphenoxyacetic
acid, I. | N
‘Isopropyl 3-(l-nicotinoylpiperidin-3-en-4-yl)c,c-dimethyl-
phenoxyacetate,
2-(1-isonicbtinoylpiperidiﬁ—B—en—4-yl)a,a-dimethylphenéxy—
acetic acid,
3-(1-Lsonicotinoylpiperidin-3-en-4-yl)a,a—dimethylphénoxy-
acetic acid,

_ 4—(1-isonicotinoylpiperidin-3-en-4-yl)a,a-dimethylphenoxy—
acetic acid, -

Isopropyl 3-(1-isonicotinbyipfperidin-3—gn—4-yl)a,a-



acid, [Isopropyl {3-(4-isonicotinoyl piperazinyl)phenoxy}a, a-
di net hyl acetate, [2-{ 4- (

2-furancarbonyl ) pi perazi nyl } phenoxy] a, a-di met hyl - acetic acid,
[ 3-{4- (2-furancarbonyl ) pi perazi nyl } phenoxy] a, a-di met hyl - acetic acid,
[ 4- {4- (2-furancar bonyl ) pi per azi nyl } phenoky]a, a-di nethyl - acetic acid,

sopropyl . [3-{4-(2- furancarbonyl)plpera2|nyl}phenoxy]a a- dinethyl acetate,

{4-(2- t eIy oHR 135H S 3 Ac}ep%pgg)xy]a a-di net hyl acetic acid,
4-(2- thenoyl)plpera2|nyl}p enoxy] a, a- di net hyl acetic acid,

e ( 2- t henayl. o -FREaz ABRRANG e H IR ASAYICS, oAk ithe £ HySOPT OPY |

2-
3-
4-
3 (2- thenoyl)p|pera2|nyl}phenoxy]a a- dlnethylacetate

{

%

(1: benzoylgiamrdytdeti-eracid), ) a, a- di met hyl phenoxyacetic acid,

(1- benzoyl pi peri di n- 3-en-4-yl)a, a-di net hyl phenoxyacetic acid, 4-(
b

enzoyl pi [Bs4{ i (2-Fwrantadbonyd- )pipeitiviphenenyaceiliie:, c~-dimethyl -

phenoxyacetic acid,

|
[
[
[
[
2-
3-
1-

4-{1-(24furancarbonyl)piperidin—3-en-4-yl}a;a-dimethyl-
phenoxyacetic acid, |

Isopropyl 3-{1—(2-furancarbonyl)piperidin—3-en-4-yl}a,a-
dimethylphenoxyacetate, ' |
.2-{1—(2-thenoyl)piperidin-B—en—4-§l}a,a—dimethylphenoxy-
acetic acid, - '
'3—{1-(2-thenoyl)piperidin43—en-4-yl}a,a—dimethylphenoxy-
acetic acid, |
4—{1-(2-thenoyl)piperidin-3-en—4—yl}a,a—dimethylphenoxy;
acetic acid, |

Isopropyl 3-{1-(2-theﬁoyl)piperidin-3-ene4-yl}a,a—
dimethylphenoxyacetate,
2-{1—(4-methylbenzoyl)—4-hydroxypipe:idin—4-yl}a,a—dimethyl—
phenoxyacetic acid,
3-{1-(4fmethylbenzoyl)-4—hydroxypiperidin—4-yl}a,a—dimethyl-
phehoxyacetic acid, |
4-{1—(4-methylbenzoyl)-4-hydroxypipéridin-4—yl}a,a-dimethyl—
phenoxyacetic acid,

Isopropyl 3—{1—(4—methylbenzoyl)-4-hydroxypiperidin-4—
yl}a,a-diﬁethylphenoxyécetate,
2-{1-(4-methoxybenzoyl)-4-hydroxypiperidin-4-yl}a,e-dimethyl-
pPhenoxyacetic acid, | | |

3-{l—(4—me;hoXybenzoyl)-4-h¥droxypiperidin-4—yl}a,a-dimethyl_



- 14 - acid, |Isopropyl 3-(1-benzoyl piperidin-3-en-4-yl)a, a-di net hyl -
phenoxyacetate, . 2-{1-( 4-nethyl benzoyl) pi peridi-n-3-en-4-yl}a, a-di net hyl -
phenoxyacetic acid, -

3-{1- (4- et hyl benzoyl ) pi peri di n-3-en-4-yl }a, a-di met hyl - - phenoxyacetic
acid, 4-{1-(4-nethyl benzoyl)piperidi n~31én-4-yl}a, a-di net hyl -
phenoxyacetlc acid, |sopropyl

3-{1-(4- netmmdnﬂwyadé¢ﬁ¢xﬁ¢rﬁp 3-en-4-yl }a,a- dinethyl phenoxyacet at e,
2-{1- (4 -nethoxybenzoyl)pi peridi n-3-en-4-yl}a, a-di methyl - phenoxyacetic

acid, 3-{1- QJHlnﬁ4Km@&ﬁﬂxxbé94nxk¥4kﬁhydkaxyphgd@xdxniﬁﬁmﬁkqda-dlmethyl-

phenoxyacetlc aci d,
4-{1-(4- netmeMQXMRs&Q#ﬂ[ﬁﬂidﬁrl3 en-4-yl }a, a-di met hyl - phenoxyacetic
acid, Isopropyl 3- {1 (4 met hoxybenzoyl ) pi peri di n- 3-en-4-yl }a, a-
dlnethylphehb¥®ERQ§ e3-{1- (4-methoxybenzoyl) ~4- hydroxyplperldln-4-
2-{1-(4- quorobe<§g¥l)p|per|d|n 3-en-4-yl }a,a-di nethyl - phenoxyacetic
acid, 3-{1-Ykrei Cii@ﬁc(ﬁtr%t@ren 4-yl }a, a-di net hyl -
A T b 4@@% e L L e I
dimethylphenoxyacetic acid, '
3-{1-(4-tiifluoromethYlbénzoyl)-4;hydrokypiperidin-4—yl}a,a-
. dimethylphenoxyacetic acid, '
4-{1-(4-trifluoromethylbenzoyl)—4-hydroxypiperidin-4—yl}a,a—
dimethylphenoxyacetic acid,
Isopropyl 3-{1-(4-trifluoromethylbenzoyl)-4-hydroxy-
piperidin-4-yl}a,ajdimethyléhenoxyacetatg, -
24{1—(4—hydroxy-3,5-diiodoﬁenzoyl)-4-hydroxypiperidin—4—
yl}a,a—dlmethylphenoxyacetlc acid,
3-{1-(4-hydroxy-3, S-dllodobenzoyl) 4-hydroxyplper1d1n—4-
vl}a,a-dimethylphenoxyacetic acid, '
4-{1-(4-hydroxy-3,5~-diiodobenzoyl)-4-hydroxypiperidin-4-
yl}a,a—diﬁethylphenoxyacetic acid, _
Isopropyl 3-{l-(4-hydroxy-3,5-diiodobenzoyl)-4-hydroxy
piperidin-4- yl}a,a—dimetﬂylphenoxyacetate, 2-{1-(3,5-di-t-
butyl—4-hydroxybenzoyl)-4—hydr6xypiper}din—4- vijc, - |
'dimethylphenoxyacetic acid,
3—{1-(3,5—di-t-butyl-4—hydroxybenioyl)-4;hydroxypipe;idin—4—'
vl}a,a~-dimethylphenoxyacetic acid,
4-{1-(3,5-di-t-butyl-4-hydroxybenzoyl)-4-hydroxypiperidin-4-
ylic,a-dimethylphenoxyacetic acid,

Isopropyl 3-{1~(3,5-di-t-butyl-4-hydroxybenzoyl)-4-



| sopropyl 3- {1 (4- quorobenzoyI)plperldln 3-en-4- yI}a a-
di nmet hyl phenoxyacet at e,

2- {1 (4- chlorobenzoyl)plperldln 3-en-4- yl}a a- dlnethyl

- 15 - phenoxyaceti c acid,

3-{1-(4- chlorobenzoyl)plperldln 3-en- 4=y}9 a; a- di net hyl - phenoxyacetic
aci d, 4-{1-(4- chlorobenzoyl)plperldln 3-en-4-yl }a, a-di net hyl - .

phenoxyacet i g &Ebﬂgg &SORLRPYL -dimethylph etate,
3-{1-(4-chlor ben ﬁp‘?perl di n }a % Jﬂa aY %lerrrrla?m%ﬁcphenoxyacet at e,

4-{1-(4- bronpb@mzpybﬁpwem@&nﬁ-rﬁyhfo ;.agea:ﬁhmlmr o phefineasatl ¢ acid,
{1-(4-iodobenzoyl) pi peri di'n-3-en-4-yl a-di met hyl - = phenoxyacétic acid,

2-
3-{1-(4-i odoprarey A@éﬁ@&l&h{dﬁ en-4-yl} a a-di mret hyl - phenoxyacetic aC|d
4-{1-(4-i odobenzoyl) pi peridin-3-en-4-yl }a, a-di methyl - phenoxyacetic acid,

| sopropyl 3-§1¢ 14;sodbbeuzmqyb{n+hydnbxy§1psrz&@d&&»yi)a a-dimethyl-
dlnethylphenoxyacetate

phenoxyacetic acid,
4-(l-isonicotinoyl-4-hydroxypiperidin-4-yl)c,a~dimethyl-
phénoxyacetic acid, | |

Isopropyl 3-(l-isonicotinoyl-4-hydroxypiperidin-4-yl)e, -
dimethylphenoxyacetate, '
2-{1-(2-furancarbonyl)-4-hydroxypiperidin-4-yl}a,c-dimethyl-
phenoxyacetic- acid,
3-{1-(2—furancarbony1)—4-hydroxypiperidin—4-yl}a,a-dimethyl-
phenoxyacetic acid, |
4—{1-(Z-furancarbonyl)-4-pydroxypiperidin-4-yl}a,a-dimethyl-
phenoxyacetic acid, -

Isopropyl 3-{1-(2-furancarbonyl)-4-hydroxypiperidin-4-
yl}a,a—dimethylphenogy&cetate, _
2-{1-(2~-thenoyl)piperidin-4-hydroxypiperidin-4-yl}c,c-
dimethylphenoxyacetic acxd,

3-{1-(2~- thenoyl)plperldln—4—hydroxyplperldln—4-yl}a a-
dlmethylphenoxyacetlc acid,

4-{1- (2-thenoyl)plper1d1n—4 hydroxyplperldln-4-yl}a a-
-dlmethylphenoxyacetlc acid, _

Isopropyl 3-{1-(2-thenoyl)piperidiﬁ—4-hfdroxypiperidin—4—
yl}a,a-dimethylphenoxyacetate,
2-(4-benzoylpiperazinyl)B-éhénoxypropicnic acid,
3-(4-benzoylpiperazinyl)p-phenoxypropionic acid,

4_(4_benzoylpiperazinyl)B-phenoxypropionic acid,



2-11-(4- tr|fIuoronethylbenzoyl)plper|d|n 3-en-4-yl }a, a-
di met hyl phenoxyacetic acid,

3-{1-(4- trlfluoronethylbenzoyl)plperldln 3-en-4-yl }a, a-
di met hyl phenoxyacetic acid, -

4-{1-(4- trlfluoronethylbenzoyl)piperhﬁrﬂﬁ'en-4-yl}a a-
dlnethylphenoxyacetlc acid, |Isopropyl 3-{1-

(4- trlfluoro £ h
yl }a, a- dinet ££O§§g¥%%§#£§§ifBibef%fﬂnfl}B P enoxYProPlonlc acid,

2-{1-(4- hydr§>x¥43 b=gtb Sﬂ/jﬁ @ﬁzﬂwiﬁsephénakm:@pmmc acid,
dlnethylphenoxyacetlc aci d, 1- (‘4- hydroxy-3

, 5-dii odobenzoyk) p&pnfmdweﬁz@f& YoipéLainyl}B-phenoxypropionic acid,
- 16 - -di met hyl phenoxyacetic aci d,

4-{1-(4- hydrQxyi3béndoybﬁn@ermdmh94»y&ﬁﬁe@heﬂexypﬁegi@mm@.acxd
di net hyl phenoxyacetic acid, |sopropyl

3-{I-(4- hydrBxYlSbénﬁoybnopenzmynﬁﬁnxﬁﬁﬁf@henoxyproolonlc acid,

3-en-4-yl }a, a-di met hyl phenoxyacet at e,

2-{1- (3, 5- di ¢+ bubghzayhpipexibihryr) P rpheurryBrepianit Jacid,

a- di met hyl phénoxyaceti c aci d,

3-{1-(3, 5-di Zt{buf91‘b10ﬁ93a?%?<€/ﬂe}'&§%5¥ﬁ13p%T$UYﬁ}%‘@FﬁQP’Wl}%PPLOHlC acid,

a- dlnethylphenoxyacetlc ab

3-{1~(4-bromo enzoyl)plperldln— -yl}B phenoxypropionic acid,

4-{1-(4-bromobenzoyl)piperidin-4-yl}p-phenoxypropionic acid,
2-(l-benzoylpiperidin-3-en-4-yl)B-phenoxypropionic acid,
' 3-(l-benzoylpiperidin-3-en-4-~yl)f-phenoxypropionic acid,
4-(1-benzoylpiperidin-3-en-4—yl)B—phenoxypropionic acid,
2-{1-(4-bromobenzqyl)piperidih-B—en-4-yl}B-phenoxypropionic
acid, ' |
3-{1-(4-bromobenzoyl)piperidin-3-en-4-yl}B-phenoxypropicnic
acid, :'
4-{1-(4-bromobenzoyl)piperidin-3-en-4-yl}p-phenoxypropionic
acid,
2-(l-benzoyl-4-hydroxypiperidin-4-yl)B-phenoxypropionic
acid, _
'3-(l-benzoyl-4-hydroxypiperidin-4-yl)B-phenoxypropionic
acid,
4-(l-benzoyl-4—hydroxypiperidin—4—yl)B—phendxyp:opionic
acid,
2-{1-(4-bromobenzoyl)~-4-hydroxypiperidin-4-yl}p-phenoxy-
‘propionic acid, _ '
3-{1-(4—bromobenzoyl)-4-hydroxypiperidin—4-yl}prhenogy-

propionic acid,



1- (3, 5-di -t-butyl -4-hydroxybenzoyl ) pi peri di n-3-en-4-yl }a,
I met hyl phenoxyacetic acid, |sopropyl
1-(3,5-di-t-butyl -4-hydroxybenzoyl) pi peri di n- 3-

4-{

a-d

3-{

en-4-yl } a, a- di net hyl phenoxyacet at e,
2-(

(

4-

I

1- ni coti noyl pi peri di n-3-en-4-yl)a, a-di2tet-hyl phenoxyacetic acid, 3-
1-ni coti noyl pi peridin-3-en-4-yl)a, a -dinethyl phenoxyacetic acid,

(I'-ni cot i nayd ai-par-pdHotobedited1y I4).a iRl ek e oy h leg— -
sopropyl 3-(1- nrgotlnoylplperldln ya 9?12 a- dlnet%§FQ%L%henox acet at e,

.(1-i soni cydopdwndicpeydidi, n- 3- en- 4- yI)a a- dlnethylphenoxy- acetic acid,

3 (1-isonicotinoyl pi peridin-3-en-4-yl)a, a-di net hyl phenoxy- acetic acid,

4- (1-i soni cotd-{aH(di-paphthalénecadbphyd ) pigeratliinii)phenpxyazeetiicc aggtd,

| sopropyl 3-(1-isonicotinoyl piperidin-3-en-4-yl)aa-

- 17 - di netZnfép{droapatdiedeaecarbonyl )piperazinyl}f-phenoxypropionic

2- {1 (2- furanigiﬁonyl)plperldln 3-en-4-yl }a, a-di net hyl -
2-{4-(l-naphthalenecarbonyl)piperazinyl}r-phenoxfbutyric
acid, .
3—{4—(1-naphthalenecarbonyl)pipefazinyl}phénoxyacetic acid,
3-{4-(l—naphtha;enecarbonyl)piperazinyl}ﬁ—phenoxypropionic
acid, :
3-{4-(l-naphthalenecarbonyl)piperazinyl}-phenoxybutyric
acid, ' | '
4-{4—(l—naphthAlenecarbonyl)piperazinyl}phenoxyacetic acid,
49{4-(l-naphthalenecarbonyl)piperazinyl}B-phehoxypropionic
acid, “
4;{4-(l—naphthalenecarbonyl)piperazinyl}pfphenoxybutyric-
acid,
2-{4-(2-naphthalenecarboﬁyl)piperazinyl}phenoxyacetic.acid,
2-{4-(2-naphthalenecarbonyl )piperazinyl}f-phenoxypropionic
acid, ' | |
24{4~(2-naphthalenecarbon§l)piperazinyl}r-phenoxybutyric
acid, '
3-{4~(2-naphthalenecarbonyl )piperazinyl}phenoxyacetic acid,
3-{4—(Z‘naphthalenecarbonyl)pipe;azinyl}b-phenoxypropionic
acid, | '
3-{4-(z-naphthalenecarbonyl)piperazinylfr—phenoxybu;y:ic
acid, |

4-{4—(2-naphthalenecarbonyl)piperazihyl}phenoxyacetig acid,



phenoxyacetic acid,
3-{1-(2-furancarbonyl) pi peridin-3-en-4-yl }a, a-di net hyl - phenoxyacetic
acid, 4-{l-(2-furancarbonyl)piperidin-3-en-4-yl}a, a-dinethyl-
phenoxyacetic acid, |sopropyl
3-{1- (2-furancarbonyl ) pi peri di n- 3-en- 4-yl3%,a- di net hyl phenoxyacet at e,
(2- thenoyl)piperidin 3- en 4 yl}a a- di net hyl phenoxy- acetic acid,
(2- then I X

(21 heno1§ Bl AR By B LR nends i bpathis

ropyl "3- %lgg thenoyl)plperldln 3-en-4-yl }a, a- dlnethylphenoxyacetateL
(4- met hy benzoyl) 4- hydr oxypi peri di n-4-yl }a, a-di net hyl - phenoxyacetic
,  3- {{-@4 é@ﬂﬂ&%&%ﬁéﬂeﬁkéguyaagmygyyafyz&nﬁix%ﬁ@he&dxymaﬂyelc
oxyacetic aci

(4- nethwkhgnzoyl) 4- hydr oxypi peridin-4-yl }a, a-di methyl - phenoxyacetic
, Isopropyl 3-{1-(4-nethyl benzoyl) -4-hydroxypi peri di n-4-
}a, a- di et ipH qahqricxneptettetlsnecarbonyl )piperidin- 4—yl}phenoxyacetic
{1- (4- met hoxybenzoyl ) - 4- hydroxyplperldln 4-yl } a, a- di met hyl -
enoxyaceti acisl d,

2-{1-
3-{1-
4-{1-
| sop

2-{1-

acid

phen

4-{1-

acid

yl }a,

2.

ph
2—{1-(l-naphthalenecarbonyljpiperidin-4—yl}B-phenoxy-
proplonlc acid, - :
2-{1~ (l—naphthalenecarbonyl)plperldln 4-yl}y - phenoxybuuvrlc
acid, _ '
3-{1~(l-naphthalenecarbonyl)pipéridin-4-yl}phenoxyacetic
acid, .
3-{1-(1l-naphthalenecarbonyl)piperidin-4-yl}p-phenoxy-
propionic acid,

- 3-{1~(l-naphthalenecarbonyl )piperidin-4-yl}-phenoxybutyric
acid, ' '
4-{l-(l-naphthalenecarbonyl )piperidin~-4-yl}phenoxyacetic
acid,
4-{1-(l-naphthalenecarbonyl)piperidin-4-yl}f-phenoxy-
propionic acid, | |
4-{1-(l-naphthalenecarbonyl)piperidin-4-yl}~phenoxybutyric
acid,
2-{1-(2—naphthalenecarbonyl)piperidin—4fyl}phenoxyacetic

| acid,

2-{1- (2-naphthalenecarbonyl)plperldln— -yl}p-phenoxy-
propionic acid, '
2-{1-(2-naphthalenecarbonyl)piperidin-4-yl} y~phenoxybutyxric

acid,



3-{1- (4- net hoxybenzoyl ) - 4- hydr oxypi peri di n- 4-yl } a, a- di net hyl -
- 18 - phenoxyacetic acid,

4-{1- (4- net hoxybenzoyl) - 4- hydroxyplperldln 4-yl }a, a, dlnethyl
phenoxyacetic acid, |sopropyl

3-{1-(4- nethoxybenzoyl) 4- hydr oxypi perii2B 4=

yl }a, a- di net hyl phenoxyacet at e,

2-{1- (4-trifljioranes Jwéﬁ}&[méﬁééawﬂxmﬁﬁldiﬂé-yi}}ﬁhéhoxyacetlc

di met hyl phenoxyacetic acid
3-{1- (4-trlflagmpﬂethylbenzoyl) 4- hydr oxypi peri di n- 4- yI} a, a-
di nmet hyl phenoxyacetic acid,
4-{1-(4-trifI3KWKH&E#ndﬁhﬂnaméﬁedbﬁnahyb%gﬁgnrﬂdﬂn%#kgmBﬁhphenoxy-
di.nmet hyl phehoxyacetic acid, |sopropyl _
3-{1-(4-triflpmrpiretiny |dxmidzoyl ) - 4- hydroxy- piperidin-4-y
} a, a- di nret hyl phenoxyacet at e,
2- { 1- ( 4- hydr Bey13; (2 -did pudtedrermdarbpnyldmdpgst ighdm -oi 114 T -phenoxybutyric
| } a, a- di met hyl phenoxyacetic aci d,

1- (4- hydr ®6id, 5- d||odobenzoyl) 4- hydr oxypi peri di n- 4-

a, a- di net hyl henoxyacetlc aci d,

{

|

{5 Cahyar @-mq%@&ﬁmﬁbﬁwﬁ%%‘*‘tﬁﬂl‘}menuﬁmm
'}

y
3-
-
yl }a, a- dlnetQ¥IQpenoxyacet|c aci d,
4-{1-(2—naph;halenecarbonyl)piperidin;4—yl}ﬁ—phenoxy—
propionic acid, '
4—{1-(2—naphthalenecarbonyl)piperidin-é—yl}r-phenoxybutyric
acid, - | .
2-{1~(1l-naphthalenecarbonyl)piperidin-3-en-4-yl}phenoxy-
acetic acid, | _
2-{1—(1—naphthaleneCarbonyi)piperidin-3-en-4-yl}B-phenoxy-
propionic acid, ' '
2-{1—(l-naphthalenecarbonyl)piperidin—B-en-4-yl}r-phenoxy—
butyric acid, ' | |
3-{1-(1—naphthalenecarbonyl)piperidin-S-en—4-yl}phenoxy-
acetic acid,
3;{1-(l-naphthalgnecafbonyl)piperidin-B—en-4-yl}B-phenoxy-
propionic acid, ._ |
3—{1~(l—naphthalenecarbonyl)piperidin—Bfen-4—yl}r—phenoxy—
butyric acid, ' _
4—{1-(17naphthalenecarbonyl)piperidin-3-en—4-yl}phenoxy¥
acetic acid,
4-{1-(l-naphthalenecarbonyl)piperidin-B-én—4-yl}B—phenoxy—

propionic acid,



1 sopropyl 3-{1-(4-hydroxy-3, 5-diiodobenzoyl)-4-hydroxy piperidin-4-
-yl }a, a-di net hyl phenoxyacetate, 2-{1-(3,5-di-t-

but yl - 4- hydr oxybenzoyl ) - 4- hydr oxypi peri di n- 4- yl}a a-

di'met hyl phenoxyacetic aci d,

3-{1-(3,5-di-t-butyl -4- hydroxybenzoyl) 42ﬁydroxyp|per|d|n 4-
yl }a, a- dlnethylphenoxyacetlc aci d,

2 {1-(3, 5-di - ut(yll_n Ma%yg%%%%&lépﬁggﬁ%iﬁl Beéhdhnyi}a"-pheQOXY-_

yl }a, a- dlnethyl noxy cetic aci

3-{1-(3,5-di %yg deroxybenzoyl) 4-
19 hydroxypi peri d’n 4 vyl } a, a- di met hyl phenoxyacet at e,

2- (1 -i soni cotdnayl ¢ zkﬂgﬁk4nau&@@ﬁkﬁbﬁy47phb@rﬁdﬂhHBLbMLﬁ-y@E@H@ﬁ%ﬁ?et'C
acid, 3- (I-|son|cot|noyl 4-hydr oxypi peri di n-4-yl)a, a-di et hyl -

phenoxyaceti Gatits acid
4-(1-isonicotinoyl -4- hydroxypiperidin 4-yl)a,.a-di nethyl - phenoxyacetic

acid, |soproufl-31-ndpmliadeneceybodyiy gipeypdia-3den-4 —yl}ﬁ—phenoxy—
dlnethylphenoxyacetate

2-{1- ( 2- f ur anesydionig -akild/dr oxypi peri di n-4-yl }a, a-di methyl - phenoxyacetic
.acid, 3-{1- (2 f urancar bonyl ) - 4- hydr oxypi peri di n-4- I}a a- di net hyl - :
2-{1-(2~-napht halenecarbonyl)plperldln 3-en- -yl}r-nhenoxy-
butyric acid,

- 3-{1-(2-naphthalenecarbonyl)piperidin-3-en-4-yl}phenoxy-
acetic acid, ' .
34{1-(2-naphtbaleﬁecarbonyl)piperidin-3-en-4-yl}ﬁ-phenoxy-
propionic acid,
3-{1-(2-naphthalenecarb§nyl)piperidin-3—en;4-yl};—phenoxy—
butyric acid, '
4-{1~ (2—naphthalenecarbonyl)plperldln—B en—4-yl}phenoxy-
acetic acid, |
4-{1-(2—naphthalenecarbonyl)piperidin-B-en—4—yl}ﬁ-phenoxy-
propionic acid, o .
4-{1-(2—naphthalenecarbonyl)piperidin-3-en-4¥yl}r—phenoxy-
butyric acid, |
2—{1—(2—naphthalenecarbonyl)-4-hydroxypiperidin—4—yi}-
phenoxyécetic acid,
2-{1-(2-naphthalenecarbonyl)-4-hydroxypiperidin-4-yl}-
B-phenoxypropionic.acid,
2—{1-(2—naphthalenecarbonyl)—4-hydroxypiperidin—4-yl}-
r—phenoxybutyric acid, ’ |
3-{1-(Zanaphthalenecarbonyl)—4—hydroxypiperidin-4-yl}—

phenoxyacetic acid,



phenoxyacetic acid, ' -
4-{1-(2-furancarbonyl)-4-hydroxypi peridin-4-yl }a,a-di nethyl- phenoxyacetic
aci;d, |Isopropyl 3-{1-(2-furancarbonyl)-4-hydroxypi peridi n-4-

yl }a, a- di net hyl phenoxyacet at e,

2-{1- (2-t henoyl ) pi peri di n- 4- hydr oxypi peri2bn=4-yl)a, a-

di nmet hyl phenoxyacetic acid,

3-{1-( 2- t hendyKLpi( Benaghnhalendcaxbonyk) + t+hydrgkypiperidin-4~yl} -
di met hyl phenoxyacetic acid, .

4-{1-(2-t henByPhprperpParaignhgdrei§pi peri di n-4-yl }a, a-

di met hyl phengxyacetic acid, . | sopropyl . .

3- { 1- ( 2- t hendy i }pil GePrarERaLRDEFBRNPRHE! T fiThydroxypiperidin-4~-yl} -

L R e i
4-(4-benzozlgrggfz FHéP%%gﬁia?ﬁﬁgﬁ%%@%fgié%ﬁgé;gﬁygﬁperidin—4-yl}_'
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B-phenoxypropionic acid,

-4—{1-(2—naphthélenecarbonyl)—4—hydroxypiperidin—é-yl}-
r-pheﬁoxybutyric acid, |
24{1—(l—naphthalenecarbonyi)—4—hydroxy?iperidin-4-yl}—
phenoxyacetic acid,
2-{1-(1l-naphthalenecarbonyl)-4-hydroxypiperidin-4-yl}-
B-phenoxypropionic acid,
2-{1—(i-naphthalenecarboﬁyl)—4—hydroxypiperidin-4éyl}5
r-phenoxybutyric acid, |
3-{1-(1-naphthalenecarbonyl )-4-hydroxypiperidin-4-yl}-
phenoxyacetic acid,
37{1-(l-haphthalenecarbonyl)-4~hydroxypiperidin-4-yl}—

'ﬁ-pﬁenoxypropionié acid, . '
3—{1—(l—napﬁthalenecarbonyl)-4-hydroxypiperidin-4—yl};
F-phenoxybutyric acid, |
4-{1~(l-naphthalenecarbonyl)-4-hydroxypiperidin-4-yl}-
phenoxyacetic acid, '
4-{1-(l-naphthalenecarbonyl}-4-hydroxypiperidin-4-yl}-
ﬁ—phenéxypropionic acid,
4-{1-(i-naphthalenecarbonyl)-4-hydroxypipéridin-4—yl}-

I-phenoxybutyric acid,



3-(1- benzoyl pi peridin-4-yl)[err]-phenoxypropi onic acid,

4- (1-benzoyl pi peridin-4-yl)[err] -phenoxypropionic acid,

2-{1- (4- bronobenzoyl ) pi peri di n-4-yl)[err]-phenoxypropionic acid,

3 {1-(4-bronﬂbenzoy|)piperidin-4-y|}[err4 phenoxypr opi oni ¢ aci d,
4-{1-(4-bronobenzoyl ) pi peri di n-4-yl}[ err46 phenoxypr opioni ¢ acid,

2- (1- benzoyl pi peridin-3-en-4-yl)[err]-phenoxypropionic acid,

3- (1- benzoyl eridin-3-en-4-yl) | k [.onic Aaci

4-(1- benzoyl%ﬁe‘rﬁ %}F]fﬂﬂﬁa[rgPP lﬁﬁg 8)‘(%% PO d4"yl}°° -
2-{1- (4-bronmpbenzoyl eridin-.3 -yl}[err]- phenoxyproplonlc aci d,
3 {1-(43twcnﬂﬂﬂﬁéhg%§4%¢hﬁ q?%f éﬁ ‘yl'}[err]-phenoxypropionic acid,
4-{1-(4- bro nz yh%ﬁgf ridi L :ngﬁgﬁﬁg ni d,
2- (1- benzoyl= 465 '@b %égf%%PYPéF?]ﬁﬁﬂeno VP Opléﬁﬁtq.gQ}gﬁ@
3-(1- benzoyl Hé €1c =¥ h[err] - phenoxypropi onic aci-d,
4-(1- benzoyl yplpe¢| I N- 4 yﬁ) [err] - phenoxyproplonlc aci d,
2-{1-(4-bro z "n Qadn¥lq é¥1QIlO-2Q4- oRI-ONi ¢
acid, 3- {1q?4§g g%ﬁ%enzofﬁg Qqalperldln- [err] phgﬁgxy
propi onic aQifhethylphenoxvacetlc aci

2-{1-(2-naphthalenecarbonyl)-4-hydroxypiperidin-4-yl}a,d—
dimethylphenoxyacetic acid, |
3—{1—(2—naphthalenecarbonyl)-4-hydroxypiperidin-4-yl}a,a-
dimethylphenoxyacetiq acid,
4-{1-(2-naphthalenecarbonyl)-4-hydroxypiperidin-4-yl}a,c-
dimethylphenoxyacetic acid, |
2—{4-(1-naphthalenecarbonyl)piperazinyl}phenylacetié acid,
2-{44(l-naphthalenécarbonyl)piperazinyl}ﬁ;phenylpropionic
'acid,
i-{4-(l-naphthalenecarbonyl)piperazinyl}r-phenylbutYric
acid, |
3-{4- (l-naphthalenecarbonyl)plperaZLnyl}phenylacetlc ac;d
, 3-{4-(l-naphtha;enecarbonyl)plperazlnyl}B-phenylproplonlc
-acid, _
.'3—{4—(1—naphthalenecarbonyl)piperazinyl}r-phenylbutyric
acid, |
4-{4-(l-naphthalenecarbonyl)piperazinyl}phenylacetic acid,
4-{4-(l-naphthalenécarbcnyi)piperazinyl}B—phenylpropionic
‘acid, | |
4—{4-(1—naphthalenecarbonyl)p;perazinyl}r-phenylbutyric
acid, '

2-{4-(2-naphthalenecarbonyl)piperazinyl}phenylacetic acid,



- 21 - 4-{1-(4-bronobenzoyl)-4-hydroxypi peridin-4-yl}[err]-phenoxy-
propionic acid, 2-{4-(1-naphthal enecarbonyl) pi perazi nyl}phenoxyacetic
acid, 2-{4-(1-naphthal enecarbonyl)pi perazinyl}[err]-phenoxypropionic
acid, 2- {4- (1-naphthal enecarbonyl) pipera zinyl }[err]-phenoxybutyric
acid, 3-{4-(1-naphthal enecarbonyl) pi perdZi nyl } phenoxyacetic acid,
3-{4-(1- napht hal enecar bonyl ) pi perazi nyl }[ err] - phenoxypropionic acid, 3-{
4- (I - napht hal enecar bonyl ) pi perazi nyl }{err] -phenoxybutyric acid,
4- {4 (1- napmwe@mwl)@qﬂmﬁmmﬂ)}mlmawqelm—mxdylpropmn

4- (1- napht hal enecar bonyl ) pi perazinyl }[err] - phenoxyproplonlc aC|cF
- (I -naphadid gnecar bonyl ) pi perazi nyl }[err] '-phenoxybutyric acid,
- (2- napht hal enecar bonyl ) pi perazi nyl } phenoxyaceti c aci d,
( 2- naph2 -4 efeceapivnhe Jerigraxhanyl )}p[i@eqaqaﬂmbwpm@mbhbutyam d,

(2- naphtn?lenecarbonyl) pi perazinyl } [err]-phenoxybutyric acid,
acid, .

I\)I\JN-b-h
A P e Ay Ay
-b-h-b-b-

3—{4f(2-naphthalengcarbonyl)piperazinyl}phenylacetic_acid,
3—{4—(anaphthaleneéarbonyl)piperazinyl}B-phenylpropionic
acid,
3-{4-(2-naphthalene¢arbonyl)piperazinyl}r—phenylbutyric
acid, '
.4—{4—(2—naphthalenecarbonyl)piperazinyl}phenylacetic acid,
4-{4-(2-naphthalenecarbonyl)piperazinyl}B-phenylpropionic
acid, | ' '
4-{4-(2-naphthalenecarbonyl)piperazinyl}r-phenylbutyric
acid, : | : : | _
2-{1-(l—naphthalenecarbonyl)pipéridin-é-yl}phenYlacetic
acid, ' _ -
2-{1—(l-naphthalehecarbonyl)pipefidin—é—yl}ﬁ-phenyl-
propionic acid, . _
.2-{1-(l—naphthalenecarbbnyl)piperidin—4—yl}r—pbenylbutYric
aéid, _ | |
-3—{1-(l-naphthalgnecarbonyl)piperidin-4—yl}phenylacetic
acid, _ . |
3-{1-(1-naphthalenecarbonyl)piperidin-4-yl}B-phenyl-
bropionic acid, | |
3-{]_.--(l-naphthalenec_arboﬁyl_)piperidin-4-yl}r-phenylbu'CYriC
~écid, | - |
4-{1-(l-ﬁaphthalenecafbonyl)piperidin-4-yl}phgnYlacetic

acid,



4- (2- napht hal enecar bonyl ) pi per azi nyl } phenoxyacetic acid,
4- ( 2- napht hal enecar bonyl ) pi perazi nyl }[ err] - phenoxypropionic acid,

4- ( 2- napht hal enecar bonyl ) pi perazi nyl }[err]-phenoxybutyric . acid,

4- ( 2- napht hal enecar bonyl ) pi per azi nyl } phenoxyaceti c aci d,

2 - 4-{4-(2-napht hal enecar bonyl ) pi pel2&inyl } [ err] - phenoxypr opi oni ¢

d, 4-{4-(2-naphthal enecarbonyl)pi perazinyl }[err]-phenoxybutyric acid,
1

1

1

1

1

{
y
{
2

1- napht hal enecar bonyl ) pi peri di n-4-yl } phenoxyacetic acid, °

1- naphubqhe"o:e;caébar&nta&abESEBQhﬂ*ﬂg}igﬁ:gF&h—-H_hgggggE%g? pionic acid,

ric ,acid,

(1- napht hal enecar bonyl ) pi peri din- err]

1- naphplabebasar befwl,) pi peri di n-4-yl } phenoxyacetic acid,

1- napht hal enecar bonyl ) pi peri di n-4-yl }[err]-phenoxy- propionic acid,
4—{1-(1-naphthalenecarbonyl)piperidin-4—yl}p-phenylbutyric

CDOOI\)I\JN% PR WWW
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acid,
2_{;-(Z;naphthalenecarbonyl)piperidin—4—yl}phenylaCeﬁic
acid, ' -
2-{1-(2—naphthalenecarbonyl)pipgridin—4—yl}B-phenyl-
propionic acid, |
2-{1-(2-naphthalene¢arbonyl)piperidin—4-yl}r-phenylbutyric
acid, _. S

3-{1-(2-naphthalenecarbonyl )piperidin-4-yl}phenylacetic
acid, -
3—{1—(anaphthalenecarbonyl)piperidin—4-yl}B-phenyl-
propionic acid, ' .
3-{1-(2-naphthalenecarbonyl)piperidin—4—Yl}p-phénylbutyric
acid, ' '
4—{1-(2-na§hthalenecarbonyl)piperidin—4-yl}phénylgcetic
acid, '
44{1—(2-naphthalenecérbonyl)piperidin-4-yl}B-phenyl-
propionic acid, ' |
4-{1-(2-naphthalenecarbonyl )piperidin-~4-yl}y-phenylbutyric
acid, _ .
2-{1-(l-naphthalenecarbonyl)piperidin~3-en-4-yl}phenyl—
acetic acid, _ '
2—{1-(l-ﬁaphthalenecarbonyl)piperidin—3-en-4-yl}B-phenyl~
propionic acid, | |
2-{1—(1-naphthalenecarbohyl)piperidin-B-en-4-yl}r-phenyl--

butyric acid,



3-<{1- (1-naphthal enecarbonyl)piperidin-4-yl} [err]-phenoxybutyric acid,
4-{1-( 1- napht hal enecar bonyl ) pi peri di n-4-yl } phenoxyacetic acid,

4-{1- (1- napht hal enecar bonyl ) pi peri di n-4-yl}[err]-phenoxy- propionic acid,
4--{ 1-(1-napht hal enecarbonyl ) pi peridin-4-yl }[err]-phenoxybutyric ‘acid,
2-{1- (2- napht hal enecar benyl ) pi peri di n-4-3% )phenoxyacetic acid,

2-{1-(2-napht hal enecar bonyl ) pi-peridin-4-yl}[err]-phenoxy- propionic acid,
2-{1-(2- naph} l-qqeq&r&wnéﬁewe%wb@n@ﬂpwp}e;{ﬂﬂd - phanoalyiphdns 1 -aci d,

- 23 - 3-{1-(2-napht hal enecar bonyl ) pi peridi n- 4- yl}phenoxyacetlc aci d,
3-{1- (2- naphidedienecardonyl ) pi peri di n-4-yl }[ err] - phenoxy- propionic aC|d
3-{1-(2- naphthalenecarbonyl)plper|d|n 4-yl}[err] -phenoxybutyric acid,

3-{1- (lfnaphthalenecarbonyl)plperldln 3-en-4-yl}f-phenyl-
propionic acid, '
3-{1-(l—naphthalenecarbonyl)pipefidin-3-en-4—yl}r-phenyl-
butyrlc acid,. '

4~-{1~ (l-nanhthalenecarbonyl)plperldln-S-en—d-yl}nhenyl— |
acetic acid, 2 '
4-{1-(l-naphthalenecarbonyl)piperidin-3-en-4-yl}f-phenyl-
propionic acid, |
4-{l-(l-naphthalenecarbonyl)piperidin-3-en-4-yl}sr-phenyl-
butyric acid,
2-{1-(2-naphthalenecarbonyl)-4—hydroxypiperidin-4-yl}phenyl-
acetic acid, _
2-{1-(2-naphthalenecarbonyl)-4;hydroxypiperidin-4-yl}B-
pheﬁylpropionic acid,
2-{1-({2-naphthalenecarbonyl)-4-hydroxypiperidin-4-yl}y-
phenylbutyric acid, . | . e
3—{1-(Z-naphthalenecarbohyl)-4-hydroxypiperidin-4-yl}-
phenylacetic acid,
3—{17(2-naphthalenecarbonyl)-4—hydroxypiperidih-4—yl}ﬁ—
phenylpropionic écid,
3-{1—(2-naphthalenecarbonyl)—4-hydroxypiperidin-4-yl}f—
phgnylbutyric acid,
4-{1-(2-naphthalenecarbonyl)~-4-hydroxypiperidin-4-yl}-
phenylacetic acid, |
4-{1-(2-naphthalenecarbonyl)-4-hydroxypiperidin-4fyl}ﬁ—

phenylpropionic aciq,



4
1-(
4-
14
2

el

acetic acid,

{1-(1- naphthghgagqgabz&ib)atmarld|n 3-en-4-yl }[err]-phenoxy- propionic
al enecar bonyl ) pi peridin-3-en-4-yl }[err]-phenoxy-
butyrl c acida- (4-hlcbi;a.lﬂagtupligletaeﬁ:ayb(pplyéx)xq)i:p&céditn-8eiauh-4-yI } phenoxy-

acid, 3-(1-

acetic acid,

4-{1-(1- naphthMenacamﬁnnyﬂppppeazdnyl$phenﬁl§¢9tecr§¢phenoxy-

aci d,

- (2- napht hal enecar bonyl ).pi peri di n-4-yl }
- napht hal enecar bonyl ) pi peridi n-4-yl }[er
- (2- napht hal enecar bonyl ) pi peri di n-4-yl }
- napht hal enecar bonyl ) pi peri di n- 3-en- 4-yl } phenoxy- acetic acid,
-{1- (1- napht hal enecar bonyl ) pi peri di n-3-80-4-yl }[err]-phenoxy- propionic
acid, 2-{1-
butyric acidg

henoxyacetic acid, 4-{
]
[

(1- napht hal enecar bonyl ) pi peri di n-3-en-4-yl }[err]-phenoxy-

(1- napht

3-(l-nicotinoylpiperidin-4-yl)phenoxyacetic acid,

3—(l-nicotiﬁoylpiperidin-4-yl)phenylacetic acid,

3-(l-nicotinoylpiperidin-3-en-4-yl)phenylacetic acid,

3-(1-nicotinoyl-4-hydroxypiperidin-4-yl)phenoxyacetic acid,

3-(1-nicotinoyl—4—hydroxypiperidin-é-yl)phenylacetic acid,

3-{4-(2-furancarbonyl)piperazinyl}phenoxyacetic acid,

.3-{4—(2-furancarbonyl)piperazinyl}phenylacetic acid,

3-{1-(2-furancarbonyl)piperidin-4-yl}phenoxyacetic acid,

_.3-{1-(2-furancarbony1)piperidin-é-yl}phenylacetic acid,

3-{1—(2-furanéarbonyl)piperidin-3-en-4-yl}phenoxyacetic
acid,
3-{1-(2-furancarbonyl)-4-hydroxypiperidin-4-yl}phenoxy-

acetic acid, .

3-{1-(2-furancarbonyl)—4-hydroxypiperidin—4-yl}phenyl-

acetic acid,
3-{1-(2-furancarbonyl)-4-hydroxypiperidin-4-yl}c,a-

dimethylphenoxyacetic acid

_3-{1-(2—furancarbonyl)piperidih—3-en-4-yl}phenylaCetic

acid, _
3-(l-isonicotinoyl-4-hydroxypiperidin-4-yl}e,a-dimethyl-

phenoxyacetic acid,

| 3-(4-thenoylpiperazinyl)éhenoxyacetic acid,

3-(4-thenoylpiperazinyl)phenylacetic acid,

3-(1-thenoylpiperidin-4-yl)phenoxyacetic acid,

p
] - phenoxy- propionic acid,
err]-phenoxybutyric acid,

-éiziézﬁ&pﬁ%ﬂauEabeaesaﬁypvyk;ny@ﬁékﬁﬁﬂp@rﬂmiﬁ=yL}gpgnoxy-

2-{

pr opi oni ¢



- 24 - 4- {1- (1-naphthal enecarbonyl) piperidin-3-en-4-yl} [err]-phenoxy-
butyric acid, 2-{1- ( 2-naphthal enecarbonyl) pi peri di n-3-en-4-yl } phenoxy-
acetic-acid, 2-{1- -

(2- napht hal enecar bonyl ) pi peri di n-3-en-4-yl }[err]-phenoxy- propionic acid,
2-{ 1- (2-naphthal enecar bonyl ) pi peridin-3len-4-yl } [err]-phenoxy- butyric
acid, 3-{1-(2-naphthal enecarbonyl)pi peridin-3-en-4-yl}phenoxy- acetic
acid, 3-{ 1-82¢baphthayipiparboiytipybphehylScenid-atidprr]- phenoxy-

propi oni ¢ acid, .

3-{1- (2- napht Bal tncbanbphpiperpéinds red~ery ) phéfexydcphiehoxgid, but yric
acid, 4-{1-(2-naphthal enecarbonyl) pi peridi n-3-en-4-yl}phenoxy- acetic:
acid, 4-{1-(3?héphhﬁapﬁhﬁéﬁebb@ym7g&%nﬁ4:WlﬂEh%#¥IB§@Q%QN¢ql henoxy-

propi oni ¢ acid, 4-{1-(2-n9phtha|eneparbpnyl)fiperidin-3-en-4;y|}.

[err] - phenoxy3-( butjeneyhct ghydroxypiperidin-4-yl)phenoxyacetic acid,

2-{1- (2- napht Pal EnSCaREBAYE PhISYBTIEF P ot Tk airethy TBenoxy - °*' ©
' aéetic acid, : o _
3—(1—thenoyl-4-hydroxypiperidin—4—y1)phénYlacetic acid,
3—{4-(4—quinolinecarbonyl)piéerazinyl}phénoxyacetic acid,
3-{4—(4-quinolinecarbonyl)pipérazinyl}phenylaéetic acid,
3-{1-(4-guinolinecarbonyl)piperidin~4-yl}phenoxyacetic
acid, | |
3-{1—(4-§uinolinecarbonyl)piperidin-4-yl}phenylacetic acid,
3-{1f(4—quinolinecarbonyl)-4—hydro#ypiperidin—4—yl}phenoxy—
acetic acid, |
3-{1-(4-quinoiinecarbonyl)-4-hydroxypiperidin-4—yl}a,a—
dimethylphenoxyacetic acid, -
3-{1-(4-quinolinecarbonyl)-4-hydroxypiperidin-4-yl}phenyl-
acetic acid, .
3-{4-(27indolecarbonyl)piperazinyl}phenoxyaéetic acid,
3-{1-(2-indolecarbonyl)piperidin-4-yl}phenoxyacetic acid,
3—{1-(2-indolecérbonyl)?4—hydroxypiperidin—4-yliphenoxy-
acetic acid, '
3-{1—(2—indolecarbonyl)piperidin—3-en—4—yl}phenoxyacetic
acid, . _
3-{1-(2-indolecarbonyl)-4-hydroxypiperidin-4-yl}e, c-
dimethylphenoxyacetic acid, .
2f{l-(3—indolecarbonyl)piperiain—4-yl}a,a-dimethyl-

phenoxyacetic acid,



[ err] - phenoxypropionic-acid,

2-{1-(2- naphthalenecarbonyl) 4- hydroxyplperldln 4-yl}-
[err]-phenoxybutyric acid, 3-{1-
naphthalenecarbonyl)-4-hydroxypiperidin-4-y|}- phenoxyacetic acid,
- 25 - 3-( 1- (2-naphthalenecarbonyl)’-ﬁzhydroxypiperidin-4-y|}

[ err]-phenoxypropi onic acid,

3-{1-<2-naph;g h@gggﬁapsﬂxkafgan§g'9§g§£g&£hdang§?&lL-dlmetﬂpfnoxybutyrfc

acid, 4-{1- enecar I oxypi i din-4

phenoxyacetlghgﬁgﬁ acéticlacidz napht hal enecar bonyl )
- 4- hydr oxypi peri K - err] phenoxypr opi oni ¢ aci d,

(2 “aph“hqhe@@C@haemébérﬂoﬂyﬂ5pzyerﬂaindany4}alh dimethyl-
r]-phenoxybutyric acid,

{

r _

{1-(1- naphbhéhaageaébaayhkld hydr oxypi peri di n-4-yl}- phenoxyacetic acid,
{1- (1- napht hal enecar bonyl ) - 4- hydr oxypi peri di n-4-yl }- -
rr]-phenoxygeeropgilc 3agid{3- -indolecarbonyl)piperidin-4-yl}a,c- .

{1- (1- napht hal enecar bonyl ) - 4- hydr oxypi peri di n- 4- yI}

rr]- phenoxﬁhmbyhy&phendxyacetate,

[e
2-
2-
[e
2-
[e
2-{1-(2-quinolinecarbonyl)piperidin-4-yl}c,a-dimethyl-
phenoxyacetic acid, |
3-{1- (2-qu1nollnecarbonyl)plperldln- -ylic,c-dimethyl-
phenoxyacetlc acxd, _
4-{1l-(2-quinolinecarbonyl)piperidin-4-yl}a,a-dimethyl-
phenoxyacetic acid,
Isopropyl 3-{1-(2-quinolinecarbonyl)piperidin-4—yl}a,a-
dimethylphenoxyacetate, |
27{1—(l—naphthalenecarbonyl)piperidin—4-yl}a,a;dimethyl-
phenoxyacetic acid,
3-{1-(1—naphthalenecarbonyl)piperidin—é-yl}a,afdimethyl-
phenoxyacetic acid, ' h
| 4-{1-(1—naphthalenecarbonyl)pipe:idin—4-yl}a,a—diméthyl-
'phenoxYaéetic acid,
Isopropyl 3-{1-(l—naphthalenecarbonyl)Qiperidin—4—yl}d,a-
dimethylphenoxyacetate, |
[2—{4-(3—indolecarbonyl)piperazinyl}phenoxy]d,q—d;ﬁethyl-
aéetic acid,
© [3-{4-(3-indolecarbonyl)piperazinyl}phenoxy]a a-dimethyl-
acetic acid, '

[4-{4-(3- lndolecarbonyl)plpe azmnyl}phenoxy]a a-dimethyl-

acetic acid,



1- (1- napht hal enecar bonyl ) - 4- hydr oxypi peri di n-4-yl }- phenoxyacetic acid,
{1-(1- napht hal enecar bonyl ) - 4- hydroxyplperldln 4-yl}-
r] - phenoxypr opi oni ¢ aci d,
1-(1- naphthalenecarbonyl) 4- hydroxyplgeridin-4-yl}-
] - phenoxybut yri ¢ acid, 3 - : ‘
(1- naphthalenecarbonyl) 4- hydr oxypi peridi n-4-yl}- phenoxyacetic acid,

1-

1- (1- naphidiplenacarband ) ¢ -l eeddny o g fe¥d dinyl ) phenoxy Ja, a-
r] - phenoxypropioni ¢ aci d,

1-
r
1-

e

{
r
{
err
-{
{
er
{
r
-{

(1- napfﬁﬁf&t@f}eﬁﬁéﬁb@) 4- hydr oxypi.peri-di n-4-yl }-
] - phenoxybut yri c aci d, - 26-

(1- napmjuﬁ4¥FﬂiqﬂMHQﬂmméﬁhﬂﬂﬁqﬂmmuyﬂrahihYE)@Héhdky}a a-dimethyl-
i met hyl phenoxyacetic acid, '
-{1-(1- naMﬁdﬁﬂﬁﬂuﬁﬁmiwnyl)-4-hydroxyp|per|d|n-4-yL}a,a-

I met hyl phenoxyacetic acid, 4-{1- (1-naphthal enecarbonyl)

4-, hydr oxy fi pefrd -€i Z+gh-iyidld reeca nhomytlh) p ipesracdymcdeiphensoiyd o , e ~dimethyl -
2-{1-(2-napht hal enecar bonyl ) -4-hydroxypiperidin-4-yl}a,a-

di net hyI pheresgtdcetdaaidci d,

[(4-{4- (2—Gu1nollnecarbonyl)plpe*aZLnyl}phenoxy]a a-dimethyl-

e

acetic acid,

Isopropyl [3—{4—(2—quinolinecarbonyl)piperazinyl}phenoxy]a,
a-dimethylacetate,
[2-{4f(l—naphthalenecarbdﬁyl)piperazinyl}phenoxy]a;a—

. dimethylacetic acid,
[3-{4-(I-naphthalenecarbonyl)piperazinyl}phenoxyja,a-
dimethylacetic acid, '
[4-{4-(l-naphthalenecarbonyl)piperazinyl}phenoxy]o, c~
dimethylacetic acid,

ISopropyl [3-{4—(l-naphthalénecarbonyl)piperazinyl}-
phenoxy]a,q-dimethylacetafe,2—{1-(3-indole¢arbonyl)-
piperidinf3-en—4—yl}a,a—dimethyl-.pheﬁoxyacetic acid,

' 3-{1-(3-indolecarbonyl)piperidin-3-en-4-yl}e,a-dimethyl-
phenoxyacetic acid, - ..
4-{1—(3-indolecarbonyl)piperidin-B-en-4;yl}a,a-dimethyl—
phenoxyacetic aéid;

Isopropyl 3—{1—(3-indoleCarbonyl)piperidin-B-én—4—yl}a,é-
dimetﬁylphenoxyacetate, | '
2-{1—(2-quinolineca;bonyl)piperidin-3—en—4—yl}a,a—dimethyl-
phenoxyacetic acid, |

3-{1-{2-quinolinecarbonyl)piperidin-3-en-4-yl}c,a-dimethyl-



3-{1- (2- napht hal enecar bonyl ) - 4- hydr oxypi peri di n-4-yl }a, a-

di met hyl phenoxyacetic acid, 4- { 1-(2-naphthal enecarbonyl)

- 4- hydr oxypi peridin-4-yl}a,a- dinmethyl phenoxyacetic acid,

-{4- (1- napht hal enecar bonyl. )plpera2|nyI;Ehenylacetlc aC|d
(1- napht hal enecar bonyl ) pi per azi nyt phenyl propi onic acid,
(1- napht hal enecar bonyl ) pi perazi nyl }[err]-phenyl butyric acid,
(1- napphénbeypecat bornydid pi per azi nyl } phenyl acetic acid, .
(1- napht hal enecar bonyl') pi perazi nyl }[ err]-phenyl propi onic acid,

2
2-{4-
2-{4-
3-{4-
3-{4-
3- { 4- ( 1- napht hb+ eReqat bohinées pevmyl Jyipe £ it if - bremryd byl ya je-d Ems thyl -
4-{4- (| - napht hal enecar bonyl | per azi nyl } phenyl aceti c aci d,

4-{4-(1- naphhﬁa¢€ﬁ%@%¢tﬁw@¢££4pera2|nyI}[err] phenylproplonlc aC|d
4-{4-( 1-na hthalenecarbonrl) plpera2|nyl} [err]--phenyl butyric aC|d
2-{4-

- 27

(2 naphtPRF@PEE af hohy( 3 T PEIAAISFITIRIRA ReEL G th-en-4-Y1l}e, a-
- dimethylphenoxyacetate, '
2-{1-(1-naphthalene¢arbony1)piperidin-3-en-4-yl}a,a—dimethyl-
phenéxyacetic.acid, |
3—{1—(l-naphthalenecarbonyl)piperidin-B-en—4—yl}a,a—dimethyl-
phenoxyacetic acid, _' _
4—{1—(l-naphthalenecarbonyl)piperidin-3¥en-4-yl}a,a-dimethyl-
phenoxyacetic acid,
Isopropyl 3-{lf(1-naph£halenecarbonyl)piperidin-3—en-4-yl}a,
e~-dimethylphenoxyacetate, .
2-{1-(2,4-difluorobenzoyljpiperidin-4-yl}a,aedimethyi-
.phenoxyacetiq acid, '
3-{1-(2,4-difluorobenzoyl)piperidin~-4-yl}a,a-dimethyl-
phenoxyacetic acid, |
4—{14(2,4-difluorobenzoyl)piperidin—4-yl}a,q-dimethyl-
phenoxyacetic acid, '
Isopropyl 3-{1-(2,4-diflﬁorobenzoyl)Qiperidin—4—yl}a,a-
dimethylphenoxyacetate, |
[2-{4-(2,4-difluorobenzoyl)piperazinyl}phenoxy]a,a-dimethyl-
Acetic acid, | | .
[3—{4-(2,4—difluorbbenzoyi)pipérazinyl}phenoxy]a,a—dimethyl-
acetic acid, ' | :
[4-{4-(2,4-difluorobenzoyl)piperazinyl}phenoxy]c,a~dimethyl-
acetic acid,

Isopropyl 3-{4-(2,4-difluorobenzoyl)piperazinyl}phenoxy]c,c-



UJCD(DNI\)I\)A-&-&CD(DCD"‘“I\)

4-

(2 naphthalenecarbonyl)plpera2|nyI}[err] phenyl propi oni c aci d, 2-
(2- napht hal enecar bonyl ) pi perazinyl} [err]-phenyl butyric aci d,
- (2- napht hal enecar bonyl ) pi perazi nyl } phenyl acetic acid, .

-(2- naphthalenecarbonyl)plpera2|nyI}%err]-phenyIpropionic aci d,
- (2-'napht hal enecar bonyl ) pi per azi nyt 3$Perr]-phenyl butyric aci d,
- (2- napht hal enecar bonyl ) pi per azi nyl } phenyl aceti c acid,

- (2- napht hal enecar bonyl ) pi perazi nyl } [ err] - phenyl propi oni c aci d,

2- naphimahenesatdany! ) pi perazinyl }[err] -phenyl butyric aci d,
1- napht hal enecar bonyl ) pi peri di n-4-yl } phenyl acetic aci d,

-(
-(
-(1- naphqhakEneed&ﬁinqddbpnpeyluprpékgdﬂﬂ+aqeh-phghy¢,a-diménuyym c acid,
- (1- napht hal enecar bonyl ) pi peridin-4 -yl} [err]-phenyl butyric acid,

- ( 1- naphenakpaee¥d @KU pi peri di n- 4-yl } phenyl acetic aci d,

-(

-(

1- naphthalene rbon piperidin-4-yll[err hen propionic aci d,
1- napnrtAal énd té%?ﬁﬁ%%é%ﬁPﬁ%Y}HP+P§Fﬁﬂl%-3reL F y¥1ﬁh%ﬁﬁhyl—
phenoxyacetic acid,
4-{1-(2;4-difluorobenzoyl)piperidin-3-en-4—yl}a,a-dimethyl,
éhenoxyacetic acid, ' | i
Isopropyl 3-{1-(2,4-difluorocbenzoyl)piperidin-4-yl}c,c-
dimethylphenoxyécetate,
2-{1-(2,4-difluorobenzoyl)-4-hydroxypiperidin-4-yl}a,c~
: dimethylphenoxyacetic acid, |
‘3-{1-(z,4-dif1uorobenzoy11-4-hydroxypiperi¢in-4;y1}a,a- :
dimethylphenoxyacetic acid, '
4-{1-(2,4-difluorobenzoyl)-4-hydroxypiperidin-4—yl}a,aa,
dimethylphenoxyacetic acid, . .
Isopropyl 3-{1-(2,4-diflﬁorobenzoyl)-4—hydroxypiperidin-4-y1}a,a—
dlmethylphenoxyacetate '
The ‘arylamide derivatives of the formula (1) accordlng to
the present lnventlon are prepared, for example, by the '

follow1ng reaction schemes 1 to 5:_



.acid, 4-{1-(1-naphthal enecarbonyl) *pi peridi n-4-yl}phenyl acetic acid,
- 28 - 4-{1- (1- napht hal enecar bonyl ) pi peridi n-4-yl}[err]-phenyl -
"propionic acid, 4-{1-(1-naphthal enecarbonyl)piperidin-4-yl
}[err]-phenyl butyric acid, 2-{1-(2-naphthal enecarbonyl)pi peridin-4-yl
phenyl acetic acid, .2-{1-( - 86 -

2- napht hal enecar bonyl ) pi peridi,n-4-yl}[err]-phenyl- propionic acid,

2-{1-(2-naphkggl%pgcaﬁgqﬂ%k)ﬂlper|d|n 4-yl}[err]- phenylbutyrlc acid, 3-{1
(2- napht hal ‘di n-4-yl } phenyl acetic acid,

3-{1-(2- napht hal enecar bonyl ) pi peri di n-4-yl }[err]-phenyl- propionic acid,
3-{1-(2- napht hal enecar bonyl ) pi peridin-4-yl} [err]-phenyl butyric acid,
4-{1-

( 2- napht hal en erﬁ¥K)pqpqmlQ(@)4}£§i>if?¥Lgcet'CdemEthylation

e ———— — —
\__/ {_ﬂy co &r ———
Hed : MeO '
(2) (4)
_ A-7-COOR ®
Vo (2 4) :
Ar—C0—N N ———> Ar—C0—¥N —€§>
— OH \/ 0—2—coor’
(5) |
(1a’
A—Z—CO0K (6)
J hydrolysis
' ™\ -0H (8)
Ar—CO—N N ————> Ar— cn—ﬂ—@ 1
/ 0—2—COoH s 0—7—coor°

(1a) ' (1a*)

ol (CHy)y COOR® (7)

'~ condensing agent

Ar—CO—N ¥ —@
\ 0—2~CONH (CHy), COOR ®

(9)

hydrolysis /\ \
—> Ar—C0—¥ N—@ o
' 7/ - Z-CUNH(CHZ) COcH

(lb)

wherein A represents a halogen atom, R8, R9 ahd R10 each
independently represents an alkyl group, and Ar, Z and m
have the same meaning as defined hereinbefc_:re.

In other words, l-arylpiperazine derivative (2) isl



phenyl - propionic'

acid, 4-{1-(2-naphthal enecarbonyl)piperidin-4-yl}[err]-

acid, 4-{1-(2-naphthal enecarbonyl)piperidin-4-yl}[err] -phenylbutyric
ac!d, 2-{1- (1- napht hal enecar bonyl ) pi peri di n- 3- en-4-yl } phenyl - acetic
acid, 2-{1-(1- naphthalenecarbonyl)plper|d|n 3-en-4-yl}[err]-phenyl -

propi oni c acid, 37 - _
2-{1-(1- naphthalenecarbonyl)plper|d|n 3-en-4- yI}[err]--phenyI butyric

d,
NS naphfﬁaﬁéﬁscg&ﬁgnwﬂfﬁé%wa}’% halide’(3) ko obtain & compound

3-{1-(1-naph | e
2 (e oo B sebbofrihine o anese svspipn

DL o) kb e eeered erch gl

' acid (6) to obtain arylamide derivative (la) of the present
invention. Similarly, reaction between compound (5) and
compound (24) followed by hyd;olysis Qill also yield
arylamide derivative (la) of-the present invention. When
the thus obtained compound (la) ls further reacted with an
amino acid derivative (7), a compound (9) is obtained, and a
hydrolysis of compound (9) yields arylamide derivative (1b)
of the present invention. Meanwhile, when compound (la) is
reacted with alcohol (8), arylamide derivative (la") of the
present invention is obtained. :

Now, each reaction step will be described in detail.
The reactlon between l-arylpiperazine derivative (2)

and arylcarbonyl halide (3) is preferably carried out in a

_ solvent which does not affect the reaction, such as
tetrahydroluran, benzene, toluene, ether, chloroform,
methylene chloride and the like in the presence of a base
such as triethylamihe; pyridine and the like in the.
temperature range of 0°C to room temperature. Demethylation
of compound (4) is carried out by reacting it with
ethanethiol/anhydrous aluminum chloride, boron trichloride
or boron tribromide in a solvent which doee not affect the
reaction, such as methylene chlorlde, chloroform and the
like in the temperature range of-0°C'to room temperature, or
by melting with heat together with a pYrieinium salt such as -

pyridine hydrochloride in the temperature range of 130 to



propionic acid, 4-{ 1- (1-naphthal enecarbonyl)
pi peridin-3-en-4-yl}[err]-phenyl- butyric acid,
2-{1- (2-napht hal enecar bonyl ) - 4- hydr oxypi peri di n-4-y

| } phenyl - acetic acid,
2-{1- (2- napht hal enecar bonyl ) - 4- hydroxyplperldln 4-yl } [

}

[

err]-
phenyl propi oni ¢ aci d,

2-{1-(2- naphthalenecarbonyl) 4- hydroxyplperldln 4-yl}[err]- phenyl butyric
acid, 3-{1-(2-naphthal enecarbonyl) - 4- hydr oxypi peri di n-4-yl}- phenylacetic
acid, 3-{1-(2&Hpht hal enecar bonyl’) - 4- hydr oxypi peridin-4-yl}[err]-

phenylproplonlc aci d,

3-{1-(2- napht hal erBertrastion. hetwesny gopporadn(4.)y lanke carboxyidaey lamitlyr i ¢
acid, 4-{1-(2-naphthal enecarbonyl ) -4-hydroxypi peridin | }- phenylacetic
acid, 4-{1-(&Ahan Heh %%MIbﬁ—tﬂeﬁdeQ%Fﬁ‘Pﬂélr|(é|)nMC£//ICPF@°ﬁ1}1d (24)
phenylproplonlc aci d,

4-{1-(2- naMﬂ4ﬁﬂeﬁﬁﬂ%ﬁ%ﬁ%ﬁdBQQQHVGFOkVpFBSrPHFﬁeEC?IPFePrPase such as

sodium hydroxide, potassium hydroxide, sodium carbonate,
potassium carbonatg, sodium hydride and the like in the
temperature range of 0 to 100°C.

The reaction between compound (ié) and compound (7) is.
preferably carried oﬁt in a solvent which does not
affect the reaction, such as methylene chloride, chloroform,
tetrahydrofuran, benzene, toluene, ether, and the like in
lthe presence of a base such as triethylamine, pyridine and
the like in the temperature range of 0°C to room
temperature.

The hydrolysis of compound (9) and compound (1a’) is
generally performed in the pfesence of a base such as
potassium hydﬁoxide, sodium hydroxide and the.like in a
solvent éuch as water, dioxane, alqohoi and the mixture
thereof at room temperature.

The reaction between compound (1a).and alcohol (8) is -
an ordinary esterification.reactioﬁ carried out in the
presence of a catalytic amount of céncentrated sulfuric
acid, methanesulfonic acid, p-toluenesulfonic acid and the .

like.



pHenyl butyric acid, 3-(4-nicotinoyl pi perazinyl)phenoxyacetic acid,
-3-(4-ni coti noyl pi perazi nyl ) phenyl acetic acid, _
3-(1-nicotinoyl pi peri di n-4-yl)phenoxyacetic acid,
3-(1-nicotinoyl pi peridin-4-yl)phenyl acetic acid,

1- ni cot i noyl pi peri di n- 3- en- 4-yl ) phenyd%cetic acid,

- ni coti noyl - 4- hydr oxypi peri di n-4-yl ) phenoxyaceti c aci d,

ni coti nRYL=4;hyd ‘%&Qépggi di n-4-yl ) phenyl acetic acid,
2-fura I nyl } phenoxyacetic acid,

2-furancarbony|)pipe&ﬁéinyl}phenylacetic aci d,
f ur ancar bonyl ) pi pef#di n- 4-yl } phenoxyaceti c aci d,
f urancar bonyl ) pi peri dYI=¥¢ ggphen | acetic acid,
furancar yl) pi perié 4-ly1 phenoxyacetic acid,

f ur angarho |%H4-€§oro i peri di n- 40yl/Fphenoxy—ad@hvd mdiin
2- fur ancanponryl )2 AR dr oXyprpertdim4- }plﬂafylt-et-i—e—acid, 3-{1-
ur ancar bonyl ) - 4- hydr oXypi peri di n- 4-yl } di met hyd4henoxyacetic acid
2-furancar bonyyf W peri di n- 3-en-4-yl nyl acetic acid,:
-soni cot i noyl - 4- eroxypiperidin-4-y ,a-diﬁ%lﬁ}l- phenoxyacetic
cid, 3-(4-thenoy|piperazinyl)phenoxyacetm& aci d,

2-
2-
2-
2-

N 1
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redhctioh
N— CH2 —_— NH

el (13) e (1 4)

Ar—C0—4A (3) | a .
Ar-CD—D—-@ emethylatlin
- OMe

- (18)

- A-7-CO0R? _ -
| (24) - .
oH ' . "
16 | T7. 0—Z—COoR
A—(ZS-)'CDUH _ hYdI-jblysis

' R0 (8) - o
70~ 2—Co0H 0—z—coR*®

(1 C)_
Ha M (CHy), COOR S (7) {1e”)

condensing agent

Ar—CD—D—@ . |
0—2~CONH (CH,) ,~CO0R®

, (17
hydrolysis .
— Ar—CU—D—@ |
: 0—Z—CONY -
(10) (CH;I),!l COOH

wherein Ar, A, Z, R, R% and R0 and m have the same meaning
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Eﬂenoy:plperaélnyL)prﬁnﬁlacetlc ?Cld -
enoyl pi peri di n-4-yl ) phenoxyacetic acid,
- 3-(1-thenoyl pi peridi n-4-yl)phenyl acetic acid,

-t henoyl pi peri di n- 3-en- 4-yl ) phenoxyaceti ¢ aci d,

-t henoyl pi peri di n- 3-en-4-yl ) phenylacd® it acid,

-t henoyl - 4 hydroxyplperldln 4- yI)phenoxyacetlc aC|d :

-t henoyl - L. OXY,p er|d 4-yl)a, a dlnethylphenoxy- acetic acid,
-t henoyl 23- H§8F8§é bgﬁ?r& Rigr ér)phenylacetic aci d,

- (4-qui nol i negar | azin nEX |

-(4- qU|noI|neggrggﬁék)%ngééz#n¥%§gﬂf Q|§§§§%%88§8d910) is reacted
-(4-guin egi r n 0 [

(4 ui natRce2yBaua1Ra e ag: Y#}Bhﬁﬁyﬁéééﬁﬁcga%@ﬁﬁgund (12).
- (

- (

h

- (

- (

4-quin Fmesaﬁab wl)) 14~ Bieh oay R*&fétga”té Bbl:.?.bﬁ”&’x&‘omp@&ﬁ&' Figfid.

4-quin |necarb I") - 4- hydr oxypt peri din-4-yl}

t ylphen@éﬁ@%ﬁhac(igbdthus obtained is reduced to obtain a 4-

4- qui nol i necar bonyl') - 4- hydr oxypi peri di n-4-yl } phenyl - acetic acid,
2-indobegaphpaykiphpeaszi vytipde oxyacesubséguéntly, the obtained

derivative (14) is reacted with arylcarbonyl halide (3) to
obtain a compound (15), followed By demethylation to obtain
a compound (16). When compound (16) is'reﬁctéd with
compound (6), arylamide derivative (lc) of the present
invention is obtained. Similarly, reaction bétween compound
(16) and compound (24)‘folloﬁed by hydrolysis will also

- yield arylamide derivative (1c) of the present invention.

When the thus obtained compound (lc)- is reacted with an
amino acid derivative_(7); a compound (17) is obtained, and
a hydrolysis of compound (17) yields arylamide derivative.
(1d) of the_presen?linvention.

In the meantime, when compound (1lc) is reacted with
alcohol (8), arylamide derivative (1lc") of the present
invention is obtained. _

Now, each reaction step will be described .in detail.

The reaction between l-benzyl;4—piperidohe (10) and
arylmagnesium halide (11) is carried out in a solvent such
és tetrahydrofuran, ether and the like under the conditions
of én ordihéry Grignard’s reaction.

ﬁehydration of compound (12) is performed in a solvent

_such as benzene, toluene, tetrahydrofuran and the like in

the presence of an acid such as sulfuric acid, p- .



3=+{1-(2-indol ecar bonyl ) pi peri di n-4-yl } phenoxyacetic acid,

3-{1-(2-indol ecarbonyl) - 4- hydr oxypi peri di n-4-yl } phenoxy- acetic acid,
3-{1-(2-indol ecarbonyl ) pi peri di n- 3-en-4-yl } phenoxyacetic. acid,
3°{1-(2-indol ecarbonyl) - 4- hydroxyplperldln 4 yl }a, a-

di et hyl phenoxyacetic acid, 41

2-{1-(3- |ndolecarbonyl)p|per|d|n 4-yl }a, a-di net hyl - phenoxyacetic aC|d
- 32 - 3-{1-( 3-indol ecarbonyl) pi peridin-4-yl}a, a-di net hyl -

phenoxyacetic acid, 4-{1-(3-indol ecarbonyl)piperidin-4-yl} a,a-dinethyl-
phenoxyacetic acid, Isopropyl 3-{1-(3-indolecarbonyl)piperidin:-4- yI}a a-

di mret hyl phergiyaaakati®onic acid and methanesulfonic acid while
2-{1-(2-quinol i necarbonyl ) pi peridi n-4-yl }a, a-di met hyl - phenoxyacetic acid,

3-{1-(2- qU|&@Eun@ga@quyh)aeperldln 4-yl }a,a -dinethyl- phenoxyacetic
aC|d, 4-{1-(2-qui noli necarbonyl ) pi peridin-4-yl}a, a-di met hyl -

The reduction of compound (13) is an ordinary catalytic
hydrogenation using a catalyst such as palladium-on-carbon
and palladium hydroxide-on-carbon.

The reaction which introduces arylamide derivative (1lc)
of the present invehtion starting from compound (14) can be
performed in a similar manner employed for obtaining compound-
(la) from oompound (2) in Reaction Schoﬁe 1.

The reaction which introduces arylamide derivative (1d) .
of the présent invention starting from compound (1lc) can be _
performed in a similar manner employed in the syhthesis of
compound (1b) in Reaction Scheme 1. |

Further, the reaction which introduces compound (lc")
startlng from compound (lc) can be performed in a SLmllar

~ manner employed for obtalnlng compound (1a") from compound

(la) in Reaction Scheme 1.



phenoxyacetic acid, |sopropyl
3-{1-(2-quinolinecarbonyl) pi peridin-4-yl}a,a- dinethyl phenoxyacetate, .
2-{1- (1- napht hal enecar bonyl ) pi peri di n-4-yl }a, a-di nethyl - phenoxyacetic
acid, 3-{ 1-(1- naphthalenecarbonyl)p|per|d|n 4-yl }a, a-di net hyl -
phenoxyaceti ¢ aci d, 42

4-{1-(1- naphthalenecarbonyl)plperldln 4-yl }a, a-di net hyl - phenoxyacetic
acid, Isopropyl 3-{1-(1- naphthalenecarbonyl)plperldln 4-yl a,a -
dlnethylphenoxyacetate :

[ 2-{4-(3- |nd§1québqpy$§$‘gergzinyl}phenoxy]a a-di nethyl - - acetic, acid,
[ 3-{4-(3-indor= hyl } phenoxy] a, a-di nethyl - acetic acid,
[ 4-{4- (3-indol ecar bonyl) pi per azi nyl } phenoxy] a, a-di mret hyl - acetic acid,
- 33 - Isopropyl [3-{4-(3-indol ecarbonyl)pi perazinyl } phenoxy]a, a-

di et hyl acet at e,

[ 2-{4-(2- qU|noI|necarbonyl)plpera2|nyl)phenoxy]a a- dlnethyl

@-cazu (18)
@ b
HO reduction
© L "G
(10) - (19)
| | PCHZ@

N— Chy

HO _ O
NH o Ar—C0—N
Ar—C0—A (3) :
oH (20) 0—X—Ar
' (2 1)
OH -
Ar—C0—N
—é . . . i
" hydrolysis (22) dehydration

l oK
A—7—CO0H | A—Z—Co0R? (2 4)
(6)
OH

Ar—C0—N

(1e’)

’ 0—2—C00R |
Ar_cu_ ; : ¥ i
hydrolys.LS Af—CU-@—@-
: (1e) ~ OH

(23)
02~ COoH




acetic acid, [3-{4-(2-quinolinecarbonyl)piperazinyl}phenoxy]a, a-di nethyl -
acetic acid, [4-{4-(2-quinolinecarbonyl)piperazinyl phenoxy]a, a-dinethyl-
acetic acid, [Isopropyl [3-{4-(2-quinolinecarbonyl)piperazinyl}phenoxy]a,
a- dlnethylacetate [ 2- {4- (1- napht hal enecar bonyl ) pi per azi nyl } phenoxy] a, a-
di net hyl acetic acid, [3-{4-(1-naphthaf eh&carbonyl ) pi perazi nyl } phenoxyj a, a-
di nmet hyl acetic acid, [4-{4-(

1- napht hal erieastbbory | Jechems aZ+ 2yl } phenoxy] a, a- di net hyl acetic aC|d

| sopropyl [3-{4-(1-naphthal enecarbonyl) pi perazi nyl }-

phenoxy] a, a- di net hyl acet at e, 2-{1- (3-i ndol ecar bonyl ) -

pi peridin-3-en-4-yl}a, a- dlﬂEh yI phenoxyacetic acid, 3-{1

-(3- |ndolecarbonyl b 4-yl }a, a-di net hyl - . phenoxyacetic acid,
4-{I - (3-indol ecar ongf)n ¢ |d|n 3 en-4-yl }a, a- dlnethyl- phenoxyaceti c
acid, Isopropyl 3-{1-(3Tn ecar bonyl ) pi peri di n-3-en-4-yl }a, a-

dlnethylphenoxyacetaEE (V :
2-{1-(2-quinolin nQI)p B¢ i di n- 3- en- 4- yl}a a-di nethyl - phenoxyacetic
acid, 3-{1-(2 qﬁgﬁollnecarboH hl@bmﬁrldln -en-4-yl }a, a-di net hyl -

' OH

(23) . '9
dehyd- : K—Z—CUUR (24)
ration
0—2Z—coor?
. A—Z—CO00H

(6) (1)
v'_ ./ hydrolysis
' - 0—Z—COOH

R1°'-0H (8)
R%-08 (8)
Ar—C0—N
2 Ar— cu—-
0— z—cmmlo u 7—coor*°
(1€¢7)

wherein Ar, A, Z, Rg; R10 and m have the same meaning as
defined hereinbefore.
. In other words, l-benzyl-4-piperidone (1l0) is reacted

with arylmagnesium halide (18) to obtain a compound (19).



-34-

- 4-{1-(2-quinolinecarbonyl)pi peridin-3-en-4-yl}a, a-di net hyl -

aci d,

di et hyl phenoxyacet at e, 2-{1-(1-naphthqifnecarbonyl)piperidin-3-en-4-y|}a

phenoxyaceti c acid,

| sopropyl 3-{1-(2-guinolinecarbonyl)piperidin-3-en-4-yl}a, a-

,a-di nethyl - phenoxyacetic acid, : :
3-{1- (1- napht hal enecar bonyl ) pi peri di n- 3-en-4-yl }a, a-di net hyl -
phenoxyaceti ¢ _aci d

4-{1-(1-nap ?W%?"éh%c(a%so)oﬁ-gﬁ )t&eﬁlefrie&ur?-eg- &R A?-bﬁa}ié'f & &OIXP&W- (.20) :

phenoxyacet 0 | . . . o
3-{1-(1- nap%?%@%c%%@o%’ﬁ%iop?écra'll&erc]i- é—seﬁr-ef-cﬁe}da,m'th arylcarbonylhalide
i met hyl

a
2
3
a
p
3

c
h

d
{
{
|

e
{

1
1
d
n
1

(2,4-
(2, 4-
4-{

Py e . .
T ST someeeRd, By Shem Rydolyzed ko obsain o aci g,

' € l)piperidin-4-yl}a ,a-dinethyl-.- phenoxyacetic
Feb i kT

1- uor obenzoyl ) pi peri di n-4-yl } a, a- di net hyl - '

oxyacetic amhsed ¥ 18PY/the obtained compound (22) is reacted
- (2, 4-di fl uorobenzoyl ) pi peridin-4-yl }a, a- di methyl phenoxyacet at e,

with compound (6} to obtain arylamide derivative (le) of the

present invention. Similarly, reaction between compound

'(22) and compound (24) followed by hydrolysis also yield

arylamide defivativé (le) of the present invention,

When compound (22) is dehydrated and the obtained
compound (23) is reacted with compound (6), arylamide
derivative (1f) of the present invention is obtained.
Similarly; reactioﬁ between compound (23) and compound (24)
followed by hydrolysis also yields arylamide derivative (1f)
of the present invention. '

When cbmpounds (le) and (1f) are reacted with alcohol

'(8), arylamide derivatives (le") and (1lf") of the present

invention are obtained, respectively.

In order to prepare compound (19) by the reaction of 1-
benzyl-4-piperidone (10)'and arylmagnesium halide (18j, a
similar method for obtaining compound (12) from com?oﬁnd
(10) in Reaction Scheme 2 can be followed. The reduction of
compound (19) into compound (20) can be performed in a
similar manner for obtaining compound (14) from compound
(13) in Reaction Scheme 2..

The reaction which introduces compound (21) from

compound (20) can be .performed in a similar-manner for

‘obtaining compound (4) from compound (2) in Reaction Scheme

phenoxyaceti c



[ 2-{4-
[ 3-{4-
[4-{4-
| Sopro
- 35 -
2-{1-(
aci d,

phen

, 4-di fl uor obenzoyl ) pi per azi nyl } phenoxy] a, a-di net hyl - acetic acid,
, 4-di f 1 uor obenzoyl ) pi per azi nyl } phenoxy] a, a-di nethyl - acetic acid,
, 4-di f | uor obenzoyl ) pi per azi nyl } phenoxy] a, a-di met hyl - acetic acid,
| 3-{4-(2, 4- d|fluorobenzoyl)p|pera2|nyl}phenoxy]a a-

di et hyl acet at e, 45
, 4-di f 1 uor obenzoyl ) pi peri di n- 3- en- 4- yl}a a-di net hyl - phenoxyacetic

3- {1-(2, 4- dlfluorobenzoyl)plperldln -en-4-yl }a, a-di et hyl -
oxyacetic acid,

4-{1-(2, 4- d|fluorob |per |n 3 en- %ﬁ; t h Phenoxyacetic
| sopropy! r? iif i o‘c!]ﬁE %d (14.'13 & be
dlnethylphenox

2-{1-(2, 4- dliﬁ Cet %Mlaj S&Wrrowﬁx ee*h d:* oLP aIJ}nJ.ng compound (1b)
di met hyl phe €§%\?ﬁc§c§dﬁ% ot d 9 ?ésjczf( %e} aq.rf Reaction Scheme 1.

aci d,

| uor obenzoyl

XYpl p a-
Furthermore, the reactions from compound (22) to compounds,

(le) and (le’) can be performed in a similar manner for
obtaining compound (laj from compound (5) described in
Reaction Scheme 1. The dehydration of compound (22) into
compound (23} is pérformed in a manner similar to the
synthesis of compouﬁd (13) from compound (12) described in
. Reaction Scheme 2. The reaction which -introduces compound
(1f) from compeuﬁd (23) is performed in a manner similar to .
the synthesis of compound (la) from compound (3) as
described ianeaction Scheme 1.

It is also possible fo obtain compound (1f) frqm
arylamide derivative (le). This reaction can be performéd
in a manner similar to'the synthesis of compound (13) from
compound (125 as described in Reaction Scheme 2. Further,
the reactions which introduce compound (le") from compound
(le) and compound (1£f") from compound (1f) can be performed
in a manner similar to the synthesis of compound (la") from

compoﬁhd (1a) described in Reaction Scheme 1.



di-met hyl phenoxyacetic aci d,
4-{1-(2,4-difluorobenzoyl):-4-hydroxypi peri di n-4- yl}a a-
dlnethylphenoxyacetlc acid, |sopropyl

3%{1-(2, 4-di fl uor obenzoyl ) - 4- hydr oxypi peri di n-4-yl }a, a--

di et hyl phenoxyacet at e. The arylant®ederivatives of the formula (1)
according to the present invention are prepared for exanple,

fol | owi ng reaghteRoACheBRelqto 5:
Bfacifol SCilEne 4

Reacti on Sche [err]
A
Ny HN\/X  HC L | -
. \ .
Qb G@,
Z—C00R® L= Co0R
(25 (27)

Ar—CO—A (3) o~ | |
> Ar—CO0—f u—@ oy
s Z—CO0R
7))

hydrolysis

M\ |
_—— Ar—C0—N N—@.
: —/ 7—CO0H
(1g)
%01 (8) | /\ :
> Ar—CO—i N—@
v/ 2—CO0R*°
' (1g’)

by the
- 36 -

wherein Ar, A, Z, R9 and R10 have the same meaning as

defined hereinbefore.

In other words, arylaminocarboxylic acid derivative (25).'

is reacted with bis(2-haloethyl)amine hydrochloride (26) to

obtain a compound (27), to which arylcarbonyl halide (3) is

reacted to ebta;n~a compound (l1g’). Subsequently, the

obtained compound (lg‘) is hydrolyzed to obtain arylamide

derivative (l1g) of the present invention. When compound (1g)



wherein A represents a halogen atom Rerr], Rerr] and R err] each

| ndependently represents an al kyl group, and Ar, Z and m have the sane
meani ng as defi ned. herei nbef ore. I n other words, 1-aryl piperazine
dérivative (2) is. ' . - 37 - reacted with
aryl carbonyl halide (3) to obtain a conpblimd (4). Conpound (4) is then
denethyl ated to obtain a conpound (5). Conpound (5) thus obtained is
reacted with carboxylic acid (6) to obtain arylam de derivative (la) of
the present invention. Simlarly,.reaction between conpound (5) and

is reacted with alcohol (8), arylamide derivative (1g") of the
present invention is obfained. '

Now, each reaction step will be described in detail.

The reaction between arylaminocarboxylic acid deﬁivative
(25) and bis(2-haloéthyl)amine hydrochloride (26) is carried
out.in a solvent which does not affect the reactiqn, such as
tetfahydrofuranf benzene, tbluene,-ethanol, methanol and the
like while refluxing with heat in the presence of a base.such
as triethylamine, pyridine and the like.

The reéction for obtaining a compound (lg‘) from
compound (27) can be performed in a similar manner for
obtaining compound (4) from compound (2) described in
Reaction Scheme 1, and the hydrolysis of compound (1g‘) can
be performed in a simiiér-manner for obtaining compound (1b)
from compound (9) described in Reaction Scheme 1.

The reaction for obtaining compound (lg") from compound
(1g9) can_bé performed in a.similar'manner for obtaining
compound (la") from compound (la).described i@ Reaction

Scheme 1.



cenpound (24) followed by hydrolysis will also yield arylamde derivative
(la) of the present invention. When the thus obtai.ned conmpound (la) is
further reacted with an amno acid derivative (7), a conpound (9) is
obt ai ned, and a hydrolysis of conpound (9) yields arylam de derivative
(Ib) of the present invention. Meanwhf|%8 when conpound (la) is reacted
wi th al cohol (8), arylamde derivative (la") of the present invention is
obt ai ned. ReachQWn QahBmkedction step will be described in detail.

The reaction‘bErWEEH‘%?arykprperazine derivative (2) and aryl carbonyl
halide (3) is preferably carried out in a solvent which does not affect
the reaction, suchh as tetrahydrofuran, benz@ﬁ%, tol uene, ether,
chloroform nethyll ene chloride and the likelin the presence of a base
such as triethyl e, pyridine andi8 he 1ik the tenperature range of
O[err]C to room eratuyre. Denmethyration conp%und (4) is carried out
by reacting it w et §ﬁﬁth ol / anhydr ous al“ui C IOE'de, bor on
trichloride or bor o T briontfde in a sol vent [ \§¥e s*hot affect the
reaction, such as nethyl@ne aéoride, chloroforn1an§ th like in the
tenperature range ﬁ g[err]C roomterrperatuzz, or by ﬁelting W th heat
together with a py 8ni um salt such as pyri di éahydrochIOKide in the
tenperature range of 130 to

—\ ,0H
u—CN—CHZ-@- @cuz—u
(10)
- ! Chy
Z—Q 9
X
(30 CHy
‘ OH
hydrolysis <::>—Uh—N . reduction
—_— : —
(31) .
7—COOH
OH | O
HN Ar—C0—A (3)  Ar—CO—N
_ 7—COOH . . (1h) 7— COOH
(32) . |
OH
Ar—C0—N :
10 .
) 06 (8) :X@ |
¢ > 7—Co0R*®
(1h*)

wherein Ar, A, Z and R0 have the same meaning as defined
hereinbefore.

In other words, arylhiiogeno derivative (28) is reacted



--38 - 200 [err]C The reaction between conmpound (5) and carboxylic
acid (6) and the reaction between conpound (5) and conpound (24) are
generally perfornmed in the presence of a base such as sodi um hydroxi de,

p6t assi um hydr oxi de, sodi um car bonat e, ot assi.um car bonat e, sodi um hydri de
and the like in the tenperature range o 90" to 100[err] C. The
reacti on between conpound (la) and conpound (7) is preferably carried out

in a sol vent \\hCRqgdegsoBekinakf et ghliedr eagka@entsyeh) aswnethylene
chloride, chloroform tetrahydrofuran, benzene, toluene, ether, and the
like in  thefprenerceeattedbeiehsuchensyl+4ephybantore pyoj)dtoeobddinthe
like in the tenperature range of O[er]C to room tenperature. The
hydrol ysi s otompopadnd309) aSdbsegpentlly(|@jposndgéd@)alsyhpérbbyred to
the presence of a base such as potassi um hydroxi de, sodi um hydroxi de and
the like in @onselrteintouchmpoundt ¢81)di tixameredhicefiotoapbtahe ai xture
thereof at roomtenperature. . The reaction between conpound (la) and
al cohol (8) icompanndr dB3Rary Theerhuscobtainedacompourdr (32} bsit réactéed
presence of a catal ytic anount_ of concentrated sulfuric .

with arylcarbonyl halide (3) to obtain arylamide derivative

(1h) of the present invention. When compound (1lh) is

reacted with alcohol (8), arylamide derivative (1h’) of the

present invention can be obtained.

Now, each reaction step will be described in detail. -

Grignard’s reagent (29j can be prepared by refluxing
arylhaloééno derivative (28) together with Mg with heat in a
solvent which does not affect the reaction such as ether,
tetrahydrofuran and the like, in the presence of a catalytic
amount of I,. The reaction between compound (10) and
Grignard’s reagent (29) can be performed in a similar manner
for obtaining compound (12) from compound (10) described in
Reaction Scheme 2.

The hydrolysis of compound (30) is an ordinary acid
hydrolysis, and performed, for example, by refluxing with
heat in ethanol along with diluted hydrochloric acid.

The reduction of compound (31) is performed by adding
hydrogen using palladium_hydrdxide-on-carbon as a catalyst.

The reaction for introducing arylamide derivative (lh)
of the present invention from compound (32) can be performed
in a similar manner for obtaining compound (4) from compound

(2) described in Reaction Scheme 1. The reaction for

obtaining (lh’) from compound (lh) can be performed in a



aci d, nethanesul fonic acid, p-toluenesulfonic acid and the |Iike.
- 39 - Reaction Schene 2: .

.

.= 50 -

similar manner for obtaining compound (la" .from compound (la)
described in Reaction Scheme 1. '

The arylamide derivative (1) according to the present
invention thus obtained can be purified by conventional
methods such as extraction ﬁsing a solvent,
recrystalliz&tion,'column chromatogfaphy and the like.

The anti-hyperlipemic action of aryiamide derivaﬁives

- (1) of the present invention will now be.described.
(1) Action on serum lipids of healthy mogsei

Groups of 7 week old ha;e ddY mice, each group
consisting of 5‘mice, were provided for the test. Compounds
to be tested were suspended in a 0.5% CMC-Na solution,
respectively, and orally adﬁinistered'once a day for three
days in total. Twenty-four hours from the last
administration, blood was collected by excising the neck of
the mice. The collected blood was_centrifuged for 10
minutes at 3,000 fpm for collecting serum. The quantities of

total cholesterol (T-CHO), fB-lipoprotein (8-LP) and

triglyceride (TG) in the serum were measured with an automatic
analyzer manufactured by Hitachi Co. (Type 7050 Autoanalyzer)
and compared with the data of the control group. The results

are shown in Table 1.



[err] wherein Ar., A Z Rerr] Rerr] and R err] and m have the sane
meani ng - 40 - as defined hereinbefore.
I n other words, 1-benzyl-4-piperidone (10) is reacted w th arylmagnesi um
halide (11) to obtain a conpound (12). Conpound (12) is then dehydrated to
obtain a conmpound (13). Conpound (13)~t¥hs obtained is reduced to obtain a
4- aryl piperidine derivative (14). Subsequently, the obtained derivative

(14) is reacted with arylcarbonyl halide (3) to obtain a conpound (15),
foll owed by dengthylat|on to obtgin| a|conpound (|16). When [conpqund| (16) is
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yreld arylam de derivative (1c) of the present invention. When t he

t hus obtai ned conmpound (lc) is reacted with an amno acid derivative (7),
a_conpound (17) is obtained, and a hydrolysis of conpound (17) yields
aryl am de derivative (1d) of the present invention. In the -
meant i me, when conpound (1c) is reacted ¥th alcohol (8), arylande
derivative (1c") of the present invention is obtained. Now, each
reaction step will be described in detail. The reaction between
1-benzyl - 4- pi peri done (10) and_.aryl magnesium halide (11) iss carried out in
a sol vent sd@ﬁ deuian smy dest byeer lipraieadadused byeTohten WRelddgditions
of an ordinary Gjgnard' s reaction. Dehydrati on of conpound (12) is
performed in a s& of FRtss BaRReAEOUPoFRBAdStingr afydr Bots arwend t he.

like in resence of, an a ig sgch as sul furic acid
af

- 41 - i B TERe SFOHEE tac % RASEORBRLSHFT SRi B ateatami vere refaliking
with heat. anin:TREAGIHE! k800" SRTBQUAL, (L3NS 2P QL0 JRE Y SRt yLT
Triton WR-1339 was intravenously administered to them.
ngnty hours after the adminiétration of Triton WR-1339,
blood was collected from the lower aorta under etherization,
and centrifuged for 10 minutes_at 3,000 rpm for collecting
serum. The quantities of total cholesterol (T-CHO), ﬁé
-lipoprotein (B-LP) and triglyceride (Té) in the sérum wefe
measured with. an automatic analyzer manufactured by Hitachi
Co. (Type 7050 Autoanalyzer) and compared with the data of

the.control group. The results are shown in Table 2.



hydr ogenati on using a catal yst such as pall adi umon-carbon and pal |l adi um
hydr oxi de- on- car bon. The reaction which introduces arylam de
derivative (1lc) of the present invention starting from conpound (14) can
be perforned in a simlar manner enpl oyed for obtaining conpound (Ia)
from conmpound (2) in Reaction Schene 17 33 - The reaction which introduces
aryl am de derivative (id) of the present invention starting from conpound
(1c) can be performed in a simlar manner enployed in the synthesis of

conmpound (Ib) in RegctiomfBcteme 1 Forjther, the reacti on which
i'ntroduces conpound|(1c") fstarting fromgconpguad (1c) can be performed in
a sim.lar manner enployed r Wwbtali jn~ngeco £ e Uﬁd (1a") from conpound (Il a)
in Reaction Schene 1. 31 & SIS 8 [ f'Reaction Schene 3-1:
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;[err]

- 43 - Reaction Schene'3-2: [err]

- 54 -

As described above, the'arylémide derivative (i)
according to the present.invention Significantly lowered the .
levels of total cholesterol (T-CHO), B-lipoproéein (B-LP)
and triglyceride (TG) in blood cbmpared to the levels
achieved by the comparative compound and the contrdl.

MoreoVe:,'safety of the arylamide derivativé (1) of the
present invention was proved by the fact that oral
administration in the amount of 300 mg/kg induced no_deaﬁh
of mice.

When arylamide derivaﬁives (1) or salts thereof
according to the pfesent invention are used as a therapeutic
agent for hyperlipemia, the amount of administration differs.
depending on the body weight, age, sex, general body
condition or tﬁe condition of the disease of the patient in
ﬁeed thereof and also on the manner of administration, and

is suitably from 1 to 200 mg per day in the case of oral

‘administration, and from 0.1 to 20 mg per day.in the case of

parenteral administration.

The arylamide derivatives (1) according_fo the present
invention can be prepared into various medicinal forms such
as tablets, granules, hard capsules, soft capsﬁles, powders,
fine-grain pills; pills, suspensions, injections,
suppositories, drips, syrups and the like by methods known
per se.

in order to prepare solid préparations, the arylamide
derivatives (1) accérding to the present iﬁvention.are
preferably added with vehicles, and if necessary, with

binders, disintegrants, lubricants, colorants, flavoring and



wherein Ar, A Z, R[err],'R[err] and m have the same neaning as defined

herei nbefore.” I n other words, 1-benzyl-4-piperidone (10) is reacted
m&th aryl magnesi um halide (18) to obtain a conpound (19).

- 55 -

taste modifying agents, bulking agents; coating agent, sugar
coating agents and the like, and then formed into tablets,
granules, powders, capsules, suppositories aﬁd the like by
methods known per se. In order tQ prepare injeétiong, the
arylamide derivatives (1) according to the present invention
are dissolved, dispersed or emulsified in an aqueous carrier
such as distilled water for injection use in.advanée, or
first prepa&ed into powdgr suitea for injection use and.
dissolwved upon-use. Examples of manners of administration
of the injections include intravenous, intraportal,
intraperitoneal, intramuscular,'subcutaneous and the like.
The arylamide derivatives (1) according to the preseﬁt
invention exhibit excellent action of lowering the level of
totai cholesterol and triglyceride in blood. Since the
derivatives are very safe compougds, they are useful for the
treatment and prevention of hyperlipemia which is éssqciéteq
with arteriésclerosis, myocardial infarction, hypertension

and cerebrovascular disorders.

EXAMPLES'

The present invention is now described by way of
examples, which_howevef, should not be construed as limiting
the present invention thereto; |
Example'l: .

[3-{4-(4-bromobenzoyl)piperazinyl}phenoxy]c,c-
dimethylacetic acid (Compound No. 3):

1.90 g (4.00 mmol) of ethyl [3-{4-(4-bromobenzoyl)-

piperazinyl}phenoxy]a,a-dimethylacetate was dissolved in a



-44-  Conmpound (19) is then reduced to obtain a conpound (20). Conpound
(20) thus obtained is reacted with aryl carbonylhalide (3) to obtain a
compound (21), then hydrolyzed to obtain a conpound (22).

Subsequent |y, the obtained conpound (22) is reacted w th compound (6) to
obtain arylanide derivative (le) of the S®resent invention. Sinilarly,
reaction between. compound (22) and conpound (24) followed by hydrolysis

I | d I t t oo Wh
Compound (227 SR EHiad Rt Thel 200 T BISRARS 2 14D mated w th
d (6 d .
bt ni nod. | SMETEFG  rSacey S‘éatéé’tvﬁ%(e%%%o%e"“% ?i@?“%h' TR e

fol | oved by Q)&faféai M il 2o 2nubagt 48 d8Lhy PeRabtie O 2,

pr esent inventi on. When conpounds ~are reacte
al cohol  (8) copiplledTiode ocferth\éa&baeﬁléhe" m{aeeelh 4 HIRG 1R G380 4,
i nvention are obtained, respectively. I'n order to prepare conpound

g 1|9) dby a ge meded @ dhe Feachebayhiftarectbdenavell) thed syslprggesi um

alide (18) aildlC, followed by extraction with chloroform, washlng with
water and drying over anhydrous sodiﬁm sulfate.
Subsequently, chloroform was disﬁilled off under réauced
pressure. The oily residue obtained was crystallized from a
solvent mixture of petroleum ether, ether and ethyl acetate
to obtain 1.45 g (81.0%) of the target compound as colorless
crystals.- '
.Example 2:

3-{1—(4-brbmobenzoyl)piperidin-3-en-4-yi}a,a-
diﬁethylphenoxyacetic acid (Compound No. 5): _

1.70 g-(3.68 mmol) of 3-{l-(4-bromobenzoyl)-4-hydroxy-
_piperidin-é-yl}a,a—dimethylphenoxygcgtic acid was dissolved
in 80 mi of anhydrous tetrahydrofuran, to which 0.50 ml of
concentrated sulfuric acid was added and refluxed for 14
hours. The reaction mixture was washed with a saturated
saline sﬁlution, dried over anhydrous sodium sulfate, And

" then tetrahydrofuran was-distilléd off under reéuced
pressure. The residue was purified by silicé gel column
chromatography and the eluate of 10% methanol/chloroform was
distilled off under reduced pressure, followed by
crystallization with ether, to obtain 771 mg (47.6%) of the
.target compound in crystals.

Example 3:



si'm | ar net hod for obtaining conpound (12) from conpound (10) in Reaction
Schenme 2 can be followed. The reduction of <conpound (19) into conpound
(20) can be perforned in a simlar manner for obtaining conpound (14) from
conpound (13) in Reaction Schene 2. : The reaction which introduces
compound (21) from conpound (20) can be5ﬂerforned in a simlar manner for
obt ai ni ng conpound (4) fron1conpound (2) |n Reacti on Schene

om0 o RO 8, T SRR Sy L T
9

f;o?moﬁﬁ;r ( 22%1?‘%@0 St tifac Aﬁa’fm@?m%@eé"éﬁr 82 "per for ned Eﬂsa Si'mi | ar

React | on Scheme. 1. Tie Ldnydeatioh P compind. LIAP-rar YL cdnudrRrras)

| s performedd;hed i RALL 'QH!QBrh%th?&ghen%&&%Q@%&% QELBOQEQUag éS{ofrom

conpound (12 escribed i'n Reacti o chene The reaction
| ntroduces cqmeowndof ibbpropydMaqeBre”d to2dhich RELDORIEEEI N a manner

simlar to
concentrated sulfuric acid was added and stirred for 54
hours while refluxing. Subsequently, the reaction mixture
was addded to a saturated saline solution, extracted with
'ethyl acetate and dried over anhydrous sodium sulfate.
Ethyl acetate was distilled off under reduced pressure and
the residue was purified by silica gel column
chromatography. The eluate of chloroform was distilled off
under reduced pressure to obtain 720 mg (45.6%) of the
target .compound as an oily ﬁaterial.
Example 4:
3—{1-(4—Bromobenzoy1)piperidin-4-yl}f!!!dimethylphenoxy
acetic acid (Compound No. 9): '
4;20 g (11.0 mmol) of ethyl 3-{1-(4-bromobenzoyl)-
piperidin-4-yl}!!!!dimethylphenoxy acetate was dissolved in
a solvent mixture containing 25 ml of dioxane and 25 ml of
methanol, to which 20 ml of aqueous 2N NaOH solution was
added and stirred for 16 hours at room temperaturé. After
completion of the réaction, diluted hydrochloric acid was
added to the reaction mixture to convert the system to
aoidic, followed by extraction with chloroform. -
Subsequently, the extract was washed~§ith water and dried
over anhydrous sodium sulfate, and then chloroform was

distilled off under reduced pressure. The orly residue



t he synthesis of conpound (la) from conpound (5) as described in _
Reacti on Schene 1. It is also possible to obtain conpound (1f) from
aryl am de derivative (1e). This reaction can be perforned i n a manner
simlar to the synthesis of conpound (13) from conmpound (12) as
described in Reaction Scheme 2. Further; 58 the reactions which introduce
conpound (le") from conpound (le) and conpound (1f") from conpound (1f)

can be performed . in a manner sjmlar to the nt hesi.s of conpound (la")
from corrpoﬁ_?ﬁaiﬁa{-’l‘%‘ii ’ﬁ%%c?ﬂb%‘aa}ri&ﬁéﬂc‘ﬁ"&h SHefEnt, mixture of petzo-
- 46 - React]on Schel® dia L8] acetate to obtain 3.73 g (95.8%) of the

target compound.
Example 5:

3—{1-(4—Bromobenzoyl)-4-hydroxypiperidin-
4-yl}a,a~dimethylphenoxy acetic acid (Compound No. 13):

801 mg of {l—(4;bromobenzoyl)-4—(2—hydroxyphényl)—4-
hydroxypiperidiﬁe was stirred for 9 hours at the ambient
temperature of 100°C in the presence of 1.20 g (8.68 mmol)
of potassium carbonate in 4.00 g (20.5 ml) of ethyl c-
bromoisobutyrate. After completion of the re;ction, The
reaction mixture was cooled, and water was added thereto,
followed by extraction with chloroform. Subsequently, the
extract was dried over anhydrous sodium sulfate. Chloroform
and the remained ethyl a-bromoisbbutyrate was distilled off
under reduced pressure to obtaiﬁ 902 mg (86.4%) of ethyl 3-
{1-(4-bromobenzoyl)-4-hydroxypiperidin-4-yl}e,a~dimethyl-
phenoxyécetate; '

-78 mg of the thus obtained ethyl 3-{l-(4-bromobenzoyl)-
4~hydroxypiperidin-4-yl}a,uFdimethylphenoxy'acetate was
dissolved in é solvent ﬁigture containing 5.0 ml of methanol

~and 5.0 ml of dioxane, to which 5.0 ml of aqueous 1N NaOH
solution was added and stirred for 1 hour at room
temperature.. After completion of the reaction, diluted
hydrochloric acid was'addéd to the reaction mixture to
convert the syétem to acidic, extracted with chloroform, and
dried over anhydrous sodium sulfate. Subsequently,

chloroform was distilled off under reduced pressure, and



wherein Ar, A Z, Rerr] and Rerr] have the sane.neaning as defined

her ei nbef ore. I n other words, arylam nocarboxylic acid derivative (25)
is reacted with bis(2-hal oethyl)am ne hydrochloride (26) to obtain a
conmpound (27), to which arylcarbonyl halide (3) is reacted to obtain a
conpound (1g'). Subsequently, the obt-aig®d-conpound (1g") is hydrolyzed to
obtain arylam de derivative (1g) of the present invention. Wen conpound
(19). ' 47 is reacted with al cohol

(8), arylam de ‘derivative (1g") of the present invention is obtained.

then the obtained crystals were pulverized with a sélvent
mixture of ether and petroleum ether to obtain 63 mg (85%)
of 3-{1-(4~bromobénzoyl)-4-hydroxypiperidin-4-yl}c,c-
dimethylphenoxy acetic acid in colorless crystals. |
The thus obtained compounds in Examples 1 to 5 along

with their chemical properties are shown in Tables 3 to 10.



Now, each reaction step will be described in detail.
bet ween aryl am nocar boxylic acid derivative

, The reaction
(25) and bi s(2-hal oet hyl)am ne

net hanol

and

hydrochl oride (26) is carried out in a solvent which does not affect the
reacti on, such as tetrahydrofuran, benzene, toluene, ethanol,
the like while refluxing with heat int#@ -presence of a base such as

triethylanne, pyridine and the |ike.

The reaction for obtaining a
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. . ; n L4 3] 0 -
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her ei nbef ore.’

is reacted

have the same meani ng as defi ned

Z and Rlerr]
aryl hal ogeno derivative (28)

A
I n other words,

wherein Ar,

5

- 61 -
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reacted with 1-benzyl
conmpound ( 30)

Subsequent |y,

then reduced to obtain a
reacted wth arylcarbonyl
of the pres&abliehiention.

aryl am de derivative (I h') of the
Now, each reaction step wll

together with Mg wi t
such as ether, tetr
catal ytic anount of
reagent (29) can be
(12) from conmpound (

hydr ol ysi s of conpoun

for exanpl e,
hydr ochl ori c aci d.

by refl

with My to obtain a Grignard' s reagent (29),
-4-piperidone (10) to obtain a

is hydrolyzed to

convert

which is
conpound (30).

further

i nto conpound (31),

conpound (32). The thus obtained conmpound (32) is
halide (3) To%8bfain arylanide derivative (Ih)
When conpound (lh) is reacted wth al cohol (8),
present invention can be obtained.
be described in detail. Gignard' s
reagent (29) can be prepared by refluxing aryl hal ogeno _derivative (28)
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hydr ogen usi ng pal | adi um hydr oxi de-on-carbon as a catal yst. The
reaction for introducing arylam de derivative (1h) of the present

i nvention from conpound (32) can be perforned in a simlar manner for
obtaining c un (4) from conpound (2% described in Reaction Schene 1.

The reaction obta| ning (1h') from und (1h) can be perforned in a
- 50 - sim I ar manner for obtaining conpound (la") from conpound (I a)
descri bed in RedcCkion [SCheme 1. ; The¢ aryl am dﬂemderl vatfve (1)
according to the- resenﬁ? ainyentimn thus o§)t ai ned [ca@n=bepufi ﬁﬂed by
conventional ngtyeds sqc*hgzai extrsqQtEonjusi ng a so'r'\/_‘ent"‘ el o
recrystal lizati gng eol uS8&hr omptdgEnphy | add: the |fi Bef TBE
. . . Pl . [y (=R
anti - hyper| i penijcE&t i|o® ®F ary| ahbde def iG&ives (51§ of t he’ pr esent
i nvent-ion wi || fow be[descri bed (I ACtTon op sgrumliprds of healghy
nouse: G qups. of| & weeR o| & nal® dgEn c«% ‘gagh grgup| cgofisi stijng of
5 mce, were prqvided fg;r tt}g tag..@m()@ds o0 bg, tegseq wres'suspended
in a 0.5% CMC- Ng scﬁutl% respesti vel y| 284 oral|l yscadm ni t&aéed ong¢e a
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days in total. Twenty-four hours fromthe last admnistration, blood was
col l ected by excising the neck of the mce. The collected bl ood was
centrifuged for 10 mnutes at 3,000 rpmfor collecting serum The
quantities obprtoyal cholesterol (T-CHO, [err]-lipoprotein ([err]-LP) and
triglyceride (TG in the serumwere measth et with an automatic anal yzer
manuf actured by Hitachi Co. (Type 7050 Autoanalyzer) and conpared wth the

data of the contrgtZgrogp—The Teputr tS—arg StowT T Tabte 1
- 51 - [err] K A« ~ @ w - g,,, ;_52 2., (2)] sAgtion ¢on
. p— — )
rat hyperlipema i n‘-d d By T&t op VR -F339 == , S Golps | & rpss ,8ch _
group consi st ng (f°- rgat_g,g@re %ﬁmd oargzgqﬁf, ap Q’Ie COM 'Hs {o be
tested were orally galm nBsitred t & them T8 hour{sStiher eaft@u"QOO, g/ kg
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Twenty hours after the adm nistration of Triton W 1339, bl ood was
collected fromthe | ower aorta under etherization, and centrifuged for 10
mnutes at 3,000 rpmfor collecting serum The quantities of total’

chol esterol teB16Hg), [err]- lipoprotein ([err]-LP) and triglyceride (TG)
in the serumwere neasured with an autof@tTc anal yzer manufactured by
Hitachi Co. (Type 7050 Autoanal yzer) and conpar ed with the data of the
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present invention was proved by the fact that oral admnistration in the
anmount of 300 ny/kg induced no death of .m ce. When aryl am-de
derivatives (1) or salts thereof .according to the present invention are
used as a thedlapeutic  agent for hyperlipem a, the anmount of adm nistration
differs depending on the body weight,” 5 ,_sex, general body condition or
the condition of the disease of the patient in_ need thereof and al so on
the manner of adminigrat|qp, and |ig suitally from1jto 200 my per day[in
t he case of oral dm,ni S r&’ation,- angdlFremd. £2£0 20 nyi flerday §® tpe gase
of parenteral adnijigsfraf idn. sheSary ad dé=def Iy duli Tes (R iy g=c :
according to the pregpgt qnzentlor-gqpnbe p-gqgfpd i1¢phg§r|ous—ﬁEE|C|ral
fornms such as tablle®sT gt &fles, h& & capsyles? soft|&apsul es ‘ﬁeﬁaers,
fine-grain pills, pills, suspensions, I nj ect}i ons, suppositories, drips,
syrups and the |ikeg by~nefhods Enown peks s§g. = Ip ;;)rde,f_-, tpcprepar e
solid preparations,|thHe afE@3m B |@E vB i JeRZ 1x<acrhrding tphe §F egent
i nvention are prefera%ly &ted wi fIE¥ehi cl ds==and i f| apsessary~w th
binders, disintegrantss ifbricants| colorantls, flavor|&@and |Z&

5 St o~ gt [~ I, o~ . [ = R
Pl 1l Ty = o b o =C- — 0~
— e A v O~ O ..~ =) . Bl
N b, - = o~ = -~ RO vt
i = .~ i [ = o .
T e, = =0 . | P
D e~ Nt gt - . - . -0
T = - . . « Q™ =0~ O o
3 e €2 d = [ ==} .2 - -
1 Vo B P — o~ [ Dl an | 0N =0
~ L o BEPS — = g ] =N et 1 L3 N —
o azs « S P S vy O CSLT T3 0
LX) M= WO~ ~ . B L~ a = [ R — | WIE o
=O ar _— » O3~ o CD N o~
(4 ] o3 .ccf: O RN~ e .0 Lanl and—
(=] o= a0 or={r—t arn O\ «lO e
(&) 2 D i~ ex= . ~LD . AN, P
N~ N - N ped CL) Tm— e —_— e O =W B~
O\ ~H & S - ~N D~ L a « SO NN
B o e Bl IV~ - w - et e CON)
G o oSt s D St o et U = P——3 ¥ o I
(=1 'Tlmb‘.‘: CPE;F—! e: - S N O\ U~ .
~ - . - —t O O~ o WD
IR =Py O~ T MR ~ .ua L) s AC=
[~ [ BTN (= ] T~ Nl ~r. 0 ~C\
= o Tt o vt i =hrd o= — L ST .
= .= . [0 BN L § R=HC - Tt e OOyl O
- 8 it~ - OO ot ~= . wl= a =
P S ) ~T ~ = =i~ ~ 2D
—_— T~ — =i [~ — D € o = N2
- = D o w O O Lo =P L I
Y s o=~ -t - D = e IS
BN  ar~ U et nun= ., 0} N e P
~ | D= et i e L] OO - S’ et QD N
vl T | O~H (=~ BEYS (=1~ 2 ) Cl w ar
=N L, | ~ & W3 0~ -t QN fe i
« s T Liedrd o= LD =,
O] A~ — L0 et~ —t Lan B -~ ot N el O
evs o
-t — — —C
=5 =] % X % < Llj <
=]
|
3 ' o
T S—0—5
| l X ES ) )
(=
(==}
!

In Pormula (1)
y—0)

7

P/4

Ar
W'\
'[EEEI/_

o
= 2
a o
N e ~p w
en &3 o e

Compound
Nos,
3




-#55 - taste nodifying agents, bul king agents; coating agent, sugar
coating agents and the |like, and then forned.into tablets, granules,
powders, capsul es, suppositories and the like by nethods known per se. In
order to prepare injections, the arylamde derivatives (1) according to
the present invention are dissolved,'ﬂi@bé?sed or emulsified in an aqueous
carrier such as distibledgwater for injection use in advance, or first
prepared into powder suited for injection use and. dissolved upon use.
Exanpl es of manners of administration of the injections include.

intravenous, intraportal, {[mgrapgritoneal} intranmuscular, subcutaneous and
the |iKke. . The arylaniﬁéiger Q%t[ves 1) according to the present
i nvention exhibit excellent]aspi opdf |oweying the | evel of total
chol esterol-and triglyceride §g b 9:o<_a_l Since the derivatives are very safe
conpounds, they are useful je~the< ®freatnent and prevention of
hyperlipem a which is assocjated [wth.artleriosclerosis, nyocardi al
infarction, hypertension and_ere¢brovagcul ar di sorders. EXAMPLES
The present invention is n@m»dgsc Eggdiiy y of exanples, which however,
shoul d not be construed as |ingti hg—the pfresent invention thereto.
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Exanpl e 1: [ 3-{4- (4- bronobenzoyl ) pi per azi nyl ) pheroxy}lara

di met hyl aceti.c acid (Conpound No. 3): . 1.90 g (4.{ sﬂHQ' et.hyl
(3-{4-(4-bronobenzoyl) - piperazinyl}phenoxy]a,a-dinetﬁy s eplaced
dissolved in a - 56 - Hﬂ |ure

containing 20 m of dioxane and 20 m -f68 et hanol, to
aqueous 1N NaOH solution was added and stirred for 2 hours at .room
tenperature.. After onpl eti.on of the reaction, diluted hydrochloric acid
was added ?BaPhéerQEERS fRture to convert the systemto acidic,

follonwed by extractign w hLor [ washing with,. r.and_dryi over
anhydr ous sodiun?SuI$5t8F§Egﬁbg§q§é%f?§FlgﬁlgﬁgFSPﬁPﬁggaéﬁsFﬁﬁlgarﬁFE under
reduced pressure. T [ kdue obtained was crystallized froma

sol vent nixfgfeégfapgg%glgéﬁ%§§ ér, ether and ethyl acetate to obtain 1.45
g (81.0% of the target- conpound as colorl.ess crystals. Exanple 2:
3-{1-(4-bronobenzoyl) pi pg N\n- 3-en-4-yl }a, a- ~ di net hyl phenoxyacetic acid
(Compound No. 5)ar_co-v S (1)

1

0-z-cor?

wherein Ar represents a group \\\<i>;_
‘ R -
R
in which rl, R? and. R3 are the same or different from
each other and each independently represents a hyd;ogen
atoﬁ,'a halern atom, a hydroxyl group, an alkyl group
which may be substituted by a halogen atom, an alkoxy
group, an alkenyl .group, an acylamino group or a
carboxyalkyloxy group,
a naphthyl group, a pyridinyl group, a furyl group, a thienyl
group, irg&fnolyl groué or an indolyl gggup; Y represents a
- - -/—'\ —@— - Q( and Q represents
group -N , =N p or P P
-0~ or ;kgéZgle ;:;ét Z represents a Cl to C3 alkylene group
R - |
or a-group —é-, in which R and R® each independently
RO
represents an aikyl group;_R4 represents a hydroxyl group,
an alkoxy group or a group'-NH(tnz)mcoon, in which m is a

2. The compound according to Claim 1, wherein Ar
o

A O



1.70 g (3.68 nmol) of 3-{1-(4-bronobenzoyl)- 4- hydroxy-
piperidin-4-y|}a,a-dinethylphenoxyacetic‘acid Nas di ssol ved |n 80 m of
anhydrous tetrahydrofuran, to which 0.50 ni of pediri c acid
was added and refluxed for 14 hours. The reacti mashed with
a saturated saline solution, dried over &hhydro ‘and

then tetrahydrofuran was distilled ofyf under rieduced pressure. The resi due
was purified by silica gel colu hr omat ogr aphy and the el uate of 10%

met hanol / chl oroformwas distille under reduce prefsure foll onwed by
crystal |'i zatdepregantethedTourd ob(f ¢ 71 img whACOR™ ,0R land tRéarget

conpound in crystals. Exanple 3: - 57 -
| sopropyl 3-{I-(4-bronobenzoyl) pi pe 3d|n 3-en-1- yI}IIII : '
di et hyl phenoxyacet ate ( Conpound No.. g (3.25 mmol) of
3-{ 1- (4- br o7/ R/ S REBUNT 3§ éerfﬂeeﬁl mﬁ)halim di-mBEh g pryeididyadet i c
acid was added to 100 m of isopropyl alfohgl, ch / m of
concent r at e@RHBUrY FRTGFHS FIFEPUBRN NSt i : r"ed \Nor R e
refIUX|ng Subsequeptly, the reaction mx T
-N ‘ and Q represents -0-, Z represents a group -C- in
RS

which R and R® have the same meaning as defined in Claim 1;
 and R4 represents a hydroxyl group or an alkoxy

group.

3. The compound according to Claim 1, wherein Ar
R7
represents a group in which R’ represents a

hydrogen atom, a halogen atom or an alkyl grodp{

OH
Y represents a group -N > or a group _é::>l- : 0

Rs
|

represents -0~; Z represents a group C-~ in which RS and
' |
RrE
RS have the same meaning as defined in Claim 1; and R4 is a

hydroxyl group or an alkoxy group.

4. The compound according to Claim 1, wherein Ar

represents a phenyl group substit&ted by a halogen atom,

: ' OH
Y represents a group -é::>— or a group _é::>¢- HIRS.

CHj
|

represents -0-; Z represents a group—?- ., and R4 represents

CH3

* c L M S *



was addded to a saturated saline solution, extracted wwth ethyl acetate-
and dried over anhydrous sodiumsulfate. Ethyl acetate was distilled off
under reduced pressure and the residue was purified by silica gel colum
chromat ography. The eluate of chloroformwas distilled off under reduced
pressure to obtain 720 ng (45.6% of th&0 target conpound as an oily
material. Exanple 4: -
3-{1-(4-Bronpbenzoyl ) pi peridin-4-yl}!!I11dinethyl phenoxy acetic acid

( Conpound No. 9): 4.20 g (11.0 mmol) of ethyl 3-{1-(4-bronobenzoyl)-
pi peridin-4-yl}!111Idi methyl phenoxy acetate was dissolved in a solvent

m xture containing 25 m of dioxane and 25 mM of nethanol, to-which 20 ni
of aqueous 2NDKBEPXE¥S| GFPBR-was added and stirred for 16 hours at room
tenmperature. After conpletion of the reaction, diluted hydrochloric acid
was added to the reaction mxture to convert the systemto acidic,

foll db t t th ch f h
washod vi Lh wat oo anf BRFERPSGUEr SARybr 605 SOMFoNtERH A BRI { hen

?gg?VOfor”‘égﬁprlséé khgdagyiaﬁfg rdé??&&@ﬂvgr§§Saéflnggelg &Yares d“§

a physiologically acceptable salt thereof.

6. A method for the treatment of hyperlipemia which
comprises administering the arylamide derivative as defined
in Claim 1 or a physiologically acceptable salt thereof to a

patient suffering from hyperlipemia.

7. Use of the arylamide derivative as defined in Claim
1 or a physiologically acceptable salt thereof in the

preparation of pharmaceuticalé.
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obtai ned was crystallized froma éblvent hixture of petro- |eumether and

ethul acetate to-obtain 3.73 g 3809 ofat he target conpound. Exanple 5:
3-{1- (4-Bronobenzoyl ) - 4-hydroxygiperi din= " 4-yl}a, a-di met hyl phenoxy acetic
acid (Conpound No.. 13): 801 ng of '

{1- (4- bronobenzoyl ) - 4- ( 2- hydr oxyphenyI|ABStEERAGT/ dr oxypi peri di ne was stirred
for 9 ‘hours at the anbient tenperature of 100[err]C in the presence of
1.20 g (8.68 nmmol) of potassium carbonate in 4.00 g-(20.5 nl) of ethyl a-
br onoi sobutyrate. After conpl et] e I The reaction m xture
was cool ed, and water was addedkgﬂﬁgggbg DF@??%@EQEEy extraction with

chl oroform Subsequently, the extract was dried over anhydrous sodi um
sulfate. Chloroform and the renmai ned ethyl a-bronoi sobutyrate was

distilled off upder rg%ggg 9£§§§?§fvéo°§f)§g‘lg?‘é’? 2&%&%%%}% Hlefldy! 3-

{1- (4-bronobenzo )§ﬁ¥ Xy pi I N= 4= i enoxyacet at e.
78 mg of th hus,_ 0, i . et -£1- (4 pﬂgg NZ 0Vl ¢ .
4- hydroxypi%é‘?i |%R§£§*’g§gl§ g%%‘r@?hé ph%éy %L‘%%ew%\llé%h %?né%% %/ee% Frrll_ea
sol vent niﬁ§g£$vgggggiggngﬁ +0 m of nethanol and 5.0 m of dioxane, to

_ o) 1

which 5.0 aqueous OH solution was added and stirred for 1 hour
at room tenperature. After conpl etion of the reaction, diluted

Ar-co—Y«<§§§2\ (1)

g-Z-CORr%

2 R
R

wherein Ar repreéents a group
RrR3

a naphthyl group, a pyridinyl group, a. furyl group, a thienyl
group, a quinolyl group or an indolyl group; Y represents a

. I\ ) . OH : . :
group - \_Jy-, -%::>k, -<:j>h or -<::>4 , and Q represents
-0- or a single bond; Z represents an'alkylene group, and R4
represents a hydroxyl gfoup, an alkoxy group Or a groubf
~NH(CH, ) ;COOH.
| The compounds according to the present invention are
useful for the treatment and prevention of hyperlipemia due
to'théir excellent cholesterol reducing action, triglyceride

reducing action and high safety.
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hydrochl oric acid was added to the reaction mixture to convert the system
.to acidic, extracted with chloroform and dried over anhydrous sodi um

sul faté. Subsequently, chloroformwas distillgd off under reduced '
pressure, and 68 Substityite sheet - %ﬁ%ﬁﬁphéggs

obtatned crystals were pulverized with a solvent mxture of ether and
petrol eum ether to obtain 63 ng (85% “of .

3-{1-(4-bromobenzoyl) - 4- hydroxypi peridin-4-yl }a,a- dinmethyl phenoxy acetic
acid in colorless crystals.. The t hus obtai ned conpounds in Exanpl es
1to5 aIongwﬁggrigrgqglﬁggnlgal properties are shown in Tables 3 to 10.

- 60, Table 3
' 1. An arylamlde derivative répre;ented by the formula

—

(1) or a salt thereof:

- (1)

Ar—CO—Y
Q—Z—COR*

wherein Ar represents a group

in which R}, R? and R®are the same or different from each
other and each independentiy represents a hydrogen atom,
a halogen atom, a hydroxyl group, an alkyl group which
may be substituted by a halogen atom, an alkoxy group, an
alkenyl group, an acylamino group or a carboxyalkyloxy
group,

a naphthyl groub, a pyridinyl group, a furyl group,- a
thienyl group, a quinolyl group or an indolyl group; Y

represents a group
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-61- Table 4 [err] ~ -62- Table 5 [err] Table 6.
- 63- lerr] Table 7 . e
heet Has Been Replaced'l

" i

69 Substitute sheet - 13 May 1998

OH

and Q represents —Q0——, Z represents a Cl to C3
alkylene group or a group

in which R® and R® each independently represents an alkyl
group; R* represents a hydroxyl group, an alkoxy group or
& group —NH(CH;).COOH, in which m is a number of 1 to
3. .

2. The compound according to claim 1, wherein Ar
represents a group

Rl

in which R}, R? and R® have the same meaning as defined in
claim 1, or a pyridinyl group; Y represents a group
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Tabl e 8 ' - 65- [err] . Tabl e
.9 ' : - 66 - [err] - 67 -
Tabl e 10 [err] rhis Sheet Has Been Replaced

S 7

x)

OH

and Q represents —~0 r Z represents a group

in which R® and R® have the same meaning as defined in

claim 1; and R! represents a hydroxyl group or an alkoxy

group. '
3. The compound according to claim 1, wherein Ar

R’@

in which R’ represents.a hydrogen atom, a halogen atom or

represents a group

an alkyl group; Y represents a group
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What is ctaimedTs— %t —Amaryl ani de derivative represented by the formul a
. E 1) fr al’lﬁ@éﬁeét R8¢ a&dn Repla'g\ed t (1) )
err] - r represents a group er | i C
Rlerr], B"m! are the same Bt dif f%‘l”é?ﬁt“h 8%%’%\&!130%?& P%%
each |ndep ents a hydrogen atom a hal ogen atom a hydroxyl
group, an al kyl group which may be substituted by a hal ogen atom an al koxy
group, an al kenyl group, an acylam no group or a car boxyal kyl oxy group, a

napht-hyl group, a pyridinyl group, a furyl group, a thienyl group, a
quinolyl group or an indolyl group; Y represents a group

or a group

OH

Q represents ——0——; 2 represents a group

in which R® and R® have the same meaning as defined in
claim 1; and R' is a hydroxyl group or an alkoxy group.

4. The compound according to claim 1, wherein Ar
represents a phenyl group substituted by a halogen atom,
Y represents a group

or a group
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69 [err] : and Q represents [err] ; Z represents a Cl to C3
- al kyl ene grOUﬁ—ﬁ*~%rfﬁTnﬂT——_—_—_“ [err] ~ in which Rerr] and R err] each

;PESES“SEBLL%S&@E“&% Sedlndldln 01 000 R e st ey NS, 5
2. The conpound laim 1, wherein Ar represents a group

[err] 1n which and R err] have the sanme neani ng as defined
| inclaiml, or a pyrldlnyl group; Y represents a group

>

OH
~N
Q répresents o, ; Z represents a group
%’*3
—?—’
CH;

and R represents a hydroxyl group.

5. A method for the treatment of hyperlipemia which
comprises administering an effective amount of an
arylamide derivative as defined in claim 1 or a
phy5101091cally acceptable salt thereof to a patlent
suffering from hyperlipemia. _

6. The method of claim 5, wherein said effective
amount of said arylamide compound or salt thereof is from
0.1 to 200 mg per day.

7. A composition useful in the treatment of
hyperlipemia comprising. an effective amount of an
arylamide compound as defined in claim 1 or a'
physiologically acceptable salt thereof, and a
physiologically acceptable carrier.
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70 [err]  and Qrepresents [err] ; Z represents a

group [err] in which Rerr] and R err] have the sane neani ng
as defined in claim1; and R[err] represents a hydroxyl group or an

al koxy  group. 3. The conpound accord|ngsubsﬁnaemheehmkﬁduhfA999
represents a group o rl in which Rerr]

represents a hydrogen atom a halogen at om or an al kyl group; Y

represents a group
\\ OH
—N — or —N

and Q represents ——O0——; Z represents a Cl to C3
alkylene group or a group

in which R®and R® each independently represents an alkyl"
group; R* represents a hydroxyl group, an alkoxy group or

a group ——NH(CH;),COOH, in which m is a number of 1 to
3‘

2. The compound according to claim 1, wherein Ar
represents a group

R}
R? .

RB

in which R', R? and R® have the same meaning as defined in

claim 1, or a pyridinyl group: Y represents a group

REPLACEMENT 5
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[err] 71 : or a group
[err] Qrepresents [err] Z represents a group
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70
\\ OH
—N 9-N or —N ;
and Q'represents —0 -3 Z2 represents a group
RS .
!
—_C—
be

in which R® and R® have the same meaning as defined in
claim 1; and R represents a hydroxyl group or an alkoxy
group. ' '

3. The compound according to claim 1, wherein Ar
represents a group

in which R’ represents a hydrogen atom, a halogen atom or
an alkyl group; Y represents a group

—N

AN REPLACEMENT ="~
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[err] in which Rlerr] and R err] have the sanme neaning as defined in
claim1l1; and Rerr] is a hydroxyl group or an al koxy group. 4. The
conmpound according to claiml1, wherein Ar represents a phenyl group
substituted by a hal ogen atom Y represents Subgtiupe sheet - 12 July 1999 - N

or a group. 71 72

or a group

OH

Q represents —QO0——; 2 represents a group

RS

in which RS and R® have the same meaning as defined in
claim 1; and R'is a hydroxyl group or an alkoxy group.

4. The compound according to claim 1, wherein Ar
represerits a phenyl group substituted by a halogen atom,
Y represents a group

or a group - REPLACEMENT SHi .*

T I 0
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- Qrepresents [err] , Z represents a group

[err]. and R4 represents a hydroxyl group. 5. A nethod for the
treatment of hyperlipem a which conprises agmni.stering. an effecti anount
of an aryl ani de derivative as defined in cl gﬂhﬁ"i‘“ﬁ? %‘e%ﬁYS %HH& &??éﬁ/
acceptable salt thereof to a patient gaffering fromhyperlipem a. 6. The
nmet hod of claimb5, wherein said effective anmount of said aryl am de conpound
or salt thereof is fromO0.1 to 200 ng per day. 7. A conposition useful
in the treatnment of hyperlipem a conprising an effective anount of an

aryl am de conpound as defined in claim1 or a physiologically acceptable
~salt thereof, and a physiologically acceptable carrier.

OR
~—N ,
Q répresents QO : s & repres'ents a group
%3{3
cl ]

and R! represents a hydroxyl group.

5. A method for the treatment of hyperlipemia which
comprises administering an effective amount of an
arylamide derivative as defined in claim 1 or a
physiologically acceptable salt thereof to a patient
suffering from hyperlipemia. '

6. The method of claim 5, wherein said effective
amount of said arylamide compound or salt thereof is from
0.1 to 200 mg per day.

7. A composition useful in the treatment of
hyperlipemia comprising an effective amount of an
arylamide compound as defined in claim 1 or a
physiologically acceptable salt thereof, and a
physiologically acceptable carrier.
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