; e3edde<uynn6T+ ESTER COMPOUND AND MEDI CAL USE THEREOF 5 Techni cal Field
The present invention relates to a novel ester conpound, and al so rel at

to a pharmaceutical conposition conprising a novel ester wm’mwmwa“mm
selectively inhibits mcrosomal triglyceride transfer protei he
small intestine or 10 a prodrug thereof, br a phar maceutical |y aceeptabl e
salt of either. Further, the present |nvent|on relates to an agent for the
treatnent or prophyl axis of hyperlipidenia, arteriosclerosi i\m\“ﬂmmmmwmm“;
artery di seases) obesity, diabetes or hypert ensi on conpri si ter
conpound whi ch 15 sel ectively i nhi bilE ‘%ﬂf'lixr?“( he small intesti A@oor a
prodrug thereof , or a pharmaceutically acceptable salt of either as an
active ingredient. In addition, the present invention relates to an agent
for the treatnent or prophyl bodkp xRS i:ptdRNT BsEarterizegc! er osi s,
coronary artery di seases, obesity, diabetes 20 or hypertension, which has a
novel function that has never been known before. Background Art It has been
said that hyperlipidem a, diabetes, 25 hypertension or the like is one of

the rislko f aéeehairgd Eliteéldl osclerosis. Hyperlipidemia is a condition where

th trat f d h h I ted
he blood, Types BROAYHEITT b GUAI: L IoBEAATRG b 3 RS EREE - S R TR SH nar y

hyperlipi deghg £a4564 DYt O8NS :Cphasmaceltiea?Ocemp8hnes BR! eaMpwsfﬂgyam
protein, lipoprotein and the |ike which participate in the netabolism of
| ow densi t ynbivpapreatteirn ddrpdund swkbodasglbypevkipi demibidise icheomals

di sease, or drug adm ni stration, and acquired hyperlipidem a basically
triglyceride transfer protein (MTP) in the small intestine or

10 a prodrug thereof, or a pharmaceutically acceptable salt of
either. Further, the present invention relates to an agent for
the treatment or prophylaxis of hyperlipidemia,
arteriosclerosis, coronary artery diseases, obesity, diabetes
or hypertension comprising a novel ester compound which

15 selectively inhibits MTP in the small intestine or a prodrug
thereof, or a pharmaceutically acceptable salt of either as an
active ingredient. 1In addition, the present invention relates
to an agent for the treatment or prophylaxis of hyperlipidemia,
arteriosclerosié, coronary artery diseases, obesity, diabetes

20 or hypertension, which has a novel function that has never been

known before.

Background Art
It has Dbeen said that hyperlipidemia, diabetes,
25 hypertension or the like is one of the risk factors for
arteriosclerosis. Hyperlipidemia is a condition where the
concentration of lipid such as cholesterol is abnormally
elevated in the blood. Types of hyperlipidemia, depending on

the cause, include primary hyperlipidemia caused by genetic



resulting fromovernutrition. Meanwhile, lipid taken in fromfood is
absorbed in the snmall intestine by the action of bile acid, and secreted as
chylom cron in the blood via |ynphatic vessels. The triglyceride noiety of
the secreted chylonmicrons is hydrolyzed to free fatty acids by the action
of lipoprotein |lipase ( LPL ) existing in capillary vessels to becone
chyl om cron remants having a high content of cholesteryl ester ( CE)
which is then absorbed in the liver by the nediation of chylom crc~n

remant 1 ecqpl of {)é%h &“LF' gpatgéw% A VELn drlerABSDIREGhich

chyl om cron AT d axe converted to CE and TG

respect | Velﬁf rld\béfﬁa@é § nt h80 R T 291 Alegth 1 bl - ARSI IRYPI Db €bo Be Sy NILIESi, zed
on rough s ?aced endoplasm c reticulumto formvery | ow density

| i popr ot ei nsé&bREdry Theypdlipisidmizns feer eto t vartieous| §i sepssr apus drug
nodi fied and secreted outside cells, and it hecones. interpedi %{e der}L ty

| i popr ot ei na@miniytpytior. actdrsh OPCEPEre‘i“he hiRer SiRbEeBt £ ed B35 10

t he' acti on of heE atic trlgI%; eri %; gase (HTA), and lipids are

di stri bét ed* e8I PBNETAP PYREDRS Fi t°Ras 1 ong been indicated that, during
the above-nent i ongg, f.{PL | Ok 9f g CAYLON £1 Of-di 44 STBldbd ditiesd i e tore VLDL
inthe liver, a prote| n having TG or CE-transfer activity is existing in
m cr osomnal éma!:ll onseotihet bg shel kcitnbesbifnbide lbioisy,. aushragrdeted H?es
protein, i.e. MIP (mcrosomal triglyceride transfer rotel n S pur,

and 3 sepehzledifrom nmier o‘é’é‘PraI bioadt i vhd oJFY‘BBQ‘PF €| iVer Sya\ﬂétt

[, 1985 (Wett J. R Ch 5 NWP
E;oweilgr bebgﬁg}ﬁg{aggfl? Ay Jﬁty o t]il%t?snéo?péﬂfet ICB ik”g%nﬁgrto%% %ﬁ; of @cﬁ)‘? ni cal
medi ci ng ony ﬂé@ffaﬁtmﬁag %e;orthedabeléa%fthﬁéoﬁh@téﬁﬂsmpése (LPL)

abetal i poprot el nem a n the deficit of MIP. In other word, the disease
i's characteekzedihg iﬂ‘nactapjz\maeyt‘hesgehestcv &l extaree t@mﬁim ol’@I\ThaTB:%I e
normal , apol i poprotein Bis hardlg detected in the seé:&{}l tge :h]evel
serum chol eba¥ipp & fistngratedt PEveholeREeTRY &S TH™ & um Y516 bfyc}erl de

is extremnel %8 WPSﬁdili‘/r%Leol e}reﬁ_ ?Rr Oﬁlghﬂgtigﬁl Hglm%f&gibpggrpéﬁghﬁ

such as chy 0 not at 1 exist in the

bl ood. By tfisehiBdi Ag. tht haveheenrakewart han Mﬂ%IIiVﬁrJlﬂhﬁﬂa%s¢mmn@|n
involved in the association between apolipoprotein B and TG or

the i 1f f ochglbatcobn\idinant end @Nﬁerﬁmttia@d:l& ays epnesskatitn C]Foq‘rédl n
secretion thereof. Since lipid. s ﬁ nature insoluble. |

t he bl ood |§'Ged?ﬂﬁ9%ifwet1k¥'awﬁ§ﬁp tREN AR T RS kWS %%Oflp%?élbge{pro ein
and exists @S %?Eﬁg££§ dléﬁxyg' I?% Tf@ée Qﬁd%%l¥%EEL>rE@EcuthLt@rform

chyl omi cron™, related to hyperlipidema are a |ipoprotein. MIP exists

inthe m Cr@é@?ﬁl&&&%ﬂ@ﬂ@y of 1 fraped eyt aIad | nest Vbhak epi theﬂmadarncecﬂl s,
and catal yses the transfer of TGor CEin cells. In the_liver and s

i ntestine, abongev\ﬁthQSaPh@ré‘yﬁﬁhe@P@lﬁieép@l‘iip%%?B?EFﬁ ?‘éBSHiﬁoﬁ?H%r n
B1100 in the liver_and apoli 8 in,.th H% 0t,e$tbRs) vy I and
CE are tbnbPREdIN PREPRE e%???gmg 6FFSB§?0F E %gB &°f rai P ? t}g\q/léty
of MIP, and thys,ViELygt, Chfl‘l'm&”tﬁtoﬂs'éoﬁ%ﬂﬁéd £6 ﬁDLesyl thé hhasen of
| i popr ot ei ns are "secreted outside the cells as
hepatic triglyceride lipase (HTGL), and lipids are distributed
to peripheral tissues.
It Thas long Dbeen indicated that, during the
25 above-mentioned formation of chylomicron in the small intestine
or VLDL in the liver, a protein having TG- or CE-transfer
activity is existing in microsomal fractions of the small

intestine or liver. Meanwhile, the protein, i.e. MTP

(microsomal triglyceride transfer protein) was purified and



5 10 15 20 25 VLDL in the liver or as chylomcron in the small inteet:ine.
Tt should be said that MIP is indispensable for the construction of those

| i poproteins. Nanely, if the activity of MIP is blocked, the transfer of
lipid such as TGand CE '" etc. to apoligoprotein i s inhibited, whereby
formation of a |ipoprotein can be inhibited. On the other hand, it has been
elucidated that LDL in general is closely related to the progression of
arteriosclerosis. That is, LDL perneating endothelium of blood vessels is
deposited in intercellular matrix of. vessel .1, where oxidatjv

denat ur at | oR®PEKBLSPITHAE BAGT PFBT"&R %E%‘i&%\g%rb%l‘é%%‘? L}ﬁéﬁeérdb%ﬁ"’cﬁtgierﬁau

I nduce a sep}egof i'nnfi%@le By QR LRag! ORS: dONSPAUCALRY prYRCLIBNAGE 38,

i nvasion, |léading to |1 eposit or foaming cells, m'gration or
proliferati @Osotzé(@@éb? yuschereel hswandri neanse hfticatenag! lal aptmadg i X,
etc. take place, which [eads to the devel opnent of arteriosclerosis plaque.
On t he basi stbénthenatoveie iffidlsd sufppdsedchd bedpodsebbrlycapteveiit was
treat arteriosclerosis, coronary artery diseases or hypertension by |
reduci ng t hEepeykedgin 1993 ABak| FhadpiftnPionketa tPPRIBEELNBINE3: tAY il bi t
"the i for i f .l ein.s yl .o cf. V] . : . by
i nhi bi ti ngnﬁt%%%gec Set GF Eé‘c%ﬁéﬁ%?'i e Gi'ttase g%@ctfea? i
shoul d becogg H1R8S| Yhe1L aHDBERRL +d RO DEBI dp SLiLHoPso T&in Bhekesicamell ,and
LDL, etc. in blood and ~o control lipidin cells by adjusting the activity
of MIP, andapbélhpopfotein|Bdmbweidlygéatetbedtir thesemum. bheplepdyiakki s
of hyperlipidema, arteriosclerosis, coronar ﬁ_ﬁzﬁiﬂrtery di seases, di abetes,

obesity, orSeyP¥er CBRIESHETRAd ¥r f HBY/ dAhnogdeor e LP¥&LnEht SFEW 5
prophyl axi s, of ncr i t.i_s, I er m gl Ig%g b E1 C.
has bee@xexﬁg%?ggcgﬁggé tﬁrsov?’g%‘g&a \?}é&] a\?vlldte'h ltqﬁlégég\glgél' o%ﬁ rth of G!:/lrlnPs'e

i nhibitors, iﬁ@ﬂﬁd@ﬁ%%cﬂfiﬂ&gﬁdtéirvgrsm as'&PPIérdcad, GUDILr DDDY &St .
hepat ot oxi city has been rai sed. For these reasons , a novel MIP inhibitor
causi ng no 8dvdeefaftesllserchstisim thet byopiverBy ditvis Kiadiden striaglheen
desired. In the conventional manners, conbined therapies OE vgri pus

combi nat i on€BBY R di FHal eMTFantShydRr IiYicRT BFQFSH0 RRVEIKEEN 19 dde
However, wh statihis ;49 JN-dgypeg U e
ai vent oget fs oL R EE R B e Bn g e p e L EE e e D i o

const i pat i opofrmbt 06Ki 6 VIfDIAkRSOIChlyilemieirowi,t aMdnpAryB, akr egwknt fal ndiee | i ke
are 'observed. On the other hand, when a statin-type drug and a fibrate
drug 15 areigi searebgenhtherspfie ef fects such as rhabdonyol ysis or

i ncreased CPK (creative phosphoki nase) are observed. Thus i,th regard to a
conbi ned t her apy _§b?°%§‘déﬁg1‘fgisd%% %%8?82%&? 3% %"fo’n\g:“l%)ég llqaChe_

adri ni strathogouhi oh Abadimyilist CbednyArepRBNAG! | RoYELA AckemYend onal
20 anti hyperlipidemc drug wthout causing any above-nenti oned side effect

has been desporilpopeatehnl endezamptesasfsdheakbe@nltpopoohdihaviigl NiFRe

i nhibitory activi té‘with a simlar structure of the conpounds 25 of the
pr esent20i nvehPL ol e Idds @ BBY 1BBHERODThRtE ol Fohp hgd corplmfF 3 1P i<t D sed

in W97/ 26240, . .
are a lipoprotein.

MTP exists in the microsome fractions of hepatocytes and
intestinal epithelial cells, and catalyses the transfer of TG
or CE in cells. In the liver and small intestine, along with

25 the synthesis of apolipoprotein (apolipoprotein B100 in the
liver and apolipoprotein B48 in the small intestine), TG and
CE are combined with respective apolipoprotein B by the transfer
activity of MTP, and thus VLDL or chylomicron is formed.. As

a result, those lipoproteins are secreted outside the cells as
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VLDL in the liver or as chylomicron in the small intestine. It
should be said that MTP is indispensable for the construction
of those lipoproteins. Namely, if the activity of MTP is
blocked, the transfer of lipid such as TG and CE, etc. to
apolipoprotein is inhibited, whereby formation of a lipoprotein
can be inhibited.

On the other hand, it has been elucidated that LDL in
general is closely related to the progression of
arteriosclerosis. That is, LDL permeating endothelium of
blood vessels is deposited in intercellular matrix of vessel
wall, where oxidative denaturation takes place and 1lipid
peroxides or denaturated proteins induce a series of
inflammation reactions. Consequently, macrophage invasion,
leading to 1lipid deposit or foaming cells, migration or
proliferation of smooth muscle cells and increase in
intercellular matrix, etc. take place, which leads to :the
development of arteriosclerosis plaque. On the basis of the
above, it is supposed to be possible to prevent or treat
arteriosclerosis, coronary artery diseases or hypertension by
reducing the level of LDL.

As already mentioned, it is possible to inhibit the
formation of lipoprotein such as chylomicron, VLDL, LDL, etc.
by inhibiting the action of MTP. Accordingly, it has been
expected that it should become possible to control lipoprotein
such as TG, cholesterol and LDL, etc. in blood and to control
lipid in cells by adjusting the activity of MTP, and therefore,
anovel agent for the treatment or prophylaxis of hyperlipidemia,
arteriosclerosis, coronary artery diseases, diabetes, obesity,

or hypertension, and further, an agent for the treatment or
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~NRL R/ ~~NNR The followi ng conmpound is disclosed in
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prophylaxis of pancreatitis, hypercholesterolemia,
hyperglyceridemia, etc. has been expected to be provided.

However, with the development of MTP inhibitors, some
cases of fatty 1liver were reported and concern over
hepatotoxicity has been raised.

For these reasons, a novel MTP inhibitor causing no side
effect such as a fatty liver, etc. has been strongly desired.

In the conventional manners, combined therapies of
various combinations of different antihyperlipidemic drugs
have been tried. However, when, for example, a statin-type drug
and a resin-type drug are given together, undesirable side
effects such as increased GTO and GPT, constipation, blocking
of absorption of vitamin A, D, E and K and the like are observed.
On the other hand, when a statin-type drug and a fibrate drug

are given together, side effects such as rhabdomyolysis or

- increased CPK (creative phosphokinase) are observed. Thus,

20

25

with regard to a combined therapy for hyperlipidemia, a
medicament for a combined administration which can be
administered in combination with a conventional
antihyperlipidemic drug without causing any above-mentioned

side effect has been desired.

Meanwhile, examples of the known compound having MTP
inhibitory activity with a similar structure of the compounds
of the present invention are described below.

The following compound is disclosed in W097/26240.

8

di scl osed in W2002/ 4403. 9 R1L /



In the above literatures , however, there is no disclosure of a conpound
conprising ester as the essential structure as 5 that disclosed in the
present invention, much |l ess the disclosure of the data indicating that
when a conpound has the structure disclosed in the present invention, the
conpound sel ectively inhibits MIP in thebmal | intestine while rarely
affects MIP in the liver. 10 Disclosure o the Invention Al though the
devel opnment of new anti hyperli pi dem ¢ drugs working due to its MIP
inhibitory activity has been advanced nowadays, those drugs are not
satisfactory igrterns of the level 15 of action and the acconpanyi ng side
effect such as[d fatty liver, etc. Thus, the devel opnent of an

anti hyperli pidewi ¢ drug causing no sidﬁ effect against the liver that is
seen in the of conventional MIP i fhibitors and al so havi ng 'excell ent
MIP inhibita agtivity has bean strongly desired. 20 The inventors and

t hose invol vedyin tthe pr " Fpvent i on Hiaye B aeri

ed out intensive

studies to proyide noye nt above- ment i oned si de
effect such g . As dye found that an MIP
i nhi bi tor, 10y sel ectively inhibits MK the small intestine but

subst anti al I'ysdoes not inhibit MIP in the |
| evel of unnecessary TG or chol esterol wthg ausi ng a side effect such
as a fatty liver, etc. Surprisingly, 5 they ¢/”al so found that the
conpound having ester structure represented by the bel ownentioned formul a

significantly |lowers the

(1) is imediately netabolized in the small intestine, blood or I|iver,

whi ch nmakes it poEke¢bfelievipgeceBrpvnfAdisodicrdesedeip HOPIIAIAET -in the
smal | intestine without substantially inhibiting MIP in the 10 liver . To
be nore speci according to the d&bnwentional drug design concept for the
preparation |0 pr odrug, the carboxylic}lacid which is the active principle
is esterified nprove the absorptionl_Ij ate bn the small intestine and is
i edi at el y 15vyfret abolized in bl ood to repxodu al boxylic acid which is

g5i gn concept that is

[ n of a prodrug is used
i on.| Nangly, i | east one ester in a
S{Pou 20 having MIB/I=fh{ bitory activity, the

the active principle . On the other hand,
different frond !

in the present
nmol ecul ar bogdy
conmpound i s,
the small i e, immedi ately netaboli / an esterase or a netabolic
enzynme, etc. the small intestine, portal {blood) and liver to be
transforned to correspondi ng carboxylic acid 25_and _al cohol which do not
have MIP inhibito??eag??%?W&?QTﬁPﬁpPgnéoﬁﬁl@PﬁF}Oﬁeﬁeﬁch9@§d93ﬁﬁﬁy means
of which MIP igp the liver is not substantially affected and MIP in the
smal | intestine’is selectively inhibited. Further, the compounds of the

pr esent inve1lisn show strong MIP inhibitory activity in vitro,

N
H
The following compound is disclosed in W099/63929.
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11 thus potently inhibit MIP in the small intestine and significantly |ower
triglyceride and cholesterol in blood. In addition, the conpounds of the
present invention significantly |ower non-HDL chol est er ol and,

surprisingly, increase plasnma 5 HDL chol esterol. Accordingly, the inventors
of the present invention have found that when a conpound conprises the
ester structure represented by the bel ownentioned fornmula (1), the
conmpound is i mMmediately nmetabolized in the small intestine, blood or 10
liver after it strongly inhibits MIP in the small intestine and hence MIP
in the liver i6Fnot substantially inhibited, whereby they have conpl eted
the present inyention. Thus, the preSﬁBb invention relates to 15 (1) An
ester conpound~xepresented by the for - ZRa 0 p AXB (Ak~)

~OMI kz) m Rg ) R Rs R3 wherein R1 and each hydrogen , Cl1-C6

al kyl , C3-C ¢l oal kyl » 76 al kyl, halo Cl-C6

al kyl oxy, optignal | § 20

C~- Cl16 aral kyl

, optionally substituted
Haryl oxy, optionally

, oxycar bonyl, hal ogen , C2-C6

al kenyl , - B4 ) ( R41 ) wherein R4 and R41 are each 25 i ndependently

hydrogen or oplionally substituted C6-Cl4 aryl; ring Ais C6-Cl4 aryl,

het er ocycl e, or 12\ \ / / 0Oor X1S -COO ( CH2 ) n- -CON (RL) - (

CHz ) n- O -N( Thﬁ)fotipw%nﬂ}ﬁowpﬁunéréFndR§C#§Sﬁ9dﬁ6g¥PZQ@P/ Odi-kyl or

C3-C~ cycloalkﬁl and nis an integer of 0 to 3; 5 R3 and R4 are each

i ndependent |y Bgdrogen, hydroxy, hal ogen, optionally substituted Cl-C6

al kyl, Cl-C6 alkoxy, halo Cl1-C6 al kyl, C7-Cl6 aral kyl oxy, C1-C6 acyl,

optlonally suisti ut ed heterocycle , -CON ( ( R12 ) ( wherein R11 and

Rlz are eac tlnde-endently hydr ogen, (B-C6 ¢ optionally 10 substituted

C6- Cl14 aryl ,(optyonal ly substit d CGNCL6 .aks , Cl-C6 al koxy, or Rl1

and R~z may beYfaked t oge e ni¥xogen to which they are attached

to form-N~)|p -Nfp U o p is an integer of 0to2) , - ( CHZ)
< rei#x”15 R13 and R14 are each independently

kyl , HC2- C~ al koxycarbonyl, Cl1-C6 acyl, or R13 and R14 nay

4
hydr ogen, Clf- C6 %
be taken together

The following compound is -disclosed in J.. Med.

5 Chem. (2001), 44(6) p.851-856.

CFE——1
HN

Me

The following compound is disclosed in EP 1099701.



with the nitrogen to which they are attached to form-N~) P -N~O U or
wherein p has the sane neani ng as defined above and q is an 20 integer of O
to 3) , or -CQO(R15) (wherein R15 is hydroxy, Cl-C6 13 al koxy, optionally
substituted C6-Cl4 aryl oxy, optionally suybstituted C~-Cl6 aral kyl oxy or
Cl-C6 alkyl ) ; ringBis \ KKN \ / /NN N~, , , , \NN~N\ K\ \
/1, /7,1 N\V~\V\V\NV/ N"~/ ~N, ~/ ~-NOSSO, NN, HO~- N NO

, », Nor 5, wherein Kis an integer of O to 2, or ring B nay be taken
together with R3, RL and the nitrogen bound to RL to form-N/% 0 or O -N
0 Alk1l is alk diyl or al kenediyl; Alkl1l2 is al kanediyl or al kenediyl;

14 1 is an intggeér of 0 to 3; mis an integer of 0 to 3; Dis Cl1-C6 al kyl ,
CZ- C6 al keny -C~ al koxycarbonyl , -N( R42 ) -CO( R43 ) { wherein R42
i s hydrogen C6 al kyl and R43 is 5@6-Cl4 aryl or C7-Cl6 aral kyl )

or the group gsented by the
N N/R1
l
— R?2
| N

N
R

The following compound is disclosed in W02001/77077.
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5 Chem. (2001), 44(6) p.4677-4687.
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The following compound is disclosed in W02002/4403.



following formula RSRSR~ (wherein R5, R6 and R are each independently
hydr ogen, Cl1-C6 al kyl, Cl-C6 al koxy, C2-C~ al koxycarbonyl, carboxyl,

hal ogen, 10 cyano, nitro, halo Cl1-C6 al kyl, Cl-C6 acyl, hydroxy, am no,
optionally substituted C6-Cl4 aryl, or - ( CH2 ) r-CON ( R16 ) ( R1'" ) (
wherein R16 and R1' are each independent®y hydrogen, Cl1-C6 al kyl or hal o
Cl-C6 alkyl and r is an integer of 0 to 3); 15 ring Cis C6-Cl4 aryl,

C~- C15 aryl carbonyl am no, C8-C~~ aral kyl carbonyl am no, heterocycl e resi due,
C3-C~ cycloal kyl or C~-Cl16 aralkyl, or ring C may be taken together with R
and R8 to forng?; and 20 R$ and RO are each independently hydrogen , C-C6
al kyl , option w.substituted C6-Cl4 aryl, hydroxy Cl-C6 al kyl, 15 - CON
( R18 ) ( R19 erein R18 and R19 are each independent |y hydrogen,

Cl- C6 al kyl, gycl oal Kl , halo Cl-C6 al kyl, C2_Cl12 al koxyal kyl or
optional |y substizx edOCB-C Z 1) ( R§IIXR2) or - (( CH2) SOCO( R2)
(wherein R2 is hydrogenp , C | kyl jor C3-C~ 5 cycloalkyl ; s is an
integer of 0 to K ] ( wherein R21 and R22 are each

i ndependently F yén , NC1- C6~al k , CR6C6 aryl , Cl1-C6 al kyl sul fonyl, or
R21 and R22Réwmy aken together wilth the nitrogen to which they are
attached to fo O)R,4 or 10 R&Vand R9 may be taken together to form
C3- C~ cycl oal kyl BF a prodrug thereof , or a pharnmaceutically acceptable
salt of either; (2) The ester conpound or a prodrug thereof, or a 15
pharmaceutically acceptable salt of either according to the above ( 1) ,
wherein Dis Cl-C6 al kyl, C2-C6 al kenyl, C2-C~ al koxycarbonyl or -N ( R42 )
-CO ( R43 ) in wiehkbhiabane IR4 radelr afas heweveanetherailsgna ik orure
above; 20 (3) The ester_conpound, or a prodrug.thereof, or. a

phar maceut | €51 F P ARREPRALT MR 109 S tHer* Bgl Rl B the HBEYE)2S

wher ei n 5D if’hépe G S &PT ‘?.%en{:ﬁg qyréé'@nf; OrirH'UeQ'ltio]rp, RRBeR~ 1ess the

disclosure of the data indicating that when a compound has the

structure disclosed in the present invention, the compound
selectively inhibits MTP in the small intestine while rarely
affects MTP in the liver.

10
Disclosure of the Invention

Although the development of new antihyperlipidemic drugs

working due to its MTP inhibitory activity has been advanced
nowadays, those drugs are not satisfactory in terms of the level

15 of action and the accompanying side effect such as a fatty liver,
etc. Thus, the development of an antihyperlipidemic drug
causing no side effect against the liver that is seen in the
case of conventional MTP inhibitors and also having excellent
MTP inhibitory activity has been strongly desired.

20 The inventors and those involved in the present invention
have carried out intensive studies to provide a novel MTP
inhibitor causing no above-mentioned side effect suchas a fatty

liver. Asaresult, theyhave found that an MTP inhibitor, which



in which R5, R6 and R each has the sane neani ng as defined above; (4) The
ester conpound or a, prodrug thereof, or a 5 pharnaceutically acceptable
salt of either according to the above (3), wherein the ring Cis \ \ Nw\ \
[ 1 ~1 1] >>>>N)gqgSSor ,in mhicP gis an integer of 0 to 3; 10 (5)
The ester conpound or a prodrug thereof,(br a pharmaceutically acceptabl e
salt of either according to the above (2) or (4), wherein ring B Is N\ ~N
W/ or [/ 15 (6) The ester compound or a prodrug thereof, or

pharmaceutically acceptahl e salt of |ther accor din 0: bov (
wher ei n ringehefivedy | ibifits,; M tiee (76m g‘ﬁi e§lngre 3 ntﬂ}%r

prodrug the S f f{:ﬁﬁﬁ‘ I n
to the 5 ab%)gggfagrci‘g,lggz%rel n%gg :}'f’s}hh%&]\l i R%qfltﬁe( 3-1629) sﬁéﬁlﬁf& e ygl )
and n each hggelbe tsaNe dRaNi § asndebisedyalmayeor (8holbetesbar weiaimmind or
a prodrug thereof, or a pharmaceutically acceptable salt of either

accordi ng toatheng® abdeef{Bgt shehanaXdtty CODetCHY - iSunpricinglias t he
same neani ng]éas defi ned above; gQ The ester conpound or %odrug t her eof ,

or a phdr maBREYiRaYE A kRS GRUAS ENEH ThEf CRTPABRC RIGIRY RF teF (He Ut ‘%th'ove
() o O RS By Snd A ol R BR SR EBOMIY 01 2% it oL 7"
(10), whichnbgeabERsee@MLEnRYshAEL fiert@é'ta.Ln(el, b1Boa 28k RevRy ,Réhfch makes
it possible for the compound to selectively affect MTP in the
small intestine without substantially inhibiting MTP in the
10 liver.

To be more specific, according to the conventional drug
design concept for the preparation of a prodrug, the carboxylic
acid which is the active principle is esterified to improve the
absorption rate in the small intestine and is immediately

15 metabolized in blood to reproduce carboxylic acid which is the
active principle. On the other hand, a drug design concept that
is different from the above concept for the preparation of a
prodrug is wused in the present invention. Namely, by
introducing at least one ester in a molecular body of a compound
20 having MTP inhibitory activity, the compound is, after it exerts
MTP inhibitory activity on mucous membranes of the small
intestine, immediately metabolized by an esterase or a
metabolic enzyme, etc. in the small intestine, portal (blood)
and liver to be transformed to corresponding carboxylic acid
25 and alcohol which do not have MTP inhibitory activity. This
is completely a new concept, by means of which MTP in the liver
is not substantially affected and MTP in the small intestine
is selectively inhibited. Further, the compounds of the

present invention show strong MTP inhibitory activity in vitro,



(CH2) ~CG(CH2) mRs \ i X~ ~Rs R3 (1 "' ) wherein 18 R2 ~ and RZ ~ ~ are
each independently hydrogen , Cl-C6 al kyl , C3-C~ cycloal kyl, Cl1-C6 al koxy,
hal ogen, halo Cl-C6 al kyl, Cl1-C6 acyl, C2-C6 al kenyl or cyano; X1 is -O or
-NR1- wherein Rl is hydrogen, C1-C6 aI kyl 5 or C3-C~ cycloal kyl; and R1, R3
, R4, R, R, R7T, RB, RO, ring C, 1Y "and meach has the sane meani ng
as defined above, or a prodrug thereof , or a pharnaceutically accept abl e
salt of either; 10 (11) The ester conpound or a prodrug thereof, or

phar maceut i caIIy acceptable salt of either according to the above 1%#
wherei n t hethpfg eotently ~ighibyit, VIT? [ip /the| f)fgalslsﬂd} L ch q

.0 h
phar maceut | APRyERERRET o AT o ety B St S PR R BER O I
wherei n X1 LgqiNRLn, 'fhé"@o%%oﬁ%d@aéftﬂfe %%@%emam%eﬂoﬁ%l@{iﬂmme

(13) The ester conpound or a prodrug thereof, or a pharnaceutically

accept abl e sadvéroﬁomﬁhercmmﬂen@ltmcﬂhesur}jﬁlsmogdey( lingredmee gpkasfa i s
-0O; (14) The ester conmpound or a prodrug thereof, or a pharnaceutically
accept atfl e BRLtchpleptheplaccor di ng to the 5 above (10) to (13), wherein

th CH2) 1- d ] f th th
oot o0 § ) BokSpb OGRS Bln ShatsRey b ShEhrbRBcTASResbAhdR e
phar maceut i gghl ¥ Q{i]ﬁecgt@ﬁéﬁ %aléor&;o&aé h% ﬁ%@@l Nghd OekierlOs @8kl 0)

to (13), wherein roup -( - 1s located at the i-position of the
benzene ri ngephetbatiar vul ehé Jbe)loﬁﬁﬁenﬂ'henestewrrmmh@omn ptiae neoepdurodl |y

accept abl e 15 above (10) to (15), wherein -CON ( R18 ) ( R19 ) - in_which
R18 as dehh%dl@mg@éately metabolized in the small intestine, blood or
10 liver after it strongly inhibits MTP in the small intestine and
hence MTP in the liver is not substantially inhibited, whereby

they have completed the present invention.

Thus, the present invention relates to

15 (1) An ester compound represented by the formula (1)

R2 R4 : :
0 D
X e (ATK) ,/U\O—(Alk?)m“-'Rﬂ (1)
R3
wherein

R! and R? are each hydrogen, C,-Ce¢ alkyl, C3-C,; cycloalkyl,

C.:-Ce¢ alkoxy, halo C;-Ce alkyl, halo C;-C¢ alkyloxy, optionally

20 substituted CG—C“ aryl, optionally substituted C,-C;¢ aralkyl,
optionally substituted C¢-C;4 aryloxy, optionally substituted
C,-C1¢ aralkyloxy, optionally substituted C;-C;s arylcarbonyl,
optionally subetituted heterocycle, C;-C; alkoxycarbonyl,
halogen, C,-C¢ alkenyl, -N(R‘’)(R*') wherein R*’ and R*' are each

25 independently hydrogen or optionally substituted Cq-Ci4 aryl;

ring A is C¢-Ci;4 aryl, heterocycle, or



or a prodrug thereof, or a salt of either according to the Ra and RO are
each independently end R19 each has the sanme neaning (17) The ester
conmpound or a prodrug thereof, or a 20 pharnaceutically acceptable salt of
ei ther according to the above (10) to (15), wherein Ra and RO are each

i ndependently -COO ( Rz ) - in which R2 has the sane meaning as defined
above ; (18) The ester conpound or a prodrug thereof, or a 25
pharmaceutically acceptable salt of either according to the above (12) to
(17), wherein the ring Cis C6-Cl4 aryl; (19) The ester conpound or a
prodrug thereof, or a pharmaceuticakly acceptable salt of either according
to the 20 (18), wherein (b 4 aryl is phenyl; (20) The ester
conmpound or |4 qdrug t hereof, or /) maceutically acceptable salt of

ei ther accor's t 2 (17), wherein the ring Cis C3-C~
cycloal kyl; (2 4 prodrug thereof, or a

phar maceuti cal | gr according to the above (12) to
(17), wherein 10 ' ; (22) The ester conpound or a
prodrug thereag a pharmaceutic acceptabl e salt of either according
to the above (H-“which iocs selected fromthe group consisting of 15

{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] phenyl }-acetic acid

2,2-bis-ethylcarb I_-C%-qo_ ly- et hy, 8k, _ _ 10y eyl _
2-pheny|-2-{2-[4-%ga¥tr| 32?%&éthyf#gfgienygsﬁg¥bgﬁyl%§§))pﬁ£h§FF3g&etoxy
met hyl } - mal gAkgedai d Uit MylardyeasSt @), -Cc¢ alkyl or C3-C; cycloalkyl and n
2-(2-{3-nmethyl-4-[(4"-trifluoronethyl-biphenyl -2carbonyl)-am no] - phenyl } -ac
et oxynet hyl js2aphénykegenl offi © &oi ¢:di et hyl ester,

2-(2-{4-[nethyl -(4;-trifl yoronethyl -bi phenyl -225
carbonyﬂ%-anino]-B%eﬁ?ﬁ}J%cé?ﬁ&y FHyF¥V¥5%HEﬁVV3ﬁhIBXPEOHSPd(ﬁ%ﬁ?ﬂﬁy'

ter, {3- -4-[ (4. =% 1i vl .-.bi Nyl - b
ori nol - phenpPE g8y | SPELENALHET A M e T, el EING) adkety , Bato
{4-[ (4" -tritluos onetiyl - bi phenyl - dreakapyly),- aninal; phegyl,} - agetienfciy

9-(2,2,2-trifluoro-ethyl carbamoyl)-9h 5 fluoren-9-yl nethyl ester,
substituted heterocycle, -CON(R'')(R'?)(wherein R'" and R'? are

he 5 above (
Bster conpound
ceptable salt of
ng Cis/ ~S )

each independently hydrogen, C,-C¢ alkyl, optionally
10 substituted C¢-Ci4s aryl, optionally substituted C;-C,;¢ aralkyl,
C,-C¢ alkoxy, or R* and R** may be taken together with the nitrogen

to which they are attached to form

—N  ())p —N 0
__/
or

, wherein p is an integer of 0 to 2), - (CHz)q—N(R”) (R') (wherein
15 R*® and R are each independently hydrogen, C,-C¢ alkyl, C,-Cy
alkoxycarbonyl, C;-C¢ acyl, or R and R' may be taken together

with the nitrogen to which they are attached to form

—N  O)p —N 0
\__/
or

, wherein p has the same meaning as defined above and ¢ 1s an

20 integer of 0 to 3), or -CO(R'®)(wherein R'® is hydroxy, Ci-Cs



2-{4-[ (4" -trifluoronethyl-Dbi phenyl -2-carbonyl) am no] - phenyl }-propionic
acid 9-(2,2,2-trifluoro ethyl carbanoyl)-9h-fl uoren-9-yl methyl ester,

{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] 10 phenyl }-acetic acid
2- phenyl -2-(2,2,2-trifluoro ethyl carbanoyl)-ethyl ester,
2-pheny|-2-(2-{4-[(4'-trifIuoronethyl-bi%%enyl-

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -mal oni ¢ acid diethyl ester, 15

{4-[ (4" -trifluoronethyl-biphenyl-2- carbonyl) am no] phenyl }-acetic acid
1-(2,2,2-trifl uoro-ethyl carbanoyl) cIo ntylnethyl ester, ]

2- phenyl 2- @2KPXY[, (40D %PFﬁ&éYoﬁEﬂﬁy Yo L4 aryloxy, optionally

car bonyl ) - am et 0x O diisopropyl ester,
{4-((4'-triFP%&#&%&%ﬁéi%ﬁfgﬁbﬁ§¥HgYE§?%oﬂ§l?léﬁiﬁg%yﬁ ényl }-acetic acid
2-pheny|-2,2-bis-ggn§,g-ggifluoro et hyl car banoyl ) -ethyl ester,

2- phenyl -2-(2-{4-[(4"-tritluoronethyl-bi phenyl -2 25
carbonyl ) - am no] - phenyl } - acet oxymet hyl ) - mal oni ¢ acid di met hyl
2-cycl opentyl -2-(2-{4- [(9 -

| } - acet oxynet -Ionlc
{4-[ (4 -t1ifLdbr ondthyl - bijp
1-(2,2,2-trif| ethylca

A

H
0 N N N
e e -
. N N or

5 , whereinKis an integer of 0 to 2, or ring Bmay be taken together

with R?®, R'® and the nitrogen bound to R'® to form

&

0

Alkl' is alkanediyl or alkenediyl;

Alkl? is alkanediyl or alkenediyl;



2- phenyl -2-{2-[4-(2-trifluoronethyl-benzoyl am no) 5
phenyl ] -acet oxynet hyl }-mal oni ¢ acid di ethyl ester,
2-{2-[ 4- (2- phenoxy-benzoyl am no) - phenyl ] acet oxymnet hyl }-2-phenyl - mal oni ¢
acid diethyl ester, 2-{2-[4-(2-butoxy-benzoyl am no)-phenyl ]
acet oxymet hyl } - 2- phenyl - mal oni ¢ aci d di ethyl ester, 10
2- phenyl -2-{2-[4-(2-trifluoronethyl -benzoyl oxy)
phenyl ] - acet oxynet hyl } - mal oni ¢ acid di ethyl ester,
2-{2-[4-(2-benzoyl - benzoyl oxy) - phenyl ] acet oxynet hyl } - 2- phenyl -mal oni ¢ acid
di ethyl ester, 2-}2if42p2iBERZ6YI ©befz49 dri no) - phenyl] 15
acet oxynet hyl } - 2- henyl-nalgnicracid dkgt yl ester,
2-pheny|-2-(2-{4-$(ﬁ5-?Pi%P SggnePﬁyP-blp ényl - 2
car bonyl ) - am no] - ghenyl 3 - ace thyla - mglanig ackd i r,
{4-[(4'-trif|uoroﬁe?%yf%b?%h%%§¥?§-€%f%o%§1 -gﬁVno?zég %%gayl -ggggﬁ%Phcid
2, 2- bi s- cyclmhrA) - (rdfpykh@rpheRA? B¢ hyldresjear or C;-Cq alkyl and R*? is
{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] phenyl}-acetic acid
2- phenyl5 2, @ 13- @hehy ' dmb Sno Wradimil ) .eoffefhepgroup represented by the
{4-[(4"-trifluoroneth I-biRhenyl-z-carbonyl)-anino] phenyl } -acetic acid
2,2-bis-isoﬁ?gg9W&89b§ﬁﬁVP-?-phenyl et hyl ester)
2-benzyl -2-(2-{4-((4" -trifluoronethyl -bi phenyl -2
car bonyl ) - ami no] Rphenyl } - acet oxynet hyl ) - mal oni ¢ aci d di et hyl 23

RE R

(wherein R®, R® and R’ are each independently hydrogen, Ci-Cs
alkyl, C;-Cg alkoxy, C,-C; alkoxycarbonyl, carboxyl, halogen,

10 cyano, nitro, halo C;-C¢ alkyl, C;-Ce¢ acyl, hydroxy, amino,
optionally substituted Ce-Cig aryl, or
-(CH,),-CON(R'®) (R'?) (wherein R'® and R'’ are each independently
hydrogen, C;-C¢ alkyl or halo C;-Cs alkyl and r is an integer of
0 to 3);

15 ring C is (Cg¢-C;4 aryl, C,-C;s5 arylcarbonylamino, Cg~Cyy
aralkylcarbonylamino, heterocycle residue, C3~C; cycloalkyl or
C,-Cy¢ aralkyl, or ring C may be taken together with R’ and R®

to form

o

20 R® and R® are each independently hydrogen, C;-C¢ alkyl,

); and

optionally substituted Cq-C;, aryl, hydroxy C,-C¢ alkyl,



ester, 2-(2-{2-nethyl-4-((4'-trifluoronethyl-biphenyl -

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 5 4'-trifluoronethyl-biphenyl-2-carboxylic acid 4-[2

phenyl -2, 2-bi s-(2,2,2-trifluoro-ethyl carbanoyl)

et hoxycar bonyl net hyl ] - phenyl ester, bith%yI-Z-carboxylic acid

4-[ 2- phenyl -2, 2-bis-(2, 2,2

trifluoro-ethyl carbanoyl) - ethoxycarbonylnethyl] phenyl 10 ester,

2- but oxy- benzoi c %ﬁldlé g phenyl - 2,.2-bi s- gh

trifluoro-etRPNER a(rfby) W}é‘?ﬁ%%(%/ca‘? borﬁﬂqfre yI ]a%erﬁﬁc%stlé}dependently

2-cycl ohexy 0 nyl 1

car bonyl ) - al:hyﬁa% éﬂ a‘?: xy%iré‘t yIC) A on| ?agllaé %étﬁﬁllalkgflércz C1z
{4-[(bi phenxhgaxg?mgﬂyéﬁ o@@:.'%%lﬁ@eé‘m)%tﬁ@@{:ég @cicy, aryl), -COO(R™) o

2- phenyl 2-trifluoro-eéthyl carbanoyl) -eth ester, 20

(4- ( 2- phenoxychenzaydaR*Ap) wipdeayh | R¥ceits hyatiaben , cl Cs alkyl or C3-Cy
phenyl -2, 2-bis-(2,2,2-trifl uoro- ethylcarbannylg ethx 5,65t 9{ . 01
2- phenyls 2- ¢ycleaikiyfll uoricmenhyntagpr4of 0 to 3 R*7) (R*") (wherein R

;(r:leI l))ljyc/):’rg'[rﬁt?fq%l Qlfg?ﬁen l L 2 C%?rgglhn%?l)l‘légggyoér gfza%nyl ! 86 alkyl, C;-Cq acyl,
4- 4' -t | | 2 |
" honyl -2, PG Bk i“%%%#@l"ﬁ%y oLy SREYCH AEYTOL BROH| dodeehis Aol

{4-[(4" -tri fchuomlﬁebbyéh bbpbﬁmysh Znesr bawyla)ttarhed to form

Q>——
___Nk_
0 ), or
10 R® and R® may be taken together to form C3-C; cycloalkyl,

or a prodrug thereof, or a pharmaceutically acceptable salt of

either;

(2) The ester compound or a prodrug thereof, or a
15 pharmaceutically acceptable salt of either according to the
above (1), wherein D is C;-C¢ alkyl, C,-C¢ alkenyl, C;-Cy
alkoxycarbonyl or -N(R“)—CO(R“) in which R*? and R*? each has

the same meaning as defined above;

20 (3) The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the

above (1), wherein D is the group represented by the formula



24 phenyl }-acetic acid 2, 2-bis-nethyl carbanoyl - 2- phenyl -et hyl ester,
2-pyridin-2-yl-2-(2-{4-[(4" -trifluoronethyl -bi phenyl 2- carbonyl ) -am no] - phen
yl }-acetoxynmethyl )-nmalonic acid 5 diethyl ester,
2-pyridin-3-yl-2-(2-{4-[ (4" -trifluoronethyl-bi phenyl 2-carbonyl ) -am no] - phen
yl }-acet oxynet hyl ) -mal oni ¢ aci d diethyl &8ter,

4' -trifluoronethyl -bi phenyl -2-carboxylic acid 4-(2,2 10

bi s- et hyl car banoyl - 2- phenyl - et hoxycar bonyl net hyl ) - phenyl ester,

2- phenyl -2-(2-{3-trifluoromethyl-4-((4
trifluoronethyl-hi phenyl -2-carbonyl)-am no] - phenyl } acetoxynet hyl)-mal onic
acid diethylsestwr, [ 4- ( 2- but oxy- benzoyl am no) - phenyl ] -acetic acid

2- phenyl - 2, 2xQi s+ ,2-trifluoro-ethyl carbanoyl)-ethyl ester,

{4-[(4" -trifl hyI-bi phenyl - 2- car bonyl ) -am no] phenyl }-acetic acid

2, 2- bi s- but yl car bapoyl - 2- phenyl - et hyl 20 ester,
2-(2-{4-[(9- oxo=9¢t-f | uorene- 1- carbonyl ) - am no]
phenyl } - acet oxymet hyl ) - 2- phenyl - mal oni ¢ acid di ethyl ester,
2-(2-{4-[(9h-fl uorene-1-carbonyl)-am no] - phenyl }
acet oxynet hyl ) - 2- phenyl -,mal oni,c aci d diethyl ester, . 25 .
LSS ot byl - A5 pUALER Y o DA BREHOTS a8 BURYH5S A7 AGFABREGRT Sbet i o
acid 2, 2-bi s-ethyl carbanoyl 2-phenyl-ethyl ester,
2-(2-{4-[ (4" -net hyl - bi phenyl - 2-car bonyl ) - am no]
(4) The ester compound or a prodrug thereof, or a

5 pharmaceutically acceptable salt of either according to the

above (3), wherein the ring C is

000

)g

=
S \S

@
|

or

,in which g is an integer of 0 to 3:
10 (5) The ester compound or a prodrug thereof, or a

pharmaceutically acceptable salt of either according to the

above (2) or (4), wherein ring B is

& O O, £

15 (6) The ester compound or a prodrug thereof, or a

pharmaceutically acceptable salt of either according to the

above (5), wherein ring A is



phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di ethyl ester, 25
2-(2-{4-[ (4" - met hoxy- bi phenyl - 2- car bonyl ) - am no]

phenyl } - acet oxymnet hyl ) - 2- phenyl - mal oni ¢ aci d di ethyl ester,

{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] phenyl)-acetic acid
3, 3- bi s- et hyl car banoyi - 3- phenyl - propyl 5l&ster,

{4-1(4" -trifluoronethyl-bi phenyl -2-carbonyl)-am no] phenyl}-acetic acid
3- phenyl - 3, 3- bi s- propyl car banoyl - propyl ester,

{4-[ (bi phenyl - 2- car bonyl ) - am no] - phenyl )-acetic acid 10

2, 2- bi s- et hylcaxhanoyl - | -ethyl ester,

[ 4- (2- phenox zoyl am no) - phenyl ] - acet i

2, 2- bi s- et hykcarbanoyl - 2-lphepyl - et hyl eSt%ae

[ 4- (2- but oxy- bénzoyl.am no) -phenylglr- aceti c gd

2, 2- bi s- et hyl car banoyl - 2- phenyl -et hyl ester, 15
2-pheny|-2-(2-{4-[(3'-trifluoronethyl-biphenyl-

car bonyl ) - am no] - phenyl } - acet oxynet hyl )-nmal oni ¢ acid di et hyl ester,
2-(2-{4-(2-(3f| Goeo- @éﬁ@@ylﬁﬂmaqgndenﬁmo]aphpnyﬂyug thereof, or a

acet oxynet h nyl -pal oni ¢ a ieth est er
-tr|¥luoréﬂéfﬂﬁg F% F- ?CE§P%8g§Fléa& |8f4e€ihfr according to the

b th i | | |
-1 SR ey ke T o o5

phenyl ] - aCEhaﬁyﬁBéhyh&enﬁbaﬁhﬁgaabdddEthﬁ|a@b&%r 25
2-(2-{4-[ (bi phenyl - 3-car bonyl ) - am no] - phenyl }

(8) The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the
10 above (6), wherein X is -COO-(CH;),- in which n has the same

meaning as defined above;

(9) The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the

15 above (7) or (8), wherein n is 0;

(10) The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the

above (10), which is represented by the formula (1')
R® R€

R7

0—(CHy); & (1)

20

wherein



acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl ester,

2-(2-{4-[isopropyl-(4'-trifluoronethyl-biphenyl -

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - nalonic acid di et hyl

ester, 26 2-(2-{4-[cycl ohexyl-(4"-trifluoronethyl-biphenyl -

carbonyl)-anino]-phenyl}-acetoxynethyl)-28phenyl-nalonic acid di et hyl

ester, 2-{2-[4-(2-isopropyl-benzoyl am no)-phenyl] 5

acet oxynet hyl } - 2- phenyl - mal oni ¢ aci d di et hyl ester,

2-{2-[4-(2-benzyl - benzoylanlno) phenyl ] acetoxynethyl} 2- phenyl - mal oni c

acid di ethyl esteR? anghRhylare eacMip@spendehltdyrbydragenbi @hdhydlieyl,

car bonyl ) - am no] - phenyl_} - acet ox mal oni ¢ acid 10 dlpniﬁyhle%}ea
1 6

2- pgeny: 2- F2- ‘%ucvﬁlr Akl bkt ngitw}f%ﬁ'p%%we@ halo C;-Cg
I d di b I
car bonyl) - ag%nﬁ] gie?¥'%%fg§§in<%?§i%%§ mal oni ¢ aci iisobutyl ester,

2- phenyl - uorone ehzoyl am no) 15

phenyl ] - acet oxymeghyi g - gl gy c-paeicd ghetbByh 85 @ls hydrogen, C;-Cq alkyl
2-{2-[ 4-(2- but oxycar bonyl - benzoyl am no) - phenyl ]

acet oxyret hplk} €2- @hegyuomakgalcaadld di et hyl ester,

{4-[(4'-trifluorong blphe car bopy anlno] henyl} acetic acid
2, 2- bi s- |sobutylc8rb 3|yIRZ BE %-é@hyPQQ esﬂ@ﬁW’(R m each has
{4 [ (4" -trifluoroneth I-b phenyl .carb | ) -am no] phenyl }-acetic acid
2, 2-bis-(3- %Fhﬂmﬁu é PBafsy d)e% S

or a prodrug thereof, or a pharmaceutically acceptable salt of

either;
10
(11) The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the
above (10), wherein the ring C is
N
~
//I:::] /’:::: E;;;J ll!illlii
{
a)q
]
S \\3
’ or
15 , in which g is an integer of 0 to 3;

(12) The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the
above (11), wherein X; is -NR'°- in which R'® has the same meaning

20 as defined above;

(13) The ester compound or a prodrug thereof, or a

pharmaceutically acceptable salt of either according to the



phenyl -ethyl ester, 2-(2-{4-[ethyl-(4"-trifluoronethyl-biphenyl-2 25

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, [4-(2-cycl ohexyl -benzoyl am no)-phenyl]-acetic acid

2, 2- bi s- et hyl car banoyl - 2- phenyl - et hyl ester,
{4-[(4'-chloro-biphenyl-2-carbony|)-aniné?-phenyl} 27 acetic acid

2, 2- bi s- et hyl car banoyl - 2- phenyl -et hyl ester,

{4-[(3", 4" -di chl oro-bi phenyl - 2-carbonyl ) -am no] phenyl}-acetic acid

2, 2- bi s- et hyl car banoyl - 2- phenyl -et hyl ester, 5
{3-nethy|-4§PPKG-ﬁﬁﬁﬂhu&@@ﬁ@ﬂﬁyﬁﬁb?%héﬂyF-2 car bonyl ) - ami no] - phenyl } - aceti ¢
aci d 2-phenyl -2, 2-bi s propyl carbanoyl -et hyl ester,

{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] phenyl}-acetic acid
2, 2- bi s- (2- peyyjoxymet hylstarbamyipouhdl0 dihenry| tdarugsti@iereof, or a
2-[2-(4-{[2-methyl -4-(4-trifluoronethyl-phenyl)

t hi azol e- 5- panmaylketdcaldy- ploerptabdee tsadymetthditizphlapdrdalonic e d
di et hyl ester, (4-3[2-nethy|-4-(4-trLfIuoronethyl-phen | )-thiazole 15

5- car borfy| | 2Reveo)X1fhefpl Y1ddet Wheagilgd xhg. greup -(CHz)y.- 1s located at

et hyl car bampyl - 2- phenyl,- et hyl _ester, . . 'y
(4-{(2-(4-?& Iglég’(?ﬁé%éﬁ}?ln- ﬁﬁe@% %S%Zie&‘ienéjélg in the formula (17):
car bonyl ] - am no} - phenyl )-acetic acid 2, 2-bi s-ethyl carbanoyl 2-phenyl - et hyl
ester, 20 (3-nethyl-4-{[2-(4-trifluoronethyl-phenyl)-pyridine
(15) The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the

10 above (10) to (13), wherein the group -(CHy).- is located at

the i-position of the benzene ring in the formula (1°);

(16) The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the
15 above (10) to (15), wherein R® and R® are each independently
-CON(R*®) (R*®)- in which R and R'? each has the same meaning

as defined above;

(17) The ester compound or a prodrug thereof, or a
20 pharmaceutically acceptable salt of either according to the
above (10) to (15), wherein R® and R® are each independently

-COO(R?*®)- in which R?*® has the same meaning as defined above;

(18) The ester compound or a prodrug thereof, or a
25 pharmaceutically acceptable salt of either according to the

above (12) to (17), wherein the ring C is Cg-Ci4 aryl;

(19) The ester compound or a prodrug thereof, or a

pharmaceutically acceptable salt of either according to the



3-carbonyl ] -am no}-phenyl)-acetic acid 2,2-bis

et hyl car banoyl - 2- phenyl - et hyl ester,
2-(2-{3-ethyl-4-[ (4" -trifluoronethyl -bi phenyl -

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ 25 aci d di et hyl
ester, {3-isopropyl-4-[(4' -trifluoronethdl -bi phenyl -

car bonyl ) -am no] - phenyl }-acetic acid 2,2-bis-ethy|carbanny| 2- phenyl - et hyl
ester, 2-(2-{3-isopropyl-4- [(4'-trif|uoronethy| bi phenyl - 2 28
carbonyl) am no] - phenyl } - acet oxynet hyl ) phenyl - mal oni c. acid di et hyl
ester, {3- e@h?Ve4(F§h Wh@?ﬁ@@r@nﬂ@hyﬁrﬁﬂphénp 2ydar bonyl )

anino] phenyl }-acetic acid 3, 3-bi s- ethylcarbannyl 5 3-phenyl - propyl ester,
{3-isobutyl -4- ((4'-trif|uoronethy| bi phenyl -

carbonyl)-a ny et 2 bi g e ba he hyl
ester, 2-(2- %ty{ag éf bsmggkﬁgoréﬁet Ayl bt%?s;l‘)i%g’r?; %giéfe%fp b - @
carbonyl ) - aphélﬁrha@@@ﬂj{b&iﬁpeaewﬁetabyb) s21pheny ki fhleaniac cadiai ndj efdhyhe
ester, 2-(2-{3-chloro-4-[(4'-trifluoronethyl-biphenyl -

car bonyl5) - aabowvg - ph2hytd- bted oxyherkyh) tRephangl Cnilsofi cCacive ldiagtivl:
ester, 15 2-(2-{3-brono-4-[(4'-trifluoromnethyl-biphenyl -

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl

ester, (21) The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the

above (12) to (17), wherein the ring C is

= S ¢
or
10 ’ ;

(22) The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the
above (1), which is selected from the group consisting of

15 {4-[(4"'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl
ester,
2-phenyl-2-{2-[4-(4'-trifluoromethyl-biphenyl-2-~
carbonyloxy)-phenyl]-acetoxymethyl)}-malonic acid diethyl
20 ester,
2-(2-{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,
2-(2-{4-[methyl-(4'-trifluoromethyl-biphenyl-2-
25 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,
{3-ethyl-4-[ (4'-trifluoromethyl-biphenyl-2-carbonyl)-



'ethylcarbanBy

{3-di met hyl car banmoyl -4-[ (4" -trifl uoronet hyl - bi phenyl
2- car bonyl ) -am no] - phenyl }-acetic acid 2,2-bis 20
et hyl car banoyl - 2- phenyl - et hyl ester,
{3-di met hyl car bamoyl -4-[ (4" -trifl uoronethyl - bi phenyl
2- car bonyl ) -am no] - phenyl }-acetic acid 22 henyl - 2, 2-bi s
pr opyl car banoyl - et hyl ester,
{3-met hyl car bamoyl -4-[ (4" -trifl uoronet hyl - bi phenyl -2 25
car bonyl ) - am no] - phenyl }-aceti ¢ aci d _2,2-bis-ethyl carbanoyl _2-phenyl - et hyl
ot o (5 aPenhy PERF BRI RoR HLEASCLA, B AOPYRSERTY ISAIMEAY L 2>
2- car bonyl ) - am - ylL}-acetic acid 3,3-bis
ﬂgb%g%ﬁ§ﬂ§?-8%5%§T ester, 29
2- (2-{3-di met hyl casbapyl t A+ £ {dordnid i HOBPRMN1 - 2 -carbonyl ) -amino] -
bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
di et hyl estphen{B3beaneyicaabadogl{2- R(2-trifflbhoooethinlicaibamemil)-2hs
carbonyu%-anino]-phenyl}-acetic acid 2, 2-bi s-ethyl carbanoyl 2-phenyl -et hyl
ester, {B-dfhBORGPcArbamsyRY4- BEACItri f| uor omet hyl - bi phenyl

2-carbonyl) -ami nol - phenyl } -acetic acid 4. 4-bis
ethylcarbannyl-4-%ﬁgﬁypyﬁufgfl%gPSF?mfﬁhyﬁ'glphenyl—2—carbony1)_

{3-di et hyl cahpaggYbnénkl4 - plbblibiacorRt Yy lo-RiphedN trifiuoro-
2- car bonyl )-am no] - phenyl'}-acetic acid 2, 2-bis

et hyl car bameyhy2epheapbye) hph-€3beren-9-ylmethyl ester,

{3-diisopropyl carbanmoyl -4-[ (4" -trifl uoronet hyl
biphenyl-2-carbonQ#)[gﬁiﬁ%ﬁi%%ﬂﬂﬁﬂﬂ¢§ﬂ%ﬁﬁh§ﬂﬁﬁﬁ§lz?ZQBF§°HY1)’amino]‘

10 phenyl}-acetic acid 2-phenyl-2-(2,2,2-trifluoro-
ethylcarbamoyl)-ethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid diethyl
ester,

15 {4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 1-(2,2,2-trifluoro-ethylcarbamoyl)-
cyclopentylmethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino] -phenyl}-acetoxymethyl)-malonic acid

20 diisopropyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-(2,2,2-trifluoro-
ethylcarbamoyl)-ethyl ester,

2-phenyl-2-(2-{4-[(4"'-trifluoromethyl-biphenyl-2-

25 carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dimethyl ester,

2-cyclopentyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]~-phenyl}-acetoxymethyl)-malonic acid

diethyl ester,



15 et hyl car banoyl - 2- phenyl - et hyl ester,

2-(2-{3-diethyl carbanmoyl-4-[(4'-trifluoronethyl=

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ acid
di et hyl ester, 2-(2-{3-diisopropylcarbaqgil-4-[(4'-trifIuoronethyl 20

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet@xynet hyl ) - 2- phenyl mal onic acid
di ethyl ester, {3-(isopropyl-nethyl-carbanoyl)-4-[(4

trifluoronethyl - biphenyl 2- car bonyl ) -am no] - phenyl }-acetic acid 2,2-bis 25

et hyl car banoyl - enyl -et hyl ester
2. (g {3- (ethzl né@%y 8 af%&ﬁh%H%rq?qﬁpyl biphenyl-2-carbonyl)-amino]-

trifluorome é$%%%ﬁ1) é%?QC ?gféang£)2a§1 ﬁlFPQSleéthylcarbamoyl)_

acet oxymnet h onic acitd die est

{3- (et hyl - neybybné p@g@yyl dstéé -trlfluoronethyl 30
bi phenyl - 2- carbonyﬁ? am noj - phenyl} acetic acid 2,2-bis

et hyl car banoyl - 2- 1H§hgnyb{hy{2esiefz trlfluoromethyl benzoylamino) -

{3- (ethyl met hyl - car banoyl ) i4'-tr|fluoroneth

bi phenyl®- 2- E%?%%%&T?Q%ﬁ?ﬁﬁTebﬂﬁ Qr?aéEQFFCaQ&Fddéeﬁhﬂﬂseﬁter
t hyl b | - 3-

[t aertante S DA TR et e

bi phenyl - 2- cag boRyh 9?1y0£ Fﬁéﬂyh}mQQSBhé aehd di2thiy3 ester,
et hyl car banoyl - 2- phe et hyl ester,

{3-(pyrrolidine- lzcﬁﬂbbmyia Haf 4y -bentdybanimd hyphéedyl] -
bi phenyl - 2- car bonyl ) - anlno% phenyl }-acetic acid 2,2-bis
et hyl car ban®yPt ¥ Reyy L &r hypPhesyérmalonic acid diethyl ester,

10 2-phenyl-2~-{2-[4-(2-trifluoromethyl-benzoyloxy) -

phenyl]-acetoxymethyl}-malonic acid diethyl ester,
2-{2-[4-(2-benzoyl-benzoyloxy)-phenyl]-

acetoxymethyl}-2-phenyl-malonic acid@ diethyl ester,
2-{2-[4-(2-benzoyl-benzoylamino)-phenyl]-

15 acetoxymethyl}-2-phenyl-malonic acid diethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl)}-acetoxymethyl)-malonic acid
dicyclohexyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

20 phenyl}-acetic acid 2,2-bis-cyclohexylcarbamoyl-2-phenyl-

ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-phenylcarbamoyl-ethyl
ester,

25 {4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-isopropylcarbamoyl-2-phenyl-
ethyl ester,

2-benzyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid diethyl




{3-(pyrrolidine-1-carbonyl)-4-[(4" -trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bis

et hyl car banoyl - 2- phenyl -et hyl ester, 15

{3- (et hyl - propyl - car banmoyl )-4-((4'-trifl uoronet hyl
biphenyl-2-carbony|)-anino]-phenyl}-acet?% acid 2,2-bis

et hyl car banoyl - 2- phenyl - et hyl ester,

{3- (et hyl - propyl - carbanmoyl )-4-[ (4" -trifl uoromnet hyl

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 3,3-bis 20
ethylcarbanﬁ?Feﬁbphenyl propyl ester,

{3-di net hyl car ba

f| |-~ b .
2- car bonyl ) - ami nof- 6%éﬁ g? ugé?gg%Q¥;%3P%g§EX#gﬁ—Q}pﬁ$§%ﬁ-%&hyl
ester, 2- ph@a¥bo%yﬁ3 %§1ﬁﬁﬂrbwén@UQe ket R Ny Xy {d hedBy1-malonic

tr|fluoronethyl bi phenyl - 2-car bonyl) - am no] - phenyl } acet oxynet hyl ) -mal oni c
aci d di et hyhcedt @ietByphesytler?- (2 {3- (pi peridine-1-carbonyl)-4-[(4

trifluoronethyl - blphenyl 2- car bonyl ) -am no] - phenyl} acetoxynethyl) nalonlc
acid di € hyl estef -trzfluoromethyl-biphenyl-2-carboxylic acid -1

%?églggﬁcrgc rbag?gkﬁeﬁgg}(ggéifl é&gﬁég%h52ﬁ¥%f%%9ﬁﬁo %%anlno et hy
ester, {3-dbRRbhYLEHRATEE ALY prichivh] waruet hyl - bi phenyl S

2- carbonyl) am no] - phenyl}-acétic aci d 2-phenyl -2 propionyl ami no- et hyl
ester, {3-dinet hybephbaghyb-4afbéxyliclachd ardtznghdnyphehy?-bis-(2,2,2~
Z-Carbonyl)%ggkggL}g@22¥;ac%§%2;%yﬁgl%t%ggiéiéﬁég;imethyl] phenyl

10 ester,

2-butoxy-benzoic acid 4-[2-phenyl-2,2-bis-(2,2,2-
trifluoro-ethylcarbamoyl)-ethoxycarbonylmethyl]-phenyl
ester,

2-cyclohexyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-

15 carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid diethyl
ester,

{4-[(biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid
2-phenyl-2,2-bis-(2,2,2-trifluoro-ethylcarbamoyl)-ethyl
ester,

20 [4-(2-phenoxy-benzoylamino)-phenyl]-acetic acid 2-
phenyl-2,2-bis-(2,2,2-trifluoro-ethylcarbamoyl)-ethyl
ester,

2-phenyl-2-(2-{2-trifluoromethyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

25 acetoxymethyl)-malonic acid diethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-propylcarbamoyl-ethyl
ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-




pyrrolidin-1-yl)-2-phenyl -ethyl ester, 10

{3-di net hyl car banoyl -4-[ (4' -trifl uoronet hyl - bi phenyl

2- car bonyl ) -am no] - phenyl }-acetic acid 2-ethyl carbanoyl benzyl ester,
{3-dinethylcarbannyl-4-[(4'-trifIuoronegg%l-biphenyl

2- car bonyl ) -am no] - phenyl }-acetic acid 5 et hyl car banoyl net hyl - benzyl
ester, {3-dinethylcarbanoyl-4-[(4'-trifluoronethyl-biphenyl 5
2- car bonyl ) - am no] - phenyl } - acetic acid 2-isopropyl am no-2 phenyl - et hyl

ester hydrochlor arb trifluoromnethyl 20

benzoyl am nOTERFEHyATE GG 1R 42, D18 Leb P Ea P 22 BT S Gh

ester, 2- {Zeggeglnethylcarbannyl 4- (2 trifluoronethyl

benzoylanlno) phenyl ] - acet oxynet hyl }-2- phenyl - mal oni ¢ aci d di et hyl ester,

25 2-[2-(2-{3-di nethytrcaibapoyl-4-[24 4t [ (&l vorQfRtibybmethyl-biphenyl-

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxy) -ethyl ] -2 phenyl -mal onic acid

di et hyl est%rcaQDQQY{Lia ginfeeyphanpadogresogymethyddroadiopienyl - 2 acid

carbonyl) hen¥ %Dacetoxynethyl) 2- phenyl - mal oni c 32 acid diethyl
?Lt ¥ 8

ester, 2- bi phenyl - 2 carbonyl) am no] -3

dinethylcarbanDyI a X hyk ph L e di I

ester, 5 {3-dinet %%D§| g ?ﬁﬁ { ﬁorggé%%gp¥gﬂgﬁgg§lglgh%hgﬁ
2-carbonyl) -~amino]-phenyl}- acetoxymethyl)-malonic acid

diethyl ester,
‘ 4'-trifluorométhyl—biphenyl—2—carboxylic acid 4-(2,2-

10 bis-ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl)-phenyl
ester,

2-phenyl-2-(2-{3-trifluoromethyl-4-{(4"'~
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

15 [4-(2-butoxy-benzoylamino)-phenyl]-acetic acid
2-phenyl-2,2-bis-(2,2,2-trifluoro-ethylcarbamoyl)-ethyl
ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-butylcarbamoyl-2-phenyl-ethyl

20 ester,

2-(2-{4-[(9-0x0-9h-fluorene-1-carbonyl)-amino]-
phenyl}-acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-[ (9h-fluorene-1l-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

25 {3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl- -
2-phenyl-ethyl ester,

2-(2-{4-[(4'-methyl-biphenyl-2-carbonyl)-amino]-

phenyl}-acetoxymethyl)-2-phenyl-malonic acid diethyl ester,



2- car bonyl ) -am no] - phenyl }-acetic acid 2-acetyl am no-2 phenyl -ethyl ester,
{3-di net hyl car banoyl -4-[ (4' -trifl uoronet hyl - bi phenyl

2- car bonyl ) -am no] - phenyl }-acetic acid 2-butyrylam no-2 10 phenyl - et hyl
ester, [4-(2-benzoyl-benzoyl am no) - 3-di net hyl car banoyl phenyl ] -acetic acid
2, 2- bi s- et hyl car banoyl - 2- phenyl - et hyl ester,
2-{2-[4-(2-benzoyl - benzoyl am no) - 3-di net hyl car banoyl 15

phenyl ] - acet oxynet hyl } - 2- phenyl mal oni ¢ acid diethyl ester,

2- (2-{3-dinethyl car y -trifluaronethyl
bi pheny! - 2 car bonyI ) nzlnéﬁ4ph@ﬁﬁPanb@P@%ﬁﬂ&ﬁnﬂjCQ?qﬂﬂﬁﬁﬂ AR © aci d

di net hyl ipﬁyp vAISHEL RSl hﬁ’lﬁ A Bl T wllcoal{ﬁbcfngl it Jﬁy“rﬁt%1 oni ¢

trifluorone phenyl ™ eny ce oxXy

acid diethyl esterq- {2(@yctﬁbﬁrﬂér&né@iiﬁ-@iﬁ%ﬂmﬁzﬁ@&%wly 4-bfidno

trifluoronethyl -bi phenyl -2-carbonyl ) -am no] - phenyl } - acet oxy nethyl) “mal oni ¢

aci d di et hybhesyep-a2ét2e( Zad4d [ (34'3-thil sorectHyt Jpdearbdmad- 108 -y y T api- i) 3
dlnethylcarbannyl phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, X (2°FASE(4' - acetyl bi phenyl - 2- car bonyl ) - am no] - 3

et e e Dt SO AR R gl el
2,2-bis- ethﬁhéﬁ&@?ﬂ&&étgcpaéﬂﬁl365@ﬂny¥ﬂ§¥3 bis-propylcarbamoyl-propyl
ester,
{4-[(biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid

10 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl ester,

[4-(2-phenoxy-benzoylamino)-phenyl]-acetic acid
2,2-bis-ethylcarbamoyl-2-phenyl-ethyl ester,

[4~(2-butoxy-benzoylamino)-phenyl]-acetic acid
2,2-bis-ethylcarbamoyl-2-phenyl-ethyl ester,

15 2-phenyl-2-(2-{4-[(3'-trifluoromethyl-biphenyl-2-
carbonyl)—amino]—phenyl}-acetoxymethyl);malonicznxhidiethyl
ester,

2-(2-{4-[2-(4-fluoro-benzoyl)-benzoylamino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

20 4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-
bis-ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl)-2-chloro-
phenyl ester,

2-phenyl-2-{2-[4-(2-thiophen-3-yl-benzoylamino)-
phenyl]-acetoxymethyl}-malonic acid diethyl ester,

25 2-(2-{4-[ (biphenyl-3-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-[isopropyl-(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]—phenyl}—acetoxymethyl)—2—phenyl—malonic

acid diethyl ester,



5 2-{2-[ 3-di net hyl car banoyl - 4- ( 2- phenoxy- benzoyl am no)

phenyl ] - acet oxynet hyl } - 2- phenyl - mal oni ¢ acid di ethyl ester,
2-(2-{4-[ (4" - cyano- bi phenyl - 2- car bonyl ) - am no] - 3

di et hyl car banoyl - phenyl } - acet oxynet hyl ) - 2- phenyl - nalonic acid di et hyl
ester, 10 2-(2-{3-di nethyl car banoyl - 4- [ (%€ met hyl -
trifluoronethyl-bi phenyl -2-carbonyl)-am no] - phenyl}

acet oxynet hyl ) - 2- phenyl - nalonic acid diethyl ester,

2- (2-{3-di et hyl car bamoyl - 4- [ | -4

trifl uoronethyi- b?phanw bc¥s BBﬁW)l A’ né]flﬁllrélﬁﬁo}f“el@yl biphenyl-2-

acet oxyneth n mal.oni |d m

(35 af met ny| EaFBRRSRI - #mip 1o BherRiar sReTh s a2~ Phenyl matonic

2- carbonyl)a@qhngheghgﬁyggt@getlc aC|d 2

met hanesul f onyl am no- 2- phenyi -et hyl ester,

3-(2-{3-di net hyl carbarpyl{2- hééprbpyikbehaﬂyubmhnBO phenyl]-

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxy) - 2- phenyl propi onic acid et hyl
ester, {B-deeethyymatbadoyl-2hppyl-meilpnder gedtch@iadinpHeater,

2 carbonyl ) am ncl phepy! i?aﬁ%'z%l Benzoy aRund) -Bhehyl}

2-[3-(2-{3- gba%mmg%%a -p eL.g/i a1 ohli O YR @ﬂ.let_hi[l ester,

bi phenyl - 2- carbon phenyl } - acet oxy) - propyl | phenyl -'mal oni ¢ acid
di et hyl ester, 2- Q2pﬁ8n§lnﬁthchaFbaﬂmykr4fﬂ@5r6ﬁbh@&ﬁf%1phenyl 2-
trlfluoronethyl bi phenyl - 2- car bonyl ) - am no] - phenyl } 34

acet oxymet hgeybengheénpmipall ophenydild agedorymeddyds) -malonic acid

10 dipropyl ester,
2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diisobutyl ester,
2-phenyl-2-{2-[4-(2-trifluoromethoxy-benzoylamino)-
15 phenyl]-acetoxymethyl}-malonic acid diethyl ester,
2-{2~[4-(2-butoxycarbonyl-benzoylamino)-phenyl]- -
acetoxymethyl}-2-phenyl-malonic acid diethyl ester,

{4-[(4"'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

phenyl}-acetic acid 2,2-bis-isobutylcarbamoyl-2-phenyl-ethyl
20 ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]}-
phenyl}-acetic acid 2,2-bis-(3-methyl-butylcarbamoyl)-2-
phenyl-ethyl ester,

2-(2-{4-[ethyl-(4'-trifluoromethyl-biphenyl-2-

25 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

[4-(2-cyclohexyl-benzoylamino)-phenyl]-acetic acid
2,2-bis-ethylcarbamoyl-2-phenyl-ethyl ester,

{4-[(4'-chloro-biphenyl-2-carbonyl)-amino]-phenyl}-



2-(2-{4-[(5-chloro-4"-trifluoronethyl-Dbi phenyl -

car bonyl ) - am no] - 3- di net hyl car banoyl - phenyl }

acet oxymnet hyl ) - 2- phenyl - mal oni ¢ aci d diethyl ester, 5
2- (2-{3-di et hyl car banoyl - 4-[ ( 6- net hyl -
trifluoronethyl - bi phenyl - 2- car bonyl ) - anl%%] phenyl }
acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester)
2- (2-{3-di et hyl car barmoyl -4-[(4' -trifl uoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 10 phenyl - mal onic acid
di -2, 2, 2-t ra¢eidFoBERYl 2edt b S -21hY1CardamerHy|c@heaydylethy( 2sfeq0r 0- 4'

g or ot L PLDEPY! £ ALERTNEY- BT RBb S Y ony ) -amino)

2-(2-{5-di ngi byl ¢3r k- 2akhHor 9- 4-hG4 - ethya 1-2-phenyl-ethyl
trifluoronethyl i’b?}pﬁeny 2- gargonyl) %nlng%-ghéﬁﬁ?fmoy “phenyl-ethy

acet oxynet hys}e2- phenyl - mal oni c aC|d dlethyl ester,
2- (2-{3-brono-5-di net hyl car banoyl - 4-[ (4
trifluorsomet hyl - bl ptieayhy 2= ¢éat béhytyisdnaopmphbnytpiphenyl-2-

acet oxymnet h mal onj ¢ _acid di et hyl ester 20
2-(2-{3-ch|%?%b8n§?'$re%/‘ﬂfzf‘8&r Bhfpyitaaperic’ actd Soprehyi-2,2-vis-
trifluoro n -am no] - phenyl }
acetoxyne?ﬁ§$§$59bﬁg§§ e %ﬁﬁ?gag%ﬁ glethyl ester,

2-(2-{3- dlnEthy|C@JbP@DVJtf&ﬂiﬁbrdﬂdﬂhy14$1phenyl 2-carbonyl) -amino] -
trifluoronethyl -bi phenyl - 2-car bonyl ) - am no] - phenyl } 25
acetoxynethymgnzlbh@@?tiﬂaﬁ©hﬁ02a%fﬂiﬂféEhyetngurethylcarbamoyl)-2-
2-(2-{4- [(3 -chl -trifluoronethyl - bi phenyl -

car bonyl¥) - P} fBeﬁvﬁﬁtﬁﬁFﬁﬁrbanDyl phenyl }

e ) BB L Sy BEL 0y L S Sbme ey -
thiazole-5-carbonyl]-amino}-phenyl)-acetoxymethyl]-2-
phenyl-malonic acid diethyl ester,

(4-{[2-methyl-4-(4-trifluoromethyl-phenyl)-thiazole-

15 5-carbonyl]-amino}-phenyl)-acetic acid 2,2-bis-

ethylcarbamoyl-2-phenyl-ethyl ester,

(4-{[2-(4-trifluoromethyl-phenyl)-pyridine-~-3-
carbonyl]-amino)}-phenyl)-acetic acid 2,2-bis-ethylcarbamoyl-
2-phenyl-ethyl ester,

20 (3-methyl-4-{[2-(4-trifluoromethyl-phenyl)-pyridine-
3-carbonyl]-amino)}-phenyl)-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

2-(2-{3-ethyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic

25 acid diethyl ester,

{3-isopropyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-
2-phenyl-ethyl ester,

2-(2-{3-isopropyl-4-[(4'-trifluoromethyl-biphenyl-2-



35 bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- (5

nitro-pyridin-2-yl)-malonic acid diethyl ester,

2- (5-am no-pyridin-2-yl)-2-(2-{3-di met hyl car banoy!

4-1(4' -trifluoromethyl-bi phenyl -2-carbomg )-am no] - phenyl} 5

acet oxynmet hyl )-mal oni c acid diethyl ester,

2- (2-{3-di net hyl carbanoyl -4-[ (4' -trifl uoronet hyl

bi phenyl - 2- car bonyl) - ami no] - phenyl } - acet oxymet hyl ) -2 pyri di n- 2-yl - mal oni ¢

acid diet hyéa%&@ﬂ?fa&zné? SRERY D SaQéﬁsk?méﬁﬁym?Uaybhanwuaa%ﬁih( 4' 10
e

trifluoronethyl-bi phenyl -2 carbony ) - am no] - phenyl }

acet oxymnet hyt¢ijd 2d péehyl - eateni c aci d di et hyl ester

2- (2-{3-brono- 5- dlnethylcarbanDyI-Z fluoro-4-[(4

trifluoromethyl - %ﬁﬁ#ﬁﬁl?&ddﬂboﬁyﬂfléﬁrﬁﬁFtbﬁ npiphenyl-2-carbonyl) -

> (2 b i %e%m%aa%%ﬂy?ﬁ' STk 619 hot OFkg Fo Py LoaTbamoy1 -
b!phenylesteﬁﬁggggg)?gg%? tﬁpﬁpyl} acet oxynet hyl )-2-0 tolyl-malonic acid

di et hyl car banoyl -4-[(4' -trifl uoronet hyl

bi phenyl - 2- carbomﬁ)xgwbmm&lpMepyA} acet Dxyrehdyhyt 2bDpREnY DLyl - mal oni ¢
acid diethyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4"'-trifluoronethyl

bi phenyl - 2-@zwemyl ) = arnm@] phenyl } -acetbgyawithyl ¥-pig-eshylcaubemoylaci d
di et hyl ester, %%§2 ggen yl)-2-(2-{3-di nmet hyl car banoyl -4-[ (4" 25
trifluoronmet TR Y 2224afbonyl ) - ami no] - phenyl } acet oxynet hyl ) - mal oni ¢

acid diethyl eSteia(z’-{(ﬁ-f&MPyPh@”b/M 2425 { S FbHBLEYL CRL PRARYA = 4= [ (4

10 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic

acid diethyl ester,

2-(2-{3-chloro-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

15 2-(2-{3-bromo-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-

20 ethylcarbamoyl-2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-
propylcarbamoyl-ethyl ester,

{3-methylcarbamoyl-4-[(4'~-trifluoromethyl-biphenyl-2-

25 carbonyl)-amino]-phenyl}-acetic acid 2, 2-bis~-ethylcarbamoyl-
2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

ethylcarbamoyl-3-phenyl-propyl ester,



trifluoronethyl -bi phenyl -2-carbonyl)-am no] - phenyl } acet oxynet hyl)-mal oni c
acid diethyl ester, 36

2- (4-chl oro- phenyl) 2-(2-{3- dlnethylcarbannyl 4-1 (4

trifluoronethyl -bi phenyl -2-carbonyl ) -am nol - phenyl } acet oxynet hyl ) -mal oni c
acid diethyl ester, 2-(2-{3-dinethylcarﬁ%%nyl-4-[(4'-trifluoronethyl 5

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl -succinic acid
di et hyl ester, 2- (2 {3-di met hyl car banoyl - 4- [(4'-trif|uoronethy|

bi phenyl - 2- car bon anlno] ph | } acetoxynethxl 2

met hoxy- phenyl ) - ¥i¢®¥b%%?%+ 4 J151 luoromethyl-

b1 phenyl - %ﬂ% ?aﬁ%ﬁ%?n%%ﬁn'yﬁ% SBB3dkrpampmethyL) -2-

met hoxy- phegyy, Imméw%&léchélé'§£8¥h gstster,
2-(2-{3- mrmthYCMbamw -4- -tH?lmNOWth

bi phenyl - 2- carbomﬁabénnymda;wmmmy} ackl oxyteihytpra@médh¢s-biphenyl-2-
met hoxy- phenyl ) - mal oni ¢ aci d dleth¥ ester,
2- (2- {45[(53&rwaliram$%ﬂoﬁb?ﬁyl bﬁﬁﬁ‘éh?la?ld2 2-bis-ethylcarbamoyl-

car bonyl ) - am no rbanDyI phenyl }
acet oxynet Iy rh%ﬁ%%éﬁgﬁyﬂa ohft acid diethyl ester,
gagﬁoaslg(gnfggfr ﬁé#ﬁ*carbanﬁgyi béﬁb@?¥£rgfzgoromethyl biphenyl-
phenyl
gc?;o?gngyhyt%?%b@m§nylaTﬁgéthh??yM}dazéhyb esti@r 4,4-bis-
- (2-{3-di net hyl car banoyl - 4- [ (6-f | uor o-
trifl uor omeHyyloaphengyl 24 cehepyiy - PubilneFLphenyl }

acetOX%BEthyl)-2-€§Eﬁgg£ﬂmﬂég§gagg§f 9' IQVI f%fubromethyl -biphenyl-

2-carbonyl)-amino] -phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,
{3-diisopropylcarbamoyl-4-[(4'~trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
15 ethylcarbamoyl-2-phenyl-ethyl ester,
2-(2-{3-diethylcarbamoyl-4-[(4'-trifluoromethyl-~
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,
2-(2-{3-diisopropylcarbamoyl-4-[(4'-trifluoromethyl-
20 biphenyl—z—carbonyl)—amino]—pﬁenyl)-acetoxymethyl)—2-phenyl—
malonic acid diethyl ester,
{3-(isopropyl-methyl-carbamoyl)-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetic
acid 2,2-bis-
25 ethylcarbamoyl-2-phenyl-ethyl ester,
2-(2-{3-(ethyl-methyl-carbamoyl)-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

{3-(ethyl-methyl-carbamoyl)-4-[(4'-trifluoromethyl-



25 2-[2-(2-{3-di net hyl car banoyl - 4-[ (5- net hyl -
trifluoronethyl-bi phenyl - 2-car bonyl ) -am no] - phenyl }

acet oxy) - et hyl ] - 2-phenyl -nmal oni ¢ acid di ethyl ester,

2- (2-{3-di net hyl car banoyl - 4- [ ( 5- et hoxy- 4,
trifluoromnethyl-Dbi phenyl -2-carbonyl) - an1%o] phenyl } 37
acet oxynet hyl ) - 2- phenyl -mal oni ¢ aci d di ethyl ester,

2- (2-{3-di met hyl car banoyl - 4- ((5-i sopr opoxy- 4’

fl - 0.
éé'[etz ogg@gﬁti‘%'@%ﬁgﬁQ%é'ﬁéffaﬁi %ﬁé odr B Fﬁbwﬁﬁsgé ckic acid 2,2-bis-
u
car bonyl ) - a%#n ?Cgpgémg?% gﬁgﬁﬁ% %kh?gﬁes?ggcetoxy)
et hyl | - 2- phenyl - npd 0pé €hpLife thel hghresheyl)-4-[ (4'-trifluoromethyl-
2- (2-{3-di net hyl car banoyl - 4-[ ( 6- met hoxy- 4’

trifl uor onebhphebybhengbhrBonui beapinodnhepypiengericoacid 3,3-bis-

acet oxynet hy I% 2- pheny I-nalonlc acid diethyl ester,
2- (2-{3-5di net meamaﬁﬁw PReIWLCRyPPYL ester,

trifluoromnethyl- éé}ﬁﬁ?ﬁeg}gfﬁQQPYEérggh?%L Qh?@xhltrlfluoromethyl—

acet oxynet hyl ) - 2- oni ¢ acl ester,

2-{2-[4-(2,41phéntil bl yaresriyhyl ahenaqypbagnge)~ 3ckkic acid 2,2-bis-
di et hyl car banoyl - phenyl ] - acet oxynet hyl } - 2- phenyl - nalonlc aci d di et hyl
ester, 2-(2e{BylicasbambyarBapbghyad- p@hylnésﬁytablphenyl

RN TR T AR L 'ﬁ%ﬂ%ﬁrg%%e%“‘y'
aCEtOXyﬂpthgléhghyfggyéagg$gyiF_Qﬁigo? ﬁﬁQX&l?SESEtlc acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,
{3-(pyrrolidine-1l-carbonyl)-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

15 {3-(methyl-propyl-carbamoyl)-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(methyl-propyl-carbamoyl)-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

20 ethylcarbamoyl-3-phenyl-propyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino] -phenyl}-acetic acid 2-ethylcarbamoyl-
2-phenyl-ethyl ester,

2-phenyl-2—(2—{3—(pyrrolidine—l—carbonyl)-4—[(4'—

25 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

2-phenyl-2-(2-{3-(piperidine-1l-carbonyl)-4-[(4"-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)-malonic acid diethyl ester,



2- (2-{3-di net hyl car banoyl -4-[ (4" - et hyl - bi phenyl -

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 25 2-(2-{3-dinethyl carbamoyl-4-[(4'-isopropenyl
biphenyl-2-carbony|)-anino]-phenyl}-acet&lynethyl)-2 phenyl - mal oni ¢ aci d
di et hyl ester) 2-(2-{3-dineth~lcarbanoyl=4-[(4"-isopropyl -bi phenyl

2- car bonyl ) - am no] - phenyl ) - acet oxynet hyl ) - 2- phenyl-nalonic 38 acid

di et hyl ester, 2-{2-(3-dinethylcarbanoyl-4-(2- isopropenyl

o e ST e AL RSN -pc 63 ?zgémwgltﬁﬁ' BIBRLg 2l
trifluoro y ybl-: nyl - mal oni ¢ acid
i ethyl estero O EY: %“’%IE‘%’W%“%%MFEEQF H?%Bt PR Ay

phenyl am nojrdeienyl amine] e phenyéstaeet oxynet hyl) - 2- phenyl 10 mal onic acid
di et hyl ester, 2-{2-[3-dinethylcarbanoyl-4-(4"-trifluoronethyl

bi phenyl - 2- carbomﬁtﬁqmeﬁhﬁﬁgﬂqbamﬂﬂbm?ﬂhthy+yerphenymenayénbépaehyl—

di et hyl _ester, %3 dlnethylcarbago%g [2-(3-trifluorgnethyl 15
phenoxyf bé%i%??%%?% ] =PMERS | TRheRY S FﬁyF)aﬁlﬁhénQPeﬁﬂﬂoﬁlc aci d di et hyl

ester, %§§$ﬁgg§wgt§%%(esté£lfluoronethyl bi phenyl

2- carbonyl) acird 2-ethyl -2-phenyl
{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-

2-carbonyl)-amino]-phenyl}-acetic acid 2-(2,5-dioxo-
pyrrolidin—l-yi)—2—phenyl—ethyl ester,

10 {3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl)}-acetic acid 2-ethylcarbamoyl-
benzyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-~amino]-phenyl}-acetic acid 2-
15 ethylcarbamoylmethyl-benzyl ester,
{3-dimethylcarbamoyl-4-~[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-isopropylamino-2-
phenyl-ethyl ester hydrochloride,
[3-dimethylcarbamoyl-4-(2-trifluoromethyl-

20 benzoylamino)-phenyl]-acetic acid 2,2-bis-ethylcarbamoyl-2-

phenyl-ethyl ester,

2-{2-[3-dimethylcarbamoyl-4-(2-trifluoromethyl-
benzoylamino)-phenyl]-acetoxymethyl}-2-phenyl-malonic acid
diethyl ester,

25 2-[2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-
phenyl-malonic acid diethyl ester,

2-(2~{3~-dimethylcarbamoyl-4-[(4'-fluoro-biphenyl-2-

carbonyl)-amino] -phenyl}-acetoxymethyl)-2-phenyl-malonic



butyl ester, 20 2-(2-{3-dinethyl carbanoyl-4-(2-(4-trifluoromnethyl

phenoxy) - benzoyl am no] - phenyl } - acet oxynet hyl ) - 2- phenyl nal oni ¢ aci d di et hyl
ester, {3-dinethylcarbanoyl-4-[(4'-trif |uoronethyl-biphenyl

2- car bonyl ) -am no] - phenyl }-acetic acid 1-phenyl 25 cycl opropyl net hyl ester,
{3-di met hyl car bamoyl -4-[ (4" -trifl uoronet#yl - bi phenyl 2- car bonyl ) - am no] - phen
yl }-acetic acid 2, 2-di phenyl -ethyl ester,

{3-di met hyl car bamoyl - 4-((4' -trifl uoronethyl - bi phenyl 39

2- car bonyl ) - am_no] - phenyl }-acetic acid 1-phenyl cycl opentyl nethyl ester,

{ 3- di et hyl @§iBafbfthd L] e3teLri f | uor onet hyl - bi phenyl

2- car bonyl ) -am no] - phenyl }-acetic acid_3-hydrgxy-2.5 .
hydroxynethyl-2-p%éﬁ€fgéfﬁﬁgl'égP@Pf lpﬁen¥9”9'%arb°nyl)’amlno]"3'

{3'd'”Ethylééﬁeﬁﬂ?iEéﬂbgﬁ6§1Lbhkh9QQ9%%%Q$&thR%®Q»L2—phenyl—malonic
2- car bonyl ) -am noJ - phenyl }-acetic aci d 3-aceét oxy-2

acet oxynet hgtid- phenyyipeepgl ,ester,

2-(2-{3-di met hyl carbanoyl -4-[(4' -trifluoronethyl 10

bi phenyl5 2- car bon{Bydine bloylehthampyacét b ¢iret i lup romedpydnbdpjrenydl-oni ¢

b1 phenyl - 5 CaF BRIy SAnP RS IR ERSTY S c e o Rerhyy 22 AR OB A~ el oni ¢
aci d di et hylnggletethp12a6gel4- di methyl carbanoyl -5-[(4'-trifluoromethyl
bi phenyl - 2-'carbonyl ) -am no] - pyri di n- 2-yl } - acet oxynet hyl ) - 2
{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-butyrylamino-2-

10 phenyl-ethyl ester,

[4-(2-benzoyl-benzoylamino)-3-dimethylcarbamoyl-
phenyl]-acetic acid 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl
ester,

2-{2-[4-(2-benzoyl-benzoylamino)-3-dimethylcarbamoyl-

15 phenyl]-acetoxymethyl}-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl- -
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid dimethyl ester,

2-cyclopentyl-2-(2-{3-dimethylcarbamoyl-4~[(4"'~

20 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl)}-acetoxy
methyl)-malonic acid diethyl ester,

2-cyclohexyl-2-(2-{3~-dimethylcarbamoyl-4-[(4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy
methyl)-malonic acid diethyl ester,

25 2-(2-{4-[(4’'-chloro-biphenyl-2-carbonyl)-amino]-3-
dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{4-[(4'"-acetyl-biphenyl-2-carbonyl)-amino]-3-

dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic



phenyl - mal oni c acid diethyl ester,

2- (2-{3-di net hyl carbanmoyl -4-((4'-trifl uoronet hyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2-(3 20

met hyl - t hi ophen-2-yl)-malonic acid diethgl ester,

2- (2-{3-di net hyl car bamoyl - 4-[ (4' -trifl uofdnet hyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2-(5

nmet hyl -t hi ophen-2-yl)-nmalonic acid diethyl ester,

2- (2-{3-di net hyl car banoyl -4-[(4' -trifluoronethyl 25

bi phenyl - 2- é&ﬁ@oﬁ}ﬁ?ha#lﬁéFﬂﬁhenyl} acet oxynet hyl )-2 thiazol - 2- yI mal oni ¢

acid diethyl este arb 4' - trlfluoro t hyl

bi phenyl - 2- carboné?}aéﬁ?ﬁgylﬁﬁgﬁ ¥Y§cétgg0§éFﬁﬁﬁ& |§3 } l oni ¢ aci d
diethyl est ghopy1T0agetet DUl 22(%-&3%%9136%49@% Apr[e(xfly sethyl
trifluorone yP i phenyl -2- carbonyl’) - ami no] - phenyl } acetoxynethyl) oni c
acid di et hyksesiker, 2-(2-{3-dinethylcarbanoyl -4- [(4'-tr|fluoronethyl 5

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynmet hyl )-2 i sobutyl -nmal onic acid
di et hyl %®ster, 2- @2{%3{aiﬂémﬁyhyécbahnybyl-P64Q pmﬁmpawrém@wmmlamino)—

bi phenyl - 2- carbon -am no hen acet oxymet hyl) - r op I-nalonlc aC|d
di ethyl estBASRYR aegt% Pﬁ@&ﬂér% R SN AHPR SR O S

e 2 ) ey R B . 2
dimethylcarbamoyl- phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

10 2-(2-{3-dimethylcarbamoyl-4-[(4-methyl-4"-
trifluoromethyl-biphenyl-2-carbonyl)-amino]}-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-methyl-4"'-
trifluoromethyl—biﬁhenyl-Z—carbonyl)—amino]—phenyl}—

15 acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-{ (4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-
methanesulfonylamino-2-phenyl-ethyl ester,

3-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

20 Dbiphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-2-phenyl-
propionic acid ethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-(methyl-propionyl-
amino)-2-phenyl-ethyl ester,

25 2-[3-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-propyl]-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-methoxy-4"'-

trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-



trifluoronethyl-Dbi phenyl -2-carbonyl)-am no] - phenyl} 15

acet oxynet hyl)-mal oni c acid di ethyl ester,

2-al lyl-2-(2-{3-di net hyl carbanoyl -4-[ (4
trifluoronethyl -bi phenyl -2-carbonyl ) -am no] - phenyl } acet oxynet hyl)-mal oni c
acid diethyl ester, 3-(2-{3-dinethylcarb%%nyl-4-[(4'-trifluoronethyl 20

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxy) - 2, 2-bi s

et hoxycar bonyl - propi onic acid ethyl ester,

Z(Z{B-mneﬂ%luﬂbmm | -4-[ (4" -trifluoroneth

bi pheny| - 2- B&¢BBRYP§T hnﬁ:QﬂﬁﬂﬂA}M%&gﬁ%&wq@&%;¢3egp¥%_ester.

2 (5 (3 othoxy- & (ko= [F1 F(RoFBIRERS T D pheayprametnyl-biphenyl-2-

carbonyl)-aggggbﬁpmqnghﬁngqego&xmgg hha%bﬁﬁ%@ﬁLF%%hgﬂhc aci d di et hyl

ester, {3-hydroxy-=4-[(4'-trifluoronethyl-biphenyl-2

car bonyl) - aastabdxphenyiyl)acephengti-tha2 o2k scdtihylieahlydnmdter 41

2-phenyl -ethyl ester) iS-ngthoxy-4-[(4'-trifluoronethyl-biQhenyl-z

car bonyl5) - am no] - phé&Ay }3=%@@r§yé@§ab2{ney%r§:éﬁﬁyfﬂ@am&m&jl 2- phenyl - et hyl

Carbonyl) - sk hb CBRERGE R 1<BE st hot SES0ThER] SHETEREGerd i et ny

car bonyl ) - R RS Y RERT} LA AR e S i g o)

propyl car banoyl - ezt hyb- g3t @imethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

10 phenyl-malonic acid di-2,2,2-trifluoroethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(2'-fluoro-4"-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{5-dimethylcarbamoyl-2-fluoro-4~[(4"'-

15  trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-bromo-5-dimethylcarbamoyl-4-[(4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

20 2-(2-{3-chloro-5-dimethylcarbamoyl-4-[(4"'-
trifluoromethyl-biphenyl-2-~carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2—(2—{3-dimethylcarbamoyl-4—[(3';fluoro-4'—
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

25 acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-[(3'-chloro-4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-3-dimethylcarbamoyl-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-



{3-met hoxy-4-[(4'-trifluoromnethyl -bi phenyl -

car bonyl ) -am no] - phenyl }-acetic acid 3, 3-bi s-ethyl carbanoyl 3-phenyl - propyl
ester, {3-ethoxy-4-[(4'-trifluoromnethyl-biphenyl-2 15

car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bi s-et hyl carbanoyl 2-phenyl - et hyl

‘ester, {3-ethoxy-4-[(4' -trifluoronethyl -8 phenyl -

car bonyl ) -am no] - phenyl }-acetic acid 3, 3-bi s-et hyl car banoyl 3-pheny|-propy|
ester, 20 2-(2-{3- isopropoxy 4- [(4'-trif|uoronethy| bi phenyl -

carbonyl) am nol - phenyl } -acetoxynethyl phenyl - mal oni ¢ aci d dlethyl

ester, {3-i §6BP8}5‘8}y 23CprRoODFL) T P%P&ﬁepﬁvpyél}pﬁéﬁﬁoxﬂmethy )‘ - (5=

b I I
gaghgﬂzl)etﬁylg gFE&fg acg&908§§5-&% %5 -trdl(it roneﬁh blphenyl

car bonyl ) - am no] - @h@ﬂyhr}uiﬁéeﬂlﬁlaﬁhdz?’y@‘)bQS(QtlﬂﬁLﬁﬁhQ%mYL'ca%‘b%lﬂ@W"pr0py|
ester, {3-propoxy-4-[(4'-trifluoronethyl-biphenyl-

carbonyl) ag-nop- phemﬁﬂﬁoaOEEthyaCbdpﬁﬁﬁyﬂl9—ehhbbm&ﬂb&mmﬂnd}{ﬂhﬁnylXHhyl
ester, {3-benzyloxy-4-[(4'-trifluoronethyl-biphenyl-2

car bonyl9 - aAFASPXFRERDIL) aBelreiscPeid, Ql§¢§¥étﬁfﬁéébbannyl 5

2 prenyl et el P Gttt (41 L CLbesguet agphens -2
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
pyridin-2-yl-malonic acid diethyl ester,

2-(2—{3—chloro—5—diméthylcarbamoyl—2—fluoro-4—[(4'—

10 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-bromo-5-dimethylcarbamoyl-2-fluoro-4-[(4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

15 2-(2-{3-dimethylcarbamoyl-4-[(4"'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-o-
tolyl-malonic acid diethyl ester,

2-(2~{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-m-

20 tolyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'~-trifluoromethyl~
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-p-
tolyl-malonic acid diethyl ester,

2-(2-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-[(4"'-

25 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

2-(3-chloro-phenyl)-2-(2-{3~dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)-malonic acid diethyl ester,



acid diethyl ester, 2-(2-{3-hydroxy-4-[(4'-trifluoronethyl-biphenyl-2 10

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl

ester, 2-{2-[3-nmethoxy-4- (4'-trif|uoronethy| bi phenyl -

carbonyloxy) phenyl ] - acet oxynet hyl } - 2- ph%? nalonic acid di et hyl
{3-di net hyl am no-4-[(4'-trifluoronethyl phe
car bonyl ) -am no] - phenyl }-acetic acid 2, 2-bis- ethylcarbannyl

nyl -

ester, {3- piperidin 1-yl-4- [(4'-trif|uoronethy| biphenyl

b I I
carbonyl) o 1ol pUeRyLl aeet LReRFLT 5 F20s il afba%ﬁ ilferiy -2
car bonyl ) - a%ﬂ?th?%ﬂ%'thgicﬁﬁb e?&'ldch%r%'oﬁnghﬁlrrﬁq{oqafménﬁphenyl et hyl

ester, 2-phen

I peridin-1-

-mal oni ¢ acid diethyl

ester, 15

2- phenyl - et hyl

trifluoromesbytokipbenyh’ ZmQQth&yh):ﬂ.dmdﬂQ}thghe@)slt]ez_acet oxymnet hyl ) - mal oni c
acid diethyl ester, 2-phenyl-2-(2-{3-pyrrolidin-1-yl-4-](4'

trifluoromethyl -

d di et hyl t 3-d hyl - f| hyl
o phenyls yEéSE%E&Fyzaﬁ?ﬁBPgﬁﬁ n?méggée an]n%hﬁp%&? s 'ﬁgﬁfcyaC|d

di et hyl eStSﬂen§1(guéélﬁﬁEpQBHh”d§e¥hyi E grlfluoronethyl bi pheny

bi pheny!®

10

15

20

25

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

b2 phen{B-2imathyhgbybamdndl 4phény -t ridduenpmetiy-- mal oni c

biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(2-

methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(3-

methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'~trifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(4-

methoxy-phenyl)-malonic acid diethyl ester,
2-(2-{4-[(5,4"'-bis-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-3-dimethylcarbamoyl-phenyl}-

acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-[(6-chloro-4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-3-dimethylcarbamoyl-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (6-fluoro-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-[2-(2-{3-dimethylcarbamoyl-4-[(5-methyl-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxy)-ethyl]-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(5-ethoxy-4"'-

trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-



5 1-2-carbonyl)-am no] - phenyl } - acet oxynet hyl ) - 2- phenyl mal oni c aci d di et hyl
ester, 2-(2-{3-diethylam no-4-[(4'-trifluoronethyl-bi phenyl

2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 10 2-[2-(2-{2-nmethyl-3- [(4'-tr|fluoronethyl bi phenyl -

carbonyl) am no] - phenyl } - acet oxy) -et hyl ] ¢ E-phenyl mal oni ¢ aci d di et hyl
ester, 2-phenyl-2-(2-{3-[(4'-trifluoronethyl-biphenyl -

carbonyl) anino] phenyl } - acet oxymet hyl ) - mal oni ¢ acid di ethyl 15 ester,

2- phenyl - 4'-tr|fluoronethyl bi phenyl - 2car bonyl ) - am no] - phenyl}
- acet oxy) - e ﬁ?ﬁ?x§ﬁ?£ t) atTRPepet g letgracid "diethyl ester,

{3- [(4'-tr|fluoro n% kgphﬁﬁggﬁklgaggﬁg8§¥eh ?qbnggopro% nyL_acetic aci d

3, 3-bi s-et hyl car ba

{3- ((4'-tflEkﬁ@lﬁﬁﬁbhﬁkhQHPB&@hbn%ﬂ@@r%%&%bhy@ﬁ‘%%hn%hﬁ$ﬂdhj¥¥£IC aci d
3- phenyl - 3, 3- bi s- propyl car banoyl - propyl ester,

2-[2-(2-{4- aeehyky&eﬁbyl)Pakbhamwaﬁﬁmhphlhlph&ﬂyhléthyl ester,
carbonyzg am noj - henyl% acet oxy) - et hy & Ehenyl mal oni ¢ aci d di et hyl
ester) R[2-(2-{22mbEh{k=-64¢[45. ﬂrrbnao skELRQropephwAybiphenyl-2-

o R AT P R SR el 2 ¢ 1t
ethyl]-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (6-methoxy-4"'-
trifluoromethyl-biphenyl—2-carbonyl)Famino]—phenyl}-

10 acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2~{3-dimethylcarbamoyl-4-[(3-methyl-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-{2-[4-(2,4-bis-trifluoromethyl-benzoylamino)-3-

15 dimethylcarbamoyl-phenyl]-acetoxymethyl}-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-methyl-biphenyl-2-
carbonyl)-amino] -phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

20 2-ethyl-4-trifluoromethyl-benzoylamino)-phenyl]-
acetoxymethyl}-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-ethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

25 2-(2-{3-dimethylcarbamoyl-4-[(4'-isopropenyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
rhenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-isopropyl-biphenyl-

2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic



phenyl }-acetic acid 3, 3-bi s-i sopropyl car banoyl - 3- phenyl propyl ester, 5
{2-methyl -3-[(4"-trifluoronethyl -bi phenyl -2 carbonyl)-am no] - phenyl }-acetic
acid 3, 3-bi s-et hyl carbanoyl 3-phenyl -propyl ester,

{2-methyl -3-[ (4" -trifluoronethyl-biphenyl -2 carbonyl)-am no]-phenyl }-acetic
acid 4, 4-bi s-ethyl carbanoyl 10 4-pheny|-%@tyl ester,

{2-methyl -3-((4"-trifluoronethyl-bi phenyl -2 carbonyl)-am no] - phenyl }-acetic
acid 3- phenyl 3, 3-bi s propyl car banmoyl - propyl ester,

{2- met hoxy- g ‘-trifluoronethyl-biphenyl-2 15

car bonyl ) - aﬁFﬁ ]dﬁﬁéﬁyﬂ}eéééF‘c aci d 3, 3-bi s- et hyl carbanoyl 3- phenyl - pr opyl

ester, 2-[2-(2- {2 y 0 y

carbonyl) am noj - ph nyﬁ? acé%&égf; gﬁE%%& QEKQ Lfghagggg%la0|d di et hyl
ester, 20 {%rgtfmeesyorﬁe{r(ﬁ &1k £ 4 POARIES Ny n&whﬁnabe@oxymeth 1}-2-
carbonyl) am no] - phenyl }-acetic ‘acid 3, 3-bi s-‘et hyl car banoyl g phenyl - pr opyl
ester, 2-[2ph2n{y2-muhoxyc3alcid dh@th@ﬂommnﬂthyl bi phenyl - -2

carbony%% am noj - henyl% acet oxy) - et hyl ] - 2- phenyl - mal oni ¢ 25 aci d di et hyl
ester [2 (2 {227 §8pk p@%veshy@@arpampw&oﬁo&érﬁfppropyl 4-

o Py 2 e L0 LRSS O S e A o © i
phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[2-(3-trifluoromethyl -
phenylamino)—benzoylamino]-phenyl}—acetoxymethyl)42—phenyl—

10 malonic acid diethyl ester,

2-{2-[3-dimethylcarbamoyl-4-(4'-trifluoromethyl-
biphenyl-2-carbonyloxy)-phenyl]-acetoxymethyl}-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[2-(3-trifluoromethyl-

15 phenoxy)-benzoylamino]-phenyl)}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2-ethyl-2-phenyl-
butyl ester,

20 2-(2-{3-dimethylcarbamoyl-4-[{2-(4-trifluoromethyl-
phenoxy)-benzoylamino]-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid l-phenyl-

25 cyclopropylmethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-~-phenyl}-acetic acid 2,2-diphenyl-ethyl
ester,

{3-dimethylcarbamoyl-4-[ (4'-trifluoromethyl-biphenyl-



45 bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxy) -et hyl ] -2 phenyl - mal oni c
acid diethyl ester, 2-[2-(2-{2-ethoxy-5-nethyl-3-[(4"-trifl uoronethyl
biphenyl-2-carbony|)-anino]-phenyl}-acetoxy) ethyl]-2 5 phenyl -mal onic acid
di ethyl ester, 4-[(4'-trifluoromnethyl- $§enyl 2- car bonyl ) -am no] benzoic
acid 2-[9-(2, 2 2-trifluoro-ethyl car banoy 9h fluoren-9-yl]-ethyl ester,

4- [(4'-tr|fluoronethyl bi phenyl - 2- car bonyl ) -am no] 10 benzoic acid

h-fl uoren-9-yl)-et hyl ester n- biphenyl 2- yI-terephthaIanic acid

(2,2,2 trifluoro-eth 9h fluore yl -et yl ester,
'-trlfFUS?Shﬁ 39 && I Taci d

4
lehenykaglg thgﬁhétﬂ 1” tg&hyl ester 15

9

9-

(

(4" -trifluoro bi phenyl-2-¢ar bonyl ) -am no] benzoic acid

2- bi phenyl - 2-y| 3agehyt ARl Barbahbyl-es el -trifluoromethyl-biphenyl-
(4'-trifluoromethyl -bi phenyl - 2-car bonyl ) -am no] benzoic acid
apht hal ed-¢aybo8y(2- émznpﬂrphsawé}eﬁnpﬁe@rb&nﬁyﬂ9lpKUmWY1&ﬂer) 20
(

2-

(

(

i

4' -trif] ugroneth L E ﬁncarbonyl) am no] benzoic acid

PR 30 S A 5P PPdpfEhgten-1-y1) propyl ester,
4" -trifluoro hyl - Dj b n ~a c
dlphehylu3 (gFé %i??F??§§¥%B§E82?h3| %bag%$?¥u%?§ﬁ%kﬁ 5qphenyl'
4' -trifhuenesehiyl - BmpRENYbhénganbaayh)icakicie] jﬁﬂﬁ@ﬂdkyﬂﬁii

phenyl - 2-yl-3-(2,2,2-trifluoro ethyl carbanoyl)-propyl ester,
acetoxymethyl-2-phenyl-propyl ester,

- (
-
-
-
-
- (
-
-Nn
-
-
- (
3
-
- bi

w-bw-hw-bw-hl\)-bl\)-hl\)l\)

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

10 biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

thiophen-2-yl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

thiophen-3-yl-malonic acid diethyl ester,

15 2-(2-{4-dimethylcarbamoyl-5-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-pyridin-2-yl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(3-

20 methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(5-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

25 biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
thiazol-2-yl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

isopropyl-malonic acid diethyl ester,



"-trifluoronethyl - bi phenyl - 2- car bonyl ) - am no] 46 benzoic acid

nyI 3-(2,2,2-trifluoro-ethyl carbanoyl) propyl ester,

-trifluoronethyl bi phenyl - 2- car bonyl ) - am no] benzoic acid
-(2,2,2-trifluoro-ethyl carbanmoyl) 5 naphthal en-1-yl]-ethyl ester,
4' -tr|fluoronethyl bi phenyl - 2- carbon?@) am no] benzoic acid

, 6-di chl oro-phenyl )-3-(2,2,2-trif luoro ethyl carbanoyl)-propyl ester,
4 -trifluoronethyl - blphenyl 2- carbonyl) am no] 10 benzoic acid

-chl oro-phenyl )-3-(2,2,2-trifl uorq ethylcarbanoyl)-propyl ester,

enyl - 2- (2-{4- f(ﬁecﬁ"ﬁyjuo?r drfstiind lﬁeﬁﬁgﬁ(fprbéﬁﬂﬁ%nﬁ n noj - benzoyl oxy

5 et M S g o -

car bonyl) - agbggbx?ﬂg%gthxmhlgh&blbcaﬁpmg@whyEMéyyé%\aC|d di et hyl ester,
2-(2-{2-chloro-4-7(4'-trifluoronethyl-bi phenyl

car bonyl ) - anino] behZeyBedyweEhyybhrbambgayM—WHMdMUrﬂﬁﬁubﬁamaﬁhylwd ester,
2- phenyl - %4 (4'-trifluoromnethyl - bi phenyl -2
carbonyﬁbxy?lﬁ ﬁEB9r8X9?rE?%¥1} - el Phedivd Jdieeehpryestayy) -2-

2-{2-[4-(2- be | ox e y] -ethyl }-2 phenyl -mal onic acid
di et hyl est &7° %éy % QQiézéﬁﬁﬁhﬁi % %%nyl 2- car bonyl ) - am no]
benzoic acid 3 3- @l?232@ybiﬁégﬁ9ﬁﬁkr§aQB9ﬂ¥h QRQD¥E:&%&%&Tomethyl-

biphenyl-2-carbonyl)-amino]-phenyl)}-acetoxymethyl)-2-

>~ H

-
-P
-[(4
-
-
- (
-
- (
-p
-e

“"‘I\)(D-bw-hl\.)-bw-h

propyl-malonic acid diethyl ester,

10 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-ethyl-
malonic acid diethyl ester,

2-butyl-2-(2-{3-dimethylcarbamoyl-4-[(4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

15 acetoxymethyl)-malonic acid diethyl ester,
2-allyl-2-(2-{3~dimethylcarbamoyl-4-[(4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)-malonic acid diethyl ester,
3-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

20 biphenyl-2-carbonyl)-amino}-phenyl}-acetoxy)-2,2-bis-
ethoxycarbonyl-propionic acid ethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(1-
methyl-butyl)-malonic acid diethyl ester,

25 2-(2-{3-ethoxy-4-{(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

{3-hydroxy-4-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-



4" -trifluoronethyl - bi phenyl - 2-car boxylic acid

4- (3, 3- bi s-et hyl car banoyl - 3- phenyl - propoxycar bonyl )-2 chl or o- phenyl ester,
4' -trifluoronethyl -bi phenyl - 2-carboxylic acid

4- (3, 3-bi s-et hyl car banoyl - 3- phenyl - pr opoxycar bonyl ) - phenyl ester,

4' -trifluoronethyl -bi phenyl - 2-carboxyl i c4acid 5

4- (3, 3- bi s-et hyl car banoyl - 3- phenyl - propoxycar bonyl ) -2, 6 di chl or o- phenyl
ester, 4-methyl-4-[(4"-trifluoronethyl-biphenyl-2-carbonyl)

am no] - cycl chexanecarboxylic acid 2-[9-(2,2,2-trifluoro

et hyl car bandyPPesrlf1efdWdn eF581 - et hyl ester,

b T oo b ghenit - catnon - mag susisnsanpearbon

acid 2-[9-(2,2,2 uoro-‘e ba hyl ester)

4-T(4" -trif il VarRinen e AR D adilNP ODENANELAS ic
acid 3-pheny|-3-?i§’tl ,fltppplgﬁfg%?' ethylég?%ggny%%%%gipyl ester,ig}ﬁ)&i\/i

2-pheny|-2-Q4pb@ﬁ&ﬁb@thbﬂ0@&ﬁ&&hyl-biphenyl-2
car bonyl ) - am no] - cycl ohexanecar bonyl oxynmet hyl }-nmal oni ¢ acid di et hyl ester,
2- phenyla 2- ( 2- { 4- Re42-{ Brmetibpsiethy|(4Di-Frdfyuorop@thyl-biphenyl-2-

e g SR SR S 0 Ll ot
carbonyl) - agi.n@l aRiRBLHdiRtLyy ! } - acet oxynet hyl ) - mal oni c
{3-methoxy—4—[(4'-trifluofomethyl—biphenyl—2—
carbonyl)-amino]-phenyl}-acetic acid 2—phenyl—2,2—bis—v

10 propylcarbamoyl-ethyl ester,

{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-
3-phenyl-propyl ester,

{3-ethoxy-4-[(4"'-trifluoromethyl-biphenyl-2-

15 carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-
2-phenyl-ethyl ester,

{3-ethoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3, 3-bis-ethylcarbamoyl-
3-phenyl-propyl ester,

20 2-(2-{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)—amino]-phenyl}—acetoxymethyl)-2-phenyl—maionic
acid diethyl ester,

{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-

25 2-phenyl-ethyl ester,

{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3, 3-bis-ethylcarbamoyl-
3-phenyl-propyl ester,

{3-propoxy-4-[(4'-trifluoromethyl-biphenyl-2-



acid diethyl ester, 25 2-phenyl-2-(2-{4-[(4'-trifluoronethyl-Dbiphenyl -
carbonyl )-am no] -i ndol - 1-yl } -acet oxynet hyl )-mal oni ¢ acid diethyl ester,
2-(2-{2-methyl -4-[ (4" -trifluoronethyl-bi phenyl -

car bonyl ) - am no] - benzoi m dazol - 1-yl } -acet oxynmet hyl )-2 48 phenyl - mal oni c
acid diethyl ester, [2-oxo-3-(4'-trifluo?%nethyl-biphenyl-2-carbony|)

2, 3-di hydr o- benzooxazol -6-yl ]-acetic acid 2,2-bis

et hyl car banoyl - 2- phenyl - et hyl ester, 5

2- (2-{3-ethox carb nyl - 4 4 -trlfluoronet . .

bi |(oheny| 2- Eé}r‘{'BSH}’ y= éFPFHtLﬂ( 1- PRemyIy- é&&tdﬂ%%%ﬁﬁ Ve P I HRR OO RET d
diethyl estg ﬁ_ Qg&carbannyl 4-[(4' -trifl uoronethyl

bi phenyl - 2- caPB % ) -an phenyl} propi onyl oxynmet hyl )-2 10 phenyl - mal oni ¢

acid diethyl este(3-6eﬁ{zﬂoxynutl[w@romhmxhohbmmwl- Zigesiyl ) - am noj
met hyl } - benzoi ¢ acid 2, 2-bi s-et hyl car banoyl - 2- phenyl - et hyl ester,

3-{4-[ (4' -t cefrbooyadnetminoli-phenyll-}2acationgtld P5 2athinn]e giehyddbanapl oni ¢
acid etg¥lcarbanoyl phenyl - net hyl ester,

5- (2, 2- MR s- 8T RPPBAFD&NBYH- Qsﬁﬁényl ethoxycarbonyl

) 2 LS o SRR B | 3B AL Sl 1
carbonyl) amlno]—phenyl} acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2—(2—{3—hydroxy—4—[(4'—trifluoromethyl—biphenyl—z-

10 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-{2-[3-methoxy-4-(4'-trifluoromethyl-biphenyl-2-
carbonyloxy)-phenyl]-acetoxymethyl}-2-phenyl-malonic acid
diethyl ester,

15 {3-dimethylamino-4-{(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-
2-phenyl-ethyl ester,

{3-piperidin-1-yl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-

20 2-phenyl-ethyl ester,

{3-pyrrolidin-1-yl-4-[(4'~-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-
2-phenyl-ethyl ester,

2-phenyl-2-(2-{3-piperidin-1-yl-4-[(4"'~

256 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

2-phenyl-2-(2-{3-pyrrolidin-1-yl1-4-[(4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)-malonic acid diethyl ester,



met hyl )-2-[(4' -trifluoronethyl-biphenyl -2-carbonyl)-am no] benzoic acid,
5-(2, 2- bi s-et hyl car banoyl - 2- phenyl - et hoxycar bonyl

met hyl )-2-((4' -trifluoronethyl-bi phenyl -2-carbonyl)-am no] 25 benzoic acid
et hyl ester, 2-pheny|-2-(2-{4-[(4'-trifI#gronethyl-biphenyl-

car bonyl ) - am no] - benzoi m dazol - 1-yl } - acetoxynet hyl ) - mal oni ¢ aci d di et hyl
ester, 3-{[(4'-trifluoronethyl-biphenyl-2-carbonyl)-am no] 49

met hyl } - benzoi ¢ acid 3, 3-bi s-et hyl car banoyl - 3- phenyl propyl ester,
5-(2, 2-bi s-ethyl car | -2-ph | - et hoxycarho

met by 1) -2 L (4 41 BT { Q0T SR R ARG 2 14 4r OO Wenzoi ¢ aci d
nmet hyl este { Ayt

bi phenyl - 2- %§P 8&%? %agﬁgg%E en%ﬁ?'ace é#%ﬂ} #%J%Z henyl-- Ionlc acid
di et hyl estghengiéaaﬂanqara@xyy4t¢iﬁhyﬂ|a§ﬂéuoronethyI bi phenyl -2 10

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2- {2 [2 0X®-82(43- mﬁrphgéioﬁéthyFAbﬂmhénykifluoromethyl bipheny

2-carbog¥ 3-di hy dro benzooxazol -acetoxynethyl} 2 phenyl - mal oni c
acid di e hyl- EsFéF oy1)-pripg owemlziwatc& OPRYBIed st hy12 1R 1 -2

car bonyl) - 7 ?fggghcggkﬁ[él% Lectay %&6) 2,4-trien-3" -yl]
acet oxynet hy phen na C aci dlethyl ester,
2-(2-{3-diethylamino-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino] -phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

10 2-[2-(2-{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino}-phenyl}-acetoxy)-ethyl}-2-phenyl-malonic
acid diethyl ester,

2-phenyl-2-(2-{3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid diethyl

156 ester,

2-phenyl-2-{2-(2-{3-[(4"'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-malonic acid
diethyl ester,

{3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

20 phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-propyl

| ester,

{3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3-phenyl-3,3-bis-propylcarbamoyl-propyl
ester,

25 2-[2-(2~{4-methyl-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-malonic
acid diethyl ester,

2-[2-(2-{2-methyl-5-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-malonic



2-(2-{3-isopropoxycarbonyl -4-[(4'-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 20 phenyl - mal oni ¢ aci d
di et hyl ester, 2-(2-{3-nethoxycarbonyl-4-[(4'-trifluoromethyl
biphenyl-2-carbony|)-anino]-phenyl}-acetgﬁynethyl)-Z phenyl - mal oni ¢ aci d

di et hyl ester, 2-[2-(3-dinethylcarbanoyl-4-{[1-(2-nitrol-4-trifluoro 25

net hyl - phenyl ) - pyrrol i di ne-2-carbonyl ] - am no} - phenyl)

acetoxynethyl] 2- phenyl -mal oni ¢ acid di ethyl ester,

2-(2-{3-acet nlno 4- h(4'-tr|fluoronethyl blphenyl

2-carbony|) ngfeﬁﬁg yPFX&Eet oxymet hyl ) - 2- phenyi - nalonlc aci d di et hyl

ester, 50 2- (2 trl t _

bi phenyl - 2- carbony?) am?11&(%/'9@;1enyii-aeﬁ‘to%;’[h éﬁllz %%ﬁ )néhoﬂ?% acid
di ethyl estghengif2aé¢dt{4-geibyh; Bhbil§0h53p¥bbyichﬁf‘ﬁbam5yl 3-phenyl-
trifluoronethyl-biphenyl-2-carbony|)-anino]-phenyl}

acet oxymet hpkpp2lphetgk-mal oni c acid diethyl ester,

2- phenyl - 2- (2-{6- -trifluor th enyl - 2 )

car bony!d - ami no] - Lépﬂ%ﬁ9Y133yl? E%hﬁ} Fﬁ???hﬁéraﬁP@ngﬂdzdiethyl ester,

car bonyl §Ba%?*%%}%gﬁé“ﬁfﬂ%'@hgg%é?%?}‘*%@ T
ester, 2- (23{§hghgmtbybpgunggﬁghyl 4- [(4'-tr|fluoronethyl
blphenyl 2- car bonyl ) -am no] - phenyl } - acet oxynet hyl ) - 2
{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 4,4-bis-ethylcarbamoyl-

10 4-phenyl-butyl ester,

{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3-phenyl-3,3-bis-
propylcarbamoyl-propyl ester,

{2-methoxy-3-[(4'~-trifluoromethyl-biphenyl-2-

15 carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-
3-phenyl-propyl ester,

2-[2-(2-{2-methoxy-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino}-phenyl}-acetoxy)-ethyl]-2-phenyl-malonic
acid diethyl ester,

20 {2-ethoxy-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3,3~bis-ethylcarbamoyl-
3-phenyl-propyl ester,

2-[2-(2-{2-ethoxy-3-[(4"'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-malonic

26 acid diethyl ester,

2-[2-(2-{2-isopropoxy-3-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-
phenyl-malonic acid diethyl ester,

2-[2-(2-{2-methoxycarbonyl-3-[(4'-trifluoromethyl-



15 phenyl -mal onic acid diethyl ester,

2- (2-{3-(met hoxy- net hyl - car banoyl )-4-[ (4
trifluoronethyl -bi phenyl - 2-carbonyl ) -am no] - phenyl }

acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl ester,
2-(2-{3-isobutyryl-4-[(4'-trifluoronethy?2bi phenyl -2 20

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl

ester, and 2-(2-{3-(1-hydroxy-2-nethyl-propyl)-4-[(4

trifluoromethyl -bi phenyl -2-carbonyl ) -am no] - phenyl } - acet oxym

et hyl ) - 2- pheaphenrillodi-€azbiog vdi)etjnodsipdenyis (et opie) wsthsrl bofrpound or a
prodrug theregof, —or har mageutj.cal |l y acceptable salt of either according
to the abovBﬁ?TY}’WﬁﬁeﬁlFéa§&legﬁgghyﬁoﬁ%&ﬁﬁVgroup consi sting of

4-1(4' -trifluoronethyl ;bi phe -2-car -am ' etic acid
2, 2-bis-ethyl cartrlgn@%??@?eﬁ’y‘ °§?h§| mgg%l‘é’rh% (9 - £ RIS

2- phenyl - 2- §2phénfy (42~ carbongngramiyio]RipplkerM!) -acetoxy) -ethyl]-2-

2- car bonyl oxy) - phenyl ] - acet oxynet hyl }-nmal onic acid diethyl 5 ester,

2- (2-{ 3-iret bpenyglFnhalondiicf lagddowdetnly-lbiesiery|

2- car bonyl ) -am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ _aci d di et hyl
ester, 2-(2-{4-[nef §/F-(E£}FFPPF8 ?5W¥ﬁ£FPBFBW&ﬁfI'0f6 ony1)-amino] -

g‘s th: PO“Y' ) 5889k BREAY b1 13c]4L0%Y BBt bY leh 12 RNy 1R HlnfoAC) byl et hyl
fluoren-9-yl]-ethyl ester,
4-[(4'"-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

10 benzoic acid 2-(9%h-fluoren-9-yl)-ethyl ester,

n-biphenyl-2-yl-terephthalamic acid 2-[9-(2,2,2-
trifluoro-ethylcarbamoyl)-9h-fluoren-9-yl]-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 2-[(biphenyl-2-carbonyl)-~amino]-ethyl ester,

15 4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 2—(2—biphenyl—2—yl—acetylamino)—ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3-naphthalen-1-yl-3-(2,2,2-trifluoro-
ethylcarbamoyl) -propyl ester,

20 4—[(4'—trifluoromethyl—biphenyl—2—carbonyl)—amino]—
benzoic acid 3-[2-(2,2,2-trifluoro-ethylcarbamoyl) -
naphthalen-1-yl]-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3, 3-diphenyl-3-(2,2,2-trifluoro-

25 ethylcarbamoyl)-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3-biphenyl-2-y1-3-(2,2,2-trifluoro-
ethylcarbamoyl)-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-



{3-ethyl-4-[(4'-trifluoromnethyl-bi phenyl -2-carbonyl) am no]-phenyl }-acetic
acid 2, 2-bi s-et hyl carbanoyl - 2- phenyl ethyl ester, 15

{4-((4" -trifluoronethyl-biphenyl-2-carbonyl)anm no]-phenyl }-acetic acid ~
9-(2,2,2-trifluoro ethylcarbanoyl)-9h-fluoren-9-yl methyl ester,

{4-[ (4" -trifluoromethyl -bi phenyl - 2- car bofi®1 ) ani no] - phenyl } - propi oni ¢ aci d
9-(2,2,2-trifluoro 20 ethyl carbanoyl)-9h-fluoren-9-yl net hyl ester,

{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] phenyl}-acetic acid
2- phenyl -2-(2,2,2-trifluoro_ethyl carbanoyl)-ethyl ester,

2- phenyl - 2- E)?DF@-:LF4'a-CELfii f3|-@61re6h’éﬂ§y|(-2bi2pr?ér¥;ﬂl-f21uz33-‘°'ethylcarbamyl) -

car bonyl ) - am no]l - phenyl } - acet oxynet hyl ) -mal oni ¢ aci d di et hyl ester,
2-pheny|-Z-prf&}[FEI¥Eiifluoronethyl-biphenyl

2- carbonyl ) - am nok- plignyk ;1 2¢§5S¥MERhGY b PRleAR1C 226G k0N o RSt er
52 {4-[(4'-trifluoromnethyl-bi phenyl -2-carbonyl )-am no] phenyl'}-acetic acid
2- phenyl - 2, Behk®4c2 a2id- ri{iBl-yar, @ehyhrdaiharm e tistllod restierl, ) -

2- phenyl -2-(2-{4-[ (4" -trifluoronethyl -bi phenyl 5

2- car borfy| ) naphibpleRedy Vj-lae&byrly @steyl.) - mal oni ¢ aci d di met hyl ester,

2-cycl opentyl - 2-( -L - (4 -trifluor hyl.- bi phenyl| .

> carbonyl) > amt nof - bhdnyFFBERPERPRERRIT PLRBPBRG Z2EPF PaPEIyIFTERA, 10

2-phenyl - 2- {2545 (&l | f—g_‘29%Q'E?JcM'oac%'-%%wlz)‘-%&r(@@X'2)-‘@*1‘5@161Fﬁleny' }-ac

et oxynet hyl ) - mal oni ¢ aci i cycl ohexyl esSter,

{4-[ (4" -tri tkugnearbhybyhi)pheoyl12esakhqnyl ) - am no] phenyl }-acetic acid

2, 2-bi s-cycl ohexyl car banoyl - 2- phenyl 15 et hyl ester, _

{4-[(4" -trifluorofrel Rl - brpRéngrorethybohyPheamlndl gaamppnylacaninalci d

2-pheny] -2, 2- bi s-phenyl car hgnoyl et hyl _ester,, .

{4-[(4'L%ri%FBSP8§eFﬁ P—grggéﬁ§99596§P§8Hy))ﬁéﬁ%ﬁﬁﬁﬁjﬁﬁﬁﬁﬁﬂﬁg%ketic acid

2, 2- bi s-isoggg XEQ%BQ%@XP'—%IBB?[&YE%&@H, ester, ,

2-benzyl -2-(2-{4-[(4'-trifl uoronet hyl - bi phenyl 2-carbonyl ) - am no] - phenyl } - ac

et oxynet hyl - mal on2ephengldRe({ Dyl 4e$i er -t25f1luoromethyl-biphenyl-2-

2-(2-{2-methyl -4-[ (4" -trifl uoronethyl-bi phenyl
carbonyl)-amino]-benzoyloxy}-ethyl)-malonic acid diethyl
ester,

15 2-(2-{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-benzoyloxy}-ethyl)-2-phenyl-malonic acid
diethyl ester,

2-(2-{2-chloro-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-benzoyloxy}-ethyl)-2-phenyl-malonic acid

20 diethyl ester,

2-phenyl-2-{2-[4-(4'~-trifluoromethyl-biphenyl-2-
carbonyloxy)-benzoyloxy]l-ethyl}-malonic acid dieth?l ester,

2-{2-[4-(2-benzoyl-benzoyloxy)-benzoyloxyl]-ethyl}-2-
phenyl-malonic acid diethyl ester,

25 4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3,3-bis-ethylcarbamoyl-3-phenyl-propyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid
4-(3,3-bis-ethylcarbamoyl-3-phenyl-propoxycarbonyl)-2-

chloro-phenyl ester,



2- car bonyl) - am no] - phenyl } - acet oxynet hyl - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 4'-trifluoronethyl-bi phenyl-2-carboxylic acid 4-[2
phenyl-2,2-bis-(2,2,2-trif|uoro-ethylcarbannyl) 53

et hoxycar bonyl net hyl ] - phenyl ester, biph ? -2-carboxylic acid

4-[ 2-phenyl -2, 2-bis (2,2,2-trifluoro-ethylcarbanoyl)-et hoxycarbonyl net hyl ]
phenyl ester, 5

2-cycl ohexyl - 2- ( 2- {4 [(4'-trif|uoronethy| bi phenyl 2- car bonyl ) - am no] - phenyl

t thyl) q _ |
ifiggfﬁﬁgﬁw Yy c%rb ﬁ#)ﬁﬁ'ﬁfwsr gﬁehgfrfregg& ~carhoxylic oia
; I r r
- bhenyl - 5. 32753 B Erhyrcal 8§ YW A5 Prpmenys

trlfluoroneggybrblphenyl 2- car bonyl ) -am no] - phenyl } acet oxynet hyl)-mal oni c
acid diethyl ester, {4-[(4" -trifluoronethyl-biphenyl -2-carbonyl)-am no] 15
phenyl }-aceti c acikd-2r2fbusromelinydabbabeplyl2-2plcemploxatliyd ester, acid

2- pyr|d|n 2-yl -2-(2-{4-[ (4" -trifluoronethy

bi phenyl? 2- éat(Beﬁylb)lsaﬁn %‘éf}lCBﬁBﬁWP}'la%e?%%?%tmpwcﬁﬁ@%@r)cr%h(’et hyl

ester, 20 24 Rxgingjghgk%f égﬁéé [(4"-trifluoronethyl

biphenyl enyl }-acet oxynet hyl ) mal onic acid diethyl
ester) 4 -tr|f|U0ﬁ0ﬁ€Ehyh QLPh@m¥krifgﬁbgﬁﬁhkh9la%l%h@m@ar& carbonyl) -

bi s- et hyl car banoyl - 2- phenyl - et hoxycar bonyl net hyl ) - p eny
amino]-cyclohexanecarboxylic acid 2-[9-(2,2,2-trifluoro-
ethylcarbamoyl)-9%h-fluoren-9-yl]l-ethyl ester,

10 4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
cyclohexanecarboxylic acid 2-[9-(2,2,2-trifluoro-
ethylcarbamoyl)-9h-fluoren-9-yl]-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
cyclohexanecarboxylic acid 3-phenyl-3-(2,2,2-trifluoro-

15 ethylcarbamoyl)-propyl ester,

2-phenyl-2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-cyclohexanecarbonyloxymethyl}-malonic acid
diethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-

20 carbonyl)-aminol-cyclohexanecarbonyloxyl}-ethyl)-malonic
acid diethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-piperidin-1l-yl}-acetoxymethyl)-malonic
acid diethyl ester,

25 2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-indol-1-yl}-acetoxymethyl)-malonic acid
diethyl ester,

2-(2-{2-methyl-4-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-benzoimidazol-1-yl}-acetoxymethyl)-2-



25 ester, 2-phenyl-2-(2-{3-trifluoronethyl-4-[(4'-trifluoro

nmet hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl } acet oxynet hyl)-mal onic acid
di ethyl ester, {4-[(4" -trifluoronethyl-biphenyl-2-carbonyl)-am noj 54
phenyl } - acetlc acid 2, 2-bis- butylcarbanngl-2-pheny|-ethy| ester,

{3- et hyl - 4- [(4'-tr|fluoronethyl bi pheny®82 carbonyl)-am no] - phenyl }-acetic
acid 2, 2-bis-ethyl carbanoyl 5 2-phenyl-ethyl ester,

2-(2- {4 [ (4' - met hyl - bi phenyl - 2- car bonyl } - am no]

phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni.c aci d di ethyl ester,

2- (2-{4- [(4phﬁéyﬂow¢l§maﬁeﬁ3¢|lﬂ2ﬁé@rt@dﬁy|e}&% no] phenyl }-

acet oxynet hyl ) - 2- acid dieth t.e

Lo L CaT e r T hor ob@eRYP: B Sfons F S Ear BB Py L e RE RS aAIoRmRAR ) aci o

3, 3-bi s-ethyl ga | Q Sl
{4-[(4'-tri?lgoﬁgﬁgﬁﬁ$l%gpgﬁgﬁffgg %ﬁ?ﬁgnEQ%ﬁéglﬁﬁld'henyﬂi acetic acid

3- phenyl - 3, 3thiys carbabgar-Raphehyl-ety 11 2 stelrgr
{4-[ (bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid
2, 2- bi s-%®t hyl car bambgt{ 2-phbayicerhphydstied (4' -trifluoromethyl-

gaPnggl) agﬂﬁgfn%ﬁgﬁQ%%Eégggé nEthﬁkﬂ) %gﬁgﬁb%%ﬁﬁq?ﬁﬁﬂﬁqﬁﬂlEK?bster
4 -trifluor gaEhOY L mh BRERY hcdaCaiR@RYhi eaehd 4- (2, 2
2-(3-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl—z—carbonyl)—amino]-phenyl}—propionyloxymethyl)-2-

10 phenyl-malonic acid diethyl ester,

4-{[(4'-trifluoromethyl-biphenyl-2-carbonyl}-amino] -
methyl)}-benzoic acid 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl
ester,

3-{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-

15 amino]-phenyl}-propionic acid ethylcarbamoyl-phenyl-methyl

ester,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
methyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)~-amino]-
benzoic acid benzyl ester,

20 5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
methyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
methyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

25 benzoic acid ethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-benzoimidazol-1-yl}-acetoxymethyl)-malonic
acid diethyl ester,

3-{[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-



bi s- et hyl car banoyl - 2- phenyl - et hoxycar bonyl net hyl ) -2 chl oro- phenyl ester,
2-(2-{4-[isopropyl-(4'-trifluoronethyl 25

bi phenyl - 2- car bonyl } - am no) - phenyl } - acet oxynet hyl ) -2 phenyl - nal oni ¢ acid
di ethyl ester, 2-(2-{4-[cyclohexyl-(4"-trifluoronethyl-biphenyl-2
carbonyl)-anino]-phenyl}-acetoxynethyl)-?Qphenyl-nalonic acid di et hyl
ester, 55 2-phenyl -2-(2-{4-[ (4" -trifluoronethyl-bi phenyl -2

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - mal oni ¢ acid di propyl ester,

2- phenyl -2-(2-{4-[ (4" -trifluoraqgnethyl-biphenyl-2 5

car bonyl ) - aff Ryl h%%???l%c@Féﬁyﬁe§ﬁ?PFfﬁ£h¥i9?§9§WP%ﬁi%ﬂﬂﬁﬁ%ﬁl%ﬁﬁ%ﬁ¥l
{4-[(4'-trifgggronethyl-biphenyl-2-carbony|}-anino]phenyl}-acetic aci d
2, 2-bi s-i sobu yFCarbanDyI-Z-phenyI et hyl ester, 10

{4-[(4"-trifluoroget f@)’ﬁ=QiQhéﬁﬂ%lgaﬁﬁéﬁegﬂ}pﬁlﬁbﬂf}h—B&%@yﬂy}ca%@ﬂidyq -aci d

2, 2-bi s- (3- et hyl - but yl car banoy phenyl - et hyl eSter,
2-(2-{4-[ ethgth{d)-2r({htotonEl hplrobiephgiybidhenyl-2-carbonyl)-amino] -
car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ 15 aci d di et hyl
ester, {o4-[panzehtoreliBi pathyl- 2s&arbonyl)-ani no] - phenyl} acetic acid
CA1(3 4 - chi of oL B) bACRETER RATBBROPTY hitdf 45RERyTagrImeE e
2, 2-bi s- (ethybrahbampylasnBigayL aftiA¥l) -phenyl ) -acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,
2-(2-{3-carboxy-4-[(4'-trifluoromethyl-biphenyl-2-
10 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,
2-{2-[2-0x%0-3-(4'-trifluoromethyl-biphenyl-
2-carbonyl)-2,3-dihydro-benzooxazol-6-yl]-acetoxymethyl}-2-
phenyl-malonic acid diethyl ester,
15 2-{2-[8-0x0-7-(4"'-trifluoromethyl-biphenyl-2-
© carbonyl)-7-aza-bicyclo[4.2.0]octa-1(6),2,4-trien-3-yl]-
acetoxymethyl}-2-phenyl-malonic acid diethyl ester,
2-(2-{3-isopropoxycarbonyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
20 phenyl-malonic acid diethyl ester,
2-(2-{3-methoxycarbonyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,
2-[2-(3-dimethylcarbamoyl-4-{[1-(2-nitrol-4-trifluoro-~
25 methyl-phenyl)-pyrrolidine-2-carbonyl]-amino}-phenyl)-
acetoxymethyl]-2-phenyl-malonic acid diethyl ester,
2-(2-{3-acetylamino-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino] -phenyl}-acetoxymethyl)-2-phenyl-malonic

acid diethyl ester,



20 ester, {3-methyl-4-[(4"-trifluoronethyl-biphenyl -

car bonyl }-am no] - phenyl }-acetic acid 2-pheny|-2,2-bis pr opyl car banoyl - et hyl
ester, 4-((4'-trifluoronethyl-biphenyl-2-carbonyl}25 am no]-phenyl}-acetic
acid 2 2- bi s- (2- met hoxy et hyl car banoyl ) - 2- phenyl - et hyl ester,
2-(2-{3-ethyl-4-[(4 -trifluoronethyl -bi phényl - 2

car bonyl } - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl mal oni ¢ acid di et hyl
ester, 56 {3-isopropyl-4-[(4'-trifluoronethyl-biphenyl -

carbonyl}-anino]- heny I% acetic acid 2,2-bis ethylcarbaliyl-z phenyl - et hyl
ester, 2-(2-{3-is p£6p§ - HefPaxYCATPPOSLaRE PRy A-Bil 4h e 2u9r0methyl-

car bonyl ) -am.n e ace ynEIh ).-2- nyl Ion| |d d|

ester, {3- eghﬁﬁLﬁgg(g P?? 311 Qﬂﬁdggi cfQ%xyme 1)=2"phR ¥i
carbonyl) amhmghlghggxh}dg%%%&g Gid 3, 3-bi s et hyl carbanoyl - 3- phenyl - propyl
ester, 10

{3- |sobutyl-4-[(42=(QLtbu@nomethyuxbhﬁheayLzzganbqnyKnJan1no]-phenyl}-acet|

c acid 2,2-bis ethyl carbanoyl -2-phenyl -et hyl ester,
2- (2-{ 3-6 sobui§ludrppsthydi-bipbeoydt By Fabbehghytamino ] -phenyl} -

cator. 2. ( SRPSTENVBF XL | (4 DROTT] UG RS AbryEs eaceds O & 11!

gggggnyl) ami no] - phefyha agel 9xy ey hyh lzglﬁmeexbm@w@,&' 13¢ldyAiethy!
carbonyl)-amino]-biphenyl-3-yl)}-acetoxymethyl)-malonic acid
diethyl ester,

10 2-(2-{3-formyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl)}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2~(2-{3-dimethylaminomethyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

15 phenyl-malonic acid diethyl ester,

2-(2-{3-(methoxy-methyl-carbamoyl)-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-isobutyryl-4-[(4'-trifluoromethyl-biphenyl-2-

20 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester, and

2-(2-{3-(1-hydroxy-2-methyl-propyl)-4-{(4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxym
ethyl)-2-phenyl-malonic acid diethyl ester;

25
(23) The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the
above (1), which is selected from the group consisting of

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-



2-(2-{3-brono-4-[ (4" -trifluoronethyl-bi phenyl-2 20

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl

ester, 2-(2-{3-dinethylcarbanoyl-4-[(4"'-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acetoxynethyI)Z phenyl - mal oni ¢ acid

di et hyl ester, 25

{3-dinethylcarbannyl-4-[(4 -trifluoronethyl bi phenyl -2-car bonyl ) -am no] - phen
yl }-acetic acid 2- phenyl 2, 2- bi s- propyl car banoyl - et hyl ester,

{3- met hyl car banoyl - 4- % -trlfluoronethyl bi phenyl

2- car bony| ) PRRIH] - BRER}C) 2546t Pe 2abil§ —Bthugicarbagpyl-2-phenyl-

et hyl car banp g# gngh%n I-ethyl ester,
{3- dlnethyl% ¥ §I [(4'-trif|uoronethy|biphenyl 2- car bonyl ) - am no] - phen

I t d 3 t lr - : -
LRt 2, S sy L SRS 3, B8t st

bi phenyl - 2- zacaphghyianynepbhphenyl hcatekynetiiyiy-inad gahienybetral o etiagl d
di et hyl ester,
{3- benzﬁlca@%ﬁﬂﬁyl 4- (4 -trlfluoronethyl biphenyl2 car bonyl ) - am no] - phenyl

}-acetic acid 2 arb | - et hyl. ester,

{3- dlnethylcarban%yIf I?( p%?ifﬂugng Fﬁ&? BP ﬁ@ﬁ§B§16§F§®ﬁﬁ??fanino]-phen
yl }-acetic c L I y I tyyl _ ‘

{3 di ot hyl car %’ﬁﬁ%ﬁ?’lp ?Tﬁhpgrpﬁﬁhgrﬁgé{’%}ﬁ TS harty) - 2-fleily1-malonic
-carbonyl) -asi @ofiipbrpy! ksgeetic acid 2,2-bis ethylcarbanDyI-Z-phenyI-ethyI
ester,

{3- diisopropylcar%ah%y{4d[®€ﬂher(#IubréﬁéphybbbphaﬁybiEh@amﬁonyI)-anino]-p
henyl} cetic acjd 2,2-bis e car enyl -ethyl _ester, 20 .
o G TR B NS AR ne) AbLERY L Gt HEERE thy 1] - X preny] malonic

bi phenyl - 2- &@{@oayé{h§ﬂ1ggkephenyl} acetoxynethyl) 2 phenyl -mal oni c acid

di et hyl ester,

{3-ethyl-4-[(4’'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis- ethylcarbamoyl-2-phenyl-
ethyl ester,

15 {4-[(4' -trifluoromethyl-biphenyl-2-carbonyl) -
amino] -phenyl}-acetic acid - 9-(2,2,2-trifluoro-
ethylcarbamoyl)-9h-fluoren-9-ylmethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl) -
amino]-phenyl}-propionic acid 9-(2,2,2-trifluoro-

20 ethylcarbamoyl)-9h-fluoren-9-ylmethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2-(2,2,2-trifluoro-
ethylcarbamoyl)-ethyl ester,

2-phenyl-2-(2~{4-[4’'-trifluoromethyl-biphenyl-2-

25 carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid diethyl
ester,

2-phenyl-2-(2-{4-[(4' -trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid

diisopropyl ester,



2-(2-{3-diisopropyl carbanoyl -4-[(4'-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 25 phenyl - mal oni ¢ aci d
di et hyl ester, {3-(isopropyl-nmnethylcarbamoyl)-4-[(4"-trifluoro
nethyl-biphenyl-2-carbony|)-anino]-phenyl%-acetic acid 2,2

bi s- et hyl car banoyl - 2- phenyl - et hyl ester, ®

2-(2-{3-(ethyl -nmethyl carbanoyl )-4-[ (4" -trifluoro 58

nmet hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) 2- phenyl - nmal oni c
acid diethyl ester, , ) _ )

{3- (et hyl - met hyl cafbakdy I FraflperometiydobdPdemm i@ RRony arabiia )= ani no
] - phenyl }-acetic.acid 2,.2-bis_5.ethylcarba | ; 2; phenyl ;s e |, ester

137 (et hy! - ROV Aar Bt - 41 el 1A T DA o2 4 Y ef8 loro-

bi phenyl - 2- caiRaRYl haNGl- gAY ldsraget i ¢ acid 3,3-bis

et hyl car banoyl = 3- phenyl - propyl “ester,

{3- (pi peri di ne- 1- caphenytll)} 24 4 4~ (i4f’ |-tarigmeioiymetbyl -biphenyl -

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bis '

et hyl carbandylcazbenady|-astimpl] -edesyl) -acetoxymethyl) -malonic acid
{3-(pyrrolidine-1-carbonyl)-4-[(4' -trifluoronethyl bi phenyl -2-carbonyl)-amn
o] - phenyl } - &QFFéY cﬁﬁ%f¥2-bis et hyl car banoyl - 2- phenyl - et hyl ester, 15

{3-(nethy|-propyl§ae?gqg%%§t§1cQ4kQLQMthqqhQqg&@ﬂ&@ﬁymaaﬂyfbggyﬂgypﬂ)-anin

o] - phenyl ) -acetic ac bi's et hyl car banoyl - 2- phenyl - et hyl ester,

{ 3- (et hyl - prepyboarhgmainol~phénytinifd deroneidtyii phedn 2z car bonydid am n
o] - phenyl }-acetic acid 3,3-bis 20 ethyl carbanoyl - 3- phenyl - et hyl ester,
{ 3- (di met hyBdatbadogistes-[ (4' -trifl uoronet hyl bi phenyl - 2-car bonyl ) - anm no] - ph

o) aEgL € 261 doZ L S bR D ST S5 s pnenya.-
trifluoromephylBiRRENY hikd+earpaRv R R sRARBHYL ) -malonic acid
dicyclohexyl ester,
{4-[(4'-trifluoromethyl~-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-cyclohexylcarbamoyl-2-phenyl-

15 ethyl ester,

{4-[(4’'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-phenylcarbamoyl-
ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

20 phenyl}-acetic acid 2,2-bis-isopropylcarbamoyl-2-phenyl-
ethyl ester,

2-benzyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl-malonic acid
diethyl ester,

25 2-(2-{2-methyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl-2-phenyl-malonic
acid diethyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-[2-

phenyl-2,2-bis-(2,2,2-trifluoro-ethylcarbamoyl) -



acet oxynmet hyl ) -mal oni c acid diethyl ester,

2- phenyl - 2- (2-{3- (pi peridi ne-1-carbonyl)-4-[ (4
trifluoronethyl -bi phenyl -2-carbonyl ) -am no] - phenyl } acet oxynet hyl)-mal oni c
acid diethyl ester, 59 {3-dinethylcarbggnyl-4-[(4'-trifIuoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl }-ace, tYc acid 2-phenyl -2

propi onyl am no-et hyl ester, {3-dinethylcarbanoyl-4-[(4'-trifluoronmethyl 5
bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 2-phenyl -2

propi onyl am no- et hyl _ester, {3-di nethyl carbanoyl-4-[(4"-trifluoronethyl

bi phenyi - 2- @éPB&H;?IaFPQW&BFI%‘P(&HYIP}h-%& St d 2-(2,5

di oxo- pyrrolidin- 1= - 2= phe 3 |, ester, .. T - e
{3-dinethylcarbané§¥¥§P§%4E-?%%Pﬁ%gﬁéﬁethyIc?%ﬁenyIQZE%ég %%§+)%é%1%%f-phen
yl }-acetic 3¢l g, 2 ethyhearbamyl1RentdmSsl)elethoxycarbonylmethyl] -

{3-di met hyl car bamoyl -4-[ (4" -trifl uoronethyl bi phenyl - 2- carbonyl } - am no] - phen
yl }-acetic abtiedy2 ®stethyl car banoyl net hyl - benzyl ester,

{ 3-di net hyl car banoyl -4-[ (4' -trifl uoronet hyl ) )
bi pheny!?2 2- car bongt FYEAPREEY phény Ry {4cédt(idc -d&if poromethyl-biphenyl-

901 0BY, BTG ZLRNGNLEBUTN S DA R petonsc acia
b!phenyl-Z-QQQQQQMIggQ@&Qo]-phenyl}-acetoxy)-ethyl]-Z phenyl - mal oni ¢ acid
di et hyl ester, 2-(2-{3-dinethylcarbanoyl-4-[ (4" -fluoro-biphenyl
2- car bonyl } - am nof4plié¢bybheaget axyaebloyly)l-)2-aptisyil —phread ydni -t i diaitdy|
ester, 2-phenyl-2,2-bis-(2,2,2-trifluoro-ethylcarbamoyl)-ethyl
10 ester,
2-phenyl-2-(2-{2-trifluoromethyl-4-[(4'-
trifluoromethyl—biphenyl—2—carbonyl)-amino]—phenyl}-
acetoxymethyl)-malonic acid diethyl ester,
{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
15 phenyl}-acetic acid 2,2-bis-methylcarbamoyl-2-phenyl-
ethyl ester,
2-pyridin-2-yl-2-(2-{4-[(4’'-trifluoromethyl-
biphenyl—z—cérbonyl)—amino]-phenyl}—acetoxymethyl—malonic
acid diethyl ester,
20 2-pyridin-3-yl1-2-(2-{4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-
malonic acid diethyl ester,
4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-
bis-ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl)-phenyl
25 ester,
2-phenyl-2-(2-{3-trifluoromethyl-4-[(4'-trifluoro-
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-



25 2-(2-{4-[ (4" -Dbrono- bi phenyl - 2-car bonyl ) -am no] -3

di net hyl car banoyl - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester,

{3-dinethylcarbannyl-4-[(4'-trifluoronetﬁ | bi phenyl - 2- car bonyl ) - am no] - phen
yl }-acetic acid 2 60 acetyl am no- 2- phe %I-ethyl ester,

{3-di net hyl car banmoyl -4-[ (4' -trifl uoromnet hyl bi phenyl - 2- car bonyl ) - am no] - phen
yl }-acetic acid 2 butyrylam no-2-phenyl -ethyl ester, 5

2-(2-{3-dine r banoyl - 4 trifluor

bi E)hegyl eﬁf%xf@ %%éﬂyl 2 a@éﬁo%@%ﬂ )baé“%]er%ﬂ RO G BT d
di nmet hyl %E 2- cyclopentyl 2- (2-{3-di net hyl car banoyl - 4-[ (4'
trifluorone yF bi phenyl - 2- car bonyl ) - am no] - phenyl } 10

acet oxynet hyl ) - maf 9nherpghdadi eahykregt @bromethyl-biphenyl-2-
2- cycl ohexyl - 2- (2- {3-di net hyl car banoyl -4-[ (4

trlfluoronecaybohymheamhnﬁ]cahbou}ﬂ)a@mUmqagm@ﬁymkbﬂﬁﬁ&b@yﬁnaﬁbémqnﬂfmic
acid diethyl ester § 4'-ch|oro bi phenyl - 2- car bonyl ) -am no] -3 15
dlnethyﬁbar%aEB9PYEhéﬁ Y- Py Pékynethyl) 2- phenyl - mal oni ¢ aci d di et hyl

gf%ﬁihyﬁcé?bgﬁngfg _§%Y éggggggﬁgghbﬁgkgggﬁeny %%ﬁgg agpémgfethyl

ester, 20 Z2pfén{ ﬂ'}[—ﬁéetﬁi&?ﬂn@tﬂ'y@.hemlk hengal-ReNYniciEddial -diethyl ester,

dlnethylcargannyl phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl

ester, 2-(2-{3-dizetbhy{¢albarepethoky4biphhylyi42-carbonyl}-amino]-
phenyl}- acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

10 {4-[(4'-trifluoromethyl-biphenyl-2-carbonyl}-amino]-

phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-propyl
ester,

{4-[(4’'-trifluoromethyl-biphenyl-2-carbonyl}-amino]-
phenyl}-acetic acid 3-phenyl-3,3-bis-propylcarbamoyl-propyl

15 ester,

{4-[(biphenyl-2-carbonyl)-aminol]-phenyl}-acetic acid
2,2-bis-ethylcarbamoyl-2-phenyl-ethyl ester,

2-phenyl-2-(2-{4-[(3'~-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid diethyl

20 ester,

4’ -trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-
bis-ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl)-2-
chloro-phenyl ester,

2-(2-{4-[isopropyl-(4'-trifluoromethyl-~

25 biphenyl-2-carbonyl}-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,
2-(2-{4-[cyclohexyl-(4’'-trifluoromethyl-biphenyl-2-
carbonyl) -amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic

acid diethyl ester,



trifluoronethyl -bi phenyl -2-carbonyl ) -am no] - phenyl } 25 acet oxynet hyl) -
2- phenyl -mal oni ¢ acid di ethyl ester,

2- (2-{3-di et hyi car banmoyl - 4-[ (5- et hyl -

trifluoromethyl-bi phenyl -2-carbonyl) - anlno] phenyl }

acet oxymet hyl ) - 2- phenyl - mal oni ¢ acid di ebhyl ester,

{3-di net hyl car banoyl -4-[ (4' -trifl uoronet hyl 61

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acetic acid 2

met hanesul f onyl am no- 2- phenyl - et hyl est

3- (2-{3-di net hyl carBagdyi- a YZAES Y ¢ u&ifaf#étlﬁypmethyl biphenyl-2-

bi phenyl - 2-car noj l.}- acet 0x ropi onic acid
othy! | est or COrBSRY I AN RS AL - B R e R i R

bi phenyl - 2- GQbPBth)eéﬂbﬁo] phenyl }-acetic acid 2- {nethyl

propi onyl -am no phenyl -et hyl ester,

2-[3-(2-{3- dlﬂEth¥LpHébﬁMD¥L(4 K@4[(urktkmﬁ&umﬁbm¢khya -biphenyl-2-

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxy) - propyl] 2 phenyl - nal onic acid
di et hyl %stéﬁrb2n¥2){Qmépﬁér@FE@XﬂBaﬁGFI EYpeshyetheglopic acid

trlfluorone§F¥ BBE@E gl - car bonyl ) - am no] - phenyl }
y

acet oxyneth k&Foni ¢ aci d di ethyl ester, 15

2-(2-{4-[5-chloro v f h ]
carbonyl ) - ani no] - gédgn%thtygggﬁgﬁgﬁgtg gn§Q¥he%yl 2-carbonyl}-amino]

acet oxynet hghpnziphasgkisal oaicadaci @ ,di-etilkyli seshAiylcarbamoyl-2-phenyl-
2- (2-{3-di net hyl car banoyl - 4-[ ( 6- net hyl -
trifluoronmeehpilbeghkenyl - 2- car bonyl ) - am no] - phenyl } 20 acet oxynet hyl) -
2-phenyh5nalonic ?ELF(glgggX%lgggg%éthyl -biphenyl-2-carbonyl}-amino]-
phenyl}-acetic acid 2,2-bis-(3-methyl-butylcarbamoyl-2-
phenyl-ethyl ester,
2-(2-{4-[ethyl-(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
15 acid diethyl ester,

{4-[(4'-chloro-biphenyl-2-carbonyl)-amino]-phenyl}-
acetic acid 2,2-bis-(ethylcarbamoyl-2-phenyl-ethyl ester,

{4-[(3’',4'-dichloro-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-(ethylcarbamoyl-2-phenyl-ethyl

20 ester,

{3-methyl-4-[(4’'-trifluoromethyl-biphenyl-2-~
carbonyl)}-amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-
propylcarbamoyl-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl}-

256 amino]-phenyl}-acetic acid 2,2-bis-(2-methoxy-
ethylcarbamoyl)-2-phenyl-ethyl ester,
| 2-(2-{3-ethyl-4-[{(4'~-trifluoromethyl-biphenyl-2-
carbonyl}-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic

acid diethyl ester,



2- (2-{3-dinet hyl carbanoyl -4-[ (4" -trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
di-2,2,2-trifluoroethyl ester, 2-(2-{3-dinethylcarbanmoyl-4-((2"'-fluoro-4'
25 trlfluoronethyl bi phenyl - 2- car bonyl ) - am no] - phenyl }

acet oxymnet hyl ) - 2- phenyl - mal oni ¢ aci d dle?ﬁyl ester,

2- (2-{5-di net hyl car banoyl - 2-fl uoro-4-[ (4

trifluoronethyl -bi phenyl - 2- carbonyl) anino] phenyl }

acet oxynet hyl ) - 2- Ehengl-nalonlc d dieth ester, 62
2- (2-{3- br ono- 5- di Fet RYPEQPEAABYI (4 r(CElfl oromethyL-biphenyl-2-

acet oxyret noPs P20 SRangT AE oA S I B ARy ey 42 -bs-

2- (2. {3-chl peAySedi-BRhByhcaL BT &kl Hter,

trlfluoronethy bi pheny[ - 2- car bonyl ) - ami no] - phenyl }

acet oxynet hyl ) - 2- pheDyKBHmbOprOpydkd di(at' hyrigsdueromethyl-biphenyl-2-
2-(2-{3- dlnethglcarbanoyl -[ (3" -fluoro-4

trifl uorfoneEAYPOBYpNAcAPRDL-cRABHNY)) A&MLOFYMe&WA )} 2-phenyl-malonic

t th I d di et hyl t 10
2 (2 L0 (3 SERRORBSRAYE, PREBBromat hyl T e

bi phenyl - 2- car bonybleeﬂym% grdi n\%wﬂ%&ea@e)ﬁmm%we}nyl 2-
acet oxynet hyl ) - 2- phenyl = mal oni ¢ aci d di et hyl eSter,

2- ( 2- { 3- di rethpbogilDaamyihod-phényili-blcedriomaidiy 3,3-bis-
bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 15
(5-nitro- py?FHYﬁCErgPWDN&F npbeaﬂﬂdpép§ﬂﬁyﬁsé§Fér

2-(5- a gho- pyr|d|

[(4"-tr fluoronet %°%H£X 4£§éarb ¥§carba -H%gR&PPenyl-2—

carbonyl) -amino]-phenyl}-acetic acid 2,2-bis-

ethylcarbamoyl-2-phenyl-ethyl ester,
2-(2-{3-isobutyl-4-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic

15 acid diethyl ester,

2-(2-{3-chloro-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-bromo-4-[(4'-trifluoromethyl-biphenyl-2-

20 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4’ -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl) -
2-phenyl-malonic acid diethyl ester,

25 {3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-
2,2-bis-propylcarbamoyl-ethyl ester,

{3-methylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-

2-carbonyl)-aminol-phenyl}-acetic acid 2,2-bis-



acet oxynmet hyl ) -mal oni c acid diethyl ester,

2- (2-{3-di net hyl carbanmoyl -4-[ (4" -trifl uoronethyl 20

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 pyridi n-2-yl -mal oni c
acid diethyl ester, 2-(2-{3-chloro-5- d|nﬁ%hylcarbannyl-z-fluoro-4-[(4
trifluoromnethyl-bi phenyl -2-carbonyl ) -am no] - phenyl }

acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester, 25

2- (2-{3-brono-5-di net hyl car banoyl - 2-fl uoro-4-[ (4

trifluoroneth¥l-b| hen | -2-carbonyl ) - am_no] - phenyl }

acet oxymet h§y2cp Qﬁ?PY%aPoHPEH étBV&tﬁfleééter

2- (2-{3-di net hyl b I get byl
biéhe%yl Engar%oﬁ§§)8£ﬁ¥%%?léééba §&gcggigyne?%lFfu?rﬁmetgglfolyI mal oni ¢
aci d di et hyblﬁﬁéﬁyl 2= earﬁang}wegmxh@qr ?}%@Q&Il}‘l'a[de‘l:lé“ébﬂﬁr ometinis-

bi phenyl - 2- caf bonyl ) - am no] - phenyl } - acet oxynethyl )-2-m tol yl - mal oni ¢ acid
di et hyl estethy5carbambgldBﬁphbmyaaehhgﬂybs¢eh(4 -trifluoronethyl

bi phenyl - 2- car bon - ami noj - hen | }-acet oxynmet hyl )-2-p tol I-nalonlc acid
di et hyl fester gzléhf%rélﬁ Eﬁ%P?rQa’Q‘QY%BAdl[&ét hﬂfé&lb‘&ﬁ@iﬂle yl-
[(4'-tr|flu | -2-carbonyl 0] - phen

acet oxynet h§ii" nrc §Eﬁ Xgﬂétﬁyﬁngg g%enqu LR ety ) - 2-

2-(3-chl orog HBE{)!L%aZbﬁic{ dcdamatByhgar Rawey,- 4
[(4'-trlfluoronethyl-blphenyl 2- car bonyl’) - ani'no] - phenyl }

acet oxynet hyl ) - na{ﬁnbenayldadb&mhyl es{é¢n; —trlfluoromethyl—biphenyl—
2 (A ehlor o Pie M ohyl) amine] -pheny1Soaeatss © acia 2,2-bis-
carbony p Y ’

10 ethylcarbamoyl-2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4~[ (4’ -trifluoromethyl-biphenyl-
2—carbonyl)jamino]—phenyl}-acetic acid 4,4'-bis-
ethylcarbamoyl-4-phenyl-butyl ester,

{3-diethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-2

15 -carbonyl)-amino]~phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-diisopropylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

20 2-(2~-{3-diethylcarbamoyl-4-[{(4’'-triflucromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-diisopropylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

25 phenyl-malonic acid diethyl ester,

{3-(isopropyl-methylcarbamoyl)-4-{(4'-trifluoro-
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-
bis-ethylcarbamoyl-2-phenyl-ethyl ester,

2-(2-{3-(ethyl-methylcarbamoyl)-4-[(4’'-trifluoro-



15 [(4' -trifluoronethyl-bi phenyl - 2-carbonyl ) -am no] - phenyl }

acet oxynet hyl ) - mal oni ¢ aci d~di et hyl ester,

2- (2-{3-di et hyl car barmoyl -4-[(4' -trifl uoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - succinic acid
di ethyl ester, 20 2-(2-{3-dinethyl carban®$i-4-[(4"'-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2

(2- met hoxy- phenyl ) -mal oni ¢ aci d di et hyl ester,

2- (2-{3-di met hyl car banoyl -4-[ (4' -trifluoronethyl

bi pheny! - 2- B&tHYAy IO PRANYI] ZpitERR onyadetasidfet thgnyl bsacetoxymethyl) -

3- net hoxy- ph | ).~ mal_ani i d diethyl t

222 (3- o mec R RN Fedd PR S

bi phenyl - 2- car bonyh) 1 a¥hJa] meReilckrdefiePHRE-NYle -4 di% 1uorome thyl -
met hoxy- phenyl ) -mal oni c acid di éthyl ester,

2- (2-{4- (5, #iphenyiv-i2f-lammamtin-ariingiepien?d/ 1 } Geetaidomd )a 2,2-bis-
am no] - 3- di et hyl car banoyl - phenyl } acet oxynet hyl ) - 2- phenyl }-nal oni c acid
di et hyl %st ethylcerbamoyd--Erivdyemyd: ~athivl @gt®iet hyl - bi phenyl - 2

car bonyl ) - am no] - 3-di hyl car banoyl - phenyl.} 5 , i
acetoxynethyl)-2-gﬁéﬁgﬁkﬁér8ﬁFnggFJQ$W& |- 4gdilg’ -trifluoromethyl-

2- (2-{3-di ngt, bhamyl.~4: -f -4 - ; ; -bis-
trifluorongﬁggﬁ%%?ghgg$¥?%@€§§§oﬁg Q¥§nﬁﬁbr§ﬁﬁkﬁ¥F?”" acid 3,3-bls

acet oxynet hglthva cali®ayoyIr|3ophe nda - radimilhyds wsdt er,
2-[2-(2-{3-di net hyl car banoyl -4-[ (5-nmet hyl -4' 10
trifluoronet hyl - bighénpypezidinsodyCprienyd])-pghdr '}-trifluoromethyl-

acetoxyﬂyth%&%h%hgqggx%gyﬂa%yfsjg%f%é#f%ﬁpgyf¥¥é¥étic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,
{3-(pyrrolidine-1l-carbonyl)-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

15 {3-(methyl-propylcarbamoyl)-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(methyl-propylcarbamoyl)-4-[(4'~-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

20 ethylcarbamoyl-3-phenyl-ethyl ester,

{3-(dimethylcarbamoyl)-4-[(4’'-trifluoromethyl-~
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2-ethyl-
carbamoyl-2-phenyl-ethyl ester,

2-phenyl-2-(2-{3-(pyrrolidine-1l-carbonyl)-4-[(4"'-

25 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

2-phenyl-2-(2-{3-(piperidine-1l-carbonyl)-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)-malonic acid diethyl ester,



2- (2-{3-di net hyl car banoyl - 4-[ (5- et hoxy-4
trifluoronethyl-bi phenyl - 2-car bonyl ) -am no] - phenyl }
acet oxynet hyl ) - 2- phenyl - mal oni ¢ acid diethyl ester, 15
2-(2-{3-dinethylcarbannyl-4-[(5-isopropo§%-4'
trifluoronethyl-bi phenyl -2-carbonyl ) -am no]J - phenyl }
acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester,
2-[2-(2-{4-[(5,4"-bis-4"-trifluoronethyl-bi phenyl

2- car bonyl ) -am nol-3-di net hyl car banoyl - nyl } - acet ox 2
ol 105 honyl " ks AiEEEhY Year barprLearan 4 A riFhe oty 1 -

2-(2-{3-di hyl carbgmyl ; 4- - net.haxy- 4 _ . . _ o
trifIuorongﬁggﬁ?ggéhggg%%féggﬁgo%ﬁﬁgg n#ﬁb yaﬁeﬁﬁéflc acid 2-phenyl-2
acet oxynet hplrhp2opheaiintakeniva aeité di et hyl ester,

2- (2-{3-di net hyl carbanoyl -4-[ (3-net hyl -4" 25

trifluoromethyl - bil phénmetBytanbbapbyladi-fd}- pliedyflllioromethyl -
acetoxynethﬁL)-Z-phenyl-nalonic acid diethyl ester, . )

2-{ 2- [ 4-% 2, BipPeryii- £ GEFEORBYRY I apdRPdy PRFNYd)~gcetic acid 2-phenyl-2-
di met hyl car | - nyl]- X t hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 65B%g§§9§§3§wég%h§%§§§b§%§§ -4-[ (4" - met hyl - bi phenyl - 2
carbonyl ) - am no] - phegyhstA¢eLA¥YERLYY L u-2(Rheryh fTRlbedinfe tagi1d di et hyl

ester, 2-{2-[3-dinethyl carbanoyl -4-(2-ethy 5

trifl uoroneblhphehgizaykcarboaylp)hraminp-laphieayietogdti-?2 plemd - med o Saci d
di ethyl ester, .

2- (2-{ 3- di nBLR¥PcBRYBaRD AL L L) shPhepygneiy-L2 @896y ) - ami no] - phenyl } - a

cet oxy hyl) - 2- phenyl - i i iethyl .e len . L _
2-(2-{gﬁ%inethylcg$b ﬁ%;?ﬁg?f%ﬁggwggprngX§lb?%ﬁg%ypgfpggpgghyl)-anino]-phe
ny|}-acet0XBﬁEhEM&l=2DBﬁﬂbbn )0Bing ndqi-$ndnghYlacRHtiey aciad 2-

2- (2-{3-di et hyl car barmoyl -4-[ (4" -i sopropyl bi phenyl - 2- car bonyl ) - am no] - pheny
| } - acet oxynethylyazbemphrénpengyllorsteaci d di et hyl ester,
2-{2-(3-di nmethyl carbamoyl -4-[ (4! -trifluoronethyl bi phenyl -2-car bonyl oxy) - phe
nyI]-acetoxynethyf?3545%Eh¥%%%FBﬂW8Yééﬁd[éﬁefﬁéPfégPéP%ethyl'

biphenyl-2-carbonyl}-amino]-phenyl}-acetic acid 2-

15 ethylcarbamoylmethyl-benzyl ester,
{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2-
isopropylamino-2-phenyl-ethyl ester hydrochloride,
2-[2-(2-{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-

20 biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-

phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'-fluoro-biphenyl-
2-carbonyl}-amino]-phenyl}-acetoxymethyl)-2-phenyl- malonic
acid diethyl ester,

25 2-(2-{4-[(4' -bromo-biphenyl-2-carbonyl)-amino]-3-
dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2-



{3-di et hyl car banmoyl -4-[ (4" -trifluoronethyl 20

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 2-ethyl - 2phenyl - but yl

ester,

{3- dlnethylcarbannyl 4-1 (4 -trlfluoronetqylblphenyl 2- car bonyl ) - am no] - phen
yl }-acetic acid 1-phenyl cycl opropyl net hyf0ester,

{3-di net hyl car banoyl - 4-[ (4' -trlfluoronethylblphenyl 2- car bonyl ) - am no] - phen
yl }-acetic acid 2, 2di phenyl -ethyl ester,

{3- dlnethylcarbannyl-4 (4 -trlfluoronethylblphenyl 2- car bonyl ) - am no] - phen
yl }-acetic aepgyiaprafyi Phgﬁyéy@ﬁbﬁénﬁfﬁﬁéthyl ester,

{3-di net hyl car ba =trifluor

biphenyl-2-carb02§¥) éﬂ%%BYlﬁﬁgh§W?y§ngt ¥4aCFE¥§H$ﬁﬁgmﬁthl_
?éhé?Lg?%g?%g?hengﬁhQHXFfBbﬂ )f%ﬁ%ﬁghe?henyl} -acetic acid 2-
tz)i phe?yl -2-taﬁtlimgybiﬁmafrnobheh?nyle%thqqe@scte&cl d 3-acet oxy

-acet oxynet hyl - 2- phenyl - propyl ester,

2-(2- { 3-li met hyl car b&ﬁrﬁ?l-dﬁlm[a(:hylpﬂirblamgyérrét—wm -trifluoromethyl-

bi phenyl - 2- car bon -am no] nyl } - acet ox t.hyl
t hi ophen-2-9 FPHﬁP§ A é- SEFHOGEQShﬁﬂlggteP hehy1)- agetoxymethyl) 2-

27(2_{3_d;_ ar nyﬁ?i%ﬂlk ?c&ﬁ4dl e?%%ﬂteQQ%&hyl

bi phenyl - -am noJ - pheny oxymet'hyl ) -2 t hi ophen-3-yl - mal oni c
aci d diethyl estep.cyc{dpédtginetiyl¢arbaneyhydchidanorilf-laugr@mret hyl 15

bi phenyl - 2- car bonyl ) - am no] - pyri di n-2-yl } - acet oxynet hyl ) 2-phenyl - mal oni c
aci d di et hytr@§igpropethyfl3bdpireninti-cacieaipopy-14--[aming Iqrhensrloiret hyl

b phenyl 2 SaL oYL A Dol Rhe L ace g Eid e
SHAEEE S e
met hyl -t hi oph€h1doybhefBl0Rba pheng ldi2eichyboastigr-amino] -
phenyl}-acetoxymethyl)-malonic acid diethyl ester,
2-(2-{4-[(4'-chloro-biphenyl-2-carbonyl)-amino]-3~

15 dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic

acid diethyl ester,
2-(2-{4-[(4' -acetyl-biphenyl-2-carbonyl)~-amino]-3-
dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

20 2-(2-{4-[(4'-cyano-biphenyl-2-carbonyl)-amino]-3-
dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-methyl-4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

25 acetoxymethyl)- 2-phenyl-malonic acid diethyl ester,

2-(2-{3~dimethylcarbamoyl-4-[ (5-methyl-4"-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-



2- (2-{3-dinet hyl carbanoyl -4-[ (4" -trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 25

t hi azol -2-yl -mal oni ¢ acid diethyl ester,
2-(2-{3-ethoxy-4-[(4'-trifluoronethyl-biphenyl -2

car bonyl ) - ani no] - phenyl } - acet oxymet hyl ) - 81 phenyl - mal oni ¢ aci d di et hyl
ester, {3-hydroxy-4-[(4'-trifluoronethyl-biphenyl-2 67

car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bis ethyl carbanoyl - 2-phenyl - et hyl
ester, {3-nethoxy-4-[(4"-trifluoronethyl-biphenyl-2

car bonyl ) - aRiitRBENFRe Ry CRrieayild -asvigod -pheinyd Jetafatdst banoyfcid 2-

2- phenyl -ethyl . ester, 2-(2-{3-nmethoxy-4-[(4' -trifluoronethyl-biphenyl -2
carbonyl)-aW¥58F96ﬁ8ﬁ§PF§§€bﬁ 'ﬁépﬁﬁﬁwﬂzggﬁé €St oni ¢ acid di et hyl
ester, {3-nethoxy=4;b(45-KEj ,hiph -2 1 _

car bonyl ) - ami no] - %h(e%y?f : 2%*8%?"3%@?5%*%%3% T %fjslgr188§|°c‘:“aefct§‘£(%oyl _et hyl
ester, biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-2-phenyl-

{3-met hoxy-4-[(4'-trifluoronethyl -bi phenyl - 2car bonyl ) - am no] - phenyl }-aceti c
aci d 3, 3 bi prephohéar bagidyetByphesyerpr opyl ester, 15

{3-ethoxy-4-[(4"- rif[uoronethﬁl-bighenyl-anrbanl)-aninok—phenyl}-acetic
aci d 2, 2-bi set hyl €3r BERBYPY2SBRBAPPY T AV (AséFifluoromethyl-

{3- et hoxy- 4 el hLEL |_- b nyh.- rbanyl.);-.am - ph -acetic
acid 3,3-bi Eiégeg%%y cg%gﬁﬁéﬁ“sa@%@% ¥’56r‘%’ it gs%%éécrl,énw% PR iy

2- (2-{3-i sopreposiyt-hindnol) L2f buengnekyk1biepghery | 2- car bonyl ) - ani no] - phenyl
} - acet oxynet hyl ) - 2- phenyl - mal oni ¢ acid diethyl ester,
{3-isopropoxy-4-[24[3tf2f{Boddmethylcbirphmayl-225(4’'-trifluoromethyl-

car bony] ) - am no] - phenyl }-aceti ¢ acid 2, 2-bi s_et hyl car banoyl - 2- phenyl - et hyl
ester, %%-?QbBP%Bgiygﬂg%fEOPVFSFPH&PB%@PH&PYBiﬁﬁ@ﬁipﬁi)'PrOPyll’z‘

corborv!) SphangLoHERL PRl ucatprd dgBes <L) co by -3 phens - prony
2-(2-{3-dimethylcarbamoyl-4-[ (5-methoxy-4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl]-2-phenyl-malonic acid diethyl ester,

15 2-(2-{4-[5-chloro-4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-3-dimethylcarbamoyl-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (6-methyl-4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

20 acetoxymethyl)- 2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4’ ~trifluoromethyl-~
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid d4i-2,2,2-trifluoroethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(2'-fluoro-4"'-

25 trifluoromethyl-biphenyl—2-carbonyl)-émino]—phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{5-dimethylcarbamoyl-2-£fluoro-4~[(4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)-2-phenyl-malonic acid diethyl ester,



car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bis ethyl carbanmoyl - 2-phenyl -et hyl
ester, {3-benzyloxy-4-[(4'-trifluoronethyl-biphenyl -

car bonyl ) -am no] - phenyl }-acetic acid 2, 2-bis ethylcarbanDyI 2- phenyl - et hyl
ester, 2-(2-{3-benzyl oxy-4- [(4'-tr|fluoronethyl bi phenyl -

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 82pheny! - mal oni ¢ aC|d di et hyl
ester, 10 2-(2-{3-hydroxy-4-[(4'-trifluoronethyl-biphenyl -

car bonyl ) - am no] - phenyl} acetoxynethyl) 2- phenyl nalonic aci d di et hyl
ester, 2-{2-]3- netho %&‘ -trifluoronethyl - | - 2-°

car bonyl oxy) - phenyi (- aéét ﬁyﬁ%mfﬁ&ﬁﬁﬁﬂnhﬁﬂqyﬁ 2lci4 15 diethyl ester

{3-di net hyl | f r 2car bonyl ) - am no] - phenyl } -
acetic aci dq;réu %%Mq%t %{:lardbg%o%n%z ar%y ° n'.KtT "é%?%f‘ghgnym -

{3-pi peri di pebtWyredtifr )t—rZ—fﬂHéqurf%Iah)Glei Ry | g22thy1

car bonyl ) -am no] - phenyl} acetic acid 2,2-bis ethylcarbanny? 2- phenyl - et hyl
ester, -(2-{3-chloro-5- dlmethylcarbamoyl 4-7(4' -

{3- pyrrolldln I-4 [(4' -trifluoronethyl-biphenyl 2-carbonyl)-am no] - phenyl
}-aceticd aC|€1i12Q§Q$Q§ <§%ﬂ&%ﬂﬂﬂ=@bqﬂnhqﬂYkﬁ+%m1m$lfnhenyﬂ}—

t2)| BE:%: : %‘SF%E?FF&F?%%% i %l uorom‘?%}%i%s%?d di et hyl

ester, 2- phenyl 25(2-1 pﬁ&h@kh i L4 i )
trlfluoronethyl pr%gniﬁ 2-carb g%ga}Pé#P%%]qphéS flu%ﬁf 4"

acet oxynet hyk)i£iabaome tagild bdipgtenyll -@sic@irbonyl) ~amino ] -phenyl} -
2-(2-{3-di net hyl am no-4 [(4f-tr|fluoronethw
bi phenyl - 2- B&EBOHYMELENilN o phemyl Madend ey metiy |diethyl ester,

10 2-(2-{4-(3'-chloro-4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-3-dimethylcarbamoyl-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

15 (5-nitro-pyridin-2-yl)-malonic acid diethyl ester,

2-(5-amino-pyridin-2+yl)-2-(2-{3-dimethylcarbamoyl-4-
[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

20 biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
pyridin-2-yl-malonic acid diethyl ester,

2-(2-{3-chloro-5-dimethylcarbamoyl-2-fluoro-4-[ (4’ -
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

25 2-(2-{3-bromo-5-dimethylcarbamoyl-2-fluoro-4-[(4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-~-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-o-



phenyl -mal onic acid diethyl ester, 5
(2-{3-nmorpholin-4-yl-4-1(4"-trifluoronethyl biphenyl-

2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl -nmal oni ¢ aci d di et hyl
ester, 2-(2-{3-diethylam no-4-[(4"'-trifluoromnethyl

bi phenyl - 2- car bonyl ) - ami no] - phenyl } - acet 8fynet hyl )-2 10 phenyl - mal oni ¢ aci d
diethyl ester, 2-[2-(2-{2-nmethyl-3-[(4"-trifluoronethyl-biphenyl -

car bonyl ) - am no] - phenyl } - acet oxy) - et hyl ] - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-phen I-2 (2 {3 [ (4" -trifluoromethyl-biphenyl-2 15

car bonyl ) - aifPAS}L: . &CaCoRRed il YesHioni ¢ acid diethyl ester,

2- phenyl - 2-[ 2- (2 %aﬁ% 8 géhgl gggne ﬁ??ﬂ thgm %pa&gp%&ghé¥H§Ej phenyl }

-acetoxy)-ethyl]-

{3-[(4 -tf'Bhﬁﬁ%9§&1&¥| Q%BB@Q»La%fﬁﬁﬁﬂyne&yrwndaétdﬁyﬂaﬂﬁyfﬁmé1§-aCId
3, 3- bi s- et hyl car banoyl - 3- phenyl propyl” éster

{3- [(4'-tr|tbuguomaubmhcbm@h@nwhe&nyNWEyndﬁ am no] phenyl }-acetic acid
2, 2- bi s- et hyl car banoyl - 2- phenyl -et hyl 25 ester,
{3-[(4'-QrifluoroﬁeKHyK3bﬁéh@ﬁ?ylza@@ﬁm@ﬁﬂkﬂfdﬁﬂﬁOFIBﬁéﬁyﬁ$mWﬁﬁhﬁlr aci d

e Ra ki AR SEPAT O S dcos onympeny ) -2-p-
caigsnyl) a@bﬂ?ﬁ qugghh %%gkoéerhgmjké%eghenyl mal oni ¢ aci d di et hyl
= 2-(2-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-
[(4'—trifluoromethyl—biphenyl—2—carbonyl)—amino]—phényl}—
10 acetoxymethyl)-malonic acid diethyl ester,
2-(3-chloro-phenyl)-2-(2-{3~dimethylcarbamoyl-4-
[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,
2-(4-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-

15 [(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-succinic acid diethyl ester,

20 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-~
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
(2-methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

25 (3-methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(4-
methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{4-(5,4"'-bis-trifluoromethyl-biphenyl-2-



2-[2-(2-{2-nethyl -5-[ (4" -trifluoronethyl -bi phenyl -

car bonyl ) - am no] - phenyl } - acet oxy) - et hyl ] - 2- phenyl -mal onic 5 aci d di et hyl
ester, {3-[(4'-trifluoronethyl-biphenyl -2-carbonyl)-am no] phenyl}-acetic
acid 3, 3-bi s-i sopropyl carbanoyl -3 phenyl - propyl ester,

{2-methyl -3-((4'-trifluoronethyl-bi phenyf42 10

car bonyl ) -am no] - phenyl }-acetic acid 3,3-bis ethylcarbanDyI-3-pheny|-propy|
ester, {2-nethyl-3-[(4"'-trifluoromethyl-biphenyl -

carbonyl) am no] - phenyl }-acetic acid 4,4-bis ethylcarbannyl 4- phenyl - but yl
ester, 15 carbonyl)— amino]-3- dlmethylcarbamoyl phenyl}-

2- th I -trif he 2 ho - ph | }- ti
2 et o R B PR oo Dy el ger ) acet

{2- et hoxy- 3- ((4' »tghtlyor bi,ph i henyl } -acetic
acid 3,3-bis 20 e%h&?cé?béﬁgg?mggg ény%g%%%§§ OQ%Qé 1 %@dﬂ§n§1f§1

2-[ 2- (2-{2- sarboxy13~ b@énourBthumkmm@uhmhﬁhmphﬂnxhﬁﬂﬁﬁmbonyI) am no] - phenyl
}-acet oxy) -et hyl ] - 2- phenyl mal oni ¢ acid di ethyl ester,

{2-et hoxSy-3apen0xwmefchnrér)oﬁephym¥5i pladioplico2gid diethyl ester,

car bonyl ) - am no] - nyl cet cid 3,3-his ethyl arbanDyI 3- phenyl - propyl
ester, 2-[2-(2-{2%@ fﬁo§§ 1T?EhY?FPFP88P§ﬁé€h$K OBt g

carbonyl) a C v y ni di et hyl
cater.” ) RSt pgRRR AR pREb L B ot &a'*r%*n&t rﬁ?reqﬁ“"}

bi phenyl 2 eaeberymptagunop- ph@ﬂy&}—nﬁaﬁhﬂ)&Y)&oﬁtdh)dﬂe-tZ—lﬂhQa_rglﬂelﬂ;al onic acid

di ethyl ester, 2-[2-(2-{2-nethoxycarbonyl-3-[(4"-trifluoronethyl 5
bi phenyl - 2- carbon?f}2ahﬂan éh@ﬁyhylaéﬁb@wyyleﬂthF ~meerdyi4-'mal oni ¢ acid
oi phomy1® 2- EEHEORGFPITFRAT PORERIIF BcaRORT T a1 Pery )"
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(5-ethoxy-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

15 2-(2-{3-dimethylcarbamoyl-4-{ (5-isopropoxy-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-[2-(2-{4-[(5,4"' -bis-4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-3-dimethylcarbamoyl-phenyl}-acetoxy) -

20 ethyl]-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(6-methoxy-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3~-dimethylcarbamoyl-4-[(3-methyl-4"-

256 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-{2-[4-(2,4-bis-trifluoromethyl-benzoylamino)-3-
dimethylcarbamoyl-phenyl]-acetoxymethyl)-2-phenyl-malonic

acid diethyl ester,
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| -mal onic acid diethyl ester, 10

rifl uoronethyl -bi phenyl - 2-carbonyl ) - am no] benzoi ¢ acid

(2,2,2-trifluoro-ethyl carbanoyl)-9h fluoren-9-yl]-ethyl ester,
-trifluoronethyl-biphenyl -2-carbonyl)-am no] benzoic acid
fluoren-9-yl]-ethyl ester, 15 n- bié

ﬁenyl 2-yl -terephthalamc acid

(2,2,2 trifluoro- ethylcarbannyl) 9h-fl uoren-9-yl]-ethyl ester,

4" -t

r|quoronethyI bi phenyl - 2- carbonyl) am no] benzoic acid

bi ph | bonyl ) - th t , , .
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??P ho%gé%%ﬁy E‘éh}%n—'e?ﬁ)e g’tlgarabcgeﬁc; o) b eh 28 e gp Lonic

aphthaleacidyhlatﬁ ¢Zegt@&4fluoroethylcarbannyl) propyl ester,

-trifluoronethyl-biphenyl - 2- car bonyl ) - ani no] 25 benzoi ¢ aci d
(2 2,2-trifl pefo- éBhﬂhmatba&nykbam&ghvhaKanethWHLApropyI ester,
-trlfluoronethyl phenyl - 2- car bonyl ) - am no] benzoic acid

-t
enyl

- di ph%nyltref &EOQOQet‘CPNferGPaOéftlﬁwl@@r)b&rh@ﬂxollpmmﬂoweetrhyl} 2

- f bi_ph b d
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-tr|fbanbong&hybmbnphepybngloaabemphbﬂmnnnnhba&pﬁenymﬁmhlonlc

2,2-trifluoro ethyl carbanoyl)-naphthal en-1-yl]-ethyl ester, 10
ri f REdEoRRERYYLPEKERYI - 2- car bonyl ) - anlno]ben20|c aci d

-(2,
4" -t
i W £l uor onbt bt L7 Gy Ry Soakb Bl St o 2E0B B pebiy L OPY! ester

r|fluoronet
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20

25

biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4’'-isopropyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,
2-{2-[3-dimethylcarbamoyl-4-{(4'-trifluoromethyl-
biphenyl-2-carbonyloxy)-phenyl]-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,
{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2-ethyl-2-
phenyl-butyl ester,
{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 1-phenyl-
cyclopropylmethyl ester,
{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]~phenyl}-acetic acid 2,2-
diphenyl-ethyl ester,
{3-dimethylcarbamoyl-4-[ (4 ' -trifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 1l-phenyl-



benzoic acid 3-(2-chloro-phenyl)-3-(2,2,2-trif luoro 15

et hyl car banoyl ) - propyl ester,

2- phenyl -2-(2-{4-[ (4" -trifluoronethyl-biphenyl -

car bonyl ) - am no] - benzoyl oxy}-ethyl)-nmal opi c acid diethyl ester,
2-(2-{3-nethy|-4-[(4'-trifIuoronethyl-bi@%enyl-Z 20

carbonyl)-anino]-benzoyloxy}-ethyl)-2-pheny|-nalonic acid diethyl ester,

2-(2-{2-chl oro-4- [(4'-trif|uoronethy| bi phenyl -

car bonyl) - anlngbp EYQ%F Fgﬁél) 2- phenyl - nalonlc acid diethyl ester,
uo

2- phenyl - 2-§3° thyl - bi pheny! -
car bonyl oxy) - benzw@m&ﬁb&ha&@ms md %gkﬁ%r%ﬁqte% 1-

4-1(4"' -trifluoronethyl enyl - 2- carbonyl ) -am no] benzoic aC|d

3, 3- bi s- et hylippehahoyl ecdrpbagyl) ~pmapyl] -eRkak ] }-acetic acid 3-hydroxy-
4' -trifluoronethyl - bi phenyl - 2-carboxylic acid 4-(3,3 73

bi s- ethylca?bbﬁéypxsmﬁhbMQFZprpDY}cﬁFbEﬁ})egi@ﬁ1oro phenyl ester,

4' -trifl th carbox lic

b1 - et hyt car baroyt SR PRERT G ERERSRLr bohpf) - phafybosspetya-

4' -trifluor bi a ki

bi s- e{hyrca?ggﬁgx 13 QD gﬁ%k %%Zpéggéégb yﬁ?nggggigﬁﬁo?%l%heﬁﬁcﬁiﬁx
2-(2-{3-et hmxaeatbﬁwétﬂyiéé pheh{lupkeppihgkter,

25

bi phenyl - 2- car bonyl ) - am no] - phenyl - acet oxynet hyl )-2 10 phenyl - mal oni ¢ aci d

di ethyl ester, 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

10 thiophen-2-yl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
thiophen-3-yl-malonic acid diethyl ester,

2-(2-{4-dimethylcarbamoyl-5-[(4'-trifluoromethyl-

15 biphenyl-2-carbonyl)-amino]-pyridin-2-yl}-acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(3-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

20 2-(2-{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(5-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4’ -triflucromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

25 thiazol-2-yl-malonic acid diethyl ester,

2-(2-{3-ethoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

{3-hydroxy-4-[(4’'-trifluoromethyl-biphenyl-2-



2- (3-{3-dinet hyl carbanoyl -4-[ (4" -trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - pr opi onyl oxynet hyl ) -2 phenyl - mal oni c
acid diethyl ester, 2-{4-[(4' -trifluoronethyl-biphenyl -2-carbonyl) 15

am no] - phenyl } - propi oni ¢ aci d et hyl car banpyl - phenyl nethyl ester,
5-(2,2-bis-ethylcarbanDyI-2-pheny|-ethox§%arbonyl

methyl )-2-4-[ (4" -trifl uoronethyl -bi phenyl -2-carbonyl) am no] -benzoic acid
benzyl ester, 20 5-(2, 2-bis-ethyl carbanoyl -2- phenyl - et hoxycar bonyl

met hyl )-2-[(4' -trifluorqgnethyl-bi phenyl - 2-carbonyl) am no]-benzoi ¢ acid,
5-(2, 2-bis- ?ﬁ?PBXﬁBéHB‘&PPE-'ﬁ?&HﬁHéFﬁ&%r bonyl - :3¢1d 2,2-bis-

met hyl ) - 2-[ L& 5t LI et By Lphenyh - 2- car. y3) 25 am no]-benzoic acid
et hyl ester%égyégégg%ﬁéggfhel%Q?E§2b3¥?ﬁap%%hyq¥ethoxycarbonyl-:
nethyl)-2-[(4'-trisluetnoryhyl { pupherylidoeanBenyh) naphrekkenzoi c acid
met hyl ester, 2-(2-{3-benzyl oxycarbonyl-4-[(4"-trifluoronethyl 74

bi phenyl - 2- carbonyl ) -amiino]l - phenyll}-acettdxy met hyl } ezighenyl - mal o et d
di et hyl ester, 2-(2-{3-carboxy-4-[(4'-trifluoronethyl-biphenyl-2

car bony!9) - afFRB1 CBREAPPY Lacér BRER¥LhGILIY- §5&®.- mal oni ¢ 5 aci d di et hyl

SR SRR f Lt LT S
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-

10 carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-

propylcarbamoyl-ethyl ester,
{3-methoxy-4-[{(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetic acid

3,3-bis-ethylcarbamoyl-3-phenyl-propyl ester,

15 {3-ethoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid : 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-ethoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

20 ethylcarbamoyl-3~-phenyl-propyl ester,

2-(2-{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

{3-isopropoxy-4-[(4’'-trifluoromethyl-biphenyl-2-

25 carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-isopropoxy-4-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

ethylcarbamoyl-3-phenyl-propyl ester,



phenyl - mal oni c acid diethyl ester,

2- (2-{3-nmet hoxycarbonyl -4-[ (4" -trifluoronethyl 10

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl -mal oni ¢ acid
di et hyl ester) 2-(2-{3-acetylam no-4-[(4 -trlfluoronethyl bi phenyl

2- car bonyl ) - am no] - phenyl } - acetoxynethyl?-z phenyl - mal oni ¢ aci d di et hyl
ester, 15 2-(2-{3-nethoxycarbonylam no-4-[(4'-trifluoronethyl
biphenyl-2-carbony|) anino] phenyl } acetoxynethyl) 2 phenyl -nmal onic acid

di et hyl ester - t hyl -t hi azal - 2-

tr|flﬁoronethyl iBhéﬁ? °§Ycﬁr éﬁyrfré HSF%Q%éﬁyﬁ(bQQhenYl 2-
acetoxyneth n 19 [ yl ester R
2- phenyl - %}Pé ??j gbrﬁ? ugpgnggﬁyﬁggﬁéﬁenyl acld 2,2-bis
car bonyl) - aatﬂ?hcﬁkbﬁﬁayh 32ybhea9gtgmﬁggt@gkk1nalonlc acid diethyl ester,
2-(2-{3-fornyl-4-[(4'-trifluoronethyl-Dbiphenyl-2 25

car bonyl ) -am no] - bhebyh?yaOKYGXyﬁéuhytraflpbenmbthguebhph&m&d -adi-et hyl
ester, 2-(2-{3-dinmethylam nonethyl-4-[(4'-trifluoromnethy
bi phenyl& 2- eaFBeﬁy#? éﬁﬂﬁeﬂ BH@HYFP -~8cg&dCoxynet hy@FiE phenyl - el%ftis aci d

di et hyl t
ZI?Z {3 ﬁ;t% ylﬁ%FH§W8X Bgﬁgyﬁyyi_FEEy%rFFF&oronethyI bi phenyl - 2- car bonyl )

- ani no] - phenyl } - 3@ceﬁo§ynséﬂy lozyPhenyh- nekQﬂuﬁoashdtﬁy@tﬁxbh%%&qna-
2-(2-{3-isobutyryl -tritluoronethyl-biphenyl5

2- car bonyl ) eambooyiphemyhd] 3pheeyd 3 yaeehpkym2tplydny2rphemyd -aalcbrdicet hyl
ester, and

2-(2-{3-(1- ﬁ?ﬂ?oﬁ}eﬁhﬂétﬁ§F55ropyl) 4-[(4' trifluoromethyl - bi phenyl - 2- carbon

yl) - am ppl - phenyl j aget oXYREEA¥kY - 22 PREOYEZ FBY 38k 8m8EhYa dbshRLhygster:
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,
2-{2-[3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyloxy) -phenyl]-acetoxymethyl}-2-phenyl-malonic acid

15 diethyl ester,

{3-dimethylamino-4-[(4’'~-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-piperidin-1-yl-4-[(4’'~trifluoromethyl-biphenyl-2-

20 carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-pyrrolidin-1-yl-4-[(4’'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

25 2-phenyl-2-(2-{3-piperidin-1-yl-4-[(4'-
trifluoromethyl- biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

2-phenyl-2-(2-{3-pyrrolidin-1-yl-4-[(4'~

trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-



(24) The ester conpound or a prodrug thereof, or a pharmaceutically
acceptabl e salt of either according to the above (1), which is sel ected
fromthe group consisting of

{4-[.(4" -trifluoronethyl-biphenyl-2- carbo%él) am no] 15 phenyl }-acetic acid
2, 2-bi s-et hyl car banoyl ) - 2- phenyl et hyl est

2-phenyl -2-{2-14-[ (4" -trifluoronethyl - blphenyl 2car bonyl oxy) - phenyl ] - acet ox
ynet hyl } - mal oni ¢ aci d di et hyl ester,

2-(2-{3-nethyl - tr|qu ronet h henyl - 2¢ rbonyl) am no] - phenyl } - ac
etoxyrrethyl ¥: &%&'{ﬁthﬁ% oélé‘c %Gle‘fh %Je gte

2-(2-{4- [nEthyl [&4(21Qbfbﬂﬂk&%@h@ﬂld®4ﬂﬂ¥0@“J¥¥Hﬂ¥HBé&mé¥Hyﬁﬂ phenyl } - ace
t oxynet hyl ) - 2- phenyl -nmal onic 25 acid di ethyl ester,

{ 3- et hyl - 4- bi$henfyiif 4@a0meinyl »-inghey pldenyl } -acetoxymethyl) -2 -
car bonyl ) - am no] - 2- phenyl ] -acetic acid 2,2-bis ethylcarbanDyI-phenyI-ethyI
ester, 2-phphehyl-alioniq Acid idlatdvvdnesitgr bi phenyl - 76

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - ngl gni.c i et ester,
2-pheny|32 (2 { 4- [Q Q%'%‘PFPE‘BSL& sty -ﬁa-gﬁénwt %“"mmet%l
carbonyl)-a 2 - 3 yl ester,
{4-((4" -t r| oro% % ﬁ%ﬁ)%%”n% car %@gnﬁéﬁ%ﬁfﬁg ?% acid
2‘pheny|‘2,%h@h?i@&dldhﬂdeHﬂﬂﬂaidﬂH%m(éﬁﬁémpy|) ethyl ester,

2-phenyl -2-(2-{4-[ (4" -trifluoronethyl-biphenyl -210

car bonyl ) - anino] Bhé Ry B- dé@th}nmﬂn@kﬂrddMomtriﬁﬁu@nﬂmﬁﬁhﬂm ester,

2- cyclopent -trifluoroneth

bi phenyl - &PB@ 2Il)’2a|ﬁ(aﬁ OnSHe AT r‘e?éetm%ﬁﬁem%?ﬁ?%]d W di et hyl
g:ﬁgghy %?Ml %Tkié%%gkfﬁéi Qﬁ% Qﬂﬁ%ﬁYL ggpgegyLyclohexyl ester,
{4'[(4"tr|f|UOfOﬂeqhykZDKQh&E%hyixGaﬂQQﬂ¥ﬁkmaﬂdwﬂomethyl -biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-malonic
acid diethyl ester,
2-phenyl-2—(2—{3-[(4'-trifluoromethyl—biphenyl—2-
15 carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid diethyl
ester,

2-phenyl-2-[2-(2-{3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-malonic acid
diethyl ester,

20 {3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3, 3-bis-ethylcarbamoyl-3-phenyl-
propyl ester,

{3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-phenyl-ethyl

256  ester,

{3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3-phenyl-3,3-bis- propylcarbamoyl-
propyl ester,

2-[2-(2-{4-methyl-3-[(4'-trifluoromethyl-biphenyl-2-




phenyl } -acetic acid 2, 2-bi s-cycl ohexyl carbanoyl -2 20 phenyl ethyl ester,
{4-1(4" -trifluoronethyl-bi phenyl -2-carbonyl)-am no] phenyl}-acetic acid
2- phenyl - 2, 2- bi s- phenyl car banoyl - et hyl ester,
{4-[(4'-trifluoronethyl-biphenyl-2-carbong|)-anino]25 phenyl } -acetic acid
2, 2- bi s-i sopropyl car banoyl - 2- phenyl ethyV ester,

2-benzyl -2-(2-{4-[ (4" -trifluoronethyl-biphenyl -2

car bonyl ) - am no] - phenyl } - acet oxynet hyl )-nmal oni ¢ acid di et hyl ester,
2-(2-{2-methyl -4-[(4' -trifl uoronethyl-biphenyl -2 .
carbonyl)-aﬁ%ﬁBPP%&éﬁﬁm?pﬁééP8§9 MACE X E R e orRke et dnat s |

ester, 4'-tri.tluqt ylL-biphenyl - 2-carboxylic acid 4-[2 5
phenyl-2,2-Ekéb(gﬁgggygr%Fﬁﬁgfo-ethyIcarbanDyI)

et hoxycar bonyl net py| 1= phepylmeshen - 5bi paenyh-21eardmernyd atighenyl-2-
4-[2-phenyl -2, 2-bis 10

(2,2, 2-trifkaobonglilyhninbirphkenydtthacetardydrye tiatihyH 2 eyt L esd Bonic
2-cycl ohexyl -2-(2-{4-[ (4" -trifluoronethyl-bi phenyl 2-car bonyl ) -am no] - phenyl
} - acet o meBRA) dABEBHiLceEERH - di et hyl ester,

(41 o pheny 2 cppnyL L Ak 1) BAE LB Eh I B poes i aminen-
ooy et RERRESTe Wb (0 25 spopopyicasvanori-a-
phenyl-propyl ester,
{2—methyl—3—[(4'-trifluoromethyl-biphenyl—2—

10 carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

ethylcarbamoyl-3-phenyl-propyl ester,
{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetic acid 4,4-bis-

ethylcarbamoyl-4-phenyl-butyl ester,

15 {2-methyl-3-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic + acid 3-phenyl-3,3-bis-
propylcarbamoyl-propyl ester,

{2-methoxy-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino] -phenyl}-acetic acid 3,3-bis-

20 ethylcarbamoyl-3-phenyl-propyl ester,

2-{2-(2-{2~-methoxy-3-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino] -phenyl}-acetoxy)-ethyl]l-2-phenyl-
malonic acid diethyl ester,

{2-ethoxy-3-[(4'-trifluoromethyl-biphenyl-2-

26 carbonyl)-aminol-phenyl}-acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyl-propyl ester,

2-[2-(2-{2-ethoxy-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-malonic

acid diethyl ester,



acet oxynmet hyl ) -mal oni c acid diethyl ester,

{4-1(4" -trifluoronethyl-bi phenyl -2-carbonyl)-am no] 20 phenyl}-acetic acid
2, 2- bi s- et hyl car banoyl - 2- phenyl ethyl ester,

2-pyridin-2-yl-2-(2-{4- [(4'-tr|fluoroneth¥

bi phenyl - 2- car bonyl ) - am no] - phenyl } acet d ynethyl) mal oni ¢ aci d di et hyl
ester, 2-pyridin-3-yl-2-(2-{4-[(4"'-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl} acet oxynet hyl ) - mal oni ¢ aci d di et hyl

ester, 4'-trifluoronethyl-hip -2-carbxylic acid

4- (2, 2-bi s- et hyl cartdn §| Y Zzlﬁﬁ’@ Poé*tyh&ﬁc(ér bdititetaRAmethy g phenyl
ester, 2-ph |f|

trifluor oﬁe%ﬁéheb%y(lhe < ony rfyﬁp%enyeﬁo}é%zeteth Eﬁyl_)- mal oni c

acid diethy h%%&QLméionlc a01d dlethyl ester,
{4-[(4' -trifluoronethyl-biphenyl -2-carbonyl) - an1no]pheny|} acetic acid

2, 2- bi s- but yl car bardgl-{2-fRempithettyardstogrl -3-[ (4’ -trifluoromethyl-

{3 met hyl -4-((4' -trifluoronethyl-biphenyl -2 carbonyl)-am noj - fhenyl} acetic
acid 2, 22 bi §Wéarzb%;honyld mwmaw}@s%?oxy) ethy

2-(2- {4 [ (4 yl - hen

phenyl } - acepgﬁr/’% q‘)op p)réen%l %%q%%YC ai}ﬁedf ‘di et hyl ester,

2-[2-(2-{2-ethoxy-5-methyl-3-[ (4’ -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-
phenyl-malonic acid diethyl ester,

10 4-[(4'-trifluoromethyl-biphenvl-2-carbonyl)-amino]-
benzoic acid 2-[9-(2,2,2-trifluoro-ethylcarbamoyl)-9h-
fluoren-9-yl]-ethyl ester,

4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 2-[9h-fluoren-9-yl]-ethyl ester,

15 n-biphenyl-2-yl-terephthalamic acid 2-[9-(2,2,2-
trifluoro-ethylcarbamoyl)-9h-fluoren-9-yl]-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 2-[(biphenyl-2-carbonyl)-amino]-ethyl ester,
4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

20 benzoic acid 2-(2-biphenyl-2-yl-acetylamino)-ethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3-naphthalen-1-yl1-3-(2,2,2-trifluoro-
ethylcarbamoyl)-propyl ester,

4-[(4’'~-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

25 benzoic acid 3-[2-(2,2,2-trifluoro-ethylcarbamoyl) -
naphthalen-1-yl]-propyl ester,

4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3,3-diphenyl-3-(2,2,2-trifluoro-

ethylcarbamoyl) -propyl ester,



2-(2-{4-[ (4" - et hoxy- bi phenyl - 2- car bonyl ) - am no]

phenyl } - acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid diethyl ester, 15

{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] phenyl}-acetic acid
3, 3- bi s- et hyl car banoyl - 3- phenyl - propyl ester,

{4-[ (4" -trifluoronethyl-biphenyl-2-carbohyl)-am no] phenyl}-acetic acid
3- phenyl - 3, 3- bi s- propyl car banoyl - propyl 20 ester,

{4-[ (bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid

2 e o (TR PR b gy =-cozvonrt s
car bonyl) - aggﬂ?h Phenyl}ﬁﬂg(ioxynetgybh 6 361 & qiethy)_ 25 818 o-

4' -trifluorome bi phe carboxyll

4-(2, 2-bi s- g&hyh@ggﬁ@m@yh» gragguyng@hqucarbonylnethyl) 2- chl or o- phenyl
ester, 2-(2-{4-[isopropyl-(4'-trifluoronethyl-biphenyl - 79

carbonyl) am no] - pheayl } tatéloryomehl)-Biphenyl~ ﬁab@mbonadndaMIadhﬂ
ester, 2-(2-{4-[cyclohexyl-(4"-trifluoromnethyl-biphe
car bonyld - akPR&PLEhenyl } - aceBSifimet hyl ) - 2- ﬁhé’ﬁ;‘ﬂnyﬁal:‘or{@c’ 23 T TR

ester, 2- phen r|fI t hyl - bi phenyl -
carbonyl) aﬁlﬁgfcﬁ%éﬁéPyﬁécgf8?yne%%§ggenaron|cpaC|é di propyl ester,
2-phenyl - 2- (2-{4-h(fatLifh¥onepBhBYhyRLi BAEABMhy2Z- 2-carbonyl) -amino] -

benzoic acid 2-[8-(2,2,2-trifluoro-
ethylcarbamoyl)—naphthalenél—yl]—ethyl ester,

10 4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3-[(2,6-dichloro-phenyl)-3-
(2,2,2-trifluoro-ethylcarbamoyl) -propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino] -~
benzoic acid 3-(2-chloro-phenyl)-3-(2,2,2-trifluoro-

15 ethylcarbamoyl)-propyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-benzoyloxy}-ethyl)-malonic acid diethyl
ester,

2-(2-{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-

20 carbonyl)-amino]-benzoyloxy}-ethyl)-2-phenyl-malonic acid

diethyl ester,

2-(2-{2-chloro-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-benzoyloxy}-ethyl)-2-phenyl-malonic acid
diethyl ester,

25 2-phenyl-2-{2-[4-[(4'-trifluoromethyl-biphenyl-2-
carbonyloxy)-benzoyloxyl-ethyl}-malonic acid diethyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3,3-bis-ethylcarbamoyl-3-phenyl-propyl ester,

4' -trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-



10 carbonyl)-am no] - phenyl } -acet oxynet hyl ) - mal oni ¢ aci d diisobutyl ester,
{4-1(4" -trifluoronethyl-bi phenyl -2-carbonyl)am no] - phenyl }-acetic acid
2, 2-bi s-isobutyl carbanoyl -2 phenyl -ethyl ester, 15
{4-[(4'-trif|uoronethyl-biphenyl-2-carbog¥I)anino]-phenyl}-acetic acid
2, 2-bi s-(3-nmet hyl butyl carbanoyl) - 2- phenyt-et hyl ester,
2-(2-{4-[ethyl-(4"-trifluoronethyl-biphenyl -

carbonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ 20 aci d di et hyl
ester, {4-((4' -chloro-biphen I-2 carb ny am no hen I% cetic acid
2,2-bis- eth FéaPEQﬁ%ﬁPrﬁaﬂﬁ 3-Qheny DOXYC rvony hfore-

{4 [(3'"4'- ﬁ ggoegkggenyl 2- carbonyl) 25 an1no]-pheny|}-acet|c acid
2,2-bis-eth anoyl - 2- phenyl ethyl ester,

{3-methyl - 4-[ (4' -1 L%ku9maebmélthk}llpmwen%qarzb@wam?mirtp]acpihiarwlGsﬁ@etIC
acid 2-phenyl -2, 2-bi s propyl carbanoyl - ethyl ester 0

{4- (4 -tri bliserthylhypirbbmplyany -Phﬂlaﬂlb@ndgommormﬂehwl}er&cbtés:t@cj d

2, 2-bi s- (2-met hoxy- et hyl car banoyl ) -2 phenyl - et hyl este

2- (2-{3-%t hyl - 4- [64“IF%ﬁ'—PGEPB‘ﬁéPWI’%PBﬁ@Hﬂ 2z°f?rboxyllc acid 4-(3,3-

car bony!) - ag 0oL RBS YL L 5REHO S TR T ARSH B - 2 ShAbietdwd

ester,

{3- |sopropybhgh&@4egkgkfluoronethyl bi phenyl - 2car bonyl ) - am no] - phenyl } - acet
ic acid 2,2-bis ethylcarbanpyl - 2- phenyl -ethyl ester, 10

2-(2-{3- |sopropyI24(E(43 Ethbkycambehhyl4bwmhémﬁrx21uoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl-acetoxymethyl)-2-
10 phenyl-malonic acid diethyl ester,
2-(3-{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-propionyloxymethyl)-2-
phenyl-malonic acid diethyl ester,
2-{4-[(4'~-trifluoromethyl-biphenyl-2-carbonyl)-

15 amino]-phenyl}-propionic acid ethylcarbamoyl-phenyl-

methyl ester,
5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
methyl)-2-4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid benzyl ester,

20 5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
methyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
methyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-

25 amino]-benzoic acid ethyl ester,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
methyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid methyl ester,

2-(2-{3-benzyloxycarbonyl-4-[(4’'-trifluoromethyl-



car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, {3-ethyl-4-[(4"'-trifluoronethyl-biphenyl -

car bonyl ) - am no] - phenyl }-acetic acid 3,3-bis 15

et hyl car banoyl - 3- phenyl - propyl ester,

{3-isobutyl-4-[(4"-trifluoronethyl- blpheﬁ§l-20arbonyl) am no] - phenyl } - acet i
c acid 2, 2-bis ethyl carbanoyl - 2- phenyl -et hyl ester,

2-(2-{3-isobutyl -4- [(4'-trif|uoronethy| bi phenyl -2 20

Rt R SR e e R R
carbonyl)-a nyl -mal onic acid dieth
ester, yZ% 2* %gkgp@%gﬁbhﬁﬁﬁﬁﬁ'-trlfPﬁgaéﬁggﬂilyblphenyl Y

car bonyl ) - ani no] - phenykB-aeeboxymathyl) - Zrahgab&om@ﬂmyn:wmymédyxﬂiwI
ester, 2-(2-{3-dinethylcarbanmoyl-4-[(4"'-trifluoromnethyl

blphenyl 2- carbonyll)) -aming|]-phenyl]}-acettoxymetting1))--2 - phﬁmxﬂﬁmqmonndonic
acid diethyl ester, %3 di et hyl car banoyl -4-[ (4" -trifluoronethyl 5

bi pheny! 2- 8§EBoRAVEEDY} REEEShenyl } - acetic acid

?3p2§?¥;ﬁc§rgginsﬁog¥l%grb?n$¥P88% gfﬁgPyélphéﬁy|2tE&F688ﬁ9F an1no] phenyl

}-acetic achd %e%yhl%ehafb%a&hqaemhn%]pga@ﬁbiqtﬁﬂeﬁayy%éthyl) 2-

{3- dlnethylcarbannyl- 4-1(4" -trifluoromethyl

bi phenyl - phebymymﬁlanunopcpﬁedybkhadebs¢eac|d 3,3-bis
2-(2-{3-methoxycarbonyl-4-[(4'-trifluoromethyl-

10 biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyvl-malonic acid diethyl ester,

2-(2-{3-acetylamino-4-[(4'-trifluoromethyl-biphenyl-
2~carbonyl)-amino}-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

15 2-(2-{3-methoxycarbonylamino-4-[ (4 -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2--
phenyl-malonic acid diethyl ester,

2-(2-{3-(4-methyl-thiazol-2-y1)-4-[(4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

20 acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-phenyl-2-(2-{6-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-biphenyl-3-yvl}-acetoxymethyl)-malonic acid
diethyl ester,

2-(2-{3-formyl-4-[(4'-trifluoromethyl-biphenyl-2-

25 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-dimethylaminomethyl-4-[ (4 ' -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-3-acetoxymethyl)-2-

phenyl-malonic acid diethyl ester,



et hyl car banoyl - 3- phenyl - propyl ester,
2-(2-{3-diethyl carbanmoyl-4-[(4"'-trifluoronethyl 15
bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2phenyl - mal oni ¢ aci d
di et hyl ester,
{3-benzy|carbanDyI-4-[(4'-trifIuoronethy?ébiphenyl2-carbony|)-anino]-phenyl
}-acetic acid 2, 2-bisethyl carbanoyl - 2- phenyl -et hyl ester,
{3-dinethy|carbanoy| 4-[(4' -trifluoronmethyl 20 25
biphenyl-2-carbon am no henyl }-acetic.ac

4- bi set hyl car baft @ 43 pﬂ%ﬁgPXBquFggiPéFbamoyl) 4-1(4"-

ff’ acet 1 ¢ agtar DUBEpiELts b pRENS RIS ok bl AR g ey )y 241 ol pheny

{3-di i soprogytesLpageul14=bl phebiitnaaoanet RWididkamyl ester,
yl - 2- car bonyl ) - am no] - phenyl } -acetic acid

2, 2- bi set hyl car baroyt-23phsophterhyl4effdr ~-trifluoromethyl-biphenyl-

2- (2-{3-di et hyl car banoyl - 4- -trifl uoronethy

bi phenyl®- 2- %a%BH?P}’lénﬁﬁé]‘DéhBH?P}Ilécéré‘W@P‘Wle)thz’ldhe?nﬁhmJon| c acid

di et hyl ester 2-{3-di.is pyl carbanmpyl -4-[ (4" -trifluoronethyl 82

bi phenyl - 2- %%% %ﬁ%l?éld 5 %R gné %eaCeggéynethyl) 2 phenyl -mal onic acid

di ethyl ester, {32(f§op§opyLhyggby#cgtﬁgﬁgyh)pﬁbbgﬁg_unqnuuaronethyI
-blphenyl-2-carbony ) - am no] - phenyl }-acetic acid bis 5

et hyl car banbyi£fPuphemglhel hplipbehgi - 22c@%b@&y@éthLnuﬂﬂgnenyﬂ@annyI)-4-[(4'
trifluoromnethyl -bi phenyl -2-car bonyl ) -am no] - phenyl }

acet oxynet h§F§toxphenhylinPorbeny |@aépggﬁypc@§t@gethyl ester;

{3- (et hyl -net hyl carbanoyl )-4-[(4'-trifluoronethyl 10

bi phenyl™- 2- car bonyl ) - am no] - phenyl } -acetic acid 2,2-bis

et hyl car banpyk y 2- @ﬂénygsﬁéby|c8ﬁbghnd or ﬁrodrug thereof, or a

{3- (et hyl - net hyl car banoyl )-4-[(4 -trlfluoronet yl bi phenyl - 2- carbonyl) am no

] - phenyl } - apeéirvacentii8aldipi sceehybhbdebardyl o3- gidmgr mragmutdigst e the
above (1), which is selected from the group consisting of
{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

15 phenyll}-acetic acid 2,2-bis-ethylcarbamoyl)-2-phenyl-

ethyl ester,

2-phenyl-2-{2-[4-[(4 -trifluoromethyl-biphenyl-2-
carbonyloxy)-phenyl]-acetoxymethyl}-malonic acid diethyl
ester,

20 2-(2-{3-methyl-4-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{4-[methyl-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl)}-acetoxymethyl)-2-phenyl-malonic

25 acid diethyl ester,

{3-ethyl-4-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-2-phenyl]-acetic acid 2,2-bis-
ethylcarbamoyl-phenyl-ethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-~



15

{3-(pi peridin-1-carbonyl)-4-[(4'-trifluoronethyl bi phenyl -2-carbonyl)-am no]
-phenyl }-acetic' acid 2,2-bis ethyl carbanoyl - 2- phenyl -et hyl ester,
{3-(pyrrolidin-1-carbonyl)-4-[(4"-trifluagronethyl bi phenyl -2-carbonyl)-am no
] -phenyl }-acetic acid 2,2-bis 20 ethyl carBampyl - 2- phenyl - et hyl ester,

{3- (et hyl - propyl car banoyl )-4-[ (4" -trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bis

et hyl car banoyl - 2- phenyl - et hyl ester, i ) ,

{ 3- (et hyl - FRERPPYAr) s ERd0) - Phery L k1399 tsrdhditgt ) Zeplonic acid diethyl
biphenyI-Z-%%E onyl ) -; am no] - phenyl }-acetic acid 3,3-bis
ethylcarbanDyI-§3phenyl-propyl ester,

{3- di et hyl car bampypnénld 4 2= Rl fluugramethyle i uvoromethyl-biphenyl-2-

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid

2- et hyl car baaeplon®lpheminodt-phlengdtleracetdB3Imethyl) - malonic acid

2- phenyl - 2-(2-{3-pyrrolidin-1-carbonyl)-4-[(4

trifl uordmethySOREPRFAY ESELEar bonyl ) - ani no] - phenyl } acet oxynet hyl } - mal oni ¢
acid diethyl ester, 2-phenyl-2-(2-{3-piperidin-1-carbonyl)-4-1(4'.5
trifIuoronethyl-bfﬁﬁiﬁgl5§¥&§i8gﬁ9FfF§¥$ﬁ%fP EHQF%TﬁﬁﬁﬁgaiiﬁTﬁﬂ5Q9%ﬂonic
acid diethy R, i-met hyl car yl-4-[ (4" 5t44 1§ t.hyl _

bi pheny|-2-%2r@g‘§a’%§| f{cg%gﬁo]-phenw e8¢ ac tzc{ﬂpe{m’le’ﬁ&é-)'rz@ 8- (2,2,2
propi onyl antpafeubyb -ethel cat®amdydi)veithyllc &draroyl - 4-[ (4' -tri fl uoronet hyl
bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 2-(2,5 .

di oxo- pyrrolidin-3=-phenylpRefgr{dthyK esrdfluoromethyl-biphenyl-2-

{B_dinehpyl8g£ggggx5:ghkgg&1%52%§&qtgggk%&§methyl)—malonic acid
dimethyl ester,
2-cyclopentyl-2-(2-{4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

15 2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino] -phenyl}-acetoxymethyl)-malonic acid
dicyclohexyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino] -
phenyl}-acetic acid 2,2-bis-cyclohexylcarbamoyl-2-

20 phenyl ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-phenylcarbamoyl-ethyl
ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

25 phenyl)})-acetic acid 2,2-bis-isopropylcarbamoyl-2-phenyl-
ethyl ester,

2-benzyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid diethyl

ester,



bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 15 2-ethyl car banoyl - benzyl
ester, {3-dinethylcarbanoyh-4-[(4'-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid

2- et hyl car banoyl net hyl - benzyl ester,

{3-di met hyl car bamoyl -4-[ (4' -trifl uoronet Ryl 20

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid

2-i sopropyl am no- 2- phenyl - et hyl ester hydrochl ori de,

2-[2-(2-{3-di nmethyl carbanmoyl -4-[(4' -trifl uoronethyl

bi phenyl - 2- carbongr Zaﬁ?nGFIBHén rﬁ(éceﬁéﬂﬁﬁﬂ@Fﬁmqthz%ﬁh&ﬂhenﬁﬂT%nc aci d

di et hyl ester 3- t hyl.car ba | -4

car bonyl ) - afifh8 nBﬁén?P%“&ﬂeP % IE?%ﬂﬂﬁ#ﬁgiﬁﬂ%ﬂﬁh?Qéﬂfp h@l
ester) 2- (Zaéga[ﬁ&etg&qnngthenyl 2 carbonyl) am no] - 3

di met hyl car banoyl - phenyl } - acet oxymet hyl ) - 2- phenyl - mal oni ¢ 84 acid di et hyl
ester, {3-dinethykcatbammybrémptAyitbibhearamt-rboxylic acid 4-[2-
blphenyl 2- car bonyl ) - am no] - phenyl }-acetic acid

2- acethyianph@nylpﬁeﬁybléthyb2e§té¢lﬂiuor0 ethylcarbamoyl) -

e . SRRSOk b S0 e
| pheny y |

> E’St{yéyh?%?ﬁy?cﬁ?ﬁ% PG ppEBbRYLAC or ol 4-[2-Phenyl-2,2-bis-

bi phenyl - 2- ¢ar bonyk}i@&rubeb-pheaRdlchrdeaiogy)nRithdxy ddr bbifeiwdnym] oni ¢ aci d

di net hyl ester,
phenyl ester,

10 2-cyclohexyl-2-(2-{4-[(4’'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diethyl ester,

{4-[(biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid
2-phenyl-2,2-bis-(2,2,2-trifluoro-ethylcarbamoyl)-ethyl

15 ester,

2-phenyl-2-(2-{2-trifluoromethyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

{4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl)-amino]-

20 phenyl}-acetic acid 2,2-bis-methylcarbamoyl-2-phenyl-
ethyl ester,

2-pyridin-2-y1-2-(2-{4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

25 2-pyridin-3-yl-2-(2-{4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic
acid diethyl ester,

4’ -trifluoromethyl-biphenyl-2-carbxylic acid
4-(2,2-bis-ethylcarbamoyl)-2-phenyl-ethoxycarbonylmethyl)-



2-cycl opentyl - 2- (2-{3-di nmet hyl car banoyl - 4-[ (4’
trifluoronethyl-bi phenyl -2-carbonyl)-am no) - phenyl } acet oxynet hyl)-nmal oni c
acid diethyl ester, 2-cyclohexyl-2-(2-{3-dinethylcarbanoyl-4-[(4" 15
trifIuoronethyl-biphenyl-2-carbony|)-anigg]-phenyl} acet oxynet hyl ) - mal oni c
acid diethyl ester, 2-(2-{4-[(4'-chloro-bFphenyl-2-carbonyl)-am no]-3

di net hyl car banoyl - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 20 2-(2-{4- [(4'-acety|-biphenyl-2-carbony|)-anino]-3

dlnethylcarb nyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-(2P %En% 4'es ro- bi phenyl - 2- car bonyl ) - ami no] - 3

dinethylcarbannyl &g*kgrgcqbo4gngkg?ﬁh&}dﬂgyﬁglrgﬂgvyc 25 acid diethy

ester, 2-(2-{3- dlne bano met h

trifluromet hyliFhiphemdthi-icar iyl dalodienyddmino ] -phenyl } -

acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl ester,

2- ( 2- { 3- di mecleytlocymedinyd! )--malchiretdpild Aietlghl ester,

trifluronethyl-bi phenyl -2-carbonyl)-am no] - phenyl }

acet oxynet hyl ) - 2- pehyH- nﬁF&ﬁ#&O&@W@t&wét%ﬂphéﬂ%%~2 -carbonyl) -amino]-

{3-di net hyl car yl [, dd5id | uor. o )
bi phenyl - 2- 8ar%§ Ifcgﬁ%%b] D é%y fn%%%%@%f lfgrbamoyl-2-phenyl-ethyl

2- met hanesulefs@@yl,am no- 2- phenyl -et hyl ester,
3-(2-{3-di net hyl carbanoyl -4-[ (4" -trifluoronethyl
bi phenyl - 2- car bonyB)merthgd}4plid Ay |- trddduorpmetiptierpilphenyl-2-

carbonyl)—amino]—phenyl)-aceticacid2,2—bis—ethylcarbamoyl-
10 2-phenyl-ethyl ester,
2-(2-{4-[(4'-methyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{4-[(4' -methoxy-biphenyl-2-carbonyl)-amino]-
phenyl}-acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
15 {4-[(4"'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-propyl
ester,
{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)}-amino]-
phenyl}-acetic acid 3-phenyl-3,3-bis-propylcarbamoyl-propyl
20 ester,
{4-[ (biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid
2,2-bis-ethylcarbamoyl-2-phenyl-ethyl ester,
2-phenyl-2-(2-{4-[(3'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid diethyl
26 ester,
4' -trifluoromethyl-biphenyl-2-carboxylic acid
4-(2,2-bis-ethylcarbamoyl)-2-phenyl-ethoxycarbonylmethyl)-
2-chloro-phenyl ester,

2-(2-{4-[isopropyl-(4'-trifluoromethyl-biphenyl-2-



propionic acid ethyl ester, {3-dinethylcarbanmoyl-4-[(4" -trifluoronethyl 10
bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 2-(nethyl

propi onyl - am no) - 2- phenyl - et hyl ester,
2-[3-(2-{3-di met hyl car bamoyl -4-[ (4" -trifluromethyl
-biphenyl-2-carbony|)-anino]-phenyl}-ace?%xy)-propyl]-z phenyl - mal oni ¢ aci d
di ethyl ester, 15 2-(2-{3-di nethyl carbanoyl -4-[ (5- net hoxy- 4’

trifluronethyl- biphenyl 2- car bonyl ) - am no] - phenyl }

acet oxymnet hyl ) - 2- phenyl - mal.oni ¢ aci d di ethyl ester
2- (2-{4- [(59eﬁpgpalzi--amﬂppﬂu@P&Mtlﬁy@O&tﬁmgﬂt@l) -2-phenyl-malonic

car bonyl ) - am nq] -,3- th Icarbannyl phenyl} 20
acetoxynethyf:)l8 dﬁﬁghy nélonlc acid diethyl ester,

2-(2-{3- d'”Ethy|C§[@§U?XL yEi@hHﬁ?myk44 trlfluoromethyl biphenyl-2-
trifluoronethyl-bi phenyl - carbony ) - am no] - phenyl }

acet oxymet hgbhrbdnphéngninel] e phengdi}d adiegiolyimeastydr) - 2 -phenyl-malonic
2- (2-{3-di et hyl carbamoyl -4-[(4' -trifluoronethyl 25
- bi phenyd - 23§aﬁb§ﬁ?¢P¥énﬁﬁ6FrphenyI} acet oxynet hyl )-2 phenyl - mal oni ¢ aci d

di-2,2,2- tr|fluor €%9VESE 3?5§ﬁ§ffﬁgn?ﬁg?5 %ﬁ@kgﬁpqy%lpﬂéh fjuoro 4'

trlfluoronethyl

t th 3 d
> (2- (5 di %?%5?82?22%‘.&f‘“ﬂ??*‘%a‘?%'}f%%%eﬁﬁ” merthic scid

trifl uoromethpkobiyphesykr?- car bonyl ) -am no] - phenyl }
acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester,
2-(2-{3-brono- 5- dRnERRYYEaPbhRoYr- f{p( 4trifluoromethyl-biphenyl-2-

10 carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diisobutyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-isobutylcarbamoyl-2-
phenyl-ethyl ester,

15 {4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic - acid © 2,2-bis-(3-methyl-
butylcarbamoyl)-2-phenyl-ethyl ester,

2-{2-{4-[ethyl-(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]}-phenyl}-acetoxymethyl)-2-phenyl-malonic

20 acid diethyl ester,

{4-[{(4'-chloro-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-phenyl-
ethyl ester,

{4-[(3'"4'-dichloro-biphenyl-2-carbonyl)-

25 ~amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-phenyl-
ethyl ester,

{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-

propylcafbamoyl—ethyl ester,



5 trifluoronethyl-bi phenyl - 2- car bonyl ) - am no] - phenyl }

acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester,

2- (2-{3-chl oro-5-di et hyl car banmoyl -4-[ (4
trifluoromnethyl-bi phenyl -2-carbonyl)-am no] - phenyl }

acet oxymnet hyl ) - 2- phenyl - mal oni ¢ aci d di ef yl ester, 10

2- (2-{3-di net hyl car banoyl -4-[ (3" -fl uoro-4
trifluoronethyl -bi phenyl -2-carbonyl ) -am no] - phenyl }

acet oxynet hyl ) - 2- phenyl - mal oni_.c aci d diethyl ester, .
2-(2-{4-[ (3" -chl of 6741 4{ rtriddrememeHRYEi-HaRFnYs - 2-carbonyl) -amino] -
car bonyl ) -am = 3-di hyl . |5 |} - o
acet oxymnet h %Bgléhgﬁgﬁagl o%%l(%aggzyl'(f ﬁﬂ?‘t]—yh %} “ées heor}fy ethylcarbamoyl)-2
2- (2-{3- di nphbyleackaraylexde(,4' -trifl uoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2- (5
nitro-pyridin-2-yb}{2r@Besithyacid [di4et-hylifédsioetomethyl-biphenyl-2-~

2- (5-am no-pyridin-2-yl)-2-(2-{3-di net hyl car banoyl 20 ]
4-[ (4" -tTi f FesPeR¥FLhy RMBReHe@penyldaiserhipryymatinG]) - 2-phenyl-malonic

phenyl } - acet ox th -mal gni.c acid di ethyl ester,
2- (2-{3-di n@?ﬁé?@é?f&g -S%-e[r(w -trifluoronethyl

T s ot -3y LAY SeghaNER U i ) o0
trifl uor ometaybehipheayind-]caphleowil))-am@tial - phenyl Jacid 2,2-bis-
acetoxynethylg-z-phenyl-nalonic aci d diethyl estgr,
2- (2-{ 3- br ofibbBlarFEERPYdarb RRGHIY-L2 efbydr ¢S4 4
L oLt b e SRR3R0 e 8 -biphenya-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,
{3-ethyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

15 ethylcarbamoyl-3-phenyl-propyl ester,

{3-isobutyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

2-(2-{3-isobutyl-4-[(4'-trifluoromethyl-biphenyl-2-

20 carbonyl)-amino]~-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-chloro-4-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

25 2-(2-{3-bromo-4-[(4'-trifluoromethyl-biphenyl-2-~
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-



2- (2-{3-dinet hyl carbanoyl -4-[ (4" -trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2-0 tolyl-malonic acid
di ethyl ester, 5 2-(2-{3-dinethylcarbanoyl-4-[(4"-trifluoromnethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2-m tol yl -mal onic acid
di ethyl ester, 2-(2-{3-dinethylcarbanoyl 84-[ (4" -trifl uoronet hyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2-p 10 tol yl-nmal onic
acid diethyl ester, 2-(2-chloro-phenyl)-2-(2-{3-dinethylcarbanoyl -4

[ (4" -trifluoronethyl-bi phenyl - 2-carbonyl ) -am no] - phenyl }

acet oxynet hPPFRYBRLOrdS ddid%etdinthys: gster.

2-(3-chl oro- phenykél-__%%&%-ﬁ{e%}%gn%g%%i%%r{%y!_'t4ri_ SRAmethyl-

[ (4" -trifluoromnet -carbonyl )-'am naq]

acet oxynet hyli hnERkanirc Red 19 i3l §henyl ) -acetic id  2- -
2-(4-chloro-p eny#?—Z-(Z-{S- i?ethylggrggﬁafij4ac acia phenyl

[ (4'-trifl uar,aritibypropgherayribatoyar-eaml) eatdio] - phenyl }

acet oxynet hyl )-mal oni ¢ acid diethyl ester, 20

2- (2-{ 3-%i et hyl c&Pbagthylgarbamoydi-fl-dddomirtifiluoromethyl-biphenyl-

bi phenyl - 2- gcar bonyl ) -am_nqQ] - phenyl } - acet oxynet hyl ) -2 phenyl - succinic acid
di et hyi est r‘,cafg\tgﬁg’{‘gf wpg‘&r"%&ﬁmc-e -1[C(4'-trif%§‘d’ronet hyl4.2-bis-
bi phenyl - 2- g%?@_exkbaﬁmyriolzz%% 1 e248h0RgRLNY ) - 2- (2 25

met hoxy- phenyl ) - mal oni ¢ aci d di ethyl eSter,

2- (2-{3-di net hyl casbamgkthgipbdbambiyfll-uel@ret-hylifluoromethyl -

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- (3

met hoxy- pheR{Phepiilodir cagbioaydileeminodsplyenyl}-acetic acid 3,3-bis-

2-(2- {3141 met Ryt carbameyh - 4 Lhdny i bhoughometiny,
2-(2-{3-diethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,
{3-benzylcarbamoyl-4-[ (4’ -trifluoromethyl-biphenyl-

15 2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-

ethylcarbamoyl-2-phenyl-ethyl ester,
{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 4,4-bis-

ethylcarbamoyl-4-phenyl-butyl ester,

20 {3-diethylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid. 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-diisopropylcarbamoyl-4-[ (4’ -trifluoromethyl-biphen
yl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-

25 ethylcarbamoyl-2-phenyl-ethyl ester,

2-(2-{3-diethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-diisopropylcarbamoyl-4-[(4'-trifluoromethyl-



88 bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2-(4

nmet hoxy- phenyl ) -mal oni ¢ acid di ethyl ester,

2-(2-{4-[(5,4" -bis-trifluoronethyl -bi phenyl -2
carbonyl)-anino]-B-dinethylcarbannyl-phenﬁl} 5

acet oxymet hyl ) - 2- phenyl - mal oni ¢ aci d di eyl ester,
2-(2-{4-[(6-chloro-4"-trifluoronethyl-biphenyl -2

car bonyl ) - am no] - 3- di net hyl car banoyl - phenyl }
acetoxynetgé{)-Z-phen | - mal onic acid dj ethyl ester,

2- (2- { 3- di mPIeEH: rhenyle-famigiol phamyl} -acetoxymethyl) -2-
trifluoronme | - hi phenyl.- 2-car yl,).-.am no] - phenyl }

acet oxymnet htyqlil%é-né{tlp'ﬁ"e&ﬁy%lr?aIagrﬁég%;cﬁ%lﬁne‘?#ﬁlp'est er,

2-[2-(2-{3-di met hyl3cqrRamewhvA- e BRI bahoy1) -4~ (4° - trifluoromethyl
trifluoromnethyl-bi phenyl -2-carbonyl J-am no] - phenyl }

acet oxy) - et hpliph2ngtierpHcarmomnylg -aiichdl) -adHtudyest®edetild acid 2,2-bis-
2- (2-{3-di et hyl car banoyl - 4-[ (5- et hoxy-4

trifl uorome ey lsiaghanayl>2c Jetdihdgsprenyl }

acet oxymnet hyl ) - 2- phenyl - mal opi ¢ aci i ethyl ester, ,
2-(2-{3-di net hyl cgrggﬁé;?ﬁ&gﬁé’g:ﬂ?&g‘é’gﬁ&a}’%OYSl) ~4-[(47-
trifluorone i h=3-_Gar )-Am }Bh@py . _ _
acetoxyneth&?¥#%36ﬁ2ﬁ$¥?ﬁé]gﬁfggﬁ Hdzggkﬁﬁ%1 esté%%l&gh phenyl}
2- (2- ( 2- { 4- Goed oxfyime-thiyill)-2o pheRiy1-mdliqhienydcidl diethyl ester,

car bonyl ) - am no] - 3- di net hyl car banoyl - phenyl } - acet oxy)
et hyl ] - 2- pheny! - mhBokeEhad-sedhyihpirbesroar,) -4~ (4 -trifluoromethyl-
7111 Ul oo PRI BN B AN e B B O RIS A BRrerRAgte  actd  2,2-bis-
SRS e
{3-(ethyl-methylcarbamoyl)-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyl-propyl ester,

15 {3-(piperidin-1l-carbonyl)-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic: acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(pyrrolidin-1l-carbonyl)-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-

20 ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(methyl-propylcarbamoyl)-4-[ (4 ' -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(methyl-propylcarbamoyl)-4-[(4'-trifluoromethyl-

256 biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyl-propyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-aminol]-phenyl}-acetic acid

2-ethylcarbamoyl-2-phenyl-ethyl ester,



trifluoronethyl-bi phenyl -2-carbonyl)-am no] - phenyl }

acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester, 89
2-{2-[4-(2,4-bis-trifluoromnethyl-benzoyl am no) -3

di et hyl car banoyl - phenyl ] - acet oxynet hyl } - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-(2-{3-dinethylcarbanmoyl - 4-[(4'-fethyl - bi phenyl -
carbonyl)-anino]-phenyl}-acetoxynethyl)-2-pheny|-nalonic aci d diethyl
ester, 2-{2-[3-dinethylcarbanoyl -4-[(2-ethyl -

trifluoronethyl - benzoylan1no)-phen I]-acetoxynethyl} phenyl mal oni c acid

di ethyl ester, 10 2DP2H¥§ ar&Erﬁ?r@&FE&%ﬁ@ﬂﬂ4ir@¢rhﬂﬂﬁﬂ Pyt - 2

car bonyl ) - agin hen c | ) - 2-pheny. n&lo c aC| di et hyl

ester, 2- (Zg%égg 3rb§ ? %'nggéﬂi;JIﬁﬂln -

bi pheny! - 2- gaeher twmo}na@@ﬁmel }ac%etdq 1 drer 15 pheny' mal oni ¢ acid
di et hyl ester, 2-(2-{3-dinethylcarbanoyl-4-](4" -1 sopropyl

bi phenyl - 2- car bong}phaniynep - phengh b4 peetiaxyret-kprbodyiahemyl -l oni ¢ aci d

di et hyl ester, 2-{2-(3-dinethylcarbanoyl-4-[(4'-trifluoromethyl 20

bi phenyl& 2- éﬁ#Eéﬁ?Fé%?FhﬁﬁehyDPea&ét@xFW@@WWYPJZquan phedroni - aci d

g:SLQ%;I?zfgé?ﬁé%?%%ngﬁgﬁocagﬁgggrlcé@e%ﬂ@tgghgg%gégﬂsfhylphenyl-butyl

ester, {3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2-
propionylamino-ethyl estei,

10 {3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2-(2,5-
dioxo-pyrrolidin-1-yl)-2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-~-amino]-phenyl}-acetic acid

15 2-ethylcarbamoyl-benzyl ester,

{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic aciad
2-ethylcarbamoylmethyl-benzyl ester,

{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-

20 biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid
2-isopropylamino-2-phenyl-ethyl ester hydrochloride,

2-[2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-
phenyl-malonic acid diethyl ester,

25 2-(2-{3-dimethylcarbamoyl-4-[(4’'-fluoro-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{4-[(4' -bromo-biphenyl-2-carbonyl)-amino]-3-

dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic



25 {3-di net hyl car banoyl -4-[ (4" -trifl uoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 1-phenyl cycl opropyl net hyl
ester,

{3-di met hyl car bamoyl -4-[ (4" -trifl uoronethyl bi phenyl - 2- car bonyl ) - am no] - phen
yl}-acetic acid 2,2 90 di phenyl -ethyl &3ter,

{3-di net hyl car banoyl -4-[ (4' -trif | uoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 1-phenyl cycl opentyl net hyl
ester, 5 {3-di nethyl carbanpyl-4-[(4"-trifluoronethyl

bi pheny! - 2- B&HHo Y EF R RSTEeBhenyl } - acetic acid

3- hydr oxy2- hydr oxygekhyl - 2- phenyl - pr opyl ter, .
{3-dinethylcarban¥§F52¥Ffﬁy?F§F¥Fﬁ§Vgnétﬁg%biﬁﬁéﬁﬁugfﬂﬂﬁﬁﬁ%ﬁﬂ)-anino]-phen
yl'}-acetic 8gpdeh@132aeak8uniRY N hrizinhemdranoRde ©st er, id
2-(2-{3-dinetEyIcarbanDyI-4-??Z'-trifﬁuoroégﬁﬁyl © act

bi phenyl - 2- 2arbeniiiy L aminnep-phenyll}-ecatgtioxsteihyl ] - 2 t hi ophen-2-yl - mal oni c
acid diethyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4"-trifluoronethyl 15

bi phenyl® 2- car bon{B y d&ke BBY 1 sAERFMPYAcét bX ¢retmEflup romedsydn- 3- yl - mal oni ¢

i d diethy]  est - (2-{4-dinet hyl car banoyl -5-[(4' -trifl thyl
b1 pheny! - 5 BAFBBAYRT ZaERBT P By 1 A 7 PLea¢aI ORI ) 2 phonyl - TR c

acid di et hyb- gt oby1 2 Rol 2= bieyetivsachagyl - a- [ (4 - ri Fl uoronet hy

bi phenyl - 2- car bonyT ) - am no] - phenyl } - acet oxynmet hyl ] -2- (3

met hyl -t hi ophen- 22y{ } - (B} dnhethgl dadbehbyh -es{er, -trifluoromethyl-
2-(2-{3-dineth IcarbanDyI-4-[a4'-t(ifluoronethyl
bi phenyl - 2- B4PBORYL ) 2 afipABPOPHE NG nad ePbepadhpCEtRXyRetRhy]l ) -

et hyl -fhi 0phgRe g7y L halBhol! So2a! d:Bbhiy! 22LE"
2-cyclopentyl-2-(2-{3-dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,
2-cyclohexyl-2-(2-{3-dimethylcarbamoyl-4-[(4"-

15 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

2-(2-{4-[ (4" -chloro-biphenyl-2-carbonyl)-amino]-3-
dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

20 2-(2-{4-[ (4" -acetyl-biphenyl-2-carbonyl)-amino]-3-
dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{4-[(4’ -cyano-biphenyl-2-carbonyl)-amino]-3-
dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic

25 acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-methyl-4"'-
trifluromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-methyl-4"-



2- (2-{3-dinet hyl carbanoyl -4-[ (4" -trifluoronethyl ,

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 thi azol -2-yl -mal oni c
acid diethyl ester, 2-(2-{3-ethoxy-4-[(4'-trifluoronethyl-biphenyl-2 91
car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl

ester, {3-hydroxy-4-[(4 -trifluoronmethyl 8di phenyl -

car bonyl ) -am no] - phenyl }-acetic acid 2,2-bis 5

ethylcarbanDyI 2- phenyl - et hyl ester

{3- met hoxy- % -trifluoronethyl -bi phenyl - 2car bonyl ) - am no] Phenyl} acetic
LT 2. 5 bi SR ERELIY PSRy SO SR eemind ] Fheny

h fI bi.ph
gaggoail?E;nfﬁﬁfﬁgh%ﬁyp?r;ce%bfﬁﬁétHéﬁ) I%b%g%ﬂ:%ﬁ§%ﬂ¥%:%ﬁﬁ%rﬁlethy

ester, 15 20 {3- dlmethylcarbamoyl 4-[ (4’ -trifluoromethy
{3- nethoxy 4- [(4 -trifluoronethyl-biphenyl - anrbonyl)-anlno] phenyl} acetic
acid 2- phenphpﬁeﬁymkapbam%bﬁqﬂbaﬁmyhoqbbwenyﬂyyacet1c acid

{3-nmet hoxy-4-[(4'-trifluoromethyl -biphenyl -
car bonyl9 - aﬁrﬁ@Fhéﬁéﬁyﬂfoﬁﬁéﬁmén§cﬁdP®63¥Br§t@WHyKﬁﬁﬁﬁannyl 3- phenyl - pr opyl
ester,

{3- et hoxy- 4- [ (4' - 27 f 2T 37 BABeRDY L 6RPREAGF Lo8al B4ny i e PMeHERA T - acet i ¢

acid 2, 2-bi rba e fhy r )
{3-ethoxy-4ﬁF%H¥h??|? gg%%ﬁé E? aﬁ#gﬁé ke§§g§r%§eﬁ%xY) -2-phenyl

am noj - phenykbpaGﬁECCaaﬁdde$h§1besebhylcarbanDyI 3- phenyl - propyl ester,
2-(2-{3- |sopropoxg 4-1(4' -trifluoronethyl -bi phenyl - 2carbonyl ) -am no] - phenyl
} - acet oxynet hyl ) - L3 pAengthyaranbemarid4di éthytragilaoromethyl -

(3. Soml Dot ateh gt bbbkt BRSS! ol 9] by - oce
propionyl-amino)-2-phenyl-ethyl ester,
2-[3-(2-{3-dimethylcarbamoyl-4-[(4'-trifluromethyl-
-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-propyl]-2-
phenyl-malonic acid diethyl ester,

15 2-(2-{3-dimethylcarbamoyl-4-[ (5-methoxy-4"'-
trifluromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-[(5-chloro-4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-3-dimethylcarbamoyl-phenyl}-

20 acetoxymethyl) -2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (6-methyl-4’-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

25 -biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid di-2,2,2-trifluoroethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(2’'-fluoro-4"'-
trifiluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,



92
{3-1sopropoxy-4-[(4'-trifluoronethyl-biphenyl -2carbonyl)-am no] - phenyl } -ace
tic acid 3, 3-bis ethyl carbanoyl - 3- phenyl - propyl ester,

{3-propoxy-4-[(4'-trifluoronethyl-biphen%l

car bonyl ) - am no] - phenyl }-acetic acid 2, 2¢ Bi s ethylcarbanDyI 2- phenyl - et hyl

ester,
{3-benzyl oxy-4-[(4' -trifluoronethyl-biphenyl - ZCarbonyI) am no] - phenyl } - acet

ic acid 2,2-bis ethylcarbanoyl-2-phenyl -ethyl ester,
2-(2-{3- benzyl oxy? 4}/ 25 - QR Et I LSRRIV -hdrors - -

carbonyl)-a I 2y, ~Imd on ¢ .ac i et hyl
ester) 2-(2- 39% g?%)%%t}fy?( }H%E%‘rﬁ&f u)ogror?etbﬁrﬁ%' ar?inyﬂ %ﬁeﬁ}glfj

car bonyl ) - agbeebxmer&nly}l)aqetpwgat-méz)mﬁdow dﬁ?éﬂ{ylc deraei d diethyl
"ester, 2-{2-[3-nethoxy-4-(4"-trifluoromnethyl-biphenyl=

carbonyloxy) phenyFIZaCBPbxymetEyﬂ}mﬁtp&&nﬁhbmmbqahm—aqmd-diethyl ester,

{ 3-di net hyl am no-4-[(4'-trifl uoromethyl -bi phenyl -220

car bony!) - afFh6] vpReRpthyacOipheadild 22 CATHOR Y MATEDlarRRAN2L bhenyl - et hyl
ester

{3-pi peri di AELY FYEGFPXJ)f?FPP&8?3ﬁ§Pﬁﬂnﬁg S5y 125 o i §%%mi no] - phenyl }

-acetic acid 2, @L§235B¥Eﬁ§5930§yhl%eﬁh?ﬂﬁbrgﬁgﬁleQLQQA'25
{3-pyrrolidin-1-yl -trifluoronethyl-biphenyl 2-

car bonyl) - ahrmﬁ}uphemykhyacbupheagudZZpaﬁMGhyﬂﬂﬂ&mmkﬂamndnﬁ}phenyI-ethw
ester, 2-phenyl - g pi peridin-1-yl-4-](
trifl uorone?ﬁ?FQEY‘ﬁﬁ§ YL 22c RPBOHH-Tadond6] ﬁﬁ’ﬁ@n)ﬂl}ethyl ester,

10 2-(2-{3-dimethylcarbamoyl-4-[(3’'-fluoro-4"-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-[(3'-chloro-4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-3-dimethylcarbamoyl-phenyl}-

15 acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(5-
nitro-pyridin-2-yl)- malonic acid diethyl ester,

2-(5-amino-pyridin-2-yl)-2-(2-{3-dimethylcarbamoyl-

20 4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetoxymethyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
pyridin-2-yl-malonic acid diethyl ester,

25 2-(2-{3-chloro-5-dimethylcarbamoyl-2-fluoro-4-[(4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2~-{3-bromo-5-dimethylcarbamoyl-2-fluoro-4-[(4"'-

trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-



93 acetoxynethyl)- nmalonic acid diethyl ester,

2- phenyl -2-(2-{3-pyrrolidin-1-yl-4-](4'
trifluoromnethyl -bi phenyl -2-carbonyl)-am no] - phenyl } acet oxynet hyl )- mal oni c
acid diethyl ester, 5 2-(2-{3-dinethylam_nno-4-[(4'-trifluoronethyl
biphenyl-2-carbony|)-anino]-phenyl}-acet@%ynethyl)-z phenyl - mal oni ¢ aci d
diethyl ester, 2-(2-{3-norpholin-4-yl-4-[(4"-trifl uoromnethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 10 phenyl - mal oni ¢ aci d

g: ;e)thg%lyl ezt e@mr, 2-3("2i"5 eﬁﬁ I g-jzt%{%r}f{ 4-. (%&%é{ér‘?{ O%ﬁ%ﬂ%l onic acid

car bony! ) an ho - Frd Byl - SReE O BRI A A TR R 1

ester, 2-phenredry(12-4-Fddfbmil) fdmiioraitedy bj mﬁ/é;éﬁneth 1)-2-0-

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -nmal onic acid diethyl ester, 20

2- phenyl - 2- t212--f@lodic tadifd woreditstlhydstt@mphenyl - 2

car bonyl ) - am no] - phenyl } - acet oxy)-ethyl]-mal onic acid diethyl ester,

{3-[(4 % ri f 1 uor odet Ry L 3pidgRetRyLeacbanomi -4 -drfit o]t e gamedty & aci d

£ e RO RIS A5 OP S5  caco corame YRR T i

3- phenyl - 3, 33 RIARHIA M Yiethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

biphenyl—z—carbonyl)—amino]~phenyl}~acetoxyméthyl)—2-p-

10 tolyl-malonic acid diethyl ester,

2-(2-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-
[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

2-(3-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-

15 [(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

2-(4-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-
[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

20 2~-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-succinic acid diethyl ester,

2—(2—{3-dimethylcarbamoyl—4—[(4’—triflu0romethyl—v
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(2-

25 methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4’ -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(3-
methoxy-phenyl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifiuoromethyl-



propyl ester, 2-[2-(2-{4-methyl-3-[(4' -trifluoronethyl-biphenyl-2 94
car bonyl ) - am no] - phenyl } - acet oxy) - et hyl ] - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-[2-(2-{2-methyl-5-[(4"-trifluoronethyl -biphenyl -

carbonyl) am no] - phenyl } - acet oxy) - et hyl ] g phenyl - mal oni ¢ aci d di et hyl
ester, {3-[(4" -trifluoronethyl-biphenyl - § car bonyl ) - am no] phenyl } -acetic
aci d 3,3-bis-isopropylcarbannyl-3pheny| propyl ester,

{2-methyl -3-[(4'-trifluoronethyl - biphenyl 2 10

ooy o IE k2R 26 el B PSP 2 PRSP 0P
carbonyl)- ARl sRn SRk 19C fi16rAd %c%&éyes&my'éﬁaamy' 4-pheny! - buty!

ester,

{2-met hyl -3-[ (4" - bri bl gar ot Ay - bhisphenyh udeameamyll)-aphlyipienyl } - aceti ¢
aci d 3-phenyl -3, 3- bi spropyl car banoyl - propyl ester,
{ 2- met hoxy- sa[r(oamytlr)l famdavod mét-iiylneinyieayrbamayd - phenyl}-

gg{g??ng[2g%g%%§§W§Fﬁ8§9a%e%|%‘aﬁrﬂFﬁﬁ§ bls(ﬁ%?¥%%%hgggqyl-3 phenyl - propyl
2 o om0k RS AREL DKL 8, N OB i A 441
car bonyl) - agaRebnphgn¥nlindgeli-a iaeitthyd.cirtbamoyl -phenyl} -
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(6-fluoro-4"'-
10 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-[2-(2-{3-dimethylcarbamoyl-4-[ (5-methyl-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxy)-ethyll-2-phenyl-malonic acid diethyl ester,
15 2-(2-{3-dimethylcarbamoyl-4-[(5-ethoxy-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(5-isopropoxy-4"-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
20 acetoxymethyl) -2-phenyl-malonic acid diethyl ester,
2-[2-(2-{4-(5,4' -bis-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-3-dimethylcarbamoyl-phenyl}-acetoxy) -
ethyl}-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-(6-methoxy-4"-
25 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(3-methyl-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)-2-phenyl-malonic acid diethyl ester,



et hyl car banoyl - 3- phenyl - propyl ester,
2-[2-(2-{2-ethoxy-3-[(4'-trifluoronethyl-biphenyl -2
car bonyl ) - am no] - phenyl } - acet oxy) - et hyl ] - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 95 2-[2-(2-{2-isopropoxy-3-[(4'-érifluoronethyl
biphenyl-2-carbony|)-anino]-phenyl}-aceté y)-ethyl]-2 phenyl -mal onic acid
di ethyl ester, 2-[2-(2-{2-nethoxycarbonyl-3-[(4"-trifluoronethyl 5
bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxy) -et hyl ] -2 phenyl - mal oni ¢ acid
di et hyl ester, 2-[2-(2-{2-ethoxy-5-nethyl-3-[(4" -tcifluoroneth
biphenyl-2-carbon%rfgaﬁéﬁéFd6ﬁggﬁrfiﬁéé¥8f§V£&pH9F%§§Zﬁﬁ&ﬁVPgﬁérﬁﬁic aci d
di et hyl ester - ‘-t t - hj 2 J?Qﬁﬂ%; =AM N0
benzoi c aci 1519%8& Sﬁéﬁﬁﬁpglcéﬁ%%%ﬁ) %ﬁ%oig- et )thll}e? r, Vi difle
4-[ (4" -triflhuggoaekhyk1bierheny! - 2- carbonyl)-am no] benzoic acid
2- (2- bi phenyl - 2-yl -acétyl am no) - et hyl ester,
4-[ (4" -trifluoronethyk{bipgheeyhy2caabhowyll)-4arti(#d]-ite thedzdiphenyd -2 -
3-naphthal en-1-yl -3-(2,2,2 trifluoroethyl carbanoyl)-propyl ester; .

[ (4'-t7ifrasPer¥diyRmBReHemienyldadsehirrymeaihig )Ueﬁﬁ}edlya{lc“l"&?lomc

2-(2,2,2-trifl yor t hyl car banoyl ) - napht hal en- 1-yl ] - propyl ester, 20
(4'-trifFﬁ&PoﬁéFﬁ%VibF%ﬁgﬁyl-2-carbony|)-anino] benzoi ¢ acid

[
[

: ? di phenyl -3-(2p2¢3-f QLE%HQ'EHyﬁEBﬂb%ﬁ%%Wl[_)(QprtePx‘z{z'l—QSt er,
b

(4'-trifluoromethyl-bi phenyl =2-carbonyl )-anm no] benzoic acid

4
3
4
3
4
3- bi phenyl - 2rylf13ofdm2 thyti-blehzoyd amino ) -phenyl ] -acetoxymethyl}-2-

phenyl-malonic acid diethyl ester,

10 2-(2-{3-dimethylcarbamoyl-4-[(4'-ethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-isopropenyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

15 phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4’'-isopropyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-{2-[3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-

20 biphenyl-2-carbonyloxy)-phenyl]-acetoxymethyl}-2-
phenyl-malonic acid diethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2-ethyl-
2-phenyl-butyl ester,

25 {3-dimethylcarbamoyl-4-[ (4’ -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 1-phenyl-
cyclopropylmethyl ester,

{3-dimethylcarbamoyl-4-[ (4’ -trifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-



5 et hyl car banoyl ) - propyl ester,

[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] benzoic acid
phenyl -3-(2, 2,2-trifluoro ethyl carbanoyl)-propyl ester,
[(4'-trif|uoronethyl-biphenyl-2-carbon%%)-anino] 96 benzoic acid
[8-(2,2,2-trifluoro-ethyl carbanoyl ) napht hal en-1-yl]-ethyl ester,

[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] benzoic acid
(
[
(
p

(4'-tr|fluo h |- 2- car bonyl ) - am no] benzoi c acid
2-chl or 09pR ﬁ?V} étP§l efﬁ% if | uoro et hyl car banoyl ) - propyl ester

henyl -2-(2-{4- E§4dlﬁ fﬁ&?@ﬁ?gﬁﬁg¥h BLphgnylr2¥d yoromethyl-

ar bonyl ) - am no] - benzoyl oxy}-ethyl)-mal onic acid diethyl ester,
2- (2- { 3- net Bybnén(142-carbongngreniyobippleasylF-2cetic acid 1-phenyl-

2
4-
3-
4-
2-
4-
3-
4-
3-
2-
c

car bonyl ) - am no] - benzoyl oxy} - et hyl ) - 2- phenyl - mal oni ¢ acid di et hyl ester,

2- (2-{2- chl ovelappptylmeithlydoesethyl - bi phenyl -

car bonyl ) - am no] - benzoyl ox et yl,-mal.oni c aci d.di.et hyl ester,
2-phenyI32 {2-]4- fﬁ'dF%?FPégpeﬁggﬂﬁyﬁblp ﬁyrtff% uoromethyl

car bonyl O?(yi) g ég%[ha %r%to # |1?1%']Cﬁ>@ﬂ%)n‘}lq' Eldw 1 £Shgka 2§-hydroxy—

4 [(4' -trif -carbo am no] benzoic aci

3- bi s-ethylgg abaﬁgmbtaynhenphe@@qpp&o@@ue@ster,
4'-tr|fluoronethyl I phenyl - 2-carboxylic acid 4-(3,3

bi s- ethylcarbanDy{3demehyylpaupgmywérbomyHy -2 rdfllgor optediil est er, 25
4' -trifluoronethyl - hen I‘_léarboxyllc aci

4-(3,3-bis- EPH?PBX#E&W&? AfLsed p§%§@§&90ﬁ§F¥”ﬁheny| acid

10 3—acetoxymethyl—2—phenyl propyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4 ' -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl]-2-
thiophen-2-yl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-

15 biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl]-2-

thiophen-3-yl-malonic acid diethyl ester,
2-(2~{4-dimethylcarbamoyl-5-{(4'~-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-pyridin-2-yl}-acetoxymethyl)-
2-phenyl-malonic acid diethyl ester,

20 2-(2-{3-dimethylcarbamoyl-4-[ (4 '-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl]-2-(3-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4’ -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(5-

25 methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4’ -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
thiazol-2-yl-malonic acid diethyl ester,

2-(2-{3-ethoxy-4-[(4’'-trifluoromethyl-biphenyl-2-

2, 6-di chl oro- phenyl) 3- (2 2,2-trifluoro 5 ethyl carbanoyl)-propyl ester,

15



ester, 4'-trifluoronethyl-biphenyl-2-carboxylic acid 4-(3,3

bi s- et hyl car banoyl - 3- phenyl - propoxycar bonyl ) - 2, 6-di chl oro-p 97 henyl
ester, 2-(2-{3-ethoxycarbonyl-4-[(4"-trifluoromnethyl

bi phenyl - 2- car bonyl ) - am no) - phenyl } - acet oxynet hyl ) -2 phenyl -mal onic acid
di ethyl ester, 5 2-(3-{3-dimethyl carbamy}-4-[ (4" -trifl uoronethyl
biphenyl-2-carbony|) am no) - phenyl } - pr opi onyl oxynet hyl ) 2-phenyl - mal oni c
acid diethyl ester, 3-{4-[(4' -trifluoronethyl -bi phenyl -2- carbonyl)

am noj - phenyl}-proplonlc acid ethylcarbannyl phenyl 10 neth ester;

5-(2, 2-bi s- @Pﬁ?PEX#BaﬁW&POQ‘QW@ﬁVI é@ﬁ@%ﬁﬁﬁmﬁﬁﬂﬂ ) -2-pheny malonlc

nmet hyl ) - 2- 4- Egé eIL or.Q thyI bi phenyl - 2- car bonyl ) am no) - benzoic acid
benzyl est eft Pi 50 |s ethylcarbanDyI 2- phenyl - et hoxycar bonyl 15

nethyl )-2-4-[(4'- QLB&HQBQgEMUYknb'QB&?&ho%o%%&%@@ﬂﬁhﬁﬁ@dyﬂ -kenzoi ¢ acid,
5- (2, 2- bi s- et hyl car banoyl phenyl - et hoxycar bonyl

met hyl ) - 2- [ €4’ rbbhiyfll) vamamet] hphehiynermdetd-ccar bonyl )aaid no) - benzoj z-ais
et hyl ester, 20 5-(2,2-bis-ethyl carbanoyl - 2- phenyl - et hoxycar bonyl
met hyl ) -2- [ e4hyidecpfrbasegdehphepyghetyy-2 es&e3onyl ) ami no] - benzoi ¢ aci d

methyl ester, 2'(f§£3é9ﬁ8§¥ti§¥?%ng% Xfluokgmet yifkﬂgﬁﬁﬂghh%
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester
2-(2-{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-

10 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

{3-methoxy-4-[(4' -trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-
propylcarbamoyl-ethyl ester,

15 {3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic : acid 3,3-bis-~
ethylcarbamoyl-3-phenyl-propyl ester,

{3-ethoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-

20 ethylcarbamoyl-2-phenyl-ethyl ester,

{3-ethoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)- amino]-phenyl}-acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyl-propyl ester,

2-(2-{3-isopropoxy-4-[(4’'-trifluoromethyl-biphenyl-2-

25 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]l-phenyl}-acetic acid 2,2-bis-

ethylcarbamoyl-2-phenyl-ethyl ester,



bi phenyl

di et hyl

ester,

bi phenyl

di et hyl

bi phenyl

di et hyl

bi phenyl

di et hyl

bi phenyl -

di et hyl

ester,

- 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) 25 2-pheny|-nalohic acid

ester, 2-(2-{3-carboxy-4-[(4'-trifluoronethyl-biphenyl -
car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl

2-

- 2- car bonyl ) - am no] - phenyl } - acet

(2-{3-isopropoxycarbony|-4-[(4'-%rifluoronethyl 98
3 ynmet hyl ) -2 phenyl -mal onic acid

ester, 2-(2-{3-nethoxycarbonyl-4-((4"'-trifluoronethyl

- 2- car bonyl ) - am no] - phenyl } - acetoxynethyl) 25 phenyl mal oni ¢ aci d

t . 3- I -trifl t
ez g;rbongﬁ) Eﬁgﬁe a”h;?# : uor%ggﬁ$éﬁne9%&d%lc acid
est Qbrpon éayL%. EP éﬁ%ﬁf qngéggrg)4-[(4' ééiéluoronet

2- carbon amn acetoxynethyl) phenyl ?bnlc Aci d

est efthy2 chZbltrdyAd-Bighdmihipeyly12-ed ded; [ (4

trifluoronethyl-bi phenyl-2-carbonyl) - an1no] phenyl} acet oxynet hyl ) -
2- phenyl -
2- phenyl -
car bonyl § - afPREPPHLPnémiRodphenydet 6%¥ﬁ€5hyl) naIdHdeaC|d di e? hytb&ster,

2-(2-{3-f
cagbo%yl)?;%¥%8ﬁ0h%§ﬁgkklace o%%ﬁét h$12 eny1 mal oni ¢ 20 aci d di et hyl

10

15

20

25

mal oni ¢ &8rpraipeilyyld ééﬂéﬁtrifﬂuoromethyl biphenyl-2-
(2-{6- ((4'-tr|fluoronethyl bi phenyl -

{3-benzyloxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl—2¥phenyl—ethyl ester,

2-(2-{3-benzyloxy-4~-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)—amino]—phenyl}—acetoxymethyl)—2-phenyl-malonic
acid diethyl ester,

2-(2-{3~hydroxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ‘ester,

2-{2~-[3-methoxy-4-(4'-trifluoromethyl-biphenyl-2-
carbonyloxy)-phenyl]-acetoxymethyl}-2-phenyl-malonic acid
diethyl ester,

{3-dimethylamino-4-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-piperidin-1-yl-4-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-pyrrolidin-1-yl-4-[(4'-trifluoromethyl-biphenyl-
2- carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

2-phenyl-2-(2-{3-piperidin-1-yl-4-[(4'-

trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-



2- (2-{3-di net hyl am nonmet hyl -4-[ (4'-trifl uoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
di et hyl ester, 2-(2-{3-(methoxy-nethylcarbanoyl)-4-[(4" 25
trlfluoronethyl bi phenyl - 2- car bonyl ) - am no] - phenyl }

acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di ePByl ester,
2-(2-{3-isobutyryl-4-[(4"'-trifluoronethyl-bi phenyl

2- car bonyl ) - anino] phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, and

2|§2 {3 (% ﬁﬁ@ﬁgfym@IfﬁﬂHylﬂm@ﬂﬂﬂq-?f%@%ﬁ%QﬁﬁMkuﬁ%ﬁﬁﬁhél ?Lprenyl 2- cgrbon
am no en 0X en ni ci ie ester;

{25) The esfer Zo Qé é&r@ % %a%ﬁﬂgﬂhaceu¥lcally
acceptabl e $aliteyf, r%lmtef%%r lafftﬁ%rh%n@q tzo éa&eo&mv)e drtino Py 5y sel ect ed

fromthe group consi st |n

{4-[ (4 -tri beebafmichnbi-phenyriz cyilomdeotam nedyhenyl } - acetic acid
2, 2- bi s- et hyl car banoyl - 2- phenyl -et hyl 10 ester,

{3 et hyls4-] (4 -tBrKBuéﬁﬁdemhyhybﬁmhenyM-2(ddrﬂ@@ﬁ?PQﬂﬁﬂﬁdﬁnphenyl} acetic
acid 2, 2-bi set hyl car banoyl - 2- phenyl - ethyl ester,
{4-T(4" -tri PPBBPBH&'[’WI“EWH})I A0 I ARANY At rRRY A L 2teti ¢ aci d

2- phenyl i f r q@§I yl)-ethyl ester,

{4-[ (&4 -trlﬁf1 %t%o% g éellrégldq% 1bon -‘am no] phenyl}-acetic acid
2,2-bis-cycl ohexyhcaaqumbrgamayﬂ-nemyu-qqher-,tra&luoromethyl-
{4-[(4'-trifluoronethyl-biphenyl-2-carbony|)-anino]phenyl}-acetic aci d
2- phenyl - 2, Biphengiierylcaabgaydy)-emiylo Jegthenyl } -acetoxymethyl) -2 -

{4-[ (4 -trlfluoronethyl bi phenyl -2 carbo am no] phenyl }-acetic acid
2, 2- bi slq soph SWCW&WC?C}}% r?y%le)e%'t

4' -trifluoronethy phen |_iyC ragi.d thy
4-[2pheny|-2,2-b|g ?Z % &Ee% uo?géétﬁyﬁgarbgﬁgylugfﬁgfycaﬂbonylnethyl] ph

enyl ester, bbbnaﬁwl-QZ&aW)l-@meioq “priedriiende th:@m shyl ) 09-
(2,2,2-trifluoro-ethyl carbanoyl)-ethoxycarbonyl net hyl ]
phenyl-malonic acid diethyl ester,
2-[2-(2-{2-methyl-3-[(4' -trifluoromethyl-biphenyl-2-

15 carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-malonic

acid diethyl ester,
2-phenyl-2-(2-{3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid diethyl
ester,

20 2-phenyl-2-[2-(2-{3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-malonic acid
diethyl ester,

{3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-

25 propyl ester,

{3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3-phenyl-3,3-bis-propylcarbamoyl-
propyl ester,

2-[2-(2-{4-methyl-3-[(4'-trifluoromethyl-biphenyl-2-



phenyl ester, {4-[(biphenyl-2-carbonyl)-am no]-phenyl}-acetic acid

2- phenyl -2, 2-bis-(2,2,2-trifluoro-ethyl carbanoyl)-ethyl 5 ester,

2- phenyl -2-(2-{2-trifluoromethyl-4-[(4

trifluoronethyl -bi phenyl -2-carbonyl ) -am no] - phenyl } acet oxynet hyl)-mal oni c
acid diethyl ester, {4- [(4'-tr|fluoronetﬁ%l-blphenyl 2- car bonyl)-am no] 10
phenyl } -acetic acid 2, 2- bi s- et hyl car banoyl - 2- phenyl - et hyl ester,

4' -trifluoronethyl - biphenyl 2-carboxylic acid 4-(2,2

bi s- et hyl car banoyl - 2- phenyl - et hox arbonylnethyl) phenyl ester,

{4-[(4 -tri Flaﬁé’Pabfét)hW“lBPdh@WM CRASHRAY))--SRYE ﬁnémﬁr}ylaml%ma%. d

2,2-bis- but ar.ba henyl - et hyl ester,
{3-nethy| % q%&&oﬁ&%@fﬁyl bi phenyl - 2 carbonyl) am no] - phenyl } -acetic

acid 2, bIS 20 eEhYEC@Qb@QDMEtgy@thYR49LQ$th§b§5methyl -biphenyl-2-
{4- [(4'-tr|fluoronethyl bi phenyl = 2- carbonyl ) -am no] phenyl }-aceti'c acid

3, 3- bi s- et hykedbhgn)ylamdnphephlenploplcedsh®r),-ethyl]-2-phenyl-malonic
{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] 25 phenyl}-acetic acid
3-pheny|53,QCBﬁsdéﬁébyﬂcaﬁﬁaﬁbyl-propyl ester,

e Lo pheny] 2 cpchopyl ) aTLuck AR 8551, carnonya ) -amsnol-
4" -trifluorpgehbyh-Ricekery! - 2- caphexylic @qddH&AJié%propylcarbamoyl—3-
phenyl-propyl ester,
{2—methyl—3-[(4'—trifluoromethyl—biphenyl—2—

10 carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

ethylcarbamoyl-3-phenyl-propyl ester,
{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetic acid 4,4-bis-

ethylcarbamoyl-4-phenyl-butyl ester,

15 {2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3-phenyl-3,3:-bis-~
propylcarbamoyl-propyl ester,

{2-methoxy-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

20 ethylcarbamoyl-3-phenyl-propyl ester,

2-12-(2-{2-methoxy~-3-[(4’' -trifluoromethyl-biphenyl-
2~carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-
malonic acid diethyl ester,

{2-ethoxy-3-[(4'-trifluoromethyl-biphenyl-2-

25 carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyl-propyl ester,

2-[2-(2-{2-ethoxy-3-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-malonic

acid diethyl ester,



101 bi s- et hyl car banoyl - 2- phenyl - et hoxycar bonyl net hyl ) - 2-chl oro phenyl
ester, {4-[(4'-trifluoronethyl-biphenyl-2-carbonyl)-am no] phenyl}-acetic
acid 2,2-bis-isobutylcarbanDyI-Z-phenyI ethyl 5 ester,

{4-[ (4" -trifluoronethyl-biphenyl-2 carbongl)-anino]phenyl}-acetic acid

2, 2-bi s- (3-net hyl - but yl car banoyl ) -2 phen et hyl ester,

{4-[ (4" -chl oro-bi phenyl - 2-car bonyl ) -am no] - phenyl} 10 acetic acid

2, 2- bi s- et hyl car banoyl - 2- phenyl ethyl ester,

{4 [ (3,4 -dichloro-bi phenyl -2-car bonyl ) - anlno]phenyl} acetic acid

2, 2- bi s- ethylcarb&nbﬁrfzzighéﬁ9plepﬁﬁw ésﬂéﬁ ~triflucromethyl-

3-met hyl - bi.ph
iarggnyr) an1§8fnﬁﬁe %%E 88¥i gg#P ; éh %J2§fq}OXY) -ethyl]-2-

propylcarba?ggh 1ehgibn§%tﬁﬁad diethyl este
{4-[ (4" -triTluofonethyl-biphenyl - 2- carbonyl) ‘ami no] phenyl }-acetic acid

2, 2-bi s- (2- met hoxyg-¢khybearpbasblibxdcphepylyleBhyl( 46stteri f12dromethyl -
{3 i sopropyl -4-[(4' -trifluoronethyl -biphenyl - 2car bonyl ) - anlnqg phenyl}-acet
ic acid?®, 2bbp§@nﬁ9nl~éa¢§§hgwlphéﬁvylme]t—rwllenéfs‘lt}eracetoxy ethy

3- et hyl rif oroneth carbon | )-am no hen I acetic
EC|d 3y3 bl££ gyg | bgﬁFﬁaﬁﬁ§ 16%3%@ % egtér I-phenyl}- !

{3-isobutyl-4-[(4;: fﬁ'f%uggggﬁ%ggg g gggﬁgl % [(4’ —trlfluoromeﬁﬁﬁwl

car bonyl ) - am no] - phenyl I's et hyl car banoyl et hyl
ester, {3-dbaphbykeavbaarybndi]) ¢4minoi]-phengIgitadetoxt2ethyl]-2-
biphenyl-2-carbony|)-anino]-phenyl}-acetic aci d

2- phenyl 2, 2rhesypropyPeachagodl daehpy lessder,

L oacet 110 aci d 2. 2Ab LA BENGTUaF RRRDGY L ORER T eenyreBeran ) - e d P!
{3 dl”Ethy|EéBQEHEYEcia[64[(b&bhbﬂ?&Qﬁﬁkgibogwﬁhﬁﬁﬂi%d¥ﬂé¥ﬂpa)eé%@ﬁol phen
yl }-acetic acid 3, 3-bis ethylcarbanoyl - 3- phenyl - propyl ‘ester,
{3-benzyl car banoyh- g ( 4trifitbuomenbyhybibhphenylk-28@bonyl) -amino] -
carbonyl ) -am no] - phenyl }-acetic acid 2, 2-bis ethyl carbanoyl - 2- phenyl - et hyl
est er, benzoic acid 2-(2-biphenyl- 2- -yl-acetylamino)-ethyl ester,
4-[(4’'-trifluoromethyl-biphenyl-2-carbonyl)-amino]}-

15 benzoic acid 3-naphthalen-1-y1-3-(2,2,2-

trifluorcethylcarbamoyl)-propyl ester,
4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3-[2-(2,2,2-trifluoro-
ethylcarbamoyl)-naphthalen-1-yl]-propyl ester,

20 4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3,3-diphenyl-3-(2,2,2-trifluoro-
ethylcarbamoyl)-propyl ester,

4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3-biphenyl-2-y1-3-(2,2,2-trifluoro-

25 ethylcarbamoyl)-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3-phenyl-3-(2,2,2-trifluoro-
ethylcarbamoyl)-propyl ester,

4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl)-amino]-



{3-di met hyl car banmoyl -4-[ (4" -trifl uoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 4,4-bis

et hyl car banoyl - 4- phenyl - butyl ester, 15

{3-di et hyl carbanoyl -4-[ (4" -trifluoronethyl -bi phenyl 2-car bonyl ) - am no] - pheny
| }-acetic acid 2, 2-bis ethyl carbanoyl - 2- %enyl-ethyl ester,

{3-diisopropyl carbanmoyl -4-[ (4" -trifl uoronet hyl bi phenyl - 2-car bonyl )-am no]-p
henyl }-acetic acid 2,2-bis 20 ethylcarbanDyI 2- phenyl - et hyl ester,
{3-(isoprop I-nethylcarbannyl)- -

trifIuoronegﬁyFDBthenypcidcarboﬁyﬁﬁ ~drfi o> pefet& iy g amar b) -

et hyl car banp

{3- (et hyl - %R? 8§Eenyl P?HygﬁﬁX trFFFUoronethylZS

bi phenyl - 2- CarbonXLI(@”L@9Lf@h@@¥hhtﬁ§§tb&pﬁ%b91222 cRirbonyl) -amino] -

et hyl car banoyl - 2- phenyl - et hyl ester,

{3- (et hyl - meehybaar baamiyd ) - 4—“@4G—Umwhu@amemﬂdnyﬂm1ﬁuﬂaﬂ2Za{hﬂiﬁnudjean1no
] - phenyl }-acetic acid 3, 3-bis ethyl carbanoyl - 3- phenyl - propyl ester, 103
{3- (p|pé&ldﬁﬁhYléarbémywﬂ)4pFemyltﬁﬁﬁﬁﬁoronethyIblphenyl carbonyl)-anino]

- phenyl }-acetic a 2- b| | car - | - et hyl

{3-(pyrrolidin-1- g ES%nyF F? OmFFFVEQ§ ﬁ&ﬁﬁ?r -cBrbbny1y-Emino -

b' phem" 2- capbgnyl ) - and o - phenylh- 28806 -@fethy1) -3- (2,2, 2-trifluoro-
2- bi set hyl car banoyl - 2- phenyl - et hyl ester,

{3 (et hyl - pthpyagabbasyil) ) ptoplad e@te&luoronethylblphenyl 2-car bonyl)-amn
o] - phenyl }-acetic acid 2, 2-bi set hyl carbanoyl - 2- phenyl - et hyl ester, 10
{3- (nethyl propyléanéﬁﬁ?k? ﬂzféé“lﬂﬁlfFGéféﬁﬁFﬁWpI éh@ﬁ@ﬁﬁﬁyéaﬁbonyl) ami

no] - phe tic c id3, 3-Dbi LS: eth Icarba 0

ot or O PSRy Ra L] T AR P A R SReTY B BNy T S o P LS amiH Ry )
-acetlc aci d2¢@xbi s-15 et hyl car banoyl - 2- phenyl - et hyl

ester, {3- nethoxy 4-1 (4" -trifluoromethyl -bi phenyl - 2-car bonyl ) - am no] - phenyl }
“acetic aci d2, 2- bns(ethykmathgmeyk{24phenyflabhpMethyl biphenyl-2-
ester,{3- nethoxy 4- 5 -tr|fluoronethyl henyl - 2- 20

car bonyl ) - afREBPLEA nym}nadepﬁezayﬁexz pﬁé Il-)ZZZPlSJieéW&r FRAREDamiF L%kt hyl
ester, {3- neéhogx ?-L% -trlfluoronethyl bi phenyl - 2- car bonyl ) - am no] - phenyl }
“acetic aci 93¢ Ryl’car bamoyl - 3- phenyl - propyl ester, 25

{3-ethoyy-4-[ (4 QEKﬁLPQEQHEBBMLZIb'[PlﬁleD!i:iEiﬁ@i‘@ﬁh@!h}ﬂalﬂi‘l@%n%ew|} acetic
aci d2, 2- bi s- et hyl car banoyl - 2- phenyl - et hyl

est er, { 3- et haxpody[ () 4amtinif]l-beneogilbxlylbeghsiy |-22 phantydnylal-cantiono) -gaighyl } -
acetlc aci d3, 3-bi s- 104 et hyl car banoyl - 3- phenyl propyl ester,

{3- |sopropo§§eﬁhyé4esFPFfluoronethyl bi phenyl -

carbonyl) -am nol - phgnyhy agetberactd: ZtElPhasmg%ﬁg,@_amhe%yeh%ny' ethyl

{ 3-i sopr opogxrBoh{doxinibenebouBkiyl-ebhphenwhaideachemld dwEtIe]1- phawt } - ace
tic acid 3, 3-bisethyl carbanoyl - 3- phenyl - propyl ester,

{3- prop¥ky-4-[ (4' 4tii el vbrofmuhybmpthidnpirReayborycprienyd]) -ghdmpll}-- aceti c
acid 2,2-bisl0 ethyl carbamyl - 2-ph | - et hyl ester

(- benzyl oxpeRZDLE BELPY Pugk Brar RYPILPBREAFPYSSar BRI ARORL FRHRA 4 - acet
ic acid 2, 2- b'SEtolE§£P§38¥Emgt99§n¥kﬁﬁéﬂ¥h~§§E§Eboxylic acid 4-(3,3-

bis-ethylcarbamoyl-3-phenyl-propoxycarbonyl)-2-chloro-
phenyl ester,

25 4' -trifluoromethyl-biphenyl-2-carboxylic acid
4-(3,3-bis-ethylcarbamoyl-3-phenyl-propoxycarbonyl)-phenyl
ester, '

4'-trifluoromethyl-biphenyl-~2-carboxylic acid 4-(3,3-

bis-ethylcarbamoyl-3-phenyl-propoxycarbonyl)-2,6-dichloro-p



{3-di methyl am no-4-[ (4" -trifluoronethyl -bi phenyl -215

car bonyl ) -am no] - phenyl }-acetic acid 2, 2-bi set hyl car banoyl - 2- phenyl - et hyl
ester,
{3-piperidin-1-yl-4-[ (4" -trifluoronethyl-Dbiphenyl -2carbonyl)-am no] - phenyl }
-acetic acid 2, 2-bisethyl carbanoyl - 2- pheflyl - et hyl ester, 20
{3-pyrrolidin-1-yl-4-1(4" -trifluoronethyl-bi phenyl =

2- car bonyl ) -am no] - phenyl }-acetic acid 2, 2-bi set hyl car banoyl - 2- phenyl - et hyl
ester, {3-[(4' -trifluoronethyl-biphenyl -2-carbonyl)-am no] phenyl }-acetic
aci d 3, 3- bi §8¥Hye&d®8anvoyl - 3- phenyl - propyl 25 ester,
{3-[(4"-trifluoronethyl-bi phenyl -2-carhonyl),-am. nalphenyl }-acetic acid
3-pheny|-3,3-bis-%§é iﬁééﬁgaﬁgéfaﬁpgﬁyﬁ'g§ﬁéﬁ,—trlélu°£6dé€%§i—
{3-[(4"-tri blyLORBLHY | RinReAY -G RYRERy U N t ox O ifENYS } - acetii ¢
acid 3, 3-bi s-isoprfopyl car bandyl - 3- phenyl” pr opyl ester,

{ 2- met hyl - 3phe#'yit-mallonarcoretidy ¢k thyanydstacar bonyl ) - am no] - phenyl } - acetic
acid 3,3-bis 5 ethyl carbanoyl - 3- phenyl - propyl ester,

{2- et hy® - 3-[ (4' - eri(8F-d8rdirenpyLsaghamply 12 dcdr(dombrifdmarsmethyl -

henyl }-acetic_acid 4,4-bis e | car banoyl - 4- phenyl - butyl ester
et by S b ena R A ot - IR Vi R Lo ey v 1) -

phenyl } - acetzi_?{% iy‘i-ﬁl]:a]@&%’l)é' ‘a%’iﬁ %%Fﬁ%{éﬁpygsc&rlbanoyl -propyl ester,

{2- met hoxy- 3- “trifluoronethy yl-2car’bonyl ) - am no] -

phenyl }-aceti c acBd{3-3{hki's tetiyhoavhernyldiphemylr-aadbastiey- 15
{2-ethoxy-3-[(4'-trifluoronethyl-biphenyl-2 carbonyl)-am no]-phenyl}-acetic
aci d 3, 3- bi gmanky|-PhepyidyPrIpdieadd agish g thsghaarbamoyl-phenyl -

4-[ (4" -trifluoromet hyl - bi phenyl -2-car bonyl ) -am no] benzoic acid
14 npeEhiiansy

3, 3-bi s=et h{ff €X3-phenyl - propyl ester, 20

4" -trifluoronet hyk:-bhphepyk:- 2691 RArPanoyachd pheh3id ethoxycarbonyl -
methyl)-2-4-[(4’'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid benzyl ester,

5-(2,2—bis-ethylcarbamoyl—2—phenyl—ethoxycarbonyl¥

15 methyl)-2-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid,

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
methyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino)}-benzoic acid ethyl ester,

20 5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
methyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid methyl ester,

2-(2-{3-benzyloxycarbonyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-

25 2-phenyl-malonic acid diethyl ester,

2-(2-{3-carboxy-4-[(4' -trifluoromethyl-biphenyl-2-
carbonyl)-aminol]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-isopropoxycarbonyl-4-[(4'-trifluoromethyl-



bi s- et hyl car banoyl - 3- phenyl - pr opoxycar bonyl ) - 2- chl oro phenyl ester,

4' -trifluoronethyl -bi phenyl -2-carboxylic acid 4-(3,3

bi s- et hyl car banoyl - 3- phenyl - propoxycar bonyl ) - phenyl ester, 25

4' -trifluoronethyl-biphenyl -2-carboxylicgacid 4-(3,3

bi s- et hyl car banoyl - 3- phenyl - pr opoxycar bonyl ) - 2, 6-di chl oro phenyl ester,
5-(2, 2- bi s-et hyl car banoyl - 2- phenyl - et hoxycar bonyl
netgyl)-Z-[(4'-trifluoronethyl-biphenyl-2-carbony|) 106 am no] - benzoic
acid benzyl [oq o s —vh 13- —o-
5-(2,2-bis- gﬁ %&/’I%éla’rlbazrmcy r-bzo-n!a}’hle)nyainllerﬁ]o ceanr%o}ny?crr%ﬁ%m%tzr}}f% Zl -trifluorone
t hyl - bi phenghe2yaantamdic aim]ahansal eagds, 5

5- (2, 2- bi s-et hyl car banoyl - 2- phenyl - et hoxycar bonyl net hyl )-2-[ (4" -trifl uorone
t hyl - bi phenyl - 2- carl@nyi3)-aeithokyioenrbony ladi-d (et hiridsums ongidhy 1 -

5- (2, 2- bi s-et hyl car banoyl - 2- phenyl - et hoxycar bonyl met hyl )-2-((4'-trifl uoromne
t hyl - bi phen?llplz(‘-e@é’rlb‘c?mﬂé)rbHPYé‘rﬁ TR AR e ‘oa%‘iquﬁrfz‘%*‘stﬂﬁ? ~(2B) The
ester conpound or. a _prodrug t.hereof r rmaceutically acceptable salt
of eithe a@g‘&n ilné“aﬂé’qlhcega%gi\?ef (Eﬁh,ﬁv\helasc Jl?’s sel ected fromthe group

consisting of 15 >_(2-{3-acetylamino-4-[(4'-trifluoromethyl-

2- phenyl -2-{2-[4-(4"-trifluoromnethyl -bi phenyl - 2car bonyl oxy) - phenyl ] - acet oxy
met hyl } - mal eiipheasild 2diceidpdnydsit-emino ] -phenyl }-acetoxymethyl) -
2-(2-{3-methyl -4-[(4' -trifluoronethyl -bi phenyl -2carbonyl ) - am no] - phenyl } - ac
et oxynmet hy| R-Phsmaryimadeneisi @A sbiedhiletqfific®est er,

2 L AT R 2GR e A Dby 1 - ace!

oxynet hyl ) - 2- phen atoni'e acrd r,
2'thHYhO2'ngﬁﬁﬂﬁﬁfrZidaﬂﬂdﬂylyuﬁﬂﬂﬂdﬁﬂﬂﬂgﬁﬁd}ééﬁétoxymethyl)— 2-

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -mal oni ¢ acid di et hyl ester,

2- phenyl - 2- pRepd-|-fré l-darmiid |lamirdnktdtyiybigeieyl - 2
b 1Y - ar “oh ' ] ; . .
car bonyl ) - am no] B_e(r;?i'{%_"’}%e_tm%%%t-%i)az%%'-%rl' cl)a_c4|_d[ (d4| I sopropyl ester,

trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)- 2-phenyl-malonic acid diethyl ester,

15 2-phenyl-(2-{6-[(4'-trifluoromethyl-biphenyl-2-~
carbonyl)-amino]-biphenyl-3-yl}-acetoxymethyl) - malonic acid
diethyl ester,

2-(2-{3-formyl-4-[ (4’ -trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic

20 acid diethyl ester,

2-(2-{3-dimethylaminomethyl-4-[ (4’ -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-(methoxy-methylcarbamoyl)-4-[(4'-

25 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-isobutyryl-4-[(4’'-trifluoromethyl-biphenyl-
2-carbonyl)-amino] -phenyl}-acetoxymethyl)-2-phenyl-malonic

acid diethyl ester, and



107 2-phenyl -2-(2-{4-[ (4" -trifluoronethyl-biphenyl -

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - mal oni ¢ aci d di met hyl ester,

2-cycl opentyl -2-(2-{4-[ (4" -trifluoronethyl-biphenyl5

2- car bonyl ) - am no] - phenyl } - acetoxynethyl) mal oni ¢ acid di ethyl ester,
2-phenyl - 2- (2-{4-((4' -t1i Tl uor omet hyl - bi pRenyl - 2-

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - mal oni ¢ acid di cycl ohexyl ester, 10
2-benzyl -2-(2-{4-[(4" -trifluoronethyl - biphenyl

2 (o ety - o BOAA G RGeS SRR D) ﬁ?lpcrfapc'ﬂ ALy ester
car bony! ) - amﬂcﬂlmt}hﬂc%@%@ﬁmc&mi - SRL20) Cpengeh d di ethyl

ester,

2- cyclohexybﬁ&ﬂﬁ&ﬁmbﬂhymy424ﬂﬂaﬂyxnﬁﬂinﬁiénaﬂ&ﬂuﬂibﬁmybO@ytéranlno]-phenyl
}-acet oxynet hyl )-mal onic acid diethyl ester,
2- phenyl -2-(2-{2-trifluoronethyl-4-[(4" 20

[ I I
;(r:: LI giorefhyl(gés)t h%henylst%rcarc%?nn Jngm noj Ephene/oléru acet N reo?y ) - rra on| C

2Dy 011 20l bl By SOOI e NP NEI 86 BRH1 ) 28 nphe Pher

yl}- acetoxy ester,
2-pyridin- 3a%bv%—«3)ﬂ4wh&%h4m9fddmﬁdﬁﬁﬂfﬁﬂoﬂﬁﬂﬂgﬂb&oéb consisting of

car bonyl ) - am no] - phenyl } - acet oxynet hyl )- mal ani ¢ acid diethyl ester,

2- phenyl - 2- ( 2- { 3- (AT (46 GrrafRporpnietlyl -biphenyl-2-carbonyl) -amino] -

trifluorone%gék§gypg%g%l-Z %Eiﬁgnng)zé%géugt ;¥g2&gamoyl 2-phenyl-ethyl
10 ester,

{3-ethyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

15 phenyl}-acetic acid 2-phenyl-2,2-bis-(2,2,2-trifluoro-
ethylcarbamoyl)-ethyl ester,

{4-[(4’'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-cyclohexylcarbamoyl-2-
phenyl-ethyl ester,

20 {4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-phenylcarbamoyl-
ethyl ester,

{4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-isopropylcaramoyl-2-phenyl-

25 ethyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-[2-
phenyl-2,2-bis-(2,2,2-trifluoro-ethylcarbamoyl) -
ethoxycarbonylmethyl] -phenyl ester,

biphenyl-2-carboxylic acid 4-[2-phenyl-2,2-bis-



| oa acetoxynethyl)- malonic acid diethyl ester,

2-(2-{4-[ (4" - met hyl - bi phenyl - 2- car bonyl ) - am no]

phenyl } - acet oxymnet hyl ) - 2- phenyl - mal oni ¢ aci d di ethyl ester,
2-(2-{4-[ (4" - et hoxy- bi phenyl - 2- car bonyl jgiam no] 5

phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl ester,

2- phenyl -2-(2-{4-[ (3" -trifluoronethyl-biphenyl -

car bonyl) - anino] phenyl } - acet oxynet hyl) - mal oni ¢ acid diethyl ester,

2-(2-{4-[isqp %?ﬂ Hfifﬂddﬁdiévﬂyﬁﬂébﬂa ra@hé% rbonylmeth 1

car bonyl ) - ami no]’- phenyl'} - acet oxynet hyl ) - 2- phenyl - rmal oni ¢ aC| d ghyl

ester, 2-(2phenyaydsakaxyl - (4'-tr|fluoronethyl bi phenyl -
carbonyl)-anino]-phenyl}-acetoxynethyl)-2-pheny|-nalonic acid di et hyl
ester, 15 2- phenyK42{«biphep&4 2bmaMhmmmiﬁﬂamﬂndd1ﬁh§nmlz}acetic acid
car bonyl) am noj - £ acet oxynet hyl ) - mal oni ¢ _aci d di 3?1}/ ester

2- phenyl - (ZZP{“@D[Y(M" ritisudrlorfetiii i PipkRn e By Lecarbamoy 1) -
carbonyl% |@SQ%%,phenyl} acet oxymnet hyl ) - nalonlc acid 20 dllsobutyl ester,
2-(2-{4-Tethyl-(4" -trifluoromethyl-biphenyl -

car bonyl ) - am no] - Qh?mé J_aQet(QX)(IIEtt&MJf)luZ)TWﬂ@FBH 1\ gniq -aci d di et hyl
ester, 2-(2-{3-ethyl- (4" -trifluoronethyl - blphenyl 2 25

car bonyl) - amh:ﬁﬁ]lamxmplt}}yaewmlmﬂ -Joe2=therity) ~amed rom] fplf;mimll}ji* et hyl
ester, 2-(2-{3-i sopro% 4' -trifluoraonethyl - bi phenyl -
acetoxymet yl) ma onic acid diethyl ester,

{4—[(4'-trifluoromethyl—biphenyl—2—carbonyl)—aminoj—

10 phenyl}-acetic acid 2,2-bis-methylcarbamoyl-2-phenyl-ethyl
ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-
bis-ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl) -phenyl
ester,

15 {4~[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis- butylcarbamoyl-2-phenyl-ethyl--
ester,

{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-

20 ethylcarbamoyl-2-phenyl-ethyl ester,

{4-[{(4'~-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-propyl
ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

25 phenyl}-acetic acid 3-phenyl-3,3-bis-propylcarbamoyl-propyl
ester,

{4-[(biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid
2,2-bis-ethylcarbamoyl-2-phenyl ethyl ester,

4’ -trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-



car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni a aci d di et hyl

ester, 109 2-(2-{3-isobutyl-4-[(4"'-trifluoronethyl-biphenyl -2

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl

ester, 2-(2-{3-chloro-4-[(4'-trifluoronethyl-biphenyl-25
carbonyl)-anino]-phenyl}-acetoxynethyl)-5Uphenyl-nalonic acid di et hyl

ester,

2-(2-{3-brono-4-[ (4" -trifluoronethyl -bi phenyl - 2carbonyl ) -am no] - phenyl } - ace
t oxynet hyl ) - 2- ph -malonic_acid diethyl ester, 10

2 (L T i WBERS PERYLERDDRIRTEL 4 BRERT I e R BRI A= ol
-phenyl}-ac§h8ﬁ%ﬂegg¥g}-2phenyl-nalonic acid diethyl ester,

2-(2-{3-diethy rbanoyl-4-[ (4" -trifluoromethyl bi phenyl -2-carbonyl ) - ani noj -
phenyl } - acet oxynet by} ) 4 215rﬂh£ﬂ&i:oﬂ8tﬁ9lcbQﬁh@n?hebh)éhr%%h?'lg -amino] -
2-(2-{3-diisopropyl carbamoyl -4~[ (4" -tri1fl uoronethyl bi phenyl - 2-car bonyl ) -am
no] - phenyl } pheryd3}yaeehyt)aphenyd ~nis -oird abwigy e ali sdiyy 1 €3t ghienyl ethyl
2-(2-{3-(ethyl -met hyl carbamoyl )-4-[ (4" -trifluoro20

net hyl - B ph&RYET 2- car bonyl ) - ami no] - phenyl } - acet oxymet hyl ) 2- pheny! - nal oni ¢
acid diet hyl oSl a1 (4" -triflugromethyl-biphenyl 2 carbonyl)-aming]
{3-(pyrrol di ne-1- arbgnylg-h-ffﬂ -Tr|?¥uoroﬁe?ﬁyﬂblpﬁen?P-?—éaFﬁ&ﬁﬁlf-anino
] - phenyl } - aggéhg13ch8eRid- baseh hyl ganbaneyl 32 maheril vRthMlc 8HHloy132 2 -

2- phenyl - 2- (2-{3- (pyrrol di ne-1-carbonyl )-4-[ (4" trifluoronethyl-bi"phenyl -2-c
ar bonyl ) - anphehyphebll} acetexynet hyl ) -mal oni ¢ acid di ethyl ester,
2-pheny|-2-(2-{3-££i er;dine-l-carbonyli-4-[(4'trifIuorqnethyl-biphenyl-2-c
ar bonyl ) - ani noJ - p h&(% -chberackiBRGWEL Ny T SAHRPBKILE - aBigodr BhRPY 1dst er

2-[ 2- ( 2;of 3- i 0Bt hyL g bamoyl s A [ (& -1 L] .
nethyl-%ﬁph%%%?ig-%g?%ony1 -%ﬁﬁréﬁ%%ééééﬁéﬁég%t%xg e%¥ﬁy?f@§}pﬁﬁﬁﬁfinalonic
acid diethyl estefs-p(2 (2 {S:&h1&tbybLhdayOyb-4albdnyinlhhiaeqoet hyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2 pﬁenyl-nalonic acid

di et hyl estehenplfa¢dti¢4achfiond. Brphengkhglcarbemply)l-)ari-pblenyl-ethyl
dinethylcargggg¥l-phenyl}-acetoxynethyl)-2-pheny|-nalonic

{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-

15 carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-
propylcarbamoyl)-ethyl ester,

{4-[(4’ -trifluoromethyl-biphenyl-2~carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-(2-methoxy-ethylcarbamoyl) -
2~-phenyl-ethyl ester,

20 {3-isopropyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-phenyl-ethyl ester,

{3—ethyl—4—[(4'—trifluordmethyl—biphenyl-2—
carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

25 ethylcarbamoyl-3-phenyl-propyl ester,

{3-isobutyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-



10 acid diethyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4"'-trifluoromnethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
di et hyl ester, 2-cyclopentyl-2-(2-{3-dinethyl carbanmoyl-4-[(4" 15
trifluoronethyl -bi phenyl -2-carbonyl) - an1no] phenyl } acet oxymnet hyl ) -mal oni c
acid diethyl ester, 2-cyclohexyl-2-(2- {3(@|nethylcarbannyl 4-1 (4
trifluoronethyl-biphenyl 2- car bonyl ) -am no] - phenyl } acet oxynet hyl ) -nmal oni c
acid di et hyl ester 20 2-(2-{4-[ (4" -chl or o-bi phenyl - 2-car bonyl )-am no] - 3

di met hyl car ba heny acet xynethyl) 2- phenyl - mal oni ¢ aci d_di et hyl
ester, 2- (2B HB XR 20@?%] é?ﬁ%ﬁ@f% aGfityg] acid 2-phenyl-

3- dlnethylc r ha I y enyl 25 malonic acid diethyl
ester, 2- (ZQ{E F? B%§&§C%I%%§% %%%gﬁb saéghan1no]

3- di net hyl car banoyk- ﬁaenyhbaaﬁahewmtmxh)'-%ra&qwromltwylctﬁ_@rﬁrq»lel hyl
ester, 2-(2-{3-dinethyl carbanoyl -4-[(4-nethyl -
tr|fIuoroneﬂhybrbpphénymenode@@mWﬂ}ammmabxphenyl} ac1d 2,2-bis-
acet oxynet hy 2- phenyl -nmal oni ¢ acid di ethyl ester,

2- (2-{3-Yi n@FE?FEéFBéWl & P(’anférﬁgihy,i ester,
trifluoromethyl - tﬁg gﬁé carbgony Ql Ie?E henﬁlhoromethyl _biphenyl-

acet oxynet hyl ) - 2- ONrc ac
2-[3-(2-{3- QLBBEBkSh‘ji')béﬂiQbe]4pﬁ1(eﬁy1t}r-|afc|elt9r00”9t hyl acia 3,3-bis-
ethylcarbamoyl-3-phenyl-propyl ester,
{3-benzylcarbamoyl-4-[ (4 '-trifluoromethyl-biphenyl-2-

10 carbonyl)-amino]~phenyl}-acetic acid 2,2-bis~

ethylcarbamoyl-2-phenyl-ethyl ester,
{3-dimethylcarbamoyl-4-[ (4’ -trifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 4,4-bis-

ethylcarbamoyl-4-phenyl-butyl ester,

15 {3~-diethylcarbamoyl-4-[ (4’ -trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid - 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-diisopropylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-

20 ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(isopropyl-methylcarbamoyl)-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetic
acid 2,2-bis- ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(ethyl-methylcarbamoyl)-4-[(4'-trifluoromethyl-

25 biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbaﬁoyl-2—phenyl-ethyl ester,

{3-(ethyl-methylcarbamoyl)-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

ethylcarbamoyl-3-phenyl-propyl ester,



bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxy) - propyl ] -2 phenyl -mal oni ¢ aci d
di ethyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(5-nethoxy-4" 10
trifluoronethyl -bi phenyl - 2-carbonyl ) -am no] - phenyl }

acet oxymnet hyl ) - 2- phenyl -mal oni ¢ acid die | ester,
2-(2-{4-[(5-chloro-4"-trifluoronethyl-biptenyl -2

car bonyl ) - am no] - 3- di net hyl car banoyl - phenyl }

acet oxynet hyl ) - 2- phenyl - mal oni ¢ acid diethyl ester, 15

2- (2-{3-di met hyl car,bamgyl - 4-[ (6- net hyl - 4" , )

trifluoronethyi- bi?BHZRﬁ%lp-ef-lgghg"ﬁ&ﬁﬁa)%é’rﬁyﬂd]'—4p"h[e(n‘ﬂ/I'}trlfluoromethyl‘

acet oxynet hyl; - phenyl - J2Gy G- i 6 1 . . bkl

2 (2 i R e s D ARy EF et ic  scia 2.2-bis

bi phenyl - 2- eahlaREb=BYIC] > RN 138t 10084 @byl ) -2 20 phenyl -mal onic acid
di-2,2,2-trifluoroethyl ester, 2-(2-{3-dinethylcarbanmoyl-4-[(2"'-fluoro-4'
trifluoronet hyl - bi{ Bhépyirr2lddiboeidylcprawinyd])-pghdri }-trifluoromethyl-

acet oxynet hyl ) - 2- phenyl - mal oni ¢ acid di ethyl ester, i ]

2- (2-{5-%i néﬂﬁ?@@é{rlﬁ&ﬁﬁﬂr-b?-nﬁ’l106@6‘-141-0[3(-@82571}-acetlc acid 2,2-bis-

trifluorome el l.-2--Ccak | ).~am,na] - nyl }

acet oxynet h)%?*—g’%?g%%%%yn%lzo%h%%% (fftgllryelt r?lyﬁtpeg’t er,

2- (2-{ 3- br ono- 5- dif get hetegn bareyki¢akrbdmoyl) -4-[ (4" -trifluoromethyl-
trifluoromethyl-bi phenyl -2-carbonyl)-am no] - phenyl }

acet oxynet hpliphnyfieyicarilomyilo -amidodi-ghepny lestaaretic 11 8cid  2,2-bis-
2-(2-{3-ch|oro-5-dinethylcarbannyl-4-g&?

trifl uor oneAPYLSREREMPY-17 2 RRSSRH-Pta%In S tsHeny | }

acetoxyﬂ?thyl)'2'?QQ?%Eiﬁ?hggkgp9ikgrg2%%9¥5—%qur”—trifluoromethyl—
biphenyl-2-carbonyl)-amino]-phenyl)}-acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyl-propyl ester,
{3-hydroxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-

15 ethylcarbamoyl-2-phenyl-ethyl ester,

{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-

20 carbonyl)-amino]-phenyl}-acetic acid 2~phenyl-2,2-bis-
propylcarbamoyl-ethyl ester,

{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyl-propyl ester,

25 {3-ethoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-ethoxy-4-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-



2-(2-{3-di net hyl carbanoyl -4-[ (3" -fluoro-4'" 5
trifluoronethyl-bi phenyl - 2-car bonyl ) -am no] - phenyl }
acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl ester,
2-(2-{4-[(3 -chloro-4"-trifluoronethyl -bj phenyl -
carbonyl)-anino]-S-dinethylcarbannyl-phé%?l}

acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid diethyl ester, 10
2-(2-{3- dinethylcarbanoyl 4-1(4" -trifluoromethyl

bi ph I h I t thyl)-2-(5
i Lror byri dPAP 99%#&%?33,?% R A

2- (5-am no- pyr|d| : - t _

[ (4 -trifluoronet %A%ﬁgﬁé%y § g#ggnQ¥§%§%?%§ﬁ%kﬁ§l Pﬁpﬁgnyl 2
acetoxyneth&h}baﬁmeLgmaﬁbq Fh@hbﬁb -@%lellic acid 2,2-bis-
2- (2-{3-di net hyl car banoyl - -trifluoronethyl

bi phenyl - 2- eahpmnyrbamnymep phenyll}-edbgtioxpgtetthyl ) -2 pyri di n-2-yl -nmal oni c
acid diethyl ester, 2-(2-{3-chloro-5-dinethylcarbanoyl-2-fluoro-4 20

[ (4 -tr|&|uoroneth%rlﬁ9@ﬁ@ﬂ9¥¥24céﬁﬂonyr}féHPHQPE§h ylbiphenyl-2-

acet oxynet h N ghd di ester R
(2 {3 br onpt B K R BRhEpRTa el 4 °' ' acia 3.3-bis-
[(4-trifl ugfﬁgﬁ&m‘baﬁbg»mesybnangﬁtB%gbly)l @@lt@ql phenyl }

acet oxynet hyl )= 2-phenyl -mal oni ¢ acid di éthyl ester, 25

2- (2-{3-di met hyl caB bpnoyoxd-4{ {4t rtElifdnomembyhyl - blphenyl 2-

bi phenyl - 2- carbonyl% am no] - henylé acet oxymet hyl )-2-0 tol yl - naloniq aci d
di et hyl estefrbonyd)ramgpadr eyt aﬁﬁ?ﬁl@ [ (4" -tridior onet hyl2,2-bis-

bi phenyy 2- 8@592”X£%a33§99£-BHSH¥Ele%% xpeLhyl)-2-m 113

{3-benzyloxy-4-[(4’'-trifluoromethyl-biphenyl-2-~
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-dimethylamino-4-[(4'-trifluoromethyl-biphenyl-2-

15 carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-piperidin-1-yl-4-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenvyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

20 {3-pyrrolidin-1-yl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-[(4’~-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-propyl

256 ester,

{3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3-phenyl-3,3-bis-propylcarbamoyl-
propyl ester,

{3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-



tolyl-malonic acid diethyl ester,
2- (2-{3-di net hyl carbanoyl -4-[ (4' -trifl uoronet hyl
bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2-p tolyl -mal onic acid
di et hyl ester, 5 2-(3-chloro-phenyl)-2-(2-{3-dinethyl carbanoyl -4
[(4'-trifIuoronethyl-biphenyl-2-carbonylyﬁbnino]-phenyl}
acet oxynet hyl )-mal oni c acid di ethyl ester,
2- ( 3-chl or o- phenyl ) - 2- (2-{ 3- di et hyl car banoyl - 4
4" -trifluoronethyl -bi phenyl -2-carbonyl)-am no] - phenyl} 10
Eau(:et oxynmet hpH™ r%r"f‘icét{d)(ﬁ d\é&ilét hyl3'e?S'¥t€1)'S,‘lS°PlJOP%7lC rlf};amoyl—B—phenyl-
2- (4-chl oro- | ) - 2-(2-{3-di net hyl car banoyl - 4
[(4'-trifIugggﬁﬁﬁhfﬁigéﬁhenyl;2-carbonyl)-anino]-phenyl}
acet oxynet hyl ) - mal{QDln%tﬁr?'ld 3dirgehyh r@$th@bromethyl-biphenyl-2-
2- (2-{3-dinethyl carbamoyl-4-[(4'-trifluoronethyl 15
bi phenyl - 2- canibomnygll))-amimno])—mphemyl 1} }-acettdey retildy |3),-2 mikeny!| - succi nic acid
di et hyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4" -trifluoromnethyl
bi phenyl 2 2- @éhﬂéwﬁ&ﬁyﬁo?-‘@%’@ﬁwl}’%wﬁxmyl )-2-(2
met hoxy- phenyl ) - oni.c. aci _?i thyl .ester, 2 s
2- (2-{3-di met hyl ggrgbré‘ﬁg'i?y- 49[ Aﬁ-t}réF%?EBPSﬁE‘F%Wl biphenyl-2-
bi pheny! - 2- @a&l%myh))-amia@]]-pg)ﬁ@sﬁh-}a%%r&mtdw g Zrdds -
met hoxy- phenyl ) -mal oni ¢ acid di ethyl ester,
2- ( 2- { 3- di rethyllcarbamoyll-4-phénytl-blultydr esstelry,|
bi phenyl - 2- car bon I)-anino]-phenyl%-acetoxynethyl)-z-(4 25
met hoxy- phenyl ) - mhPoReEh#Eérd-di &4t hfriédperomethyl-biphenyl-2-
2-(2-{4;4 (5,4 sbis-trifl.uoro hyl -Ri phenyl -2 . .
car bony}(g - a%aﬁg]opé’-léi %E‘tlﬁ‘ﬁl]ca_ %’gﬁgﬁl : Sﬁgﬁélc) acid 3-phenyl-3,3-bis-
acetoxynethﬁkagigggaghbgnggbqucbgt@&gthyI ester,
2-(2-{4-[(6-chloro-4"-trifluoromnethyl -biphenyl -2
{2-methoxy-3~-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]- phenyl}-acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyl-propyl ester,

15 {2-ethoxy-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-
ethylcarbamoyl-3-phenvyl-propyl ester,

4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3,3-bis-ethylcarbamoyl-3-phenyl-propyl ester,

20 4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-
bis-ethylcarbamoyl-3-phenyl-propoxycarbonyl)-2-chloro-
phenyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-
bis-ethylcarbamoyl-3-phenyl-propoxycarbonyl)-phenyl ester,

25 4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-
bis-~ethylcarbamoyl-3-phenyl-propoxycarbonyl)-2,6-dichloro-
phenyl ester, ‘

5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
methyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-



114 car bonyl)-am no] - 3- di net hyl car banoyl - phenyl }

acet oxynet hyl ) - 2- phenyl ) -mal oni ¢ aci d di et hyl ester,
2- (2-{3-di et hyl car banmoyl - 4-[ (6-fl uoro- 4'
trifluoromethyl-bi phenyl -2-carbonyl) - an1n6] phenyl} 5
acet oxynet hyl ) - 2- phenyl ) -mal oni c acid di Et hyI ester,
2-(2-(2-{3-di net hyl car banoyl - 4-[ (5- net hyl -
trifluoromethyl-biphenyl -2-carbonyl) - anino] phenyl }

seion) B S Bl g e
trifluoronethyl- bbﬁg§n¥)b§sC%QR?&%%kE%gfgﬁL @ﬂ@ﬁ l ethoxycarbonyl-

acet oxymet hyl ) -2 | oni'c " aci est

2-(2-{3-di mbmanqr-bamml'-érh(f&ﬂo&weqﬂwﬂ henyl 2- -carbonyl) -
trifluoronethyl-Dbiphenyl -2-carbonyl)-am no] - phenyl}

acet oxynet hyhmjin2-lphenygb)icnalcddi,c aci d di et hyl ester, 15
2-[2-(2-{4-[(5,4" -bis-trifluoronethyl -bi phenyl -

carbonyl% am no] - 8- &?w@tﬁ?ﬁc&ﬁbﬁ%ﬁ?FbEW€H}lF @@@PﬂﬂyﬁthoxYCErbonyl-

> (31 3 of nECRURAr Batb AT (QOREESRy I PiBhenyl-2-carbonyl) -

trifluoromepfyholi B%Bbhbz‘a%@ab%&lﬁ&)l {ERA - Ryl } 20
acet oxynmet hyl ) - 2-phenyl - mal oni ¢ acid di et hyl ester,

2-(2-{3-di met hyl carbam@ybig- Etﬁy&eahpbméYl 2- phenyl ethoxycarbonyl-
trifluoromet hyl - bi phenyl -2-car bonyl -an1no&1phenl
acetoxyneth??%hzl@hénﬁﬂ4nﬁ¢6ﬁ¢éu86P@eGP§ﬂh 1pdengil-2-carbonyl) -

2 (2.1 412, 30 sat L Horomet v begaoylaguno) -3 25

dlnethy car anDyI eny etoxyne 5 phenyl ) -nmal oni c acid di et hyl
ester,

(26) The ester‘ compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the
above (1), which is selected from the group consisting of
15 2-phenyl-2-{2-[4-(4'-trifluoromethyl-biphenyl-2-
-carbonyloxy)-phenyl]-acetoxymethyl}-malonic acid -diethyl
ester,
2-(2-{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
20 acid diethyl ester,
2-(2-{4-[methyl-(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,
2-phenyl-2-(2-{4-[ (4’ -trifluoromethyl-biphenyl-2-
25 carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid diethyl
ester,
2-phenyl-2-(2-{4-[(4' -trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid

diisopropyl ester,



2- (2-{3-di nmet hyl car banoyl -4-[ (4' - met hyl - bi phenyl -2

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 115 2-{2-[ 3-di et hyl car banmoyl -4-[(2-ethyl-4-trifluoro

met hyl - benzoyl am no) - phenyl ] - acet oxynet hﬁ% 2- phenyl mal onic acid diethyl
ester, 2-(2-{3-dinethylcarbanoyl-4-[(4'-et'hyl-biphenyl-2 5

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-(2-{3-dinethyl carbanmoyl-4-[(4"-isopropenyl

bi phenyl - 2- car bonyl ) - am no].- phenyl },-,acet.ox t hyl) - henyl.- mal onj c aci d
digthyy ester, 1o%szfﬁﬁgfﬁrﬁng¥r§é?b5ﬁﬁﬁ€3iﬂﬁ§3%¢ﬁ$§ﬁ S bieny |

2- car bonyl ) -.amn henwl b+ )t E%mﬁhﬁﬂy I ie.acid die
ester, ZY{ é%%%gh%}}égob]:%% -(54[?(%%%% fl uor oin%%?&fc h8Y4
- bi phenyl - 2gaaioiyl @gterphenyl | - acet oxynet hyl } - 2- phenyl 15 nal oni c aci d

di et hyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4"-trifluoronethyl

bi phenyl - 2- car bonyl-pysdopeptiydeyl (2-ddetldxy mdttiyi hucrantg tdphlerb iphdny Iral oni ¢

acid diethyl ester, 2-(2-{3-dinethylcarbanoyl-4- g?'-triflupronethyl 20

bi phenyl 2 2- 2aFREFRAY-AmaTbpHaiA -Ja}c’&%&ﬁ%ﬁf“lﬁﬁ[}) b) 1 HhER- 3- yI -2Fhfoni ¢

acid diethyl,. , a2 2-{4-di met hyl car bamoyl -5-[ (4" -trifl uoronet hyl

biphenyl-Z-géggéﬁglf%gﬁﬁﬁo]-pyridin-2-y|}-acetoxynethy|)
2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dicyclohexyl ester,

10 2-benzyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid diethyl
ester,

2-(2-{2~-methyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic

15 acid diethyl ester,

2-cyclohexyl-2-(2-{4-[(4’'-trifluoromethyl-biphenyl-
2-carbonyl)-amino] -phenyl}-acetoxymethyl)-malonic acid
diethyl ester,

2~phenyl-2-(2-{2-trifluoromethyl-4-[(4"'-

20 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)-malonic acid diethyi ester,

2-pyridin-2-y1-2-(2-{4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diethyl ester,

25 2-pyridin-3-y1-2-(2-{4-[(4'-trifluoromethyl-
biphenyl-2- carbonyl)-amino]-phenyl}-acetoxymethyl)- malonic
acid diethyl ester,

2-phenyl-2-(2-{3-trifluoromethyl-4-[(4'-

trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-




2-phenyl - malonic acid diethyl ester, 25

2- (2-{3-di net hyl carbanoyl -4-[ (4' -trifl uoronet hyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2-(3

met hyl - t hi ophen-2-yl)-malonic acid diet2¥J ester,

2- (2-{3-dinethyl carbamoyl -4-[ (4" -triflu §nethy|

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-Z- (5 116
nmet hyl -t hi ophen-2-yl)-nmalonic acid diethyl ester,

2-(2-{3- dlneth%lcarbann -trifl uoromnethy

bi phenyl - 2- 8§¢ BHYW?tQ ﬁd]mﬁﬁéﬁ}P} @%@ﬁ@ﬁﬁy@ﬁiﬁrthlazol 2-yl - nalonlc
acid diethyl estep _éa( 3- et hox r|f enyI

car bonyl ) - am no] - ph ff ﬁéﬁtoyﬁﬁe¥%foE§ Nen |Cﬁ§ 8H éqagﬁﬁ' ethyl
ester, 2-(2phd hﬁéité & tniihLhugrQl 1h$11®nﬁQe@ﬂ h

car bonyl ) - alr)n ng?ﬁg henyl }f{gﬁ‘et o?yr)retzh% ?;?t phgny mal onlld(2: c-illoetaciqld K teetr hyl
ester, 2-(2-{3- |smp(mpoxy{44[epﬁethoxirl-bﬁzpnaﬁynyh kapbenyll ) -amino] -

2-car bon I) an1noL phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, (2p¥9nﬁé z?PG%?XKmF¢hylﬂr?fD@GﬁGﬁEFﬁ}DnbﬂpW@mﬂ-d}6M?Yl ester,

gg{ le)(r)nylz)(grr"{ gO]hy%rﬁQ% il[%a 8X¥ fr ué ﬁé%ﬁgﬁ% Eghya %lp Ieny et !l
cator. 20 aHbPBl:nPfﬂ?D)ﬁ}n}majeF%M%t}h &t%g%@%&%lg?%ﬁﬁ'o 1@5818'&?&%}71

ester, 20 2-{2 met hoxy- “trifluor
ester,
2-(2~{4-[isopropyl-(4'-trifluoromethyl-biphenyl-2-

10 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{4-[cyclohexyl-(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

15 2-phenyl-2-(2-{4-[(4'~-trifluoromethyl-biphenyl-2-~
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic - acid
dipropyl ester,

2-phenyl-2-(2-{4-[(4’'~-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid

20 diisobutyl ester,

2-(2-{4-[ethyl-(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-ethyl-4-[(4' ~trifluoromethyl-biphenyl-2-

25 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-isopropyl-4-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic

acid diethyl ester,



car bonyl oxy) - phenyl ] - acet oxynet hyl } - 2- phenyl - mal oni ¢ acid di et hyl ester,

2- phenyl
met hyl - bi

-2-(2-{3-piperidin-1-yl-4-1 (4" -trifluoro

phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynmet hyl ) 25 mal oni ¢ aci d

di et hyl ester, 2-pheny|-2-(2-{3-pyrrolidi%-1-yl-4-[(4'-trifluoro

met hyl - bi

phenyl - 2- car bonyl ) - ani no] - pheny}%- acet oxynet hyl ) mal oni c aci d

diethyl ester, 2-(2-{3-dinethylamno-4-[(4'-trifluoronethyl 117

bi phenyl

- 2- car bonyl ) - am no] - phenyl } - acetoxynethyl) 2 phenyl -nmal onic acid

di et hyl ester, -% ng nmor. phol i n-4-y &ﬁ -trifluoronethyl

bi phenyl -

aﬁ?néFOBH§H§I# éééto %gﬂNﬂFPW?Q?WﬂNQﬁHhQRM%Hﬁc acid

2- carbon

g:SLQ%;Iegtgér8§n§ﬁ9£§mgh§§héh af% ‘L%%%f“ 4%#%yé¥%h#%%x%'mq%ﬁﬂ%9acld

di ethyl estgkia2dlidthgi{ syl -3-[(4' -trifluoronethyl-bi phenyl-2 10

car bonyl) -
ester, 2-
car bonylg
2- phenyl

car bonyl) -

10
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am no] - phenyl } - acet oxy) - ethyl] 2- phenyl - mal oni ¢ aci d di et hyl
phenyl - 22¢22{ 83F Ehletoi-fl ldroretrh¥l ubrphetyly12 biphenyl-2-
am no] - phenyl } - acet oxynet hyl ) -mal oni ¢ acid diethyl ester, 15

2- £arpeny3) f pALned - PhedyaneIptomyBieddyIL)> 2- phenyl-malonic

aghgg]dg %H¥&} %etoxy) ethyl]-malonic acid diethyl ester,

2-(2-{3-bromo-4-[(4'~-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester, |
2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,
2-(2-{3-diethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,
2-(2-{3-diisopropylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,
2~(2-{3-(ethyl-methylcarbamoyl)-4-[(4'-trifluoro-
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl) -
2-phenyl-malonic acid diethyl ester,
{3-(pyrroldine-l-carbonyl)-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,
2-phenyl-2-(2-{3-(pyrroldine-l-carbonyl)-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,
2-phenyl-2-(2-{3-(piperidine-l-carbonyl)-4-[(4"'-

trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-



2-[2-(2-{4-
carbonyl)-a
ester, 2-[2-
carbonyl) a
ester, 2-[2-
carbonyl) a
ester, 2-[2-
carbonyl) a
ester, 11
biphenyl 2-

met hyl -3-[ (4-"'--trifluoronethyl -bi phenyl -
nino]-phenyl}-acetoxy)-ethyl]-2-pheny|-nalonic 20 acid di et hyl
(2-{2-methyl -5-[ (4" -trifluoronethyl-biphenyl -

m no] - phenyl } - acet oxy) - et hyl ] - 2- phenyl - mal oni c aC|d di et hyl
(2-{2-nethoxy-3-[(4' -trifludf8net hyl - bi phenyl -2 25

m no] - phenyl } - acet oxy) - et hyl ] - 2- phenyl nal oni c aC|d di et hyl
(2-{2- ethoxy 3- [(4'-trif|uoronethy| bi phenyl -

m no] - phen acetoxy) et hyl ] henyl - mal oni c aC|d di et hyl
§cgtpzy(n21¥2 s@ﬁﬂ@aé)@ya@-l[d( 411-ettg’1yf11 @&%t hyI

o o kol 2300 o iRy b BRRYRRYAC A XA B ar oyl 5

bi pheny! - 2- ﬁé%ﬁgﬂyb%pﬁgh?glQDE%%%bhyﬁﬂe%ﬂﬁ%b]Q IJ 13, Rhidey R oni ¢ aci d

di et hyl est
di et hyl est
bi phenyl - 2-

di et hyl est
car bonyl9 - a
2-(2-{3-net
carbonyl)-a

er t hoxy-5-net hyl - 3-[ (4' - tr|fluoronethyl

eanponyb) paengolmphenylk} azaat a@xylhgtinydted phenyl - mal oni ¢ aci d
er, 10 2-phenyl-2-(2-{4-[(4'-trifluoronethyl-biphenyl-2
n1no] behiﬂyBodymeéhMQDPrbamgmﬂc4adKé ditatigyuoaemethyl-

h 4' -trifluorqneth I-b
R BB Enb LA 25 E PRGN Lo nemLhe I RBARTaRS OBy L) -2+
phenyl-malonic acid diethyl ester,

2-(2-{4-[(4"' -bromo-biphenyl-2-carbonyl)-amino]-3-

vdimethylcarbamoyl—phenyl}—acetoxymethyl)-2—phenyl—malonic

10

15

20

25

acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4 ' -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,
2-cyclopentyl-2-(2-{3-dimethylcarbamoyl-4-[ (4"~
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,
2-cyclohexyl-2-(2-{3-dimethylcarbamoyl-4-[(4"-
trifluoromethyl-biphenyl-2-carbonyl)-~amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,

2-(2-{4-[(4"' -chloro-biphenyl-2-carbonyl)-amino]-3-
dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{4-[ (4’ -acetyl-biphenyl-2-carbonyl)-amino]-
3-dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{4-[(4' -cyano-biphenyl-2-carbonyl)-amino]-
3-dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-
malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4-methyl-4"-



15 diethyl ester, 2-(2-{2-chloro-4-[(4'-trifluoronethyl-biphenyl -

car bonyl ) - am no] - benzoyl oxy}-et hyl ) - 2-phenyl -mal oni ¢ acid di ethyl ester,
2- phenyl -2-{2-[4- (4" -trifluoronethyl -bi phenyl -2 20

car bonyl oxy) - benzoyl oxy] -ethyl }-mal oni ¢ acid di ethyl ester,

2- (2-{3-ethoxycarbonyl -4-((4'-trifluorongthyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
~diethyl ester, 2-(3-{3-dinethylcarbanoyl-4-[(4"-trifluoromethyl 25

bi phenyl - 2- carbonyl) am no] - phenyl } - pr opi onyl oxynet hyl ) 2-phenyl - mal oni c
acid di et hytré§iepronethyl3bpphepydxycapsbepyd)[-@minoli-phesydet hyl

bi phenyl - 2- car bon |} - acet gxynet, en I-nalonlc aC|d

di et hyi est@fet °X§Tét§9}3 %SBQ é&i?gioPGE 8 dﬁﬁ%ﬁﬁgt %iphenyl -

cater. 2 (3 (31 Do Brbay AES %Fgé?tﬁ%ﬁpg%??ﬂfﬁérﬂ%@ﬂic‘*“'d bl

3! ppﬁnlyl 2t Eﬁibgﬁ%gb?gﬁhﬁg]ﬁb@bﬁeﬁgh @cgﬁ%ﬁggtlpyla]}r?&oqh@m%éhnymll onic acid
i ethyl ester met hoxycar bonyl - 4- “-trifluoronethy

bi phenyl5 2- gaeboryihgthyilhek - phenyu}maden@xyaeuﬁyﬂpeZhgﬁe@wﬁfnalonic acid

di et hyl ester, 10 2- é %3 acetylam no-4-[(4'-triflugronethyl - hen{I
2- car bonyl ) - ani nof = pheh Tf3a€%¥‘%§9lﬁ%Fﬁ§P?m9Y{5hén§'K4m§lt6ﬁif&u°r°me’ch

biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-propyl]-2-
phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (5-methoxy-4"-

10 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-1(5-chloro-4'-trifluoromethyl-biphenyl-2-
carbonyl)-aminol-3-dimethylcarbamoyl-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

15 2-(2-{3-dimethylcarbamoyl-4-[(6-methyl-4"-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

20 phenyl-malonic acid d4i-2,2,2-trifluoroethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(2’'-fluoro-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{5-dimethylcarbamoyl-2-fluoro-4-[(4"'-

25 trifluoromethyl-biphenyl-2-carbonyl)-amino]}-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-bromo-5-dimethylcarbamoyl-4-[(4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)-2-phenyl-malonic acid diethyl ester,



acid diethyl ester, 2-(2-{3-nethoxycarbonylam no-4-[(4'-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 15 phenyl - mal oni ¢ aci d
di et hyl ester, 2-(2-{3-(4-nethyl-thiazol-2-yl)-4-[(4" -trifluoro
nethyl-biphenyl-2-carbony|)-anino]-phenylb-acetoxynethyl') 2- phenyl - mal oni c
acid diethyl ester, 2-pheny|-2-(2-{6-[(id-trifluoronethyl-biphenyl-z 20

car bonyl ) - am no] - bi phenyl - 3-yl } - acet oxynet hyl ) -mal oni ¢ acid diethyl ester,
2-(2-{3-fornmyl -4-[ (4" -trifluoronethyl -bi phenyl -2

bonyl ) - am no] - phenyl } - acet thyl ) - 2- pheny! - nal oni id dieth
coter. 25 o (oot 2al Akt hyPanp BB Ayfehby L BaE PRIV oo gl =
bi phenyl - 2- cat - ani nol - tRyL) - - ve] oni i d
e A e e s o e e g
nethyl-biphaexkoﬁyﬁathymyLh=Pﬁbagh=aaaaxhb-a@a@pﬁwaﬁﬂym:ésteﬂﬂo
2- phenyl - mal oni ¢ acid diethyl ester,

2-(2-{3-isobutyryk-42{{3-dimethudcanbahygyibiphé¢dyl-fluoro-4"-

2- car bon I)-anino]-phenxli-aqetoxynethyl)-2-pheny|1na|onic acid di et hyl
est er, d krifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

2-(2-{3-(1-hydroxy- 2= @y - ) -4 (4 trifluarg yl - ki phenyl - 2- car bon
yI)-anino]-S 8%9??3%55%% n%tﬁbgﬁ¥é-gﬁ%%§ﬁgn§F6gi%lgblgndfgﬁﬁ§r ester; (27)
The ester conpoung. p5. A4 Pf P4lF LEn1HLEERf . £ P1 £ RSP oRBRHFACEY bheRkIY 2 -
acceptable salt of either according to the above (1), "which is selected
fromthe groapboopd)sainhgodf 3-dimethylcarbamoyl-phenyl}-
{4-[(4'-trifluoronethzl-biEhenyl-z-carbonyl)-aninq]phenyl}-acetic aci d

2, 2- bi s- et h§FehrBERBYPY2) pReRPPRELNPRLEBEEr 2C{d diethyl ester,

o L LA P PR 2 82 PP ok RTLAGhiS ) -cet
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(5-
nitro-pyridin-2-yl)-malonic acid diethyl ester,

2-(5-amino-pyridin-2-y1l)-2-(2-{3-dimethylcarbamoyl-4-
[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
15 acetoxymethyl)-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4~-[(4'~-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
pyridin-2-yl-malonic acid diethyl ester,
2-(2-{3-chloro-5~dimethylcarbamoyl-2-fluoro-4-

20 [(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-bromo-5-dimethylcarbamoyl-2-fluoro-4-
[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

25 2-(2-{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-0-
tolyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4 '-trifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-m-



{4-[(4" -tri
2- phenyl - 2,
{4-1(4" -tri

f I uor onet hyl - bi phenyl - 2- car bonyl ) - am no] phenyl }-acetic acid
2-bis-(2,2,2-trifluoro 20 ethyl carbanoyl)-ethyl ester,
quoronethyI-biphenyl-2-carbony|)-anino]phenyl}-acetic acid

2, 2- bi s-cyel ohexyl car banoyl -2 phenyl - g%@ ester,
I

{4-[(4" -tri
2- phenyl - 2,
{4-1(4" -tri

f I uor onet hyl - bi phenyl - 2-carb ) - anlno] 25 phenyl }-acetic acid
2- bi s- phenyl car banoyl - et hyl ester,
f I uor onet hyl - bi phenyl - 2- carbonyl)-anino]phenyl}-acetic acid

2, 2-bi s-isopropyl carbanoyl -2 phenyl -ethyl ester, 121
{ - [(b|phenyplzlcmﬁé@ﬁyK§ﬁ&#ﬂn@Fﬁﬁﬁéﬁyﬁﬁiéﬁét|c aci d

2- phenyl - 2,
2- phenyl - 2-

%Zbig §F#$ iaﬁéhégﬁngﬁ géhggﬁPﬁnﬁﬁl25%&@@1u6¥%ﬁgfhy1-

met hyl - b'phBE%heﬁyia&b%%X%Bn§ﬁb“%hl%Q%“%hkdy%¥(Bﬁgﬁﬁipﬂéﬂﬁﬁfvuf gei d

di et hyl este
{4-1(4" -tri
2, 2-bi s-net
{4 [(4" -&ri
2, 2-bi s- but
{3 nethyl

acid 2, 2-

{4-((4" -tri

tbmguomau@hhcbb@h@nnhezh@arbﬁﬁyha am no] phenyl } -acetic acid
hyl car banoyl - 2- phenyl - et hyl ester, 10

fIuoroﬁe(BybhbpphenybnYldaﬁbéﬁyHﬁr@#ﬁW&hMﬂgﬂnqamﬁxki%—acid

I b h h
gzrt?g2¥P86P§ﬁggﬁﬁr Qsé}%QQﬁﬁQRﬂXH5 AT, TR - acet i ¢
I
?Fggg%ke ﬁ%&ﬁg?gﬁéﬁﬁﬁcp%%§¥%gﬁ; xh%nlﬁﬁ{ﬁhbnyl}-acetic acid

3, 3-bi s- et hyl car bampyl c81phenyheniopybegter3-dimethylcarbamoyl-4-

{4-1(4" -tri
3- phenyl - 3,

f 1 uor onet hyl - bi phenyl - 2- car bonyl ) - am no] 20 phenyl }-acetic acid
B(brstpﬂ@pybromamhaﬁnpﬂppﬁ@mw Zestegrbonyl) -amino j -phenyl} -

{4-[(blfhenyl 2- carbon -anlﬂg# phenyl } - ac§}|c acid 2;

2-bis-e yI
{4-1(4" -tri

2, 2-bi s-isobutyl car

{4 [(4"-tri
2, 2-bis-(3-

15

20

25

1l ester,

BSP BB LB GHGLOBERy Peadt &
{1 uor ogey b LpabRReRkn 1<5a5b<eax'{)3 ATy Rhemgracet i ¢ aci d

anoyl - 2- phenyl et hyl "ester,

tkuOLQ&&Ehwb:bh@m@@ulb&pumﬂymndJCaﬁndnﬁxﬂuﬁmdﬁopxpnemynx4d
met hyl - but yl car banoyl ) -2 phenyl - et hyl ester, 122
acetoxymethyl)-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-succinic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(2-
methoxy-phenyl)-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(3-
methoxy-phenyl)-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (4’ ' -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl)}-acetoxymethyl)-2-(4-
methoxy-phenyl)-malonic acid diethyl ester,
2-(2-{4-[(5,4'-bis-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-3-dimethylcarbamoyl-phenyl) -
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{4-[(6-chloro-4'-trifluoromethyl-biphenyl-2-



{4-[ (4" -chl or o- bi phenyl - 2-car bonyl ) -am no] - phenyl} acetic acid
2,2-bis-ethy|carbanDyI-Z-phenyI-ethyI ester;

{4-[(3", 4" -di chl oro-bi phenyl - 2-car bonyl ) -am no] phenyl}-acetic acid

2, 2-Dbis- ethylcarbannyl 2- phenyl -ethyl 5 ester,

{3-nethyl -4-((4' -trifluoromethyl - bi phenyt4 2car bonyl ) - ani no] - phenyl } - acet i ¢
aci d 2-phenyl -2, 2-bis propyl carbanoyl -et hyl ester,

{4- [(4'-trif|uoronethy| bi phenyl - 2- carbonyl) anino] 10 phenyl }-acetic acid
2, 2-bi s- (2- et hoxy- et hyl car banoyl ) henyl - et hyl _ester,

{3- |sopropy?anb?QE1)tﬁmipﬁér%n@%%?FhBEEﬁ§%?W9§l -phenyl}-

car bonyl ) - agi ol pheny 1 agel g, 86} dng, 850153841V 5L RYIP W ZRneny! - et hy!

{3-ethyl-4-((4' -tyifjup %ﬂw@méw% f&&@@&y&yzcarp@@ykiuaﬂbn@} phenyl }-acetic
acid 3,'3-bis-ethyl carbanoyl éyp henyl - pr opyl ester,

{3- |SObUty|tﬁlfiéorbmefhymnBmphéyyibzpbaﬁbbngmapbmﬁnbn—@ﬁbngﬂ&phenyl}-aceti
c acid 2,2-bis-ethyl 20 carbanoyl - 2- phenyl -et hyl ester,
{3-di mtBhyI@aebamyethyJ} {42= phewhbr@ﬁé@ﬁyp acid diethyl ester,

bi phenyl - 2- car bon a acetic a he
2,2-bis- propylcar% %% F%ef# lcarbamoyf—?-%(g_ ¥LY1_4 -

{3- net hyl cag happy £ Léﬁyitﬁa hg9§ﬂﬂﬁtbxkbeh9m@nxhlaé] -phenyl}-

2- car bonyl ) -am no eny acetic acid
Ethy|Carban@&ét&x?heéyhyﬁﬂhprBShﬁl) malonlc a01d diethyl ester,
{3-di net hyl car banoyl -4-[ (4' -trifl uoronet hyl

bi phenyl - 2- car bondt § 2 afd ndimetleyitaraemeyE-4ci (53e8hprg-4 " -

ethylcarbannzlflu ?gggth$£98Xphgg§f[2—car%onyl)—amlno]—phenyl}—

acetoxymethyl)-2-phenyl)-malonic acid diethyl ester,

l2—(2—{3—dimethylcarbamoyl—4-[(5—isopropoxy—4'—
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl)-malonic acid diethyl ester,

15 2-[2-(2-{4-[(5,4'-bis-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-3-dimethylcarbamoyl-phenyl}-acetoxy)-
ethyl]-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(6-methoxy-4"-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

20 acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(3-methyl-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino}-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-{2-[4-(2,4-bis-trifluoromethyl-benzoylamino)-3-

25 dimethylcarbamoyl-phenyl]-acetoxymethyl}-2-phenyl)-malonic
acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4’'-methyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic

acid diethyl ester,



{3- benzyl car bamoyl - 4-((4' -trifl uoronethyl -bi phenyl

2- car bonyl ) -am no] - phenyl }-acetic acid 2, 2-bis

et hyl car banoyl - 2- phenyl - et hyl ester,

{3-di met hyl car banmoyl -4-[ (4" -trifluoronethyl 5

bi phenyl - 2- car bonyl ) - ani no] - phenyl } - aceti!e acid 4, 4-bis

et hyl car banoyl - 4- phenyl - butyl ester,

{ 3-di et hyl car banoy! - 4- [(4 -trifluoronethyl-biphenyl

2- car bonyl ) -am no hen -acetic acid 2,2-bis

ethylcarbanDyI %hgﬁyi e hVPtE¥%§Frb§@°Y1 4-1(2-ethyl-4-trifluoro-
{3-diisopro

bi phenyl - @éFﬁXﬁy fnéﬁyig%gBﬁény %ngr?g%%géﬁgmfﬁyyl} 2-phenyl-

et hyl car ba h S
{3-(isoproggﬁhﬁéﬁeygggpb§%§¥h¥g %%Zefirlfluoro

met hyl - bi phenyl - 22capboBytiimathpbtapbhenyiyl-acét4c -echg1ltHiphenyl-2-
2, 2- bi s- et hyl car banoyl -2 phenyl -et hyl ester,
{3 (et hyA - neehpboaidaapinod - Pb@nyﬂﬁlﬁpﬁﬁpéwﬂﬁmﬂYl) -2-phenyl-malonic

bi phenyl - 2- car hon am no henyl } - acetlc acid 3,3-bis
et hyl car banB§itd3d éﬁéﬁ?ﬂ BF% g ester,

{3- (pi peridine-1-gaybopyl Q L i
bi phenyl - 2- carbonglg ag?néfﬁegéﬁ§cg?gﬁéﬁﬁg ggﬁgx lSOPrOPenyl

et hyl car banpybnanphenykaebbyily1¢statino]-phenyl} - acetoxymethyl) -2-
{3-(pyrrolidine-1-carbonyl)-4-[(4"-trifluoronethyl
bi phenyl - 2- phebwhymﬁlanﬁﬁopcéﬁeﬁyﬁFhaée?F@eébid 2,2-bis 25

t hyl car banoyl hyl "~
Ca ot I - bt opy1 Caf Bads FiFatRTYEREpRRPYdF 47k fy - tSoPTODY1-biphenyl-

bi phenyl - 2- ﬁaEQQBthlgnhﬂgho@hﬁﬂﬁbbJQQ%EbQoiﬁhgﬁ%jiﬂmiiphenyl -malonic
et hyl car banoyl - 2- phényl - et hyl" ester
{3- (et hyl - peapydcathgnogk)yed-[ (4' -trifl uoronet hyl
2-{2-[3-dimethylcarbamoyl-4-[ (4’ ~trifluoromethyl-
-biphenyl-2-carbonyloxy)-phenyl]-acetoxymethyl}-2-phenyl-
15 malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
thiophen-2-yl- malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'~trifluoromethyl-

20 biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

thiophen-3-yl- malonic acid diethyl ester,
2-(2-{4-dimethylcarbamoyl-5-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-pyridin-2-yl}-acetoxymethyl)-
2-phenyl- malonic acid diethyl ester,

25 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl)}-acetoxymethyl)-2-(3-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4’ -trifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(5-



124 bi phenyl - 2- car bonyl ) - am no) - phenyl }-acetic acid 3, 3-bis

et hyl car banoyl - 3- phenyl - propyl ester,
{3-hydroxy-4-[(4'-trifluoronethyl -bi phenyl -2

car bonyl ) - am no] - phenyl }-acetic acid 2,2-bis 5

et hyl car banoyl - 2- phenyl - et hyl ester, 116

{3-met hoxy-4-[(4'-trifluoronethyl-bi phenyl -2

car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bis ethyl carbanoyl - 2- phenyl - et hyl
ester, {3-nethoxy-4-[(4'-trifluoromnethyl-biphenyl-2 10

car bonyl ) - amehbylphbapbheacétrvé ) aprdopisghasyid- 2izthivd §sd® car banoyl - et hyl
ester, {3-nmethoxy-4-][(

carbonyl)-anino]-%hé yf?Egi%% 59 ggg&g%éig}ghi?ﬁbigﬁ}géﬁ8§Pm§ﬁgﬁgﬁyI-propyl

ester, 15 {3: -4- =tk Rl uon t hyl - Rhi;ph |- -9
carbonyl)-aﬁ%ﬁ%?gg%egykﬁ?ggé?Fg ggﬁggg,§¥€P?&§t%§%g§%ggﬁ§ﬁ¥?£-g%enyl-ethyl
ester, {3-ethox¥o#-b(41-halbhier aerighvlickhgheryter,
car bonyl ) - am no] - phenyl }-acetic acid 3,3-bis 20
et hyl cartbanoyl - 3- phéndy{ 3pebhygkyest &f4 ' -trifluoromethyl-biphenyl-2-
{3-isopropoxy-4-[(4'-tr[fluoroneth%l-biphen | -2 )
car bonyl ) - afiPRBPRBRnGIingd sPRENY L q 2t opyRed by c 2 BREEVLIEHEHA - et hy!
ester, {3’i5095089§¥h§9[8é£é ri fluoromnethyl -bi phenyl -2 25

en

carbonyl)-aﬁ?no]-p }-aceti'c acid 3, 3-bis ethyl carbanoyl - 3- phenyl - pr opyl
ester, 2-(2-{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]—phenyl}—acétoxymethyl)—2—phenyl-malonic

10 acid diethyl ester,

2-(2-{3-isopropoxy-4-[(4’'-trifluoromethyl-biphenyl-
2—carbonyl)—amino]—phenyl}—acetoxymethyl)—2—phenyl—maloﬁic
acid diethyl ester,

2-(2-{3-benzyloxy-4-[(4' -trifluoromethyl-biphenyl-2-

15 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic

acid diethyl ester,

2-(2-{3-hydroxy-4-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

20 2-{2-[3-methoxy-4-[(4’'-trifluoromethyl-biphenyl-2-
carbonyloxy)-phenyl]-acetoxymethyl}-2-phenyl-malonic acid
diethyl ester,

2-phenyl-2-(2-{3-piperidin-1-yl-4-[(4'-~-trifluoro-
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-

25 malonic acid diethyl ester,

2-phenyl-2-(2-{3-pyrrolidin-1-yl-4-[(4'-trifluoro-
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl) -
malonic acid diethyl ester,

2-(2-{3-dimethylamino-4-[(4'-trifluoromethyl-



{3-propoxy-4-[(4'-trifluoromnethyl-bi phenyl -

car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bis ethyl carbanoyl - 2- phenyl - et hyl
ester, 125

{3-benzyl oxy-4-[(4'-trifluoronethyl -bi phenyl - 2carbonyl ) - am no] - phenyl } - acet
ic acid 2,2-bisethylcarbanDyI-2-pheny|-epﬁyl ester,

{3-di nethyl am no-4-[(4'-trifluoronethyl -biphenyl -

car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bi set hyl car banoyl - 2- phenyl - et hyl
ester,

{3- p|perld|Hlmh§P¥4:F(@aﬁhqnﬂﬂddﬁﬁﬁﬂpﬂymhﬁQﬂ%%nﬂqgﬁﬁﬁiﬂﬁﬁﬂ¥l%mﬁho] phenyl }
-acetic acid, 2 lbls EC%&P éf% Hhen I-ethyl ester, 10

{3- pyrrolldPH T -tr uoro |ﬁhenyl ZCarbonyI) am no] - phenyl
}-acetic acid 2, 22b'§ekbyh6%bﬂéﬁﬁﬁ|42 QhQUXR491@91ﬂ$ﬂd%bmethyl-

4-1 (4 -tr|fluoronethyl bi phenyl - 2- carg onyl )-am no] benzoi c acid

3, 3- bi s- et hyli paehguwpl-carploesll ) —@imdmpel ] -ggiearyl YHacetoxymethyl) -2~

5-(2, 2- bi s-et hyl car banoyl - 2- phenyl - et hoxycar bonyl v

met hyl ) -2- [ phenydi-medeondeetiod iLetdml £5tedr-bonyl ) ami no] - benzoi ¢ acid
benzyl ester

5- (2, 2- bi s- et hyl c&F bardgr d3eShEReTiBPRdxY & 4r BERHERCRAMEEEY 4" <t ri f 1 uor ome
t hyl - bi phen henyl n. Z ind, -

5-(2, 2-bi s- é%ﬁyF%g?bgnﬁﬁ%%ngﬁgng&PE?Eoggggﬁggmﬁﬁﬁg%?%%eth%(%--trlfluorone
t hyl - b|phenpheaycambaﬁwhkrammnmkmmyvuyu:ayﬂei ,ethyl ester, and

5-(2, 2- bi s-et hyl car banoyl - 2- phenyl - et hoxycar bonyl 25

met hyI) 2-[ (4" -trefldof8méRhiprtbyphény((42- @ap@éwlrpmtﬂw]l hapiEiny laddid

met hyl ter 28 he ester nd or a ro ru t her

phar mac t|8§FF?n§&JeSPéBP§ ?&Fn% r% ﬁﬂ?l W%éﬁ“ﬁﬁ%ve
(1), which hélaehggggglfggqbghe group conS|st|ng of

2-(2-{3-methyl-4-[ (4" “trifluoronethyl-bi phenyl

2- car bonyl ) - am no?-phenyl}2a¢et§3yiigehyk)iZ1pbeoylethgloniiphanyd -d-et hyl

ester, 5 2-(2-{4-[nethyl-(4"-trifluoronethyl - blphenyl

2-car bony| ) CAEPABY L haRyPPlapsesyy tePRptpXaymetdml ) alomic aeid dietngt

ester, 2-phenyl-2-(2-{4-[(4"-trifluoronethyl-biphenyl

2- carbonyl) ﬁﬁl 0] phenyl } - acet oxynet hyl ) -mal oni c acid 10 di ethyl ester,

15 2-phenyl-2-[2-(2-{3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-malonic acid
diethyl ester,

2-[2-(2-{4-methyl-3-[(4---trifluorcomethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-malonic

20 acid diethyl ester,

2-[2-(2-{2-methyl-5-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-phenyl-malonic
acid diethyl ester,

2-[2-(2-{2-methoxy-3-[(4'-trifluoromethyl-biphenyl-2-

256 carbonyl)-amino]-phenyl}-acetoxy)-ethyll-2-phenyl-
malonic acid diethyl ester,

2-[2-(2-{2-ethoxy-3-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxy)-ethyll]l-2-phenyl-malonic

acid diethyl ester,



2-phenyl -2-(2-{4-[(4'-trifluoronethyl-Dbi phenyl

2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -mal oni ¢ aci d diisopropyl ester,

2- phenyl -2-(2-{4-[ (4" -trifluoronethyl -bi phenyl 15

2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -mal oni ¢ acid di met hyl ester,

2-cycl opentyl -2-(2-{4-[(4' -trifluoromet 8- bi phenyl 2-car bonyl ) - ami no] - pheny
| }-acet oxynet hyl )-nmal onic acid diethyl ester, 20

2- phenyl -2-(2-{4-[ (4" -trifluoronethyl - biphenyl

2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -mal onic acid dic ¥flohexyl ester,
2-benzyl - 2- (2-{4-p¢d2- Kﬂrﬁ?uéﬁ@ﬁﬁPEQWYbﬁpﬁéﬁyltrlfluoromet

2- car bonyl ) - an1no] phen acet oxyne q %nl Cld 25 qlgfpgg_ester,
2- (2-{2- et RyPhenyds2- bk ﬁdw@%‘ﬁ;ﬂ Pé’i‘?é’r? stetoxy)~ethy

2- f:ar foongF) ’ P’ %g% Id1 Yles ,L?erg-lhenyl mal oni ¢ aci d di et hyl
ester, 2- cygﬁghg F ?é {f%?%h'-tr uoronethyl bi phenyl | 27

2 car bony! ) - art nop- pPheqyL f zametauygebipbhymaoni(@ acird deideretesiis:
2- phenyl -2-(2-{2-trifluoromethyl-4-[(4'-trifluoro

met hyl - hiphbmpheﬁydaﬁb@nybpnmﬁ)ﬁ@mapbdmﬂﬁhﬂmkﬁiﬁgﬂﬁQXﬁﬂﬂeEhYﬁﬂfﬂﬁC aci d

di ethyl ester, 2-pyridin-2-yl- ﬁ§| %g [ (4" -trifluoronethyl
bi pheny! - 2- BREBIAYMRLERILFo Ee et S&ATet hyl ) - mal onic aci d di et hyl

ester, 2-[2-(2~{2-ethoxy-5-methyl-3-[(4 ' -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-
phenyl-malonic acid diethyl ester, |
10 2-phenyl-2-(2-{4-[(4'~-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-benzoyloxyl}-ethyl]-malonic acid diéthyl
ester,
2-(2-{3-methyl-4-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-benzoyloxyl}-ethyl)-2-phenyl-malonic acid
15 diethyl ester,
2-(2-{2-chloro-4-[(4’-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-benzoyloxy}-ethyl)-2-phenyl-malonic acid
diethyl ester,
2-phenyl-2-{2-[4-(4'-trifluoromethyl-biphenyl-2-
20 carbonyloxy)-benzoyloxyl-ethyll}-malonic acid diethyl ester,
2-(2-{3-ethoxycarbonyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,
2-(3-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
25 biphenyl-2-carbonyl)-amino]-phenyl}-propionyloxymethyl)-
2-phenyl-malonic acid diethyl ester,
2-(2-{3-benzyloxycarbony-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

phenyl-malonic acid diethyl ester,



2-pyridin-3-yl-2-(2-{4-[ (4" -trifluoronethyl 10
bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )- nmal oni ¢ aci d di et hyl
ester, 2-phenyl-2-(2-{3-trifluoromethyl-4-[(4"-trifluoro
met hyl - bi phenyl - 2- car bonyl ) - am no] - phenylh acet oxynmet hyl ) mal oni ¢ acid
di ethyl ester, 15 2-(2-{4-[(4"-nethyl bﬂﬂ enyl - 2-car bonyl ) - am no]
phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di ethyl ester,
2-(2-{4-[(4'-nethoxy biphenyl 2- car bonyl ) - am no]

henyl } - acet oxyne hen | -mal oni ¢ aci d_di et hyl este
I[2) ph)ényl 2- (2- {4% é €?|$?BB %S?ﬁeﬂhg (4pr ﬁéﬁ'}Pofoﬁ‘Gthyl biphenyl-2-

S 5o ) AP RS Xt n BT P RREKYRS IULLLORAN AT S -G - nf

2-(2-{4-[isoprop oro '

car bonyl) - agbﬂ@]dp@eﬂyh}eggggoxynethyI)-2-pheny|-nalonic acid diethyl
ester, 25 2-(2-{4-[cyclohexyl-(4"-trifluoronethyl-biphenyl -

car bonyl ) - am no] @héﬁy{} asepnqguzyhgrbeﬁymhenyk4hatnmf¢uacbmedhgﬂhyl
ester, 2 phenyl - 2-{4-[(4" -trifluoromethyl -

car bonyl%) - aR%B%Tn éﬁyP?rBEQYékyﬁ@%ﬁ9ﬂ)PHﬁPUﬁﬂCa&@ﬁﬁxymfZQYGOpﬂprl ester,

ga?Bﬁﬂil)Zaéﬁeéfllﬁ%%ﬁﬁrlgte oxynﬁgﬁyﬁ gg%:c acid diisobutyl ester, 5

2-(2-{4-[ethyl - (&-¢21f3upsonetdyirDORPEOYL {24 -trifluoromethyl-
biphenyl-~2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

10 2-(2-{3-acetylamino-4-[ (4’ -trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-methoxycarbonylamino-4-[(4’'~-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

15 phenyl-malonic acid diethyl ester,

2-(2-{3~-(4-methyl-thiazol~-2-y1l)-4-[(4 ' -trifluoro-
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl) -
2-phenyl-malonic acid diethyl ester,

2-phenyl-2-(2-{6-[(4'-trifluoromethyl-biphenyl-2-

20 carbonyl)-amino]-biphenyl-3-yl}-acetoxymethyl)-malonic acid
diethyl ester,

2-(2-{3-formyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino] -phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

25 2-(2-{3-dimethylaminomethyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl)}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-(methoxy-methylcarbamoyl)-4-[ (4 ' -trifluoro-~

methyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-



car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-(2-{3-ethyl-4-(4"'-trifluoronethyl-biphenyl -2 '
car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - nmal oni ¢ 10 aci d di et hyl
ester, 2-(2-{3-isopropyl-4-(4"-trifluoro hyl - bi phenyl - 2

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2-phenyl - mal oni ¢ aci d di et hyl

ester, 2-(2-{3-isobutyl-4-(4"-trifluoronethyl-biphenyl-2 15

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl

ester, 2-(2+{3;5¢hlgro-4-(4' -trj.f r hyl -hi.phenyl - 2

carbonyl)-a%éﬁg%g ﬁeﬁ?ﬁfﬁéééf%§§%gﬁﬁ§¥§&2f%ﬂ%%@l-nalonic aci d di et hyl

ester, 20 2-(2-{32brem34+[sbhutiiiyfil-uanqnetHi-fhihemdditd 1 -biphenyl -

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di ethyl

ester, 2-(22f{3atibomtyily)l-caribhaicyphetyfl(}4 adertidxymedtrtyriet 434 phenyl-malonic

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 25 phenyl - mal oni ¢ aci d
di et hyl ast @cidpdizthylyiesttey.c moyl - A-[ (4' -trifl uoromethyl

bi phenyl - 2- car bonyl ) - agi.nol - phenyl } - acet thyl)-2 gheny, .- nal oni i d
Qi rhyl Bater. 2 Lo Rt Ay Sy AP by A B PR 0 Uk oot byl 1 20
bi phenyl - 2- ¢a5 Ba ik FnRa)- v ReRAVI--3CIPBoMmRIN ahrih PNgIHd nyR) Oni ¢ aci d

di et hyl ester,
acetoxymethyl)-2-phenyl-malonic acid diethyl ester;

(27) The ester compound or a prodrﬁg thereof, or a

10 pharmaceutically acceptable salt of either according to  the
above (1), which is selected from the group consisting of

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2—bis—ethylcarbamoyl—2—phenyl—ethyl
ester,

15 {3-ethyl-4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2-phenyl-2,2-bis-(2,2,2-trifluoro-

20 ethylcarbamoyl)-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-cyclohexylcarbamoyl-2-
phenyl-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

25 phenyl}-acetic acid 2-phenyl-2,2-bis-phenylcarbamoyl-ethyl
ester, |

{4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-isopropylcarbamoyl-2-

phenyl-ethyl ester,



2-(2-{3-(ethyl -nethyl carbanoyl )-4-[(4'-trifluoro

nmet hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl)-2 5
-phenyl -mal oni ¢ acid diethyl ester,

{3- (et hyl - net hyl car banoyl )-4-[(4' -trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acet}d acid 2,2-bis

et hyl car banoyl - 2- phenyl - et hyl ester,
{3-(pyrrolidine-1-carbonyl)-4-[(4"-trifluoronmethyl 10

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 2,2-bis

et hyl car banoyl - 2- ﬁHeﬁybléhhywlegt@ﬁrbonYl) -amino]-phenyl}-acetic acid
2- phenyl - i ne-1- carbonyl) [ (4

2- 3- yrroI
trifluorome P& B&ﬁh@nfl ScdradmfAt éﬁ%ﬂﬂ Tﬁﬁﬂﬂﬁcéﬁﬁﬁmﬁxﬁﬁﬁ?ﬁnﬁlnalon|c
acid diethyl,gster, 15 2-phenyl-2-(2-{3-(piperidine-1-carbonyl)-4-[(4
tr|fluoronetﬁyl blphenyl 2- car bonyl ) -am no] - phenyl } acet oxynet hyl)-mal oni c

acid diethyl esten,pBehgi(2-{3-dbmei-hyrheardaeay 14-4[-([4 4 trdofil fueigaet hyl
b|phenyl-2-carbony|§-an1no] phenyl } - acet oxy) -ethyl]-2 20 phenyl - mal oni c

acid die&hymeébwérbibhenyQSQdmmmbbm@daﬁmmmnd]ﬂpﬂﬁhylx4aﬂﬂtpxymethy1)—
bi phenyl - 2- car bonyl ) - am no]j - %ﬁ nyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
di et hyl estBplopicoacidr diethydmsstieghenyl - 2- car bonyl ) - ami nol }-3 25

di et hy! car baroy ¢ ghenyl | ¢824 QyuRERKL - 81 BASAYL- BRI 36) T S

ester, 2-(2-{3-di carbanby trifluo oneth

bi pheny! - 2- paERgNYI hcakieo] aphenyl b-aset %twlméﬁua%lmerwpﬂ@flﬂv&tm d
di net hyl ester,
ester,

10 {4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-butylcarbamoyl-2-phenyl-ethyl
ester,

{3-methyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethyl-

15 carbamoyl-2-phenyl-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 3,3-bis-ethylcarbamoyl-3-phenyl-propyl-
ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

20 phenyl}-acetic acid 3-phenyl-3,3-bis-propyl- carbamoyl-
propyl ester,

{4-[(biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid
2,2-bis-ethylcarbamoyl-2-phenyl-ethyl ester,

{4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

25 phenyll}-acetic acid 2,2-bis-isobutylcarbamoyl-2-phenyl-
ethyl ester,

{4-[ (4’ -trifluoromethyl-biphenyl-2-carbonyl)-amino]-
phenyl}-acetic acid 2,2-bis-(3-methyl-butylcarbamoyl)}-2-
phenyl-ethyl ester,



130 2-cycl opentyl -2-(2-{3-di net hyl car banoyl - 4-[ (4’

trifluoronethyl-bi phenyl -2-carbonyl ) -am no] - phenyl } acet oxynet hyl) - nalonlc
acid diethyl ester, 2-cyclohexyl-2-(2-{3-dinethylcarbanoyl-4-[(4" 5
trifluoronethyl - blphenyl 2- car bonyl ) - anlno] phenyl } -acetoxynethyl)-mal onic
acid diethyl ester, 2-(2-{4-[(4'-chloro-¥2phenyl-2-carbonyl)-anino]-3
dinethylcarbannyl-phenyl} acetoxynethyl) 2- phenyl - mal oni ¢ aci d di et hyl
ester, 10 2-(2-{4-[(4' -acetyl -bi phenyl - carbonyl) am no] -3
dlnethylcarbannyl phenyl } - acet oxynet hyl ) phenyl - mal onic acid di ethyl
ester, 2-(2-{4- [(z&4 &&énOCBFBHQn%FLPQBBé(#b@nVIa)TDQWrH] agino]-phenyl}-

dlnethylcarba yl.} etox enyl aci d diethyl
ester, 2- (2 g¥é|n§ 9 %Syﬁ g%ﬁf%E%%QA%%'E/pQQHY lM)Qia ester,

nethyl bi phenyl 27ga ny ) h ebQ - ZamitEny| - mal oni c
acid di et hyl esterE ;PQ h a?ﬁ&?h§?c§?é§%§$q-2 %%§Q%£¥ﬁbl-4 "-trifluoro 20

nethyl-biphgnyhyi}cabbmnwl)a&&ﬁnop phend -etasatoaabaidiyl )2 D hqiehyed thgl oni ¢
acid diethyl ester, 2-(3-(2-{3-dinethylcarbanoyl-4-[(4"-trifluoronethyl
biphenyl52-§atb§nyl) am noj - phenyl} acetoxy) propyl] 2- phenyl-nalonic aci d

di et hyl d
tL?%IﬁorgzéfLyl f%héﬁ§£§é %gf% nyl')':l ﬁ5&§| 1P%eﬁ§l 2-
acetoxynethxgﬁForg?ngh- hQBh%n§§Udd@e% Qy' eééfﬁ 2-phenyl-2,2-bis-

2-(2-{4-((5-c -trifluoronet hyl-bi phenyl -
propylcarbamoyl-ethyl ester,

{4—[(4’-trifluoromethyl—biphenyl—2-carbonyl)—aminé]—

10 phenyl}-acetic acid 2,2-bis-(2-methoxy-ethylcarbamoyl)-
2-phenyl-ethyl ester,

{3-isopropyl-4-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethylcarbamoyl-
2-phenyl-ethyl ester,

15 {3-ethyl-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-ethyl-
carbamoyl-3-phenyl-propyl ester,

{3-isobutyl-4-~[(4'~-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-ethyl-

20 carbamoyl-2-~-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-[(4' -trifluoromethyl-~
biphenyl-2-carbonyl)-amino}-phenyl}-acetic acid 2-phenyl-
2,2-bis-propylcarbamoyl-ethyl ester,

{3-methylcarbamoyl-4-[(4'-trifluoromethyl-biphenyl-

25 2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-dimethylcarbamoyl-4-{ (4’ -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

ethylcarbamoyl-3-phenyl-propyl ester,



car bonyl ) - am no] - 3- di net hyl car banoyl - phenyl } 131

acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester,

2- (2-{3-di et hyl car banmoyl -4-[(6-nmethyl -4'-trifluoro

met hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl| } acet oxymnet hyl ) - 2- phenyl - mal oni c
acid diethyl ester, 5 2-(2-{3-dinethylc anoyl -4-[(4'-trifluoromnethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
2,2,2-trifluoroethyl ester, 2-(2-{3- dinethylcarbanoyl 4-1(2' -fl uoro-4'

trifluoronethyl-biphenyl -2-carbonyl)-am ng
acetoxynethyl) 2- Eeh?%zﬁﬁpéﬁpémﬁgﬂd4dﬂéﬁhngé§9§Pr°methYl -biphenyl-

2-(2-{5-di %&%gﬁﬁﬁﬁnﬁhé%oér on%léDL%%eFﬁc a01q 2,2-bis-

trifl uorome am no

acet oxymet hm; zcahgamlo Tebophendai-¢ i t@élte&ster
2-(2-{3-bronD-g-dinethy?carbgﬁb;?QA [(gq'fluoro 4' 15

trifluoronethyl-b{phéhyetBytanbbapbyladt-hdp- phedflhoromethyl -
acetoxynethé ) - 2- phenyl -mal oni ¢ aci d diethyl ester
2- (2-{3-%hl Fﬁhgnaﬂnérﬁ?F@QFﬁéﬁnﬁﬂuﬂﬂdtPhenYl} -acetic acid 4,4-bis-

trifluoronethyl -bi 2- ,ca bon m.naQ henyl}

acet oxymet hy P% icﬁﬁgﬁ? Y%aloﬁ' |éu§ égter 20

2-(2-{3- dlnEthylcéﬁbéﬂEYE cEE%amE%ﬂ0ﬁ0144 -trlfluoromethyl biphenyl-
trifluoronethyl -bi phenyl -2-carbonyl’) - am no] - phenyl }
acetoxynethyL¢a2bphgmyLamahonl@h&mwd}dﬁ@bhyb aﬁmﬂyz,z-bis-
2-(2-{4-[(3" -chloro-4"-trifluoronethyl-bi phenyl -

car bonyl ) - aﬁ?hﬁFCSrHPWQVHyPc@PB&WﬁyPtﬁﬁénFﬁFGZE

acetOXYﬂFthyl) 9963X15g3285§ mgyitka(QSt%rifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-~-acetic acid 2,2-bis-

ethylcarbamoyl-2-phenyl-ethyl ester,
{3-(isopropyl-methylcarbamoyl-4-[(4'-trifluoro-

methyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid

15 2,2-bis-ethylcarbamoyl-2-
phenyl-ethyl ester,

{3-(ethyl-methylcarbamoyl-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyl-propyl ester,

20 {3-(piperidine-1-carbonyl)-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis~-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(pyrrolidine-1l-carbonyl)-4-[(4 ' -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-

25 ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(methyl-propylcarbamoyl)-4~-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(methyl-propylcarbamoyl)-4-[(4'-trifluoromethyl-



2- (2-{3-dinet hyl carbanoyl -4-[ (4" -trifluoronethyl

bi phenyl

-2-carbonyl ) -am no] - phenyl } - acet oxynet hyl ) -2- (5

vitro-pyridin-2-yl)-malonic acid diethyl ester,

2- (5-am no-pyridin-2-yl)-2-(2-{3- dlnethylcarbannyl | 32
4-[(4' -trifluoronethyi-biphenyl - 2-car bor¢#) - ani no]

phenyl } - acet oxynet hyl ) -mal oni ¢ acid di ethyl ester,

2- (2-{3-di et hyl car barmoyl -4-[(4' -trifl uoronethyl

bi phenyl -

2- carbonyl ) - am no] - phenyl } - acet oxynethyl )-2 5 pyridin

-2-yl -mal onic

aC|g|d|ethyb1@§@EYl 2= €QIPQDEEDo?@lBDdrﬁﬁﬁﬁyﬂéaPS§§&?Ia S Fords A 4
tri t hyl b h I
acetoggaggﬁ Fg % ¥Yﬁé?6§588§¥ ﬁraPz h ggpgr}

2-(2-{3-brono-5- d geg

trifluoronethyl - blphenyI&€§ nEony ) - am no] - phenyl }

acet oxymet hyhybenphenyhinal ophéngtidadeetibyl ester acid

2- (2-{3-di et hyl car barmoyl -4-[(4' -trifluoronethyl

bi phenyl5- 2- etlhpbagthamay hol -phenylyesbglorgiethyl )-2-0 tol yl -

di et hyl
bi phenyl
di et hyl
bi phenyl -

10

15

20

25

estgér

Yh 2t£if@ﬁ8rémé€ﬂyl191phenyl 2-

2,2-bis-

mal oni ¢ aci d

eztgg}béﬁ f; A%ﬁéB dlgﬁéﬂ§lcgrbg¥0§§ﬂ@?%§¥} %rl luoﬁygehgrgnlc acid

( Sndhgwpt Eﬁ ?aae&k 8- G64a brbibygronet hyl

2- car n%% -an?ngy-g%eng acetéxynethyl) 2-p 20 tolyl-malonic
aci d di et hyétiegl €arbamépichl phenpheayhyi2ec2ef3- di net hyl car banoyl -
[(4'-trifluoronethyl-biphenyl-2- carbonyl) am no] - phenyl }
{3-methoxy-4-[(4’'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2,2

propylcarbamoyl-ethyl ester,

-bis-

{3-methoxy-4-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyl-propyl ester,
{3-ethoxy-4-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,
{3-ethoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

ethylcarbamoyl-3-phenyl-propyl ester,

{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-

ethylcarbamoyl-2-phenyl-ethyl ester,

{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

ethylcarbamoyl-3-phenyl-propyl ester,

{3-propoxy-4-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-

ethylcarbamoyl-2-phenyl-ethyl ester,



acet oxynmet hyl )-mal oni c acid diethyl ester,

2- (3-chl or o- phenyl ) -2-(2-{3-di net hyl car banoyl -4 25

[ (4" -trifluoromethyl -bi phenyl -2-carbonyl ) -am no] - phenyl }'
acet oxynet hyl ) -mal oni ¢ aci d di et hyl est
2-(4-ch|oro-phenyl)-2-(2-{3-dinethylcargé%nyl

[ (4" -trifluoronethyl-biphenyl-2-carbonyl) - anlno] phenyl }
acet oxynet hyl ) - mal oni c acid di et hyl ester, | 33

2-(2-{3- dlnethylcarb (4'-tr|fluoroneth

l(ij)l pthﬁnlyl 2t car bory )_{eélr?% -'}" terhiig - f&)&ﬂ?&"?‘/ﬁﬁr) Jf2’ ers]'u?c’ci nic acid
i ethyl ester romet hyl 5

bi phenyl - 2 E r}éjtz’) agnnjiq{n&f J}Kén a%gée/ 1ch yE[rrée:% 6%%

et hoxy - phespyr BHMd&fﬂéinEﬁ¥iW@t 1 &ster,
2- (2-{3-di net hyl car banoyl -4-1 (4" -tr|fluoronethyl

bi phenyl - 2- carbomﬂqdﬂmuumﬂlunan%~kﬂkﬂ<quﬁﬁdqﬂ@méIKYR biphenyl-2-
met hoxy- phenyl ) - mal oni ¢ aci d di ethyl ester,

2-(2- {35d| e RATeE i e b-ghenyh ﬁq%%rﬁﬁww 2-bis-

med hoxy. phérT LA T PR g gt g 1) -2 (4
2-(2-{4-[(5,4"-bi t| -
car boElyI g ( am noj - B 333 5; In%étxﬁglgg?b?r%oy‘llm [gﬁﬁgﬂ?&llgmromethyl biphenyl-2

acetoxynetMﬁﬁbdhyﬂmHQMxnmﬂ{phanyﬁj{hmbmﬂdudcrﬁtkrz -bis-
2-(2-{4-[(6-chl oro-4' -trlfluoronethyl blphenyl
car bonyl ) - zﬁﬁhﬁﬂGQFQﬁmﬁﬁlnﬂTR#Qﬁﬂknﬁ thyrerggier

g??go?éggfgélﬁyfé 0 l;ﬂ?iﬁ?{é.Sﬁuﬁii‘%'D@rf¥¥ﬁ%romethyl biphenyl-2-
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,
4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3,3-bis-ethylcarbamoyl-3-phenyl-propyl ester,
15 5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
methyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
amino]-benzoic acid benzyl ester,
5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
methyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-
20 amino]-benzoic acid,
5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
methyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid ethyl ester, and
5-(2,2-bis-ethylcarbamoyl-2-phenyl-ethoxycarbonyl-
25 methyl)-2-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-

amino]-benzoic acid methyl ester;

(28) The ester compound or a prodrug thereof, or a

pharmaceutically acceptable salt of either according to the



20 trifluorornethyl - bi phenyl - 2-car bonyl ) - am no] - phenyl }
acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d diethyl ester,
2-[2-(2-{3-di met hyl car banmoyl - 4-[ ( 5- et hyl -
trifluoromethyl-bi phenyl -2-carbonyl) - anlng] phenyl }
acet oxy) - et hyl ] - 2- phenyl -mal onic acid dilé hyl ester, 25
2- (2-{3-di net hyl car banoyi - 4-[ ( 5- et hoxy- 4'
trifluoronethyl biphenyl 2 carbonyl ) - am no] - phenyl}
acetoxynet enyl | opic acid diethyl este

2- (2-{3-di ?%&@C f%5s?%%ﬁF890§§0@ the group consisting of

trifluoronethyl- ony r 1 _

acet oxynet hyl ) - 2- phen;/]qy:’l ﬁ%fﬁg% gc‘%4 ie?ﬁ%+g ?%ékhyl élphenyl

2-[2-(2- {4-ifbékb$h§&;IAﬁiM@IQ%Eéﬂyi}bb@@@Bﬁ&mgthyl) -2-phenyl-malonic

car bonyl ) - am no] - 3- di net hyl car banoyl - phenyl } - acet oxy)

et hyl) - 2- phagiyd dmﬂthul:eﬁietwﬁ ethyl ester) 5

2- (2-{3-di net hyl car banpyl - 4- (6- met hoxy-4' -trifluoro

met hyl - Bi phenyl - 2 ddinyimetdhi fiof4 pHerif luerereidybt hyPhenybhenyl - mal oni c

acid dieth (2 {3 ar ba -tr| Iuoro
net hyl - blpﬁ%nﬁigE§%¥;ﬁmany n%?¥£ﬁeﬂ???D%X%?B§¥ﬁgEhy¥#eT§ 1oHSG
2- phenyl|ﬂﬁdma(aigﬁﬂ§1hég{g§,ester _
2-{2-{4-(2,4-bis-trifluoronethyl-benzoyl am no) -3 _ _ _
1 oy s g .1
ester, i me car - -

car bonyl ) - &SR amipet L%T?C?tﬁﬁ%%?thﬁéioﬁﬁéoaépd di et Byid

eSter)lo diethyl ester,
2-phenyl-2-(2-{4-[ (4’ ~-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
diisopropyl ester,
2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-
15 2~-carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dimethyl ester,
2-cyclopentyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-
2~carbonyl)—amino]—phenyl}—acetoxymethyl)—malonic acid
diethyl ester,
20 2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-

2-carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
dicyclohexyl ester,
2-benzyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid
25 diethyl ester,
2-(2-{2-methyl-4-[(4'-trifluoromethyl-biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-cyclohexyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-



2-{2-[ 3-di et hyl car banoyl -4-(2-ethyl-4-trifluoro

nmet hyl - benzoyl am no) - phenyl ] - acet oxynet hyl } - 2- phenyl nmal oni c aci d di et hyl
ester, 20 2-(2-{3-dinmethyl carbanoyl -4-[ (4" -ethyl -bi phenyl -2

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢, acid di et hyl
ester, 2-(2-{3-dinethylcarbanmoyl-4-[(4' -Tsopropenyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 25 phenyl - mal oni ¢ aci d
di et hyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4'-isopropyl- biphenyl

2- car bonyl }- am no]l - phenyl } - acet.ox hyl):2-phepyl -l oni ¢c.acid di et hyl
cstor. 2 (2 {RNRE R AR e SIS PR TRpR oA S ¢ ¢ 861

bi phenyl - 2-gar |ds@d no] - phenyl } - acet oxynet hyl ) -2 t hi ophen- 2-yl - mal oni c
acid diethyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4"'-trifluoronethyl

bi phenyl - 2- car borpdphean Ing - (e A §riofieicxonmetiyl )4 2[ 64 ' - trifluoro-
t hi ophen-3-yl-nmal onic acid diethyl ester,
2- (2-{ 4- di mathy edriphmw 12 {¢aprbeny ) vambrel tighenyl} -acetoxymethyl) -

bi phenyl - 2- car bonyl ) - am noj - i di n-2-yl}-acetoxynet hyl) 2-phenyl-mal onic
aci d di 8t hytd ,g%‘{nzi]ﬂ{%t-’gﬁre?%?’&ar banoyl -4-{ (4' -trifluoromethyl 10
bi phenyl - 2- car bonyl );.amn0] enyl }-.acget et yd 547 -

nmet hyl -t hi ophen- % ﬁy)ﬁnmﬁﬁllquonzl—giatr:%/d(%ﬁgfhgﬁwgﬁ%%iugrééethyl

2- (2-{ 3- di Etdndepr - bamytbdhy( B ahind | Uusheiel hyhcetoxymethyl)- malonic

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2- (5
acid diethyl ester,
2-pyridin-3-yl-2-(2-{4-[(4 ' -trifluoromethyl-

10 biphenyl-2-carbonyl)-aminol]-phenyl}-acetoxymethyl)- malonic
acid diethyl ester,

2-phenyl-2-(2-{3-trifluoromethyl-4-[(4'-trifluoro-
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-
malonic acid diethyl ester,

15 2-(2-{4-[(4' -methyl-biphenyl-2-carbonyl)-amino]-
phenyl)}-acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

2-(2-{4-[(4' -methoxy-biphenyl-2-carbonyl)-amino]-
phenyl}-acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-phenyl-2-(2-{4-[(3'-trifluoromethyl-biphenyl-2-

20 carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid diethyl
ester,

2-(2-{4-[isopropyl-(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

25 2-(2-{4-[cyclohexyl-(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-phenyl-2-(2-{4-[(4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-acetoxymethyl)-malonic acid



met hyl -t hi ophen-2-yl)-malonic acid diethyl ester, 15

2- (2-{3-di net hyl carbanoyl -4-[ (4' -trifl uoronet hyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynmet hyl ) - 2 t hi azol - 2-yl - mal oni ¢
acid diethyl ester, 2-(2-{3-ethoxy-4- [(4'-tr|fluoronethyl bi phenyl -

car bonyl ) -am no] - phenyl} acet oxymet hyl ) 138 pheny! - mal oni ¢ 20 aci d di et hyl
ester, 2-(2-{3-nmethoxy-4-[(4'-trifluoronethyl-biphenyl -

carbonyl) anm no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-(2-{3- |sopropoxy 4-1(4' -trifluoronethyl -bi phenyl 25

2- carbonylyl%ﬁﬁ acetoxynethyl) 2 phenyl mal oni ¢ aci d di et hyl

i} -
2-(2-{3-b I f :
car bonyl )< am nol - Bﬁéﬁ%y}ylé A S A R B Pnen aPac ny)
ester, 136 &5drdr Hgm@wmwex{ﬁ} éééﬁé%%fylmgwiﬁl?ﬂwgd

carbonyl) am noj - phenyl - acet oxynet hyl) l'onic acid diethyl

ester, 2-pEnyobrty?- edt@meridin-1-yl-4-[(4'-trifluoro 5
nethyl-biphenyl-2-carbony|)-anino]-phenyl}-acetoxynethyl) mal oni ¢ acid
di ethyl 5ester, 22pHéan Zfﬁiwﬂs(ﬁwﬂﬁﬂﬂﬁﬁuoxpmﬂthw{(hﬂph¢m71u%ro

met hyl - bi phen I-2 carb n hen acetox met h nlc acid
di ethyl es YE? WK# TQFQY} T?uBgﬁﬂ%%hWF onic
acid diethyl ester,
2-(2-{3-ethyl-4-(4’'-trifluoromethyl-biphenyl-2-
carbonyl)—amino]-phenyl)-acetoxymefhyl)—2—phenyl—malonic

10 acid diethyl ester,

2-(2-{3-isopropyl-4-(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-isobutyl-4-(4'-trifluoromethyl-biphenyl-2-

15 carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic

~acid diethyl ester,

2-(2-{3-chloro-4-(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

20 2-(2-{3-bromo-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl)}-acetoxymethyl)-2-

25 phenyl-malonic acid diethyl ester,

2-(2-{3-diethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3~-diisopropylcarbamoyl-4-[ (4’ -trifluoromethyl-



bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
diethyl ester, 2-(2-{3-norpholin-4-yl-4-[(4"-trifl uoromnethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 15 phenyl - mal oni ¢ aci d
di et hyl ester, 2-(2-{3-diethy|anino-4-[§ v-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acetoxynet hyl ) -2 phenyl - mal oni ¢ aci d
diethyl ester) 2-(2-{2-chloro-4-[(4"-trifluoronethyl-biphenyl-2 20

car bonyl ) - am no] - benzoyl oxy} - et hyl ) - 2- phenyl - mal oni ¢ acid di et hyl ester,

2-(2-{3-et onyl s d d4 1§ (¢ _ -9

bi phenyl - 2-¢C r%%{ ?yéﬁﬁﬁééé%%tﬁ@$#¥§ié$%é€%%%h???gax%ﬂgﬁ§¥}ﬁaﬁonic acid
di ethyl estfifeny2o malchi3-dti@toyd oy Pagpydr4-[(4" . -trifluoromethyl

bi phenyl - 2-car bonyl ) - am no] - phenyl }-pr opi onyl oxynmet hyl ) - 2-phenyl - mal oni ¢
acid di ethyl ester(22{(32 ({eXxtenmd axylcaadmanyd vy Y) £ 4[ ¢4 t+ i ooed byl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2 | 37 phenyl - mal oni c

acid diethWFuﬁﬁkﬂQlH?qE¥¥fﬂtﬁﬁ%ﬁﬂ@&hl{?MiDQ}TPh%@thEfﬁ9F°§Y$ﬁ_h¥1)22

cater. 8 o (RTINS RS T B S8 worometiyt !

3: gthﬁ;%" ;ag'E car boryl ) edHy QiR driRfdPXYEL WA ) - & PRIV i@t © aci d
biﬁhenyl—z—carbonyl)—amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(pyrrolidine-l-carbonyl)-4-[(4'-trifluoromethyl-

10 biphenyl-2-carbonyl)-amino}-phenyl}-acetic acid 2,2-bis-

ethylcarbamoyl-2-phenyl-ethyl ester,
2-phenyl-2-(2-{3-(pyrrolidine-1l-carbonyl)-4-[(4'-

trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)-malonic acid diethyl ester,

15 2-phenyl-2-(2-{3-(piperidine-l-carbonyl)-4-[(4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}--
acetoxymethyl)-malonic acid diethyl ester,

2-[2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-ethyl]-2-

20 phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[ (4’ -fluoro-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{4-[(4'-bromo-biphenyl-2-carbonyl)-amino]}-3-

25 dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-

phenyl-malonic acid dimethyl ester,



2-(2-{3-
bi phenyl
di et hyl

met hoxycar bonyl -4-[ (4" -trifl uoromnet hyl
- 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 10 phenyl -mal onic acid
ester, 2-(2-{3-acetylamno-4-[(4" -trifluoronethyl-biphenyl

2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl

ester, 2-

bi phenyl
di et hyl

met hyl -b
acid die
car bonyl
2-(2-{3-
car bonyl
ester, 2-
bi phenyl -
di et hyl

met hyl - b
acid die
car bonyl

10

15

20

25

(2-{3- et hoxycar bonyl ami no-4-[ ¢4%-trifl uoronethyl 15

-2-carbonyl ) -am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
ester, 2-(2-{3-{4-nmethyl-thiazol-2-yl)-4-[(4"-trifluoro

|phenyl 2- car bonyl ) - am no - acet oxynet hyl) -2-phenyl - nalonlc
thyI est e'fif CWC’ZD%@?MZQJ—QZLQB(X%T(‘%thYW?WTB%‘F%%f Ayl {Bi phenyl -

) - he 3-yl tox mal oni ¢ _aci ihet hyl ester,
for % DTty e R £ YRERGYS) "Eh2RbT -BRklydh

) - #i)@ﬁ@i&wgeé&’{é)da?e’@ﬂ?ﬂlﬂasﬂ@i:om c 25 acid diethyl
(2 {3 d| met hyl am nonet hyl -4-[ (4" -tr1fl uoronet hyl

2- car boryH gy exty piengl 1 £ okt mehinel dytdaRopheayl {4aloni c acid
ester, 2-(2-{3-(nethoxy- nethﬁlcarbanolﬁ )-4-[(4"'-trifluoro | ss
0

|ph@ﬁyflqoﬁgm%ﬁhwl)bbﬁh%@Ilp eﬂ?¥?0%¥ piaeAyphepypienyl - nalonlc
t hyl ester - obutyr r|f uoronethyl bi phenyl -
) - zuﬁ?ﬁ)ofﬁmﬁ®é¥lg %?h%t%€+ Bﬂgi fonic
2-(2-{4-[(4’' -chloro-biphenyl-2-carbonyl)-amino]-3~
dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl estér,
2-(2-{4-[(4' -acetyl-biphenyl-2-carbonyl)-amino]-3-
dimethylcarbamoyl-phenyl)}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,
2-(2-{4-[(4'-cyano-biphenyl-2-carbonyl)-amino]-3-
dimethylcarbamoyl-phenyl)}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-{ (4-methyl-4'-trifluoro-
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl) -2
-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(5-methyl-4.~trifluoro-
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2
-phenyl-malonic acid diethyl ester,
2-[3-(2-{3-dimethylcarbamoyl-4-[ (4 ' -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-propyl]-
2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[ (5-methoxy-4"-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2~(2-{4-[(5-chloro-4'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-3—dimethylcarbamoyl—phenyl}—



5 acid diethyl ester, and 2-(2-{3-(1-hydroxy-2-nethyl-propyl)-4-[(4'
trifluoronethyl-bi phenyl - 2-car bonyl ) -am no] - phenyl }

acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid diethyl ester; 10 (29) The ester
conmpound or a prodrug thereof, or a pharnaceutlcally acceptabl e salt of
ei ther according to the above (1), whicH3ls selected fromthe group
consisting of 4'-trifluoronethyl-biphenyl-2-carboxylic acid 4-[2
2,2-bis-(2,2,2-trifluoro-ethyl carbamoyl) 15
ethoxycarbonylnethyl% phen | ester, biphenyl-2-carboxylic acid

phenyl -

4-[ 2- pheny| 32ebogyge

phenyl

bybd) 2 tPh??ﬁbr@aéPHQPcéﬁ5én€9?Fh§ﬂh§§¢@§pbonylnethyl]

bi s- ethsfzg;banny% égpﬂg A hen%¥+ ?E@? %#é§§ EldFﬁﬁg%hor

4 -trifl | La
rifluorpagtdyl b%bﬂ@ﬁﬁy @699§¥gony?ﬁb?h§P%g§ chl or o- phenyl ester, 25

bi s- et hyl car banoyl

phenyl -et oxycar

4' -trifl uoracetdwyymdtphenyd -gheaybonyloniacadid- @3e8hyl ester,
bi s- et hyl car banoyl - 3- phenyl - pr opoxycar bonyl net hyl ) - 2 chloro-phenyl ester,
4' -trifPuoromet hyd- @Mm@tmmm@yhﬂ dl 44 (3tBifluoromethyl-

4; -trifl uo%?fg’(-%g‘ﬁh%ﬁ pa Yg{ ca boné’ég'i'j?h Zlcog%g%hy )I %9 and
4- (3, 3bi s- ghlwl carhanyl s a@b&ny'2%099&53598@%;,1 eftdchloro-p henyl

bi s-ethylc

ester;

10

15

20

25

2-(2-{3-dimethylcarbamoyl-4-[(2'-fluoro-4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2~(2-{5-dimethylcarbamoyl-2-fluoro-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-bromo-5-dimethylcarbamoyl-4-[(2’'-fluoro-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-chloro-5-dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(3'-fluoro-4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{4-[(3'-chloro-4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-3-dimethylcarbamoyl-phenyl}-
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-~phenyl}-acetoxymethyl)-2-(5-
nitro-pyridin-2-yl)-malonic acid diethyl ester,

2-(5-amino-pyridin-2-yl)-2-(2-{3-dimethylcarbamoyl-



5 (30) The ester conmpound or a prodrug thereof, or a pharmaceutically
acceptabl e salt of either according to the above (1), which is sel ected
fromthe group consisting of

2- phenyl -2-{2-[4-(4"-trifluoronethyl -bi phenyl -210

car bonyl oxy) - phenyl ] - acet oxynet hyl } - mal d8f ¢ acid diethyl . ester,

2-{2-[3-di net hyl car banmoyl -4-(4' -trifl uoronet hyl bi phenyl - 2- car bonyl oxy) - phen
yl]-acet oxymet hyl } - 2- phenyl mal oni ¢ acid diethyl ester, 15

2-{2-[3-nmet hoxy-4-(4'-trifluoronethyl - blphenyl-2carbonyloxy) phenyl ] - acet ox
ynet hyl } - 2- ﬁhb%@l Fﬁ}%%¢%r%ﬁﬁﬁhﬂle?h?heﬁgie? cgkgonyl)-amino]-

4-((4" -trifl th h b d

312 (2 2, BT e TR e L 0 OB HeBFe RaREROET | FoRPlpyl ester: (31)
The ester compoungl of & RSy 1 feFs oy P14 2r PRALERELYBLEBhEYRIECED! abl e
salt of either according to the above (I X IS se ected fromthe group
consi sting m&pﬂﬁhﬁi(ﬁ-éékmbmylhyémﬁmbanpuénﬁiﬂéécetbk&methyl) -2-

| uor onet hyl bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2i sopr opyl -
| oni ¢ aéi d Pyeidin-2sybrmalonic acid diethyl ester,

2-sec-butyl-2-(2-{3-d | carb 4'trifl hyl - bi phenyl - 2-carb
onyl ) - aﬁlﬁo] pgeH§1§ Iﬂ§48¥ 6§3£é?ﬂéh§{%?Fﬁé%ﬁyﬁ %gféuéFBthsﬁ?égfer
2-(2-{3-di ngt i$l

biéhe%yl 2-car d%éfé-anf%%4?i eny i-%c§§%§gﬁ%fzy?TlB°ﬂs88utyﬁ mal oni ¢ aci d
di et hyl est#&tetdxdné 2ayB)-ck ntidyy Tandbomyt - deffddaiethi/luesaset hyl

bi phenyl - 2- carbonyzz am no] - phenyl } - acet oxynet hyl )-2 propyl -mal oni ¢ acid
di et hyl ester qiiiﬁhﬁﬂ &z#imﬁﬁBNlGB{QaWOYle+ﬁbﬁ@ﬁ@tﬁy[(4'~

b e 2 68 % PP AT AP i i o o

trifluoro 1 ] n t thyl)- mal onic
acid diet ﬁ(%e%ter 2- al{ -C%KQHZ)}?{ 3&%%?%y?€g§bg%§ﬁ?§- [8%55%1

trifluoronethylln{ﬂﬁyﬁa—dimnﬂﬂyﬂqdﬁb&mbymﬂ4pmemy4ﬁrﬂteﬁoxymethyl} mal oni ¢
acid diethyl ester,
blphenyl 2-carbonyl)-aminc]-phenyl}-acetoxymethyl)—2-0-

tolyl-malonic acid diethyl ester,

15 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)—2-m-
tolyl-malonic acid diethyl ester,

2-(2-{3~dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)—2-p-

20 tolyl-malonic acid diethyl ester,

2-(2-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-
[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)—malonic acid diethyl ester,

2-(3-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-

25 [(4’-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)—malonic acid diethyl ester,

2-(4-chloro-phenyl)-2-(2-{3-dimethylcarbamoyl-4-
[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)—malonic acid diethyl ester,



2- (2-{3-dinet hyl carbanoyl -4-[ (4" -trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxy) - 2, 2-bi s

et hoxycar bonyl - propi onic acid ethyl ester, and 20

2- (2-{3-dinet hyl carbanmoyl -4-[ (4" -trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet®kynet hyl ) - 2- (1

met hyl - butyl )-mal onic acid diethyl ester; (32) A pharmaceuti cal
conposition, which conprises the ester 25 conmpound or a prodrug thereof |,
or a pharnaceutical%é.acceptable salt of either according to any of the

above (1) to (312 -drkt B pHarafgrekfarkangy bebebt 4bt eriblueremethyy- an MIP

m crosomal, triglyceride tra er_protein 4] i phibit Lch conprises
Ehe ester<§ﬁﬁ§§h§?é§’%§iﬁ %ﬁ%&‘??éﬁ%iﬁ?h%ﬁY% bﬁg?ﬁﬁﬁgﬂ?gég}xebéccep?gble
salt of eit CJ { N0 1 to 31 as an active
i ngredi ent ﬂ}ﬂély?l gﬁiéglzgl%g%%{wf%ire%% ta‘?ée)gfrrrgent Z)r prgphyl ;xi s of
hyper | i pi dem a, \@hi(Ch (@S sy Tder ety ConpELndt 01 £ Bu@r ok tigy L her eof

or a pharmaceutically acceptable salt of either according to any of the
above (1) thdpi@enylas? rarzkenye) aninel] ahenyb) ( 3¢ taxymgehyl) o -{ Re

treatment or prophyl axi s of teriosclerosis, ich conprises the ester
conpound oﬂeé%ﬁ’%drwqwmﬂorb’rc aa'i?rfircﬂh%mwﬁﬂﬁraccept abl e salt of
ei ther accordingt q-.ams Qfiqd t oy (Bdy & i i ngr edi ent ;
15 (36) An agent fgr B%%Q%ﬁéﬂﬁﬁgﬁgﬁg} p ébhyl%gﬁsa€?f€%®%%%¥§t%f?ery

di seases , palpHEhEICIPIdHSSorFIE) -Sfh Bio COUMOKT) odcat pxodetgyL hepeos, or a
phar maceutically acceptable salt of either according to any of the above (

1) to ( 3methexyvaphenyVe nakpnidt aagid Foethyy ¢speragent for the

Ly catlept o PLOBNR Al Shes o Mol ST 563 1, S5l cprPOund o
accordi ng %9 fahyAf-2-carbonyl)-amino] -phenyl}-acetoxymethyl)~—2-(4-
methoxy-phenyl)-malonic acid diethyl ester,
2-(2-{4-[(5,4 ' -bis-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-3-dimethylcarbamoyl-phenyl}-

156 acetoxymethyl)—2-phenyl-malonic acid diethyl ester,

2-(2-{4—[(6—chloro-4'—trifluoromethyl—biphenyl-2—
carbonyl)-~amino] -3-dimethylcarbamoyl-phenyl}-
acetoxymethyl)—2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4~-[(6-fluoro-4"-

20 trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)—2-phenyl-malonic acid diethyl ester,

2-[2-(2-{3-dimethylcarbamoyl-4-[ (5-methyl-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxy)-ethyl]—2-phenyl-malonic acid diethyl ester,

25 2-(2-{3-dimethylcarbamoyl-4-[ (5-ethoxy-4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)—2-phenyl-malonic acid diethyl ester,

2-(2~-{3-dimethylcarbamoyl-4-[ (5-isopropoxy-4'-

trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-



the above (1) to (31) as an active ingredient; 25 (38) An agent for the
treatnment or prophylaxis of diabetes, which conprises the ester conpound or
a prodrug thereof , or a pharnmaceutically acceptable salt of either
according to any of the above (1) to (31) as an active ingredient; 1 42 (
39 ) An agent for the treatment or proph$d axis of hypertension, which
conpri ses the ester conpound or a prodrug thereof , or a pharmaceutically
acceptabl e salt of either according to any of 5 the above (1) to (31) as an
active ingredient; ( 40 LCAn agent for the treatnent or prophylaxis of
hyper | i pi degfetoxyne gy bkct eyl -ratembe y2atd edie ¥t aReEe T obesi ty,

di abetes or hypertensiaon,. which cqnprises P inhibitar. selectiyely 10

i nhi bi ting MIP (rﬁ"ﬁ%s‘o%?’a 4305 il y'g?slrﬁ’otemﬁ]g{lhros?oé?etﬁ%#g?ﬁ%?w R4 sl |

i ntestine jgmfﬂg'g I é%%#iﬁ JRRY=T s 1 ent for the
t reat ment gér%&pt?oor% axi s ajcc%r&inr]\g to tﬁé%ﬁ%ﬁa f()ﬁélr(’l)y§§l%$/\%-€§}é?2 the MIP

i nhi bi tor dogsynpt2 sprsienimal dyidSadcidi diétfP éatéhe |iver but

substantially inhibits only MIP in the small intestine; ( 42 ) The agent
for thebstreat ment2-dr2 proptimethivl ceadmmi g 4o & 1ee w@boe 4 41yrifileeedn after

e Sy MNP o 20 ) DA M OF SPELbALERLA P, 1
b e S AR AL AR gL ayigp Lise coe ot subatant oy
prophyl axi s accorxding {3 dihe BB dbadyl - 4 WBmad thyhes 1-enied £l ey & P
inhibitor in the liver is netabolized to the state where TG rel easi ng
activity ofmetiel-ihiphénykeptcaubenyl | cveinef - piveny 1 Bossotoxpnethylite
nornallbeV%jpheﬁggimalonic acid diethyl ester,
2-{2-{4-(2,4-bis-trifluoromethyl-benzoylamino)-3-
dimethylcarbamoyl-phenyl]-acetoxymethyl}—2-phenyl-malonic
acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4’-methyl-biphenyl-2-

15 carbonyl)-amino]-phenyl}-acetoxymethyl)—2-phenyl-malonic

acid diethyl ester,
2-{2-[3-dimethylcarbamoyl~-4-(2-ethyl-4-trifluoro-
methyl-benzoylamino)-phenyl]-acetoxymethyl}—2-phenyl-
malonic acid diethyl ester,

20 2-(2~-{3-dimethylcarbamoyl-4-[(4'-ethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)—2-phenyl-malonic
acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4’'~-isopropenyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)—2-

25 phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-isopropyl- biphenyl-
2-carbonyl)-amino]-phenyl}-acetoxymethyl)—2-phenyl-malonic
acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-



(44) The agent for the treatnment or prophylaxis according to the above ( 40
) to ( 43 ) , wherein the MIP inhibitor is a conpound having at |east one
ester bond; 5 (45) The agent for the treatnment or prophylaxis according to
the above ( 44 ) ( wherein after the congound havi ng at | east one ester
bond exerts MIP inhibitory activity, thé®ster npiety of the conpound is
net abol i zed in blood to becone an inactive 10 substance; (46) The agent for
the treatment or prophylaxis according to the above ( 40 ) to ( 45 ) ,
wherein the MIP inhibitor is the ester conpound or a prodrug thereof, or a
phar maceut itd@hepdecetamenh) sepine} - @h?%%%}n%ﬁ?F@ﬁE@eFHthyzof the above

(1) to (31); for the t t rophyl axi s of

hyper | i pi déft Ja?pikﬁfr% e£ﬁ(ﬁ‘% Vit a%lo? é/mégt% te f seases, obesity,

di abetes or hypertq@ﬂgyldngﬁHy(gHgg ﬁg§i£QUq(usigfi@gu@rg@gggymd 20
sel ectively |nh|b|t|ng MIP (m crosomal triglyceride transfer protein) in

the smal | ivifpesyie; 2 {cakbgnylhe- aneimo]- piceny 1) Agce bokhre thol¢—@-47 )
wherein after the comgound inhibits MIP in the small intestine, it is
met abol bzed2nhen it Bhratalomiesa¢ihd, dbeoodl agdterver to the anount at

MIP i the I Cgrsa' 207 RO RN SRR T b £ et SR o 75 EP%ker oi n the
144 renalmﬂg% |ty fb%éy?iIgﬁinéf?%%%fgfﬁl%egfeve%gg?§§ﬁg% nyhgLe

TG rel easing-a Iver 1s at t about “80% or

nmor e of thez-fi;ﬂ:l’d’i’l%}l—ln%f.ﬁinlé 4603 dhetmgt hoslt@egording to the above (47) to
(49), wherein the conmpound has at | east one ester bond; ( 51 The et hod
according to the2ad@rd - Qﬂm%tthMﬁﬂhﬁmPY#T%ﬂ[Qﬁe‘%@h%b@%ﬁOMQ h¥4-at | east

compoutl | SUHEIIN S IR Dot St ¥k AGeFr e lRYEARRE L 52) The
met hod accofdifig MG 1 sy & (A Raioh{cBcidhgi iRyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)—2-(5-
methyl-thiophen-2-yl)-malonic acid diethyl ester,

15 2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)—2-
thiazol-2-yl-malonic acid diethyl ester,

2-(2~-{3-ethoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl)}-acetoxymethyl)—2-phenyl-malonic

20 acid diethyl ester,

2-(2-{3-methoxy-4-[(4' -trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl}-acetoxymethyl)—2-phenyl-malonic
acid diethyl ester,

2-(2-{3-isopropoxy-4-[(4’'-trifluoromethyl-biphenyl-

25 2-carbonyl)-amino]-phenyl}-acetoxymethyl)—2-phenyl-malonic
acid diethyl ester,

2-(2-{3-benzyloxy-4-[ (4’ -trifluoromethyl-biphenyl-2-
carbonyl)-amino] -phenyl}-acetoxymethyl)—2-phenyl-malonic

acid diethyl ester,



t he conpound is the ester conpound or a prodrug thereof , or a 15

phar maceutical ly acceptable.salt of either nentioned in any of the above
(1) to (31); (53) The agent for the treatnment or prophylaxis according to

t he above (40) to (46), wherein the agent is an agent for the 20 treatnent
or prophyl axis of hyperlipidem a which i'l86used in conmbination with ot her
anti hyperlipidem c drug(s); (54) The agent for the treatnent or prophyl axis
according to the above (53), wherein other antihyperlipidemc drug i a 25
statin-type drug;_(55),The ent for the treatnment or prophyl axis according
to the above (54)%*&%@@%71?13’512%’%%{h‘-ltyb’élﬁilﬁar?@eBHXEoPlﬁéPBY&rags)

selected fr oup. IR 0 ' _,145 sinvastati.n
pravastatin?g%$€§%g§é#ﬁﬁ?gif%ﬁ%ggggf%ﬁggég§%§%bgggtgtéﬁsn gg?a#ﬁglﬁgent f or
the treat mentéi@rapserPy! axteraccording to 5 the above ( 40 ) to ( 46 ) ,
wherein the agent is an agent for the treatnment or prophylaxis of obesity

whi ch is used i n Zgptemal + 20( 24 { h-piperidini i epeséty(df ugts¥lubébd) The
agent for the treatnment or grophglaxis acgording to 10 the above (56),
wher ei n %ot Hee thnt 1 obpRery Y- dr GarPenvhlr AldPCdr PRABY SR F RERAPXYPSEhY e agent

for the tre nt or oph Xi S rding to the above (40) to (46),
wher ei n thé%%gg% ci%cg% gﬁé#ﬁy#o? f%g’15 treatnent or prophyl axis of

di abet es whi ch i s; yseghy1L £l heRroM {8 QL Doy ant | ¢ gt apgi a(s);

(59) The agent for the:¥reatg2n?ﬁg¢9%$ophylaxi§§acco£8ingP?%f%ﬂgfgbove ( 58
) , Wwher ei metinet - ahphenyhb2t carvonygl ) saniro prphengl20adetgaymeehgtted from
the group consisting of insulin preparations, sulfonylurea drugs, insulin
secr et agogUelorif f dmbdi e tlr¥iysesbeHuani de drugs, a-gl ucosi dase inhibitors

reat it or ' propiot o & CrAR M S L ove 1 BeST SRR & 1 ot her
anti-die&xﬂﬂibﬁgﬁ&ui§_éﬁ@b@myﬁﬁr@mgﬁggsﬂhéﬁygytggeibgghgggyggngp consi sting
of insulin, glibenclam de, tol butam de,” gl ycl opyram de, acetohexam de,
gl i mepi ri depheny bzeamd i c gh¢td adielehyhaeegeérni de, gl ybuzol e, 146
2-(2-{3-morpholin~-4-yl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)—2-

156 phenyl-malonic acid diethyl ester,

2-(2-{3-diethylamino-4-[(4 ' -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)—2-
phenyl-malonic acid diethyl ester,

2-(2-{2-chloro-4-[(4'-trifluoromethyl-biphenyl-2-

20 carbonyl)-amino]-benzoyloxy}-ethyl)-2-phenyl-malonic acid
diethyl ester,

2-(2-{3-ethoxycarbonyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

25 2-(3-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-propionyloxymethyl)-
-2-phenyl-malonic acid diethyl ester,

2-(2-{3-benzyloxycarbonyl-4-[(4'-trifluoromethyl-

biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-



metform n hydrochl oride, buform n hydrochl oride, boglibose, acarbose and

pi ogli tazone hydrochloride; (61) The agent for the treatnent or prophylaxis
according to 5 the above ( 40 ) to ( 46 ) , wherein the agent is an agent
for the treatnent or prophylaxis of hypertension which is used in

conbi nati on with ot her anti-hypertensioﬂBHrug(s); (62) The agent for the
treatment or prophylaxis according to 10 the above ( 61 ) , wherein other
anti-hypertension drug is one or nore drugs) selected fromthe group
consisting of loop diuretics, angiotensin converting enzyne inhibitors,

angi ot ensi rPhenybreplorianteyBntsetnydaret 6 ant agoni sts, (3-bl ockers,

, (3-Dbl ock - bl ock , Th 4
o ophyl axi -accort (] L5 THPGRVE 1\ b2 =22 gRer ok thPRCPLERPATL 22  ori on

drug iS_c"maéﬁb&W§f)déﬂﬂn&]spﬁeﬁfiypaeétak?mbkhﬁlgLquah@agaLﬁauahﬂa
furosem de del ayed rel ease, captopril, captopril del ayed rel ease, 20
enal apri| rtb@t&iethpTepstér, del april hydrochl oride, silazapril
lisinopril, benazepril hydrochloride, imdapril hydrochloride, tenocapri

hydr ochbori de, qui nedri3-isepoerexyeéaeboryhndiol &pr rtrifépprE®tLY Ler bum ne
| osartan patassiu andesart cilexeti], nicardipine hydrqchl oride, 25
ni car di pi ne®IRREBENT ??ﬁﬁbﬁﬁyggéam?ﬁP ak ?nX#ﬁVﬁ&?%?ﬁgwe%gﬁgérﬁrne
nifedim'“3éﬁ%ﬁ?ﬁihéf$ﬁ§éeac?&”%ﬂé@h?@ Bygeechl oride, diltiazem

e, d

hydr ochl ori I't1azem hydrochl oride del ayed rel ease, nisol dipi ne,

ni trendi pi ne, man-df pi e-tychaehptarbeieyl bar n{ df ptaefhydromblbyilde, 147
ef oni di pi ne hydrochl ori de, amnl odi pi ne besyl ate, fel odipine, cilnidipine,
ar ani di pi n&iphepyhndt errhgay bthidindé PhesplanaretoryReddyildrizde del ayed
rel ease, pindolol, pindplol delayed release, indenolol hydrochloride,

cart eol 3| QQH?HY%Eﬁg%??ﬁ%,a%é&t@%?gPyﬁyﬁﬁggﬁroride del ayed rel ease,
buni t rol ol _hydr 0chl 031 (. iy £ 4:pd 04 - DY [ REDL 5 o iBhaYRY1L 8L BASAY 1 -

at enol ol , asebutol ol hydrochloride, netoprolol tartrate, metoprolo
tartrate det-ayetbéeyEhsanino prpdehpl } - peabukghel hgil)fat-pheniylli-s@leonic
hydrochl ori de, carvedilol, 10 bisoprolol fumarate, betaxolol hydrochloride,
cel i prol ol 53¢ o@hebRYHeesB®BI ndol ol mal onate, bevantol ol hydrochl ori de,

| abet al ol hydroch%p 4 d 349r§%%%$%9%%gxgig§9£8tL9?ﬁ4a99§§%§53§gme58§§505in

hydr ochl ori de, prazusin HYd erazosi n*-hydr 6¢hl or

nesyl atig, bYNROGHD- YEEL66h 15Q&miﬁé]bFHéﬁ?@bﬂaBéQBQQREQh&dg—Qe|ayed

rel ease, urapidil and phento?anlne nesylate; ( 64 ) Use of the agent for

t he treat neptiemyl pnapbyiaxasidcébethpy eetehe above (34 ) to ( 46 ) and

ot her antihyperliiﬂ€E¥Q§l?ﬁfﬁgtg§i—thiazol—2—yl)—4-[(4'—trifluoro—
methyl-biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-
-2-phenyl-malonic acid diethyl ester,

20 2-phenyl-2-(2-{6-[(4’'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-biphenyl-3-yl}-acetoxymethyl)-malonic acid
diethyl ester,

2-(2-{3-formyl-[ (4 -trifluoromethyl-biphenyl-2-
carbonyl)-amino]-phenyl)}-acetoxymethyl)~-2-phenyl-malonic

95 acid diethyl ester,

2-(2-{3-dimethylaminomethyl-4-[ (4’ -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
phenyl-malonic acid diethyl ester,

2-(2-{3-(methoxy-methylcarbamoyl)-4-[(4'-trifluoro-



20 for the treatnent or prophylaxis of hyperlipidema; (65) The use
according to the above (64), wherein other antihyperlipidemc drug is a
statin-type drug; 25 (66) The use according to the above (64), wherein the
statin-type drug is one or nore drug ( % sel ected fromthe group
consisting of lovastatin, sinmvastatin, 3? vastatin, fluvastatin,
atorvastatin and cerivastatin; 148 ( 67 ) Use of the agent for the
treatment or prophylaxis according to the above (34) to (46) and ot her

ti-obesit f t t t hyl axi f obesity; 5 (68) Th
e accor AR HEE M SERY 1 69 EORREL bt AmbPRLr DARLY L apesreyRarbsRa) -
naZInd0|(”1§H¥%#§|lﬁgfgﬁiée§8%é &§§t8%lggggg%ent for the treatnent or

prophyl axi s ng to t above ‘46 ) and other anti-diabetic
drug ( s ) for 1Qi(w {I-ecaismitySFl P ophy! axtbf DhoHbROERES - bigRenFhE2USE
according to the above (69), wherein other anti-diabetic drugs are one or
more drug( cayboeectantinie briphémy hi oape toxgnsthyy ) o -i phahiyh-padpadet i ons,
sul fonylurea drugs, 15 insulin secretagogues, sulfonam de drugs, biguanide
drugs, a- glardssi Y- hifdie%r s2B%d i nsulin resistance inproving drugs;

(71) The use acc%r_d(izrlqus‘t 0 f'ql&%%%ﬁ-gﬂg ﬂ%%e'ep;foioé}’bftg‘ﬁgi é%) anti-di abetic

drug is one or nore dr géS S ing of insulin,

gl i bencl anide,f tud Rt e. b H@Ami%%nffﬁt%fﬁamgﬁenghbUEpI ride,

tol azam de, gliclazide, nateglinide, glybuzole, netform n hydrochloride,
buf or m n hydredoidone ey 1 bodd ploosel -reacboiios caahd @leghyl agsher?25
hydrochloride; ( 72 ) Use of the agent for the treatnent or prophyl axis
according to the above ( 34 ) to ( 46 ) and other anti-hypertension drug( s

) for the t(rz%t eores?%hy%ﬁﬁéééur% h%lperéen?s]i__,??gfugtLﬁlg?%%g)érThe use

according to the above el n other anti-nype ug®f's Bne or

nore drug( pharneRiettifth T1PMIdEp LD SONSi St i 80t9br| 8080HaYAE L6Sthe
angi ot ensi on converting 5 enzyne inhibitors, angiotension Il receptor
ant agoni st @abaye dilum avitiagonistssldsted Mookerlse etrphp/ betaibtbogeos and

al pha bl ockers; (,74) Thggyse according to the above (73), wherein other 10
anti - hypert ensi off drdd S LoFREes ¥ohd I~ %5 R aehid feohdt né-[2-

phenyl-2,2-bis-(2,2,2-trifluoro-ethylcarbamoyl) -

15 ethoxycarbonylmethyl]-phenyl ester,

biphenyl-2-carboxylic acid 4-[2~phenyl-~2,2-bis~
(2,2,2-trifluoro-ethylcarbamoyl)-ethoxycarbonylmethyl] -
phenyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-

20 Dbis-ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl)-phenyl
ester,

4' -trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2-
bis-ethylcarbamoyl-2-phenyl-ethoxycarbonylmethyl) -2~
chloro-phenyl ester,

25 4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-
bis-ethylcarbamoyl-3-phenyl-propoxycarbonylmethyl)-2-
chloro-phenyl ester,

4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-(3,3-

bis-ethylcarbamoyl-3-phenyl-propoxycarbonyl)-phenyl ester,



group consi sting of furosem de del ayed rel ease, captopril, captopri

del ayed rel ease, enalapril naleate, alacepril, delapril hydrochloride,
silazapril, lisinopril, benazepril hydrochloride, imdapril hydrochloride,
tenmocapril 15 hydrochl oride, quinapril hydrochloride, trandol april,
perindopril erbunine, |osartan potassi ukf? candesartan cilexetil,

ni car di pi ne hydrochl ori de, nicardi pi ne hydrochl ori de del ayed rel ease,

ni | vadi pi ne, nifedi pine, nifedipine delayed rel ease, benidi pine
hydrochl ori de, 20 diltiazem hydrochloride, diltiazem hydrochl oride del ayed
rel ease, niadd di pi ne, nitrendipi ne, manidi pine hydrochl oride, barnidipine
hydr ochl ori de, efqnidi .pi.ne hydr.ochl qr.i de m.odi pi,ne syl ate. fel gdipine,
ci | ni di pi ne, araﬁidFﬁF%&Pﬂ&éﬁﬁéﬁ#;{hlékﬁﬂi;ﬂﬁ?ﬁ4)eﬁxpfﬁ%r%%%?oﬁ'(g'bg
hydr ochl or i,de, eass ' i ool Layed -
indenololl%%ﬁgg% o?%ﬁ%%ﬂéiﬁg%ﬁgrgﬁgﬁééﬁﬁ%#%de, §%¥?§O?¥§ ﬂ&géggﬁﬁo?ide
del ayed releasa, dutdrd;rol ol hydrochl oride, bunitrolol hydrochloride del ayed
rel ease, atenolol, asebutolol hydrochloride, nmetoprolol tartrate,

met opr ob ol | 50 tartrate del ayed rel ease, nipradilol, penbutolol sulfate,
tilisolol hydrochloride, carvedil ol, _ bisoprolol f%narat betgxolol

hydr ochl ori{d®) céfi®r Aiehy FORABI dePT bopi nifo? St *Hal gﬁﬁf%‘? bevght ofol

hydr ochl or i_ e, | [ de. i h Q5 ¢,
asul al of T o O e g SENTBRI de.

doxazosi n et ) bwrazdciis heiachdoritom thwagocop byasdsbingi de
del ayed rel ease, urapidil and phentol am ne nesylate; 10 (75) A
phar maceut i cal c@npbsintilo® -d@drd-<idg tari Bfveane vhdbiiRh ey + he- est er

conpound or a _prodrug thereof, or a pharmgceutically.accept.aple.sa f
eitherlgcc6ﬁﬁ9ﬂ?ﬁ%9€§ﬁf eﬁﬂkﬂ%ﬂﬁﬁﬁé%ﬁﬂeﬁ %gT?? %Xbﬂarﬁgﬁgﬁtigéﬁ%byg
accept abl e, opri ate anount of ethanol and propyl ene glycol fatty acid
15 ester; f ;g ; The pharnaceuti cal conposition according to the above ( 75
) » Wwhich conpri eg 225 3t-@iak%H csxtghioyaf - 48t (wnat raficu dbohet WHPe by wei ght
of propylene glycol fatty acid ester; 20 (77) A capsule fornulation

conpri si ng tilphegvdrrfacaaticral L eanposienvh] revtexyipethyl he2aBBoRYL 75) or
(76); (78) The capsule formyl ati on according to the above (77), 25 wherein
the capsul & zﬁqﬁﬂ14%§%$£%H?F%%bsule or soft capsule; (79) A bipheny

Eolrrgof'i‘ﬁl [epagge@%fi-% 28 oy & 41091 £1dHonthy1 Oo fpnéng£H2) ~0- R50 p
: é;rbgnyloxy)—phenyl]-acetoxymethyl}—z—phenyl malonic acid
diethyl ester, and
4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3-[2-(2,2,2~trifluoro-ethylcarbamoyl) -

20 naphthalen-1l-yl]-propyl ester;

(31) The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the
above (1), which is selected from the group consisting of
25 2-(2-{3-dimethylcarbamoyl-4-[ (4’ -trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-
isopropyl-malonic acid diethyl ester,
2-sec-butyl-2-(2-{3-dimethylcarbamoyl-4-[(4'-

trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-



R~' wherein Rl. is hydrogen, Cl1-C6 al kyl, hal ogen, halo Cl1-C6 al kyl or
Cl-C6 al koxy; 5 Rz..' is hydrogen, Cl-C6 al kyl, hal ogen, halo Cl-C6 al kyl
or CZ-C6 alkenyl ; R3, . is -CON( R-la) ( R2a ) wherein Rla and R12$
are each independently hydrogen, Cl-C6 gjkyl, optionally substituted C6-Cl4
aryl, optionally substituted C~-Cl6 aralkyl, Cl1-C6 al koxy, 10 or Ria and
Rl 2a may be taken together with the nitrogen to which they are attached to
form-N) p (in which pis aninteger of 0 to 2); R4 is hydrogen , hal ogen

, C-0C6 al kyl .or. hal : G5 . 1 | 0 Cl- C6 al kyl,
optionally %&ﬁé§f¥ﬁ%€%§%%Fﬁﬂﬁgg%§*co%cgﬁiégﬁg%?% ggggfftuted C~- Cl16
aral kyl; and la if @ {3ueadtif1dathroy P4 2 PA O0f HOr i HEFERELhy OL @
pharmaceutically acceptable salt of either; and 20 (80) The bi phenyl

conpound adeigphingl ¢ D- ¢debabpl B- 4 )0 ] - piéRy WheaeehoRImetbyhydeegen, Rz~ ~

~is halo d-C6 alkyl, RB~~is -CON( Rib) ( R2b ) wherein Rl1 and

R ab are ed¢PBindapeberke | §CHy ddigervbrestiets alkyl , or Rlb and R 2b

b
YB(in h

ken t og

oh p T2 at ke G R AT U 1R BiErSheRED re i

hydrogen or, Ghdf, Bl X¥larbonyl)-amino]-phenyl}-acetoxymethyl)-2-

10

15

20

25

propyl-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'~trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-ethyl-
malonic acid diethyl ester,
2-butyl-2-(2-{3-dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)- malonic acid diethyl ester,
2-allyl-2-(2-{3-dimethylcarbamoyl-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxymethyl)-malonic acid diethyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-2,2-bis-
ethoxycarbonyl-propionic acid ethyl ester, and
2-(2-{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(1-
methyl-butyl)-malonic acid diethyl ester;

(32) A pharmaceutical composition, which comprises the ester
compound or a prodrug thereof, or a pharmaceutically acceptable
salt of either according to any of the above (1) to (31) and

a pharmaceutically acceptable carrier;

(33) An MTP (microsomal triglyceride transfer protein)



or a prodrug thereof , or a pharnmaceutically acceptable salt of either. The
definitions of each ~substituent used in the present 15 invention are as
follows. "Cl-C6 alkyl" refers to a straight- or branched-chain al kyl group
having 1 to 6 carbon aton( s ) , and its exanple includes nethyl, ethyl,
propyl, isopropyl, butyl, isobutyl, secdbltyl, tert-butyl, pentyl,

i sopentyl, neopentyl, 20 tert-pentyl or hexyl, etc:, preferably a straight-
or branched-chain alkyl group having 1 to 4 carbon atom( s ) , nore
preferably nethyl) ethyl or isopropyl. Preferable exanples for Rl, R2, R2~
and R2~ i nciugEdi ﬁyIWhé?hyPOGPrF§Gﬁr6ﬁﬂ eﬁﬂ%ﬁeﬁ%ﬁﬁ%P%@aﬂﬁlésPFGﬂrﬁg and

R4 i ncl ude et hyl I p yl

pref erabl e %@éﬁ%ﬁ% f 8F ﬁ% Bhggéﬁgeﬁélcﬁcﬁgdé%ﬂ%ég aI%H‘epre era eeé%gﬁﬁies
for Re and ﬁgcéfkﬁi MG o BRI E e gbOYE; (Jgr@é qrseltal &s %ﬁaé@ﬂ:ﬁe fl%ﬂadlleml ude
met hyl , 153 or 1sopropyl; preferable exanples for R11 and

i ncl ude net hyl, ethyl propyl or isopropyl; preferable exanples for R13 and
R14 i ncl ude nethyl or ethyl; a preferable exanEIe for R5 includes

i sopropyl ; (3éer énaaﬂ@@iamr&trgatmatmpmp Vﬂépcééer)%hmﬁylllp@deétlml ,

f bl | f R18 d R19 hud t
P anr ol - LS cammsiaan Treneshen FORBEHRAnaE VA BrEitys BT e P
mor e prefer A;ym é‘e{hc%ﬁﬁ&@ BeLeS Prel%éflﬁlc'é@%d%tghifb’arﬁﬁw

propyl, isopropy re preferably ethyl; a preférable

exanpl e forti®lawene R2R) i vl (BEF aet iyl acandepingeeabkatexanpl es for D
i ncl ude ethyl, propyl, isopropyl, butyl, i sobutyl, sec-butyl, sec-pentyl,
etc. Exanples of the substituent for "optionally substituted CL-C6 al kyl"

ol Koxy 10Co- €58 ar By PORPE CARE oFkBiy EAPBORGPT okt PRpbiT lekiEy oF
al kyl thio; ﬁ @%5{&&%& NYniEh- Rrdode] {HQYEstegl %Q}A\krya agkng ,

acyl am no and among whi ch hydroxy is preferab he nunber of
t he substi tpieddBug Sthereob, prefer phbymdckotica2ly’ Edeptmicloakkyt" ofef ers
to a cycloal kyl having 3 to 7 carbon atons, speC|f|caII¥%cyclopropyl

cycl obut yl e%?@%mﬁﬂ%dlftﬂ/cﬂ%ﬁéﬂypf thaeahgyveyEl bhexy(3b) as droREiye
Preferabl e exaqgé hereof include a cycloal kyl having 3 to 6 carbon
atoms, spect?9Taf15”ticl opropyl, cyclobutyl, 25 cyclopentyl or cyclohexyl .
Mor e prgferable exanpl es t hereof incl ude cyclopropyl or cycl ohexyl. A
preferable exanple for RL and R2 includes cycl ohexyl; a preferable exanple
for R o inc{aeesAnyebehex¥br ahpr diraditen texanppeopoyl&iBsand Riogonmgiyudes
cycl ohexyl; a preferable exanple for R2 includes | 54 cycl ohexyl; and

pr ef er abl e FXEXHY 4 SEGECE|. HP XS FOMBE SEFcTRDEFIEFT SRMRYLPO REXT PT °Idtru|95

o et rBRLE Rt 0B AN BB 380 1, ORLOGS46y L ORY b PPRilez0r

cycl ohexyl . Xy"“refers toa's ranc ain al koxy

group havi r&céof@lﬁg gardionoatiaid shovand )i 6 (@19t anl A6t Lee s nggiddaent ;
et hoxy, propoxy, isopropoxy, butoxy, tert-butoxy, pentyloxy, tert-pentyl oxy
or hexyoxy, etc., preferably an al koxy having 1 to 4 carbon aton(s) such

as net hoxy, ethoxy, i SOpPr opox but oxy or tert-but ox n

preferably hef hGRyASPnbERSXYRE Prérdmghte °E>Pa‘rﬁﬂl'b‘gl?’6¥ 9% Ck?&SltY' which
comprises the ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to any of
the above (1) to (31l) as an active ingredient;

25

(38) An agent for the treatment or prophylaxis of diabetes,
which comprises the ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to any of

the above (1) to (31) as an active ingredient;



R2~ and R2~ include nethoxy, isopropoxy or butoxy; preferable exanples for
R3 and R4 include nethoxy, ethoxy, propoxy or isopropoxy; preferable
exanples for RS, R6 and R include nethoxy or ethoxy; a preferable exanple
for RI1 and R12 includes nethoxy; 15 an referabl e exanpl es for R15

i ncl ude net hoxy, ethoxy, propoxy or isogﬁgpoxy. "Hal ogen" refers to
chlorine, bromne, fluorine or the |like. Preferable exanples for Rl include
fluorine or chlorine; preferable exanples for R2~ and R2~~ i ncl ude
fluorine, chlorine 20 or brom ne; preferable exanples for R3 and R4 include
chlorine or brom ne; and preferable exanples for R5, R6 and R include

fl uorine or i " - ¥ i.d - :
substituted(aﬁb%ﬁggggnﬁgﬁgggﬁ%.ggag%ﬁéhgf%ﬁ%?éépkgﬁﬁ §s°§ﬁﬁé§%ﬁﬁ§%%ﬁ?n'zs
br onmonet hyl whithoiohiptiwds Hd fddioRiund bChl preaetythereot, or a
tribrononethyl, trichloroethyl, pentafluoropropyl or chlorobutyl, etc.,

pr ef erabl y phéonacethytalbynoregtathle fdaldr ofietither tadddndimanébhghy of
trifluoroethyl or trichloronethyl, and nore preferably trifluoronethyl. A

| 55 prefoer abhe %RQWﬁlél?oFoRi?léza? RD BCRAHCRIDITRELGAES trifl uoronet hyl ;
a preferable exanple for R3 and R4 includes trifluoronethyl; a preferable
exanple for R5, R6 and R includes trifluoronethyl; preferable exanples for

R16 and R1' (i8¢ Anuslgerdt tFohf + WO @RlEN tos - bﬁ:b%)hl?‘l%@ﬁtghdf hydped-1RAfRmkl e
exanples for R18 and R~9 include trifluoromethyl or trifluoroethyl. "Halo
Cl- C6 al kyl axyérieseteroois{ cromxeamy ertedyléigabeonoreeditox@iabetes
trichloromet hyl oxy, fluoromethyl oxy, tribrononethylo

pentafluord%FoB¥P8¥§eBFi€ﬁPoF@%ﬁ%&1QﬁﬂRr%ﬁﬂ%N¥ﬂ¥%th?Pg¥§F°5r6ﬁ6ﬁ¥ﬁqﬁﬂeéﬁy, f

| uoro hyl ox ifl hyl ox r4 chl or onmet hyl Qx I .
proforally ToLPLEBRITE Bl et el HO el an
trifluoromeihylsmanl thtebtoneeidy lOpNarfbeut PELL 8yt deh PALTE cafEielR2~ and
R2~ includes trifluoronethyloxy. "Cz-Cl2 al koxyal kyl" refers to an

al koxyal kyl of which al koxy noi ety has the sanme neaning as said al koxy and

al kyl moi ety has the sane neaning as said aggyl, and .its exanpl e includes
FORFEIRAL BuPS:

EEt hf)xymetp $1) eT%Mﬁe‘ifhhﬁo,r ST i) ' RRretiastLs i %ﬂdd)l’ﬁrli?f’h%/l ,
EXyl OXymre P}Xég]b‘é eO(@Y@% %he%%i@ﬁl@&%’?é})’%ﬂﬁ(ﬁ&r d@e@r J;@rsg; statdqRhG T Or

R18 and R~9 in s net hoxyethyl . carbony refers to acetyl,

propi onyl , buhysyt 0rp piyalmy i bt athsa aprtalanabliaredirgy onflgr MR21 and
R22 includes acetyl. 25 "Cl-C~ al kyl sulfonyl" refers to nethanesul fonyl,
: in the small intestine; :

(42) The agent for the treatment or prophylaxis according to

the above (41), wherein after the administered MTP inhibitorxr

20 inhibits MTP in the small intestine, it is metabolized in the
small intestine, blood and liver to the amount at which the
remaining MTP inhibitor in the liver does not substantially

inhibit the MTP in the liver;

25 (43) The agent for the treatment or prophylaxis according to
the above (42), wherein the remaining MTP inhibitor in the liver
is metabolized to the state where TG-releasing activity of the
liver is kept at the level of about 80% or more of the normal

level;



et hanesul fonyl, propyl sul fonyl, butyl sul fonyl, pentylsulfonyl or

hexyl sul fonyl, etc. , and a preferable exanple for RZ1 and R2z i ncl udes

met hyl sul fonyl . "Cz-C~ al koxycarbonyl" refers to an al koxycarbonyl of 156
whi ch al kyl noiety has 1 to 6 carbon atons) such as net hoxycarbonyl,

et hoxycar bonyl , propoxycarbonyl, isopropékycarbonyl, butoxycarbonyl,

i sobut oxycar bonyl, tert-butoxycarbonyl, pentyl oxycarbonyl, 5

t ent - pent yl oxycar bonyl or hexyl oxycarbonyl, etc. Preferable exanples

t hereof include nmethoxycarbonyl, ethoxycarbonyl, propoxycarbonyl or
but oxycar bonyl. A preferable exanple for Rz includes butoxycarbonyl; a

Ccanpl o 1 or(FG5 ity SRPTH € 0 SRy Ohr BORYY A 5 Sy Gr T 4o -

exanpl e foryfy 'a'%%kz'éd?&o?tt{}?W%a}r,bQH}ékeih%@%#Xtﬁiﬁﬂ%&siéOa empBlinavi ng
one carbon atom or an al kanoyl" 'having 2 to 6 carbon atons such as acetyl,
propi onyl , makiiylaorieaseal oyd, eeter vordg its preferabl e exanpl es include
15 formyl , acetyl or pivaloyl . A preferable exanple for R2 and R2~

i nclude$ acetyl; a preferable exanple for R3 includes fornyl; a preferable

exanple for R5, R6 and R .includes acetyl; a preferable exanple for R13 and
R14 i ncl ude(s‘l%i:élfriﬁ ageht £ &P& dFeetaieatpPE PEPPRYLaXAF RESOFHINGIES
acetyl. 20/ iylLsyh r 0 S j

xampl ¢ | o ueT e YuLnam B FLE AN S Sl cBnBRLRA GRS ALY b
propane- 1, Fdghient bdndt 8Rerts4Th Vilnhipgianeattivaiyl,, thexeseed oiity of

1, 1-di net hyl et hane-1, 2-diyl, 1,1-diethylethane-1,2-diyl, 25

2, 2- di net hytlet heerepquRd diy| mepabodiigefy iat fdivedl > dpgtome an inactive
1,1-diﬁ§thyl ropane-1, 3-diyl, 1,1-diethylpropane-1, 3-diyl,

2, 2-di net hyff‘gt?‘"o =1, 3-diyl, 2,2-diethyl propane-1, 3-diyl,

3, 3-di net hyl propane-1, 3-diyl or 3, 3-diethyl propane-1, 3-diyl, etc.
Preferabl e exanples for Akl and Al k2 include nethyl ene, 157

et hane- 1, 2-dig) ,THad Rajpartl fhrdityle, theapmentl o3- girpbhydbed s’ Ackemadnyl tohas
preferably 2 to 6 carbon aton(s), and its exanple includes

et hyl ene- 1,theliapovel {APdpkpel-45 B- dhgrein phepdAB-iInigik yor is the ester
1-butene-1,4-diyl,_ 2-butene-1,4-diyl,_5 3-butene-1, 4-di

orl, 3- but adf RS9 OF; 3 PTO8F ! Tﬁ?%%/%‘?%bf’g %%’ii’ﬁﬁl"@é’efud‘rlé/g?rlklry araeRtryLe

i ncludgget hyl gnesd, 2rdiedt \mdn P ORERCi: andli ¥# , t e PAORGECT 1) 3edi Yh1)6tC.
"C6-Cl4 aryl"” refers to phenyl, naphthyl “or biphenyl, etc. , preferably
phenyl. 10 In the "optionally substituted C6-Cl4 aryl", the substituent ( s
) is/are not particularly limted, and may be the sanme or different each
ot her and i (s‘?gl)r & ma'diad fer 1P pbEreFBaRE orTRECRRhexisfokhpRerideAftsmia. not
particularly limted so long t he re chem cally accept.abl e..while the
Panber |5 AT St sateeey S Febd ity E e taFop e
subst i t uentoqt NgLpdetEds£8nal ki e cémpPBL &Y aarliRYsteRrioRy!la boRBHARM!
butyl , tert-butyl , etc . ) , hydroxy, Cl1-C6 alkoxy ( a . g . nethoxy,

et hoxy 20pr cpebes t o ox i ndtidh )t i MiPe fihé cgobbmali heigldlykceriide trbnefieme |,

etc . , nitro , cyano , Cl-C6 acyl a . . fornyl
) protein) yin the small ir%/tesgtine; g m

(48) The method according to the above (47), wherein after the
compound inhibits MTP in the small intestine, it is metabolized
25 in the small intestine, blood and liver to the amount at which
remaining said compound in the liver does not substantially

inhibit MTP in the liver;

(49) The method according to the above (47), wherein the



20 acetyl, propionyl, etc.), Cl-C6 acyloxy (e. g. fornyloxy, acetoxy,

propi onyl oxy, etc . ) , mercapto , Cl-C6 alkylthio { a . g . nethylthio,
ethylthio, propylthio, butylthio, isobutylthio, etc.), am no, Cl-C6

al kylam no (e. g. methylam no, ethylam no, propylamno, butylamno, etc.),

~di (C1-C6 al kyl)anino (e:.g. 25 dinethyl dfno, diethylanino, dipropylan no,
di butyl am no, etc.), carboxyl, C2-C~ al koxycarbonyl (e. g. nethoxycarbonyl,
et hoxycar bonyl , propoxycarbonyl, etc.), amdo, trifluoronethyl, Cl-C6

al kyl sul fonyl (e.g. nethylsulfonyl, ethylsulfonyl, etc. ) ( am nosulfonyl,
C3- C~ cycl osnadnirg gcompowed cyke| bpenlyverciye| BRerpplieed. Yo shenygtate
acylam do (e. g. acetam do, propionylamd efc¢.) and the |ike, among.which
hydr oxy) cg‘i%‘?%%ﬁejﬁésé@ | ,ltrﬁaroc?agp& &t‘izaéelﬁﬂk%ﬁ”f rﬁto?“}?a{{%d%&,
trifluoronethy. - I - o} o] nd 5 acylam do are

pr ef er abl e.éf,; Ap?%‘%r% ?%x%#egoﬁélﬁéﬁﬁé%ﬂﬁ% Udes phenyl which may be
substituted with halo C1-C6 al kyl (e.g. trifluoronethyl, etc.), Cl-C6 al kyl
(e. g. nethyl, ethyl, etc.), halogen (e. g. f luorine , chlorine , bromne
, etc .5) (1) Ghalrebhod acconfingrdtthdhe abbyeet(d.7)), t01{@8 acyhereing.
acetyl, etc.), C2-C6 al kenyl ( a .ﬁg 3 isogrogen |, etc . ) or cyano; a
pref er abl e ExargAePERd R52s Rt aheP s PRE| BokES pHéﬂ?F whi ch may be
substituted with halo C1-C6 alkyl ( a . g . trifluoromethyl , etc . ) ,
Cl-C6 alkyl (a. g. nmethyl , etc . ) , halogen ( a. g . chlorine , etc .
) or Cl-C6 @KpXhe mBthofl acdSrABhHOXY thRl Gbpived( B0 §f ardt €1 eXamfde ther RS
and RO includes phenyl; a preferable exanple for Rl1 and R12

i ncl udes~pheymypourad phefrénablat ebeagt ee$ ber Rb@ndndk¥Rict s NdTRdéohibdipry a
preferable exanple for Rg3 includes biphenyl; a preferab ring

| .abl e exanpl e far
A i ncl dlles 3RSt EY and et iamathamd &de W%O@%Hsn&%&gog%%ﬁ% or
napht hyl . ".G-- r N f n L, of which aryl noiety is
phenyl (whf%c"%%?“%ég%%%éﬁi%€t§%§%%$%éls?%¥g§éé%étituent(s) mentioned in
t he above description of aryl) and al kyl noiety is alkyl having 1 to 6
carbon aton(s). Exanples 25 thereof include benzyl, phenethyl, _
phenyl pr opyl 52 bHérey Inmithdd @rcqsirtiyichebeyItheetadoveartg e é1§ 20enpergin
phenyl et hyl is preferable. A preferable exagple for 3} and .R2 i ncl udes
benzyl ; a pritt SRV IFpiteer 6F TRE1CIHHCERS Phct e Ib%%ﬂe‘,reac?%' gt e

prefer Ieliy&%gﬁg ' ' ZNE a4 P ~E ™ y
refer sqtgo enoxy‘?eé]%%%*}wggﬁé%i&%?ﬁg?eﬁ ﬁeltglheeigyleggﬁgﬁ%dggﬁnap torfyl
group - may hehesudsévd utey véth3fl)jo 3 substituent ( s ) nmentioned in the
above description of aryl ) , preferably phenoxy. A preferable exanple tar
R and 5 RZ includes phenoxy, and a preferable exanple for R15 incl udes

phenoxy. "C~-Cl16 aral kyl oxy" refers tq an. arylalko af . .whi_c ”

noi ety has 15350613’%& tgooﬁmt%e(mgrag:mteﬁ]et yPr&p)é%&aﬁ{alf gg%sc’%]tglslt%%éf)ed
with 1 to Jsubsidddiqnio ) 9 X 488Nt ;ABedihNthBeagbRYei d tdlesfdr Ptddan tak
aryl), and exanpl e thereof includes benzyl oxy, phenethyl oxy,

phenyl @0opy oeat mgaie nyt bpit yploxyaxkes cof hypéelapliviebénzyhdxh. 14 mselderdabl e
exanple for Rl and RZ includes benzyl oxy, a_preferable exanple for R3

i ncl udes berRPIREtiemdvityretesprt ERERBTELIPAACRES ARELLEAS benzyl oxy. 15
"C~-Cl5 arylcarbonyl" refers to benzoyl, naphthoyl, etc. (where the phenyl
group or naphthyl group may be substituted with 1 to 3 substituent ( s )
mentioned i 4 herad Qfeite ¥y RO 1¥fatiedt) or @&%{;ﬁ@q@ﬁ@%@ﬁbﬂdir& to
preferable exanple for RL Wand R2 incl udes benzoyl. 20 "C~-Cl15

aryl car bonytrean abdve ef 8%, t @helreriyl carhzonydratnd yp e nhiht dgthtar Bonygl asi @o,

et c. (wheret he phenyl group or naphthyl group may be substituted with 1 to 3
subst i £Aentsfakin- i&Fed: i n t he above description of aryl), preferably
benzoyl. A preferable exanple for ring C includes phenyl carbonyl am no. 25
"C8-Cl16 aral kyl carbonyl am no" refers to benzyl carbonyl am no,

napht hyl car | @ VRS & A nihan B yAla ke dedr AR R oTRY
be substi tu%yvm%b%r@; S%OSIfJbsti t%uent(s) m?rﬁ ?J(r)ned yiqn t he above Y
descriptioncid &Wove , (P4 Ef ewhblryibetryl saabanykgpendrugAipr ener bl eogmeanpl e
f or ring 160 C includes benzyl carbonyl am no. "heterocycle" refers to a
5- to 6-nmerbeuets heselegtedntinon i Hye §TroUpt CBFeEibErRdOs atlgvasd@tin,

het erocycle or a 5- to 6-nmenbered unsaturated heterocycle, any of which
contains 1 to 5 3 heteroaton(s) selected fromnitrogen, oxygen and sul fur.
as



an atomconstituting the ring other than carbon atom or a fused
heterocyclic ring in which said heterocycle and benzene ring are fused.
Specifically, its exanple includes thiophen-2-yl, thiophen-3-yl,
furan-2-yl, furan-3-y1, pyrrol-1-yl, 10 Ryrrol 2-yl, pyrrol-3-yl,

i m dazol -1-yl, imdazol-2-yl, |n1dazol & |n1dazol 5-yl, pyrazol-1-yl,
pyrazol -3-yl, pyrazol-4-yl, thiazol-2-yl, thlazol 4-yl, thiazol-5-yl,
oxazol - 2- yI oxazol - 4-yl, oxazol -5-yl, i soxazol - 3- yl, isoxazol-4-yl,

i soxazol - | di n- |n1d 5_pyr

pyri di n- 2- y¥ mﬁ5¥£ﬁ£% Prgﬁyfgéln 4- y?l“ByPFS%lB.n Qtogva639¥0 |d|n63 yl,
benzot hi ophg Lt pgﬂzothlophen 3-yl, benzofuran-2-yl, benzofuran-3-yl,

i ndol - 2-yl, Qr%v% 2 benzi m dazol - 1-yl, benzinidazoI-Z-yI,

benzothlazol 2-yl, benzoxazol 2-yl, qU|noI|n-2-yI, 20 qui nolin-3-yl,

qui nol i n-4-yl, isoquinolin-l-yl, i soqui nolin-3-yl, isoquinolin-4-yl,
1,3,4-thiad(@QbITQEyagenﬁwﬁnnﬂﬁhethﬁatmﬂni ox pﬁ@pﬂmﬁﬂ&ianﬂﬂﬁﬂnﬁﬂﬂﬂ'tRl and
Rz includes thiophen-3- e _exanp| es ring A include

i ni dazoP- 5- e 3T | tg §|46(3pyw¥am1§"§11 ?95%30?.%9 RIERK dfog the
preferable g Q?Bk I Y r%ﬁgﬁggh% e RlLes
for ring Cinclu én {% égrélgg;i#fpyrl Qif w lcfl?aic;%ﬁgr? 2-yl, tﬁl op%n 3-vyl
or thiazol -Rivyh. oﬂﬁéh aﬁgﬁrdbéglaysubﬁg(hment in optlonally substituted
161 heterocycle”, the sane substituents as those nentioned in the above
description of aryl may be exenplified. The nunber of substituents is not

articul arl imted so |long as they are cheni call cceptable, while the
Eunber is p?%?ér'ﬁ‘b‘i’ ya%efrb‘hrﬁfg% the Jreatmenicgr, PIFé’ﬁ’é‘l %'arXéLf%etaé’c[o5dd‘n§t *&i ght -

or bfa%hedtﬁ?aéﬂo%k?ﬂ% O QUPe P'VLPHo2 EALE- sagpile AR 18NGaihaRiaP! e
i ncl udes viny openyl , |sopropeny? ut eny Vs e yl,

sec- butenylort&fid-buiesydt; n-pentenyl, 10 isopentenyl, neopentenyl,

1- net hyl propenyl, n-hexenyl, isohexenyl, 1,1-dinethy|buteny|,

2, 2-di et hyl but enyl, 3, 3-di net hyl butenyl) 3, 3- dinethylpropenyl

2-et hyl bute te re | e exanp le . fo ~~ incl ude

n- pr openyl , p%é]h '@l%raeq 1'abqfoé: g’zfnﬁlrfaf SES oﬁcpﬁc%’zw&aﬁ‘rlc?p@ﬁﬁor g to
"Prodrug” ofpnd %&%de 2 a%9 ,t gnerdehi ¥ﬁ£'é{§e9{ wearwggwdf&f thiae
present invention, which has a group capable of being chemcally or

met aboliiscal ﬁ:ye&ﬁﬂelﬁtt &k apdophgdmxpilzar pEcedtabateactwhvitcly afd¢ eruddd i 9n
hydrol yzed or solvolyzed or converted under physiological conditions. 20
For exanpl econipbpathesy %%tml@?%@raaﬁé%r@hﬁpvgandﬁhg f)a substituent such

as -CO Cl1-C6 al kyl, -COz-Cl-C6 al kyl, -CONH Cl1-C6 al kyl, -CO Cz-C6 al kenyl,
-COz- CZ- C6 al kenyl , - CONH- CZ- C6 aIkenyI -CO C6-C14 aryl, -COz-C6-Cl4 aryl,
- CONH- C6- Clés @y Yine -£geetRoand & rea@REreloe! ?ey;@ ?la&is GGty eeycl e,

etc. (wherein any of said Cl-C6 al kyl, C2-C6 al keny C6-Cl4 aryl and

het er ocycl ethmyahoeres (15810 | twiteateim oithieal ageh; dCAbEOEial g ilsydnexys mEreCH

al koxy, carboxyl am no, amno_acid residue, -PO3H2, -S03H,

_CO pol¥et HFEHEH) y A1 Hudrabathsol FHMR eﬁé’&l%&l“‘r‘—’e5|°§uelnsull§?

CO pol yet I I
monoal kyl Qt%/%eé‘%%é.fd%@ PR o By s T ns oo et Ag s Sund.
Al'so, ther esmotb&nféfém Ccfé ,e%lﬁlﬂﬁfld@rd'r d, na‘“’@'lﬁ'&o@n@la%ébihhﬁ%@ﬂbﬁucr‘
as -COCl-Co al kyl, -C02-Cl-C6 al kyl, -CO C2-C6 al kenyl, -C02-C2-

al kenyl , GﬂﬂdCﬁninglary¢$istﬁhdﬁ-impravyng dﬁﬁBheterocycle,
-CDZ-heterocycIe, etc. (wherein any of said d-C6 al kyl, C2-C6 al kenyl,
C6-C19 aryl and heterocycle may be substituted wi th hal ogen, Cl-C6 al kyl,

hydrox;&B c (-6%3) al'Ilﬁ'lOeX%’gent for the treatment or prophylaxis according to
the above (59), wherein other anti-diabetic drug is one or more
drug(s) selected from the group consisting of insulin,
glibenclamide, tolbutamide, glyclopyramide, acetohexamide,

glimepiride, tolazamide, gliclazide, nateglinide, glybuzole,



10 carboxyl, am no, amno acid residue, -PO3H2, -S03H,

- CO pol yet hyl enegl ycol residue, -C02-polyethyl eneglycol residue,

- CO pol yet hyl enegl ycol nonoal kyl et her residue, -CO02-polyethyl eneglycol

nonoal kyl ether residue or -PO3H2, etc.) s attached to the am no group of

t he conpound. 15 Furthernore, there may 6@ exenplified a derivative in

whi ch a substituent such as Cl-C6 al koxy, C6-Cl19 aryloxy, etc. (wherein

said Cl-C6 al koxy or C6-Cl4 aryl oxy nay be substituted with hal ogen, C1-C6
Cl- C6,_al kox ar box am. no - PO3H2,

| kyl hyd due
“S03H. pol yRRHEPERER B ROr SR LPELBS O BEO BB bR OR BABAPFLde BRI RgE oo har
oot due, olgeded 58U AARNGELL 01 L heoRET ROUYD AT QP! e compound

"Phar maceuti ca acce rncf udes 'vari ous i norganic acid addition
salts such as hydrochl ori de, hydrobrom de, sul phate, phosphate or nitrate,
etc.; various 25 organic acid addition salts such as acetate, propionate,
succi nat e, #Yyrdltet ggdractfaime, theltates tmend] atre priophtyrlabd,s @dooatddng to

mal eat e, funarate nmet hanesul f onat e, benzensul fonate, p-tol uenesul fonate or
ascor baPe, €t¢.ab Qﬂe VESPNZS éélﬁt)s W‘?ﬁeéﬁ ERE negaRt L3 @ aegﬁne?'sﬁé’rrt &be or

g|Utanate"€%eatm % §Eghro %?i xi EEPOE%%%ngSglggﬁ; lCh ¥egeln.

hydrated cofpoun e va I'ng "on C|rcunstances MI'P

in the Smi'&odxtﬁ‘ix?é’&i&?"w;[@ﬂ%ﬁhé@ ahellvmj’ &¥t&hs0eni ArafRkl ;i ntesti nal
epithelial cells. 5 "MIP in the |iver ?ers to the Mr eX|st|ng in

hepatic cells. The expression "selectlvely inhibit MIP in the smal
intestine"” neans the level of inhibition is at |east about 5 tines higher,

pr ef er abl y (aﬁﬁ))utT% agefds fagHde tmeatment o0 PrRRPhYLeF S ﬁC(?PFF@rln;SaftPs of

body sygh nd. hear e |l I|v o]y ecjfli n the
basi s Li? S9 rret a oI I églt)a%?”{‘é’fgfl?es%h%r %.{1 %getrhéat ﬁgﬁgeg Ounse; r?%
human or haggter a28gl(R reaBEALES Fealom OEhén@ztoef dct;ﬁéms%@ngl neit esoabt er
the treatnment with small intestine S9 is about 10 tines 15 or nore higher

t han thatldnurﬂxxﬁse ofandie teresitmentconvielr tilinger 89 zysee Téshibidrpke 7).
The expression |t is metabolized to the anpunt at which the remaining MIP
|nh|b|tor|QPQ%ﬂan%%ﬁ 85e§ﬁﬂﬁPER%sFaﬁ?98PF§t?nmqﬂ%c%ﬂﬁ REP2PAPERES]| ver

nmeans t hat t aII qﬁborall istered MIP inhibitors are
nmet abol i ze t e Hactt \ﬁ a{?)oﬁ%ltaé c})e(?l i«; Z]Frl vi ng at the liver or at
t he nmongnt of arr|V|ng at the liver and show substantially no MIP

inhibitory activity in the liver, i.e. the MIP inhibitors are converted to
t hose t hat (&3 hdthes @ustrentfical bpei mivielaitmeNE pgl paophiylamisshaccording to

the above (62), wherein other anti-hypertension drug is one or
more drug(s) selected from the group consisting of furosemide
delayed release, captopril, captopril delayed release,
20 enalapril maleate, alacepril, delapril hydrochloride,
silazapril, lisinopril, benazepril hydrochloride, imidapril
hydrochloride, temocapril hydrochloride, quinapril
hydrochloride, trandolapril, perindopril erbumine, losartan
potassium, candesartan cilexetil, nicardipine hydrochloride,
256 nicardipine hydrochloride delayed release, nilvadipine,
nifedipine, nifedipine delayed release, benidipine
hydrochloride, diltiazem hydrochloride, diltiazem
hydrochloride delayed release, nisoldipine, nitrendipine,

manidipine hydrochloride, barnidipine hydrochloride,



25 liver. Mire specifically, it nmeans the condition where TG rel easing
activity of the liver is kept at the |level of about 80 O or nore,

pref erably about 90% or nore, nore preferably 100 of the normal |evel. In
terns of nmetabolism it neans that the ratio of inactive netabolite to
unaltered formin portal vein 164 ,bld#d is approximately 8 or nore to 1
one hour after the oral admnistration to hansters , i.e a . about 80% or
nore of the agent ( conpound) is netabolized before arriving at the liver (
see Test Exanple 6 ) ( or on the basis of liver S9 netabolic stability test
, 5t nean%memdlﬂ£n¢nb&@@@cgi@éid@heamégﬂlnénﬁgbﬁﬁﬁﬁﬁt@r BeAe0aP1isg .t he

remai ni ng rate upal tered faormi.s about 20% or prefera a ut 10
0 or less , é HEIRr abBFPSHP S or | ePEO sre@é”éveozlt E&X%Pg?‘#’

expression t [ it lMT Aot
liver" has %Msﬁ)n%m(?i ﬁﬁ%@%e%ﬁ?%%g Ef’é é(ag.% \;ﬂh{&?ﬂ 9 ﬁét glc))%llalq'zed
to the anpupdiafedhi Cfbié@sé enai 1th Aen SAEL | nhh?ﬂi:‘@&h[LBrﬁBé I l veard%aorlot
substantially inhibit 'the MIP in the liver" , and neans the condition
where TG r éhedsiciglacidei t ycaftehbol i veydigchépride t flelhyedl oklaboet

80~%r nore, 15 preferably about 90% or nore, nore (g#ef er abl% 100 _of the
normal |ev un%&r‘a:bch]ar%@EBFF&QFF?G’&CW%%WY och{arides dgtgdsrice or

oL Ian ¢ I dde ISR P I e BE G SP0Y TR BRBLRYONTRE AOnbRERILAEON

material are used.’ and orrru ed as excipi ent, Tubrica

di si ntegr atw@tml ,mé@byﬁﬂlolsthtl%trlaftéerdelwnﬂéngaﬁgﬁnha.plr&@ELQBIlZI ng
agent, buffer, soothing agent, etc. |If desired, pharnaceutical additives
such as presenwvatole]l avlifmiaanttildsiodolnghadanchlomddesni nrgragdatolet c.
may be al so used. Preferabl e exanpl es of Sa'g 25 ex ?L pi. ?}Ft i nclude Ia t ose,
sucrosé? D-RAFREVIOL stEmatrats v s PaterRd el PERAGSERHOTEGHE anfi§dr8asS L8N i ci ¢

acid, etc. a f C e
R T e S e S
exanpl es of1 sd £h b NEErbellvee der,ysiet ihdEol Hydfraaelldd iake, amoenoagol
D-manni tol, dextrin, hydroxypropyl cellul ose, hydroxypropyl

met hyl cel | thpdecipodyadeay| pyr molazksiey et chyRrelcddaplidesxanpl §srarosand

di sintegratin clude starch, car met hyl cel | ul ps 5 .

car boxynet M ‘%%?‘?’Eﬂ%‘?e&cal ‘?’ff?ﬁoﬁjr%s"é%%ﬁszéﬁgoséué%f’ﬁﬁ? ggg?ﬁﬂ‘lorlde

car boxyget fwdx%éé@f&ﬂh eltxx‘]‘drgéﬁ?ﬁ{@mae %a&%as He i@k SOl yeRb: fRe! udgqnat er
or injection, co propyl ene gl ycol, "macrogol, sesane-seed oil, corn
oi |, propylgenigdyaeind ahdyyeLtel; ester, etc. Preferable exanpl es of said

sol ubilizer 10 incl ude pol yet hyl enegl ycoI , propyl enegl ycol, D mannitol,
benzyl benzoate, ethanol, tri sam’ norret hane chol esterol, triethanol am ne,

sodi um carhb mC|tr fer bIe exann Ies of said..
suspendi ng (gé;‘g%ﬁse faﬁg St éffogn s Eea ment ear ﬁrc{rl sthanof s s "godi um
lauryl 15 sy f@lCanb@blyia ﬁ@d‘@%@%l@é"dﬂﬁﬁl dn thieSiplehiinp ikrraal keagy)

chl oride, benzethoniumchloride, glycerin nonostearate, etc), polyvinyl

al cohol2p pdiowithed pyreatmeioneor cardpxyhethy| o€l hypesdipbdensns

met hyl cel | ul ose, hydroxynet hyl cellul ose, etc. Preferable exanples of said
20 isotonizing agent include sodi um chl oride, glycerin) D manni toI etc.

Pr ef er abl e g(sa)gplrss of sal dcguf |tnocl gggs(%hcﬁp&akg%ac%@é el tggggt e,

citrate, &rabi%e exarrp &5 Jof " sal I ng ag I'nc enzy

al cohol etepntﬁ{ﬁ;@lrpgfd@%f@paﬁgg of g sai glt@fgs%?@y ¥eughcl ude 25
paraoxyben20|c acid esters, chlorobutanol, benzyl al cohol, phenethyl

al cohol, dehydroacetic aci d sorbic acid, etc. Preferable exanples of said
ant i oxi dant include sulfites, ascorbic acid, etc. Preferable exanples of

sai d swéet elfithly é{'@@nt UBfic| ARACEAHAG t dife, tHECCABPVA s Lim YeRRiD &pe,

186 Pref bl f d l.ude f h
B R e s

food, ‘iron @a&m&tfﬁ %ﬁeStlﬁ@:ﬁl@té@Incarré’irﬂGaQHBtEHe i nyeRLkeRabehail ed

descri ption 1's given beI ow wWith respect
fluvastatin, atorvastatin and cerivastatin;



various substituents. Rl is preferably hydrogen; Cl-C6 al kyl such as

met hyl, ethyl, etc.; Cl-C6 al koxy such as nethoxy, isopropoxy, etc.; 10
hal ogen such as fluorine , chlorine , etc . ; halo Cl1-C6 al kyl such as
trifluoronethyl, etc. ; or C2-C6 al kenyl such as isopropenyl, etc. RZis
preferably phenyl (which may be substitit®d with halo Cl-C6 al kyl such as
trifluoronethynethyl, etc. ; Cl1-C6 al kyl 15 such as nethyl, ethyl, ete. ;
hal ogen such as fluoro, chlorine, bromne, etc.; Cl-C6 al koxy such as

met hoxy, etc.; Cl1-C6 acyl such as acet

y |, etc. ; C2- a}LIke_n | such.as
sopr openyl(® AN Gre.o% ey et e Sepit et o5 SrARI L S BFEE AL0g .
C3-C- , : 1- . 20
YL he BRENLR RICHRITAE): pRECopher ofta 2B (1 ARNAT <31 EEY)

etc . ; halo cha uor one

al kyl oxy sugh as-ddtnfditorOmi ey 18tLts of &bebdbyaral kyl such as benzyl
etc . ; C6-Cl4 aryl oxy such ‘as phenoxy ( of which aryl noiety may be
substituted with halo Cl1-C6 al kyl such as trifluoronmethyl, etc.), etc.;
C~- C15 aryl carbonyl such as 25 benzoyl (. of which aryl noiety may be
substit Bt ed 66} hThal oden 3GERTE4nEhITr | RBe &Rove éf’é);' W&oy cPEhstich

as thiophen-3-yl, etc..; - C~ al koxycarpon such_ .. but oxycar bonyl
etc . : - Na(n%i’éfo)be(séyl ﬁi:rzlfg v%serr%?%%ﬁgogn%é%aﬂ&a?gl%%g tr ndependent | y

hydrogen or optionally substituted phenyl). | 67 Rz~ is preferably
hydrogen or hal ogen such as chlorine, etc. RZ~ ~ is preferably hydrogen,
hal o Cl- C6 (@XKyUssucththasadentf Foartmetyhtmendt or pCbp@f la#id asuolndasg
nmet hyl, ethyl, ete. ; 5 hal ogen such as fluorine, chlorine, bronmne, etc.

Cl- C6 al koxyp $hehahsveaef Béxytoet4s) ;andl othese g tdudh aRe bkt RFgdSBoR§F,
etc. ; - al.kenyl such as isgpropenyl._etc.. ox cyano. Ring Ais
preferég?y%®qwﬁﬁ@%%W%ﬁ%f??)%ﬁoéﬁyfg&ﬁ% %%ﬁ%bagﬁg%ﬁ’phenyl is especially
preferred. Xis preferably -COO- , -N( RL) CO or -CON( RL ) - (wherein
R1 is hydrogen; Cl-C6 al kyl such as nmethyl, isopropyl, etc.; or C3--C~
cycl oal kyl (SMgh Bsecyeoheggbrdiéng. to , theormpoms ch69COOWher@INH otber
especially preferred. 15 Ring Bis preferably

anti-diabetic drugs are one or more drug(s) selected from the

group consisting of insulin preparations, sulfonylurea drugs,

15 insulin secretagogues, sulfonamide drugs, biguanide drugs,

a-glucosidase inhibitors and insulin resistance improving

drugs;

(71) The use according to the above (70), wherein other
20 anti-diabetic drug is one or more drug(s) selected from the
group consisting of insulin, glibenclamide, tolbutamide,
glyclopyramide, acetohexamide, glimepiride, tolazamide,
gliclazide, nateglinide, glybuzole, metformin hydrochloride,
buformin hydrochloride, boglibose, acarbose and pioglitazone

25 hydrochloride;

(72) Use of the agent for the treatment or prophylaxis according
to the above (34) to (46) and other anti-hypertension drug(s)

for the treatment or prophylaxis of hypertension;



168\ \ / / "N N- N=~, N~N~ W/ / or or nore preferably N~N- Wor /
or nost preferably 5 RS is preferably hydrogen; hydroxy; hal ogen such as

chlorine, bromne, etc.; Cl1-C6 al kyl such as nethyl, ethyl, isopropyl,
i sobutyl, etc.; substituted Cl-06 al kyl _such as |sobutyl substituted with
hydroxy, etc . ; Cl-C6 al koxy such as 164 %ethoxy, et hoxy, propoxy,

i sopropoxy, etc.; halo Cl-C6 al kyl such as trifluoronethyl, etc.; C--Cl6
ar al kyl oxy such as benzyl oxy, etc., Cl-C6 acyl such as fornyl, etc.;
optionally substituted heterocycle such as 4-nethyl-thiazol-2-yl, etc.;
-CON ( R11 ) ( R12 ) ( wherein R11 and R12 are each independently 15

YO ORI e YL 0020 gy

C6- Cl4 aryl such"as ara enzy ;

Cl-Co al kO@ht%ﬁérMMﬂd&tgcls,orw oRmér@@@ua(sa g@yeeeeaaé&%n taget her
with the nitrogen'to form [69 -N) p ( wherein pis an integer of 0 or 1

) ) : -N( fRBip doRi¥s)img efHredp (dRIBe}ics Riangl(ateheienncamaeamn@m
are each independent |y hydrogen; Cl1-C6 al kyl such as nethyl, ethyl, etc.
C2- C~ 55aIKﬁ%¢@&Fbéﬁ@I Sas ﬁ@ﬂh@k?@&#@@nyFI éﬁ@ePtGT'CBnééﬁpnéﬁéﬁ ras

acetyl, etc, t n toget jLrogen.to

o ch § hey Sarie SR ORGP 68 m URE TS T SRRED P PR b4 BB o BhRERCRR D "has
the same neanify wodelised above ) ) ; or -CO ( RI5 ) (wherein R15 is

Cl- C6 al kyl such as |sopropyl etc. ; Cl-C6 al koxy such as net hoxy, ethoxy,
pr opoxy, i Ssopropoxy, etc. C~-Cls ar al kyl oxy such as benzyl oxy, etc.; or
hydr oxy) . Alternatlvely R3 and R1 nmay be taken together with the nltrogen
to which R 74 aTh&cHEE aRECPFAGNE t& f 6hm above (73), wherein other

10 anti-hypertension drug is one or more drug(s) selected from the
group consisting of furosemide delayed release, captopril,
captopril delayed release, enalapril maleate, alacepril,

delapril hydrochloride, silazapril, 1lisinopril, benazepril

hydrochloride, imidapril hydrochloride, temocapril
15 hydrochloride, guinapril hydrochloride, trandolapril,
perindopril erbumine, losartan potassium, candesartan
cilexetil, nicardipine hydrochloride, nicardipine

hydrochloride delayed release, nilvadipine, nifedipine,
nifedipine delayed release, benidipine hydrochloride,
20 diltiazem hydrochloride, diltiazem hydrochloride delayed
release, nisoldipine, nitrendipine, manidipine hydrochloride,
barnidipine hydrochloride, efonidipine hydrochloride,
amlodipine besylate, felodipine, cilnidipine, aranidipine,
propranolol hydrochloride, propranolol hydrochloride delayed
25 release, pindolol, pindolol delayed release, indenolol
hydrochloride, carteolol hydrochloride, carteolol
hydrochloride delayed release, bunitrolol hydrochloride,
bunitrolol hydrochloride delayed release, atenolol,

asebutolol hydrochloride, metoprolol tartrate, metoprolol



-- Nor O -NO RQis preferably hydrogen or hal ogen such as fluori ne,
chlorine, bromne, etc. Alkll is preferably nethylene or ethane-1,1-diyl. 1
is preferably 0, 1 or 2. Alkl2 is preferably nmethylene. mis preferably O
or an integer of 1 to 3. 170 D is prefgéably Cl-C6 al kyl such as ethyl,
propyl, isopropyl, butyl, isobutyl, sec tyl, sec-pentyl, etc. ; C2-C6

al kenyl such as n-propenyl , etc . ; C2-C~ al koxycarbonyl such as

et hoxycarbonyl , etc . ; -N( R42 ) -CO ( R43 ) ( mherein R42 is hydrogen 5

or C1_C6 al R43 i.s such .as ny etc
ararky)) of S5t Lo CBATRE 1o TRASE A TBE IR Tk ’C?laﬁeﬁa#]ﬁ%g c,
, R6 and an in g&&y 1
preferably %%iiﬁgfary %ﬂh] ‘%ﬁy|bQ%X%§tﬁgﬁ 29% Cgi%i %daéﬁﬁﬁg
such as cycheperdybl rﬁ;)ﬁﬁ:ldﬂl'ﬂ@t!md_eet 6elifFoldh 10y @ dofh 1 SHEde a?od‘ibﬂﬁﬂdlol etc
; or heterocycle such as pyridine-3-yl, thiophen-3-yl, thiazol-2-yl, etc.

Al t ernat i vehglomahg, (bemquﬂtmltﬂaltardmgmmidm.t rlaRle’teaidﬂR&yt&romlfordm RS is

preferably hydr ogen; -C6 al kyl such as nmethyl, etc.; Cl-C6 al koxy such as
met hoxy 3 et%rot%%?%@é %ﬂﬁﬂ?%&??ﬁﬂ?ﬁlqﬂ93%&q}°l thﬁ9?h¥ﬁﬁ%ﬂ? EFAEPE LY y

such as phen 0 R1'
) ( mherglﬁhgé %OE&dgargégg ﬁ%gr cg%silﬁydrgﬁgn 8%92?%%@5%985Ch
as ethyl, e@@nazoc:Lﬁ”h}Qierb@dé:G B zsiah a8y dobrddridd ucareg%tfexd

etc.). R6 is preferably hydrogen or hal ogen such as chl ori ne,
release, urapidil and phentolamine mesylate;

10 (75) A pharmaceutical composition comprising an effective
amount of the ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to any of
the above (1) to (31), a pharmaceutically acceptable,
appropriate amount of ethanol and propylene glycol fatty acid

15 ester;

- (76) The pharmaceutical composition according to the above (75),
which comprises 25 to 35% by weight of ethanol and 65 to 75%
by weight of propylene glycol fatty acid ester;

20
(77) A capsule formulation comprising the pharmaceutical

composition according to the above (75) or (76):;

(78) The capsule formulation according to the above (77),
25 wherein the capsule formulation is a hard capsule or soft

capsule;

(79) A biphenyl compound represented by the formula (100)



etc. R is preferably hydrogen. 5 R8 and RO are each i ndependently
preferably hydrogen; Cl-C6 al kyl such as ethyl) etc.; C6-Cl4 aryl such as
phenyl, etc.; hydroxy-Cl-C6 al kyl such as hydroxynethyl, etc.; -CON ( R18 )
( R19 ) ( wherein R18 and R19 are each independently hydrogen ; Cl-C6 al kyl
such as nethyl , ethyl , propyl ( isoprépyl , 10 butyl, isobutyl, etc.;

C3- C~ cycl oal kyl such as cycl ohexyl, etc. ; halo Cl1-C6 al kyl such as 2 ( 2,
2- trifluoroethyl, etc. ; C2-Cl2 al koxyal kyl such as net hoxyethyl , etc .
or C6-Cl4 aryl such as phenyl , etc . ) ; -COO( R2) or - ( CH2 ) n-QCO (
R2 ) ( wherejn'R2 is hydrogen; CJ-CB al kyl such as nethyl, ethyl, propyl,

i sopropyl, 1% isobutyl , etc . ; C~ cycl oal kyl such as cycl ohexyl
etc . , and anlnteger of Oor E -N( R1) ( RR2 ) ( wherein R21
and R22 are i ndeperg @ﬁg g;,l C6 al kyl such as nethyl,

i sopropyl =, » Cl- C) 5 AS a etyl , propionyl , butyryl , etc .
; Cl-C6 al kyl S as met hyIsquonyI etc . ; or R21 20 and R22 may
be taken toge Mt h M trogen atomtomb h they are attached to form
0-NO), o N9 taKen together may fo - C~ cycl oal kyl such as

cycl opropyl >Uy| , tc 25 Preferred enbodi nents of various

substituent /8 | 78¥substitution site will be illustrated bel ow. RL
is preferabRy hydrogen, halo Cl1-C6 al kyl or Cl-C6 al kyl, anong which
hydrogen is especially preferred. R2 is preferably phenyl (which may be
substitut eqneddy> hal o Cl1-C6 al kyl such as trifluoromethyl, etc. ; Cl-C6

al kyl such as nethyl , etc . ; halogen such as chlorine, etc . ; or Cl-C6
al koxy such as n@t‘hwsyhyérog)an R2:-€d 3lhyef erabdgemy dradge€, -CR21kyd or
preferably hydro hal o- C1-C6 al kyl, hal ogen, 10 C1-C6 al kyl or Cl-C6

al koxy, an&:tfFrfa met hyl is especi aIIy preferred . X is preferably -COO

or -(II\I,O-(Rl)-@RI a a d _ i ch
-CONH I's especi a |y %?2?%#@% i n@ gieaéli]%gl ss%gr]%; éllgblﬁé)f :énlylc’i%%m
preferably ozl-«Gocal &vkengil: C6 aI koxy, -CON(Rll) (Riz) (wher ein R11 and R12
are each independently preferably h drogen or Cil- C6 al kyl) or -CQ(R15)
(wherein R15 is |Bf3ef exsabI-SZOdefG‘)éR{oﬁy)whemem R “prastier BbI® yam,edr@g@m or

nmet hyl , and especi al | referabl nmet h‘iﬁf Al Kkl | S referabl% I ene.
A k2 is prefsensns Lrogeq isc’pr arkgity Lopaldshe ?‘8? ‘ite‘§5 m

is prefer al&l Yc114 é’z.[y.’g 05%9%?1 llnyl}bQEl@Uted C;-C1¢ aralkyl, C,-Csalkoxy,

10  or R'® and R'*® may be taken together with the nitrogen to which

they are attached to form

—N p

(in which p is an integer of 0 to 2);
R*'is hydrogen, halogen, C;-C¢ alkyl or halo C;-C¢ alkyl;
15 R°° is hydrogen, C;-C¢ alkyl, optionally substituted C¢-Cyy4
aryl or optionally substituted Cy-C;s aralkyl; and
la is an integer of 1 to 3,
or a prodrug thereof, or a pharmaceutically acceptable salt of
either; and
20

(80) The biphenyl compound according to the above (79),




Dis preferably C1-C6 al kyl or a group of the fornula shown bel ow 173
RsR5R~ (wherein ring C, R5 , R6 and R each has the sane neani ng as
defined above). Ring Cis preferably phenyl, pyridin-3-yl, thiophen-3-yl, 5
t hi ophen-2-yl and thiazol-2-yl, anmong whi ch phenyl is especially preferred.
R5, R6 and R each is preferably hydrogkt? hal ogen or Cl-C6 al kyl, anpng
whi ch hydrogen is especially preferred. Re and RO each is preferably
hydrogen, Cl-C6 al kyl, C6-Cl4 10 aryl , -CON ( R18 ) ( R19 ) ( wherein R18
and R19 each is preferably hydrogen or Cl-C6 alkyl) or -COQ(Rz) (wherein RZ
i s preferabtBenfdidy ogen or C1-C6 al kyl ) , anong which -CON ( R18 ) ( R19 )

( wherein R18 an%1R19 ggc IS greferably hydr ogen or C1-C6 al kyl) or
-COO(R2) (wherei i RZT s*HHe9€7Abl y hydrogen or C1-C6 alkyl) are 15 nore
preferred, and - (4 erei is preferably C1-C6 alkyl) is
especial | y prefe%fgz.l$%gsééﬁ§%i§%?}gﬁléite of - ( CHZ ) 1- on the benzene
ring in the formgla (is) -congrefgrabi®y iviosein or'2GddertOnpatndsash t he
present invention nmay include hydrates or solvates, depending on the case,
and nay5f urirsepeandsnide hyeregaptaah6l i GseslkFur et Mbasd R'iemeyhmotalienof

the present invention include racemates and optically active conpounds. The
optical 1y dEIaFONSIESCaPstEPErRr HOINPHE (16 AfePACERE 6P fom

enantionmers is in enantioner excess of 174 about 90% or higher, nore

preferably in g i omer excess of about 99% or higher. When the conpounds
of the presentyinveytg on are used as 5 an agent fox the treatnent or
prophyl axi s of riipidema or arteriosclerosis, they can be adm ni stered

systemically or

(in which p is an integer of 0 to 2),
R* is hydrogen, and
10 R°® is hydrogen or C,-Cg alkyl,
or a prodrug thereof, or a pharmaceutically acceptable salt of

either.

The definitions of each substituent used in the present
15 invention are as follows.

"C1-C¢ alkyl” refers to a straight- or branched-chain
alkyl group having 1 to 6 carbon atom(s), and its example
includes methyl, ethyl, propyl, isopropyl, butyl, isobutyl,
sec-butyl, tert-butyl, pentyl, isopentyl, neopentyl,

20 tert-pentyl or hexyl, etc., preferably a straight- or
branched-chain alkyl group having 1 to 4 carbon atom(s), more
preferably methyl, ethyl or isopropyl. Preferable examples
for R', R?, R* and R? include methyl, ethyl or isopropyl;
preferable examples for R?® and R* include methyl, ethyl, propyl,

295 isopropyl, butyl or isobutyl; a preferable example for R®, R°®
and R” includes methyl; preferable examples for R® and R’ include

methyl or ethyl; preferable examples for R'® include methyl,



| ocally, and orally or parenterally. Though the dose may vary dependi ng on
the age , body weight , synptons , therapeutic effect , etc. , the daily
dose per adult is in the range of 0.1 ng to 1g 10 per one dose and can be
adm ni stered one to several tinmes per day. Al so, the conmpounds of the
present invention can be adm nistered tasRBunman beings as well as animals
ot her than human beings , especially mammals , for the treatnent or
prevention of said diseases. The conmpounds of the present invention can be
15 used in the same way for the treatnent or prevention of coronary artery
di seases, 71 Yor disaipeiops 10r ph¥pertensi eRampDet heof @it ROA iofc Ifde
conpounds of the present invention into solid conpositions and liquid
conposi t i onsetiyl predihyldnpmopylaek disopropylecprefisrabile. exdmpleafon Bial 20
adm ni stration, there_my be added apgro riate additives such_as _dil uent

S,
di sper sant s2P@dR or BBALEIesBELBY L 98r €ThE é.alﬁrﬁﬁﬂFﬁpﬁﬁ,eFﬁ@P&8n§8§iB?ﬂn of

the present,| ”¥§8éé°fso é’oéﬁiﬁe g&%%e‘%%%‘ﬁ’{é LOLApUEne8S rilabelsrgé R Aidd1%tde

I!.l'l%l
powders, granules;  supposl , 1 nj ections, eye drops, i ons,

capsul eg, ZpethPEhss. eeﬁ{79$0E§efe£amésex&ﬁ@&_@@sm@is R'ENAHE1 RS 1 neidies,
etc. When the conpounds of the present invention are fornulated into solid
pr epar at i onse shigh, astiydbl eropydi,| ispppopgé; sougybnulssutetl. seexdwilyds of
such an additive include 175 | actose, nmannitol, glucose, hydroxypraopyl

cel | ul ose, WeEEvery¥lal IRGTELEE| OF 048OP8REAYEN, POFGVIRRALRFIRVY d&idyL:
magnesi um al uni nonet asi lica or. RO ry _siligi ri n se
anre t he c%’ﬁ% ?fﬁ?i‘% of ef[ﬁénp%rggséfr# rﬁeyﬁ'ﬂcgﬁlldaelr gn%t ‘?'rrlu g{lgg'i H}(;%P&g'ﬂl ets

or pills, theyprEyyPeoeoakedumytih %o&%stﬂzﬂ;efﬁﬁﬁﬁﬂoétﬁﬁi?rbcp&%r%lfd|m
cont ai ning a substance such as sucrose, gelatin, hydroxypropyl cellul ose or
hydr oxyiget hyxamelé HlasB*phhiadAtimcutaeheerbyd,; &hé predfetabbe epidnpd.esay be
multi-layered tablets conprising two or_nore 10 | ayers .

As th
phar maceut | €&¥ BorbRel iR n&thy v nPRRERNt 1SAPERPYINn, PHREY L ar’%%‘l&érl'
exenplifiedsggpggégf’igeg@#ggtgie fiLled liquid, sem-solid or solid
vin

contents prepare y'di Sso t he conpounds of the present invention in a

sol vent 15 and adgh&igp Pl adictheveubsei chent fx@Mirs faisa dupsitienteaar e
purified water, ethanol, vegetable oil, etc., anong which ethanol or a

m xture of @udefakkly Watierclante behegeh i sapbekplabhydueeyl, awinaddiitinges

commpnly used in the preparation, of capsules can be used.w t hout an
parti cuPar ?Y%??atpbﬁaigﬁéﬁxy' Cs-Cis aéglkyloxy' C2-C, alkoxycarbonyl,

: Ce-Cy4 aryl, C1-C¢ alkylthio, C;-C¢ alkylsulfinyl, C;-Cg¢
alkylsulfonyl, C;-C¢ alkylamino, acylamino and the like, among
which hydroxy is preferable. The number of the substituents
is 1 to 5, preferably 1 to 3.

20 "C3-C; cycloalkyl” refers to a cycloalkyl having 3 to 7
carbon atoms, specifically cyclopropyl, cyclobutyl,
cyclopentyl, cyclohexyl, l-methylcyclohexyl or cycloheptyl.
Preferable examples thereof include a cycloalkyl having 3 to
6 carbon atoms, specifically cyclopropyl, cyclobutyl,

25 cyclopentyl or cyclohexyl. More preferable examples thereof
include cyclopropyl or cyclohexyl. A preferable example for
R' and R? includes cyclohexyl; a preferable example for R0
includes cyclohexyl; a preferable example for R'®* and R

includes cyclohexyl; a preferable example for R*® includes



20 additives include, for exanple, propylene glycol fatty acid esters; |ow
nol ecul ar wei ght pol yet hyl ene gl ycols such as pol yet hyl ene gl ycol 200 to
600, etc., glycerine fatty acid esters thereof, and nmediumchain fatty acid
triglycerides thereof; alcohols/polyols such as stearyl al cohol, cetanol,
25 pol yet hyl ene glycol, etc., or estersthereof; |ipids such as sesane oil,
soybean oil, peanut oil, corn oil, hydrogenated oil, paraffin oil, bleached
wax; fatty acids such as triethyl citrate,triacetin,stearic acid,palmtic
acid, nyristic acid, etc., and derivatives thereof. These additives are
suitable 1761 §0&xPi ePAH DY Pricteirdile Selampakisd £8Pt episy Id LR 1GRRSUl es
of the present invention, propylene glycol fatty acid esters are preferable
as such an egédispaety Bxanmiwslafestyie. priapyilkeadsgl yeefefablly anad BStagyes are
propyl ene glycol nonocaprylate 5 ( Capmul PG 8 ( Brand name ) , Sefol 218
( Brand nank’ Jare CGgiverp taEiBmand rom) cyeppertinl g0y coychehek#lr at e

(Laur ogl ycol FCC (Brand nane), pr | epe gl ycol . npnool eat e verol P-06
(Brand nane)), prdﬁyﬁéd%ﬂﬁﬁﬁ%ol£%£$¥§tg?eg %FBﬁ}ggﬁé BFyg5ng%ﬁg§F e,
propyl eRe | LsLnol LEBrep S )) r I ly.col
di capr y:Bat g%%}?%%rg?gg ngtééég( % {aéggr?ari%}gdgg %g?rggéo}?ha%% Qgr\éo%;%% e é“)é

gl ycol dil atf@iegedr opytesey gl yeohosy st eprapexgnd psopybeodydl yowtoxy,

di octanoate (Captex (Tradermark) 800 (Brand nane)). Although there is no
particul ar téenithutoxyt oreRdYARKY: i atertupertYLekxyigorhehaXytegsul eédcof. t he

resent invention, they include, for ex | e, polysacchari des deriyed from
Ptural pr ot etantn e BTkPAT,paPipg Gtk b Satag L RO SR haRhags 1 o,

etc; protei tid i : i I S roduct s
such as hyd&%yégggfgﬁ?g%h?1dléﬁ, ﬁ5356k3%$33‘|Q%ﬁh%%#ﬁ?%ﬁ&géﬁh3@?%5?%%6py|
met hyl gel | ubeseerdely viduHoxat eehethokyderpyatévesl s ot lepdomert yIR?,

derivatives,_,polyvinyl pyrrolidone or derivatives thereof, polyethylene

gl ycol, et®R® | an@hB’ caneluder Bethexyhaifepsepoayl oEohpEokYi oRFeserahde2s
present inventio arg Iiggid fquuLataogs for .oral admi nistration such as
phar maceut i%’é‘?’]‘%/f%%c BFabl e?Bufsi oHS VLS ﬂlﬁthoi%?'s,e'glh%’ﬁénsPﬁﬂg?xgyPﬁps or
elixirs, etfsopﬁ?ﬂ)&fyt $re®eRapigeskdmis] 4800, RXANRAIE. i M hAd 8 tHRKS'
ethanol, vegetable oils , enulsifiers , etc . I'n addition to such dil dents
, 177 auxét ieahpxggeatprefieaiatde arahphg HgeRt’sand s Pend N ey ewrtthoxy ;
sweet eners, condinents, flavors or antiseptics na¥ be added to said liquid
f or nul dbi orand prefre ablscepier ke s FOTghariidiis BaLhesip o3t 9% is PEPPOKY 5
present inventjon are parenteral fornulations such as injections, there are
enmpl oyed st®TitTRELRGeoUs or non-aqueous sol utions, sol ubilizers,
suspendi ng agent s\uLIBHS f I RIPrLitc BIFMIRS oM@ eAduaids- iR Wi @RS,

sol ubili zers and suspendi ng agents include distilled water for 10

i nj ections,lpbysi Fredfiecableabkaspleydoddxtimaludentlderivatdw ebloméneo ;

organi ¢ am nes_such as triethanol am,ne, di et hanol am ne, monoet hanol am ne)
triet hyl amiBReE ¥FeR1e APy dacRal €AG Re dHUIGNS 1 UAFdR CaqGBIGE 1N

sol uti ggs a&-g O 19y r‘;%r%ﬁgplaﬁampiggy%g?%ﬂE}{ﬁoﬂz‘* '91‘2413(1‘%%eh3é51§'8§19'eyco'
15 or vegetable OIS 'sich as orive ol , or al cohol's Such as et nano nay be
further addgd.promides alfadatis d dQmplieeddd &l | R® faiaat’™ ank1sueh as
pol yoxyet hyl ene hydrogenated castor oils, sucrose fatty acid esters , or

| eci t hi n orf hyelr byenex echlecinéin (for |iposone formation), etc. can be
used as a solubiljzer. 20 Furthernore, with regard to the parenteral

formul ati ons of tHEIR Ssehs 3tiVdnt FBRETENEY SR Ga-Foltivat s4Psiisuted

enul si ons i SLE - eo 0 i S g ibS,

t oget her mﬁ@ﬁﬂﬁeg??ﬁiE@Hﬁ%¥¥3x$gyﬁy#g%eeh%ﬁ&%ﬁ%#%?%gi%%g g%ig%ﬁm%#h§l,
pol yoxyst h%:%}ﬁorﬁ@ﬂ:ﬂ@};(yFIQQM&(I%Q:)’%'J)’,CQh:ifﬁh%ro&'ét'ﬁ%t,h@ﬁ:ichh@rl@fn@%ﬁ?&,
i nvention provides a novel agent for the treatnment or prophylaxis o
hyper | i pi demrEhramdme tlogl) er osrschidoroedhylar t erpenti sthsesopobpylt y, or
di abetes or hypertension with new functions that have never been known
bef ore. The® RUEYLt hee s eseRESESFERLYon CREPTORE th¥dat mBROMOMEERY
prevention sai d di seases are characterized in that..the l.ecti vel

i nhi bit Mﬂfi$ﬁEﬁT% f’triglf&1w%ﬂ§%%€;%#¥w proFgFﬁfq9$§%¥§£;mﬂl of
i ntestine. AN S AGRELIRPENT Sind@MmEBENIp ¥ St IGES tRQl 18 ShitHAl I Y a
inhibit MIP in the liver, while



5 inhibits only MIP in the small intestine is desirable. Specifically, it
is preferable that MIP inhibition of the agent in the liver is
approximately 1/3 or less, preferably 1/100 or | ess when conpared to that
in the small intestine as estimated in terns of EDSa or ED20. As one
preferred enbodi ment of the 10 therapeuttP® or prophylactic agents of the
present invention for said diseases, they inhibit MP in the smal
intestine, and they are then netabolized in the snmall intestine, blood, and
liver to the anmount at which the residual ag;nt g;rivin at..the liver does
t

not subst ar@Fafeyabhei bprappre n 8 |Rver . Ki. 15 tiRul afinpludes
preferable tha

when, 300ng/ kg_of the. conpound of thespre dnvention is
D i ot er ebE DY HIPYOREHAY L ACE BT STrREERL S CoParBUSe PR D AT e AN t he
residual c Lhg.t I b 51 @8 ef; ess
than about Tooeer SHraPY; K Prersept B abL eI AR R FR® R
that 20 thetageniohatetiipll AOFOFabess exappaler @y FbBouhd2®* Yoisic lheks

inhibition rate of liver TG rel ease when assayed by the nmethod of Test
Exanpl e 54 verthlepromeehhboai huatféuoneathyhedndpeefeaapdecekapples for
conpositions,;or agend s of the present 25 invention can be ed in

combi nat i orR wi Pﬁdoﬁﬁilmﬁﬁréi‘fiﬁa@g ?Lélglrom i FortsE Ueﬂfé?ﬁlglydjm ot her
agents, there maywhe) exepplifi egl,g%ﬂg,g bor the A4 eatgent or. prophylax s’ of
hyperli pi dem a, arteriosclerosis, ord%ary artery diséase, obesity, ’

di abetes, ogniwperéengiory, and t hByomamebRyusgg,sol el y £1ub#dmethiyiloxy,
conbination with two or nore kinds of said drugs . Exanples of the

ant i hyper | i prithieronetisyl oxy udd ridtlarana ypelailg, tadbe ogaethiydeiyy,

| ovastatin, sinvastatin,_pravastatin, fluvastatin, atorvastatin.or
ceriva§patiﬁ?l%&%ﬂﬁ?%gh%}g¥ﬁe BeRt At LYPESPNPPIARTY | Pl Gie© %q%ﬁﬁoﬁﬁ“
olristal. Fxpgpies of.Lhe aghl di ahslicrdfansygeyyde | Baghihatignasal! ons,
sul fonyl urea drugs, fnsulin sécretion-pronotor drugs, sulfonamn dé drugs(

bi guani de df ugsromte ghyTesy dase iifn ooty lioxsul on tetichtlemoasme tMyrlowiyng
drugs, etc., nore specifically 10 insulin, glibenclamd, tolbutam de,

gl ycl opyr ami@@ marepshégaabdyd, tyifhepremgshyilorizan® X eifial ke iegample

nat egl i ni de | ibuzgl , petform.n hydrochlorid buf orm n_hydrochl ori de,
vogl i bose, %%gr%ds ,'pﬁogFFFgggnelﬁﬁéPgﬁﬁlgfﬁgé?oﬁnggkyéﬁ%Vés of the

anti - hypger t ensi on@rygs AhedPeh 1e¢1 ¥ 0ppr YT 8L 68, a8RBKYLERFLN oFORAH NI
enzynme inhibitors, ‘angiotensi'n TT receptor antagoni sts, "cal Ci um ant agoni sts
, (3-bl ockedBkoxq, mdBe by okker shandame bheakeng asasdidprdkegegciahidc alllky,l
furosem de del ayed rel ease, captopril, captopril del ayed rel ease, enal apri
nal eate, al®BREPEY|hapothel ggrel MPdRIGchIas i Teid spllayhpr PRI Lit§i SeRILe
benazepril hydrochloride,.imdapeil, hydro i enpcaprl
hydrocm(ﬂi%é%i%éﬁ%aprPﬁtﬁféﬁggﬁﬁgPVde,?é%%%ﬁ#éﬁ%Y#j peggﬁ 8gmqe%¥%Unine
| osartan p%@ﬁ&%tﬁﬁﬂﬁ@%@fﬂﬁ%}@rﬂe@fﬁﬂ ! heﬂy@ak?maltﬂglhy@ltmia&@thg_e or

ni cardi pi ne 25 hydrochl ori de del ayed rel ease, nilvadi pine, nifedipine,

ni f edi gone methyeyeteyasdc bepimigiammtlaesenpae fier RYt anfd/émncludes
hydrochl ori de, diltiazem hydrochl ori de del ayed rel ease, ni sol di pi ne,

ni trendi pi MeetRe¥YeFRYhe hydrochl oride, bar ni di pi ne hydrochl ori de,

ef oni di pi ne hydrochl ori . i pi S te,. f.e).odipj .

cil nidipine, ar anicgﬁ p|7ngaﬁkﬁloépar8lgon%%fdh%ﬁec%eoﬁoge%cﬁrt &r'an%lrg)?nonyl'

hydr ochl or i ggt ¢ey ayad pielagasa., etadolala ap'FBd@lebedél ay¥efplel s R and

i ndenol ol hydroc Iorige) carteol ol hydrochloride, carteolol 5 hydrochloride
del ayed rel®H¥sénchudiesr akeitylydr ochl ori de, bunitrol ol hydrochl ori de del ayed
rel ease, atenolol, asebutolol hydrochloride, nmetoprolol tartrate,

met opr #Pol tartrat@ del apddviaadonyini prRafeEF, pehbufSithrreHvfoayl,

tilisolol hydrochl ori carvedil ql 1.SQby fumarat e I
hydrochlori%g?aﬁ%??%tgﬁg}'hydroch&3¥¥§gf8§%%%ﬁ%%1oI naloﬁgﬁg?gﬁgégﬁ#gTol
hydrochl origent{abel abrl 1 dk 8Pl 861 Hony 8l @0l ghaRysFe£8tabl d&xample
anosul al ol "hydrochl ori de, prazosin hydrochl oride, terazosin hydrochloride,
doxazosi n nesy| Rt'e anlduR3Z aioi el ek aodittoy 1 shel £duwbzoci n hydrochl ori de

del ayed 15 rel ease, urapidil, and phentol am ne nesylate, etc. There is no
particul ar |initatGost 8LlkABYERRPAGYLOr TEAETAdH Di @8 r 8L keKysprbonyl of
pharmaceutical conpositions or agents and other drugs for conbination use
according to the present invention, and they may be adm ni stered

simul taneously or 20 intermttently. The amount of such drugs for

conbi nati on use can be determ ned based on their clinical doses, and can be
chosen dependi ng on the age;, weight, condition, nedication tinme, dosage
form nethod of adm nistration, conbination, etc. 25 There is no particul ar
limtation to the dosage formof the drugs for conbination use, and it may

N S S S - e " oy



181 Next, a process for preparing an ester conpound represented by the
formula ( 1) wll be illustrated bel ow as an exanple, but the process of
the present invention is not limted 5 thereto. In the process nentioned
below, Dis a group of the formula (2): Rs Rs R~ (2) ( whereinring C, RS
, R6 and R each has the sanme neaning a$d%ef i ned above), and when D is

Cl C6 al kyl, C2-C6 al kenyl, C2-C~ 10 al koxycarbonyl or -N( R42 ) -CO ( R43
) ( R42 and R43 each has the sanme neani ng as defined above) , the conpound

can be prepared in_,the sane. In addition, the functional &%gups ot her than
those to behiedet 8dkivdy BelghYi onaf |y pitst ebt T IOR F Stusde 88d 15

may be deprotected in an_appropriat.e 51 298, ther, t ' L.h-,each
step may b§@£§Q%¥§P n¥€;thelxékﬁ°x %ner?ﬁg%d separgf?%ﬁ g%éggOhgl'
urificati db kAt e se i L,Ration
p %Q%QFMﬁ%?ﬁ%ds ot E! thQ%g?EB&%BhyQ, i@@%u@Bx?&aEBBByﬂ,

of conventio as crystallization, 20 recrystallization,

col um chr a@attoognapwycarrspay Bl i ve HPLC, etc. Processedtphorgchlboagipounds
represented by the fornula (1), a 25 process for preparing compounds in
whi ch X5i s teGONIPETHAIKY CagPony 1 |01h &epyL@ICaTdP Yl .o &t CPr oRE§SeTaRIeR4 0

Eﬁ 't o OZI\eI-xa %1225 ntEeg:éoif kirgglﬁdgoi\e%%%xg(@ar%oﬁ%l_li,( 2%t1§éx§cgg:‘ggniyi% Ra
propoxycarbonyl or butoxycarbonyl. A preferable example for
R? includes butoxycarbonyl; a preferable example for R, R® and
R’ includes methoxycarbonyl; a preférable example for R'® and
10 R* includes methoxycarbonyl; and a preferable example for D
includes ethoxycarbonyl.

“C,~C¢ acyl” refers to formyl having one carbon atom, or
an alkanoyl having 2 to 6 carbon atoms such as acetyl, propionyl,
butyryl or pivaloyl, etc., and its preferable examples include

15 formyl, acetyl or pivaloyl. A preferable example for R? and
Rz"includesacetyl;a;meferableexampleforR3includesformyl;
a preferable example for R®, R® and R’ includes acetyl; a
preferable example for R*} and R'* includes acetyl; and a

preferable example for R* and R*’ includes acetyl.

20 "Alkanediyl” has preferably 1 to 6 carbon atom(s), and
its example includes methylene, ethane-1,2-diyl,
ethane-1,1-diyl, propane-1,3-diyl, butane-1,4-diyl,
pentane-1,5-diyl, hexane-1,6-4iyl,
1,1-dimethylethane-1,2-diyl, 1,1-diethylethane-1,2-diyl,

25 2,2-dimethylethane-1,2-diyl, 2,2-diethylethane-1,2-divyl,

1,1-dimethylpropane-1,3-diyl, 1,l1-diethylpropane-1,3-diyl,
2,2-dimethylpropane-1,3-diyl, 2,2-diethylpropane-1,3-diyl,
3,3-dimethylpropane-1,3-diyl or 3,3-diethylpropane-1,3-diyl,

etc. Preferable examples for Alk' and Alk? include methylene,




step 1-1 0 R2 H2N-(CHz)~ B (Al kt),~0-R23 (5) 0 A SCl (3) ~ step 1-3 R R

1-3 R
RBRae OOAH (CH) B(At kt) i "~0- R3(6) 2 nR step1-4 R RBR4 0
OR H2n N (CH) B(AIl kt) t "~pH(7) RR RSR~-C (%) step 1-5 E
HO (Alk2)mMRs Rs Ra R R~2 RORI R COAN(CHR)~ B (Alkt),~o-(Alk2)ma
(1-1) Rt Rs R In the above reaction schese, Rl, R2, R3, R4, R5, R6, R, 5
R, RO, 1, m, n, Akl , Alk2 , ring A, ring B, and ring C each has
t he sane neani ng as defined above and R23 is Cl1-C6 al kyl . las Step 1-1 A
carboxylic acid of the formula ( 2 ) is reacted with oxalyl chloride or

thionyl chlgge i A eofvendtiangl Vel adipe| dpebbenkde, ot atihe,feraul a (3).
5 The solvent used in the reaction includes, for exanple, ethers such as
di et hyl ether, t etlkepdrddfviramasdipoedieg;abl,2-Aditwetthorybohantomdisgl, yapd
etc.; hydrocarbons suoh as benzene, toluene, hexane, xylene, etc.; .

hal ogenat ed- ify @* BRI N SRIL Bse FT HRend: enfdYidel ~BRPBEBEOLm? -84¥Bon 10

tetrachloride, 1, 2-di.ch]oroethange,. etc.. and esters such. as_ethyl .acetate,
met hyl acetza”tpfe":,oIjoelﬁey—I1 ’a@c"ecileﬁefe’, gf Ut fh‘gyg?‘rﬁ; be§ u§886‘§8| FeLI’é 8%37?1‘1

conbi nagi O@Jmlﬁreqfé«l,mﬁfgi 8¢ B0 M Saidnd he, PLeseD! Jieact pearkpghude
met hyl ene chloride, chloroformor toluene, all of ich contain a catal ytic

anmount 15 afxampSed netdwy| f alxBnmiated Thekt eactcbudé enpehplene-is2aboyl , - 20C
to 120C, preferably about OC to roomtenperature. The reaction tine is
about 10 milmprePens g hotsy! prefRrengye abodt 339 ni @tifes to 4 hours.

"Cg-Cisaryl” refers to phenyl, naphthyl or biphenyl, etc.,
preferably phenyl.

10 In the T“optionally substituted Cz-C;s aryl”, the
substituent(s) is/are not particularly limited, and may be the
same or different each other and is/are arbitrarily positioned.
The number of substituents is not particularly limited so long
as they are chemically acceptable, while the number is

15 preferably around 1 to 3. Specifically, examples of the
substituent include C;-C¢ alkyl (e.g. methyl, ethyl, propyl,
isopropyl, butyl, tert-butyl, etc.), hydroxy, C;-Cs alkoxy (e.g.
methoxy, ethoxy, propoxy, butoxy, etc.), halogen (e.g. fluorine,
chlorine, bromine, etc.), nitro, cyano, C;-Csacyl (e.g. formyl,

20 acetyl, propionyl, etc.), C;-C¢ acyloxy (e.g. formyloxy,
acetoxy, propionyloxy, etc.), mercapto, C;-Cs alkylthio (e.g.
methylthio, ethylthio, propylthio, butylthio, isobutylthio,
etc.), amino, C;-C¢ alkylamino (e.g. methylamino, ethylamino,
propylamino, butylamino, etc.), di(C;-C¢ alkyl)amino (e.g.

25 dimethylamino, diethylamino, dipropylamino, dibutylamino,
etc.), carboxyl, C;-C; alkoxycarbonyl (e.g. methoxycarbonyl,
ethoxycarbonyl, propoxycarbonyl, etc.), amido,
trifluoromethyl, C;-Cs alkylsulfonyl(e.g. methylsulfonyl,

ethylsulfonyl, etc.), aminosulfonyl, C;-C; cycloalkyl (e.g.



20 Step 1-2 This step is a general reduction process for the nitro group
attached directly to the aromatic ring. A nitro conpound of the formula ( 4
) is hydrogenated in a solvent in the presence of a catalyst to give a
conpound of the formula (5). 25 The solvent used in the reaction includes,
for exanple, ethers such as tetrahydrofugs@an, di oxane, 1, 2-di nethoxyet hane,
etc.; alcohols such as nethanol, ethanol, isopropyl alcohol, t-butanol,
etc.; and esters such as ethyl acetate, nethyl acetate, butyl acetate,
etc.; and they are used solely or in | 84 conbi nation thereof. Preferred
sol vents i noydeo e I reastdiky el wde: al cohplenvaychaeyiamii@anolie.g.

et hanol, isopropyl alcohol, t-butanol, etc. , and a m xture of said al cohol
sol vent ancadestamaihdar opnophomntianidoat etc.5 Fmd ddteal \ite usadong whéch
reaction includes, for exanple, palladiumcarbon, aIIadiunlhxdroxide,

Raney- Ni , prefficwii dxi-Ge, 20 anonGewtt 6P*Pal PaBrERE R ar boiCoA1FEGGEEE i ron

is preferred.. The reaction te rature js ut ~0C.t . g r y 10
about r oomt&HPET At 3(rrél ldlof(?(f)[g% ﬁ]'e’ rcgagf iaﬁqt’i ﬁé%%gé‘%gu&g?(}%ﬁl%ﬁﬁl gghto 8
days, pgef eg@}:&afnf@&%r@r?r@pégagpe% hours. Step 1-3 This step is a
general condéensation reaction between acid 15 chlorides and am nes . An

acid chloride of & peefernila examplestonriiensddRMiniclamemiphenyfl twhéch
formula ( 5 ) in a solvent in the presence of a base to give a coggound of

the fornul angwpe FabssbEyead Wisdyhphot fre G T bl & Fc| GHES1UPEPMELRHP) €,

ethers such as dieth ef.her, tetrahydrofura i oxane, 2

1, 2- di net h&%‘t%‘an@,)edi%#]ﬁ,(eét%i ;m%%%ba? 0 g's‘ﬁgﬁ'és %8%% fe, (Fépuene,
hexane, xyl@ngrfi&; cnidaganabesmivgr eaay bons, seichn Rexyatd enetaBker i de,
chl orof orm carbon tetrachloride, 1,2-dichloroethane, etc.; and esters such
as ethyb aceiate, neihyd aceflat de.hutylaceryht e, ette), ard-CheyalBeogh be
used solely or in conbination thereof. Preferred solvents in the_present
reaction ing (el SRRFGPLRIEL c9ItG-i)deT THRR? ofbPREIEsRRdfee*8TRYE tektfare or

tetranydrofyy afy EYaIRl e840l HREDRSER1UACHab LLNEBEEEEAE LNYERN! Rl10

i ncl ude organi'C "bases suc _ yl'am'ne, ~ pyri dine, S

N-met hyl morgheli aexy gt Qe}.g’%' ki £ TR md gl X1 €6 . Jyclr,ag, latkyumie. g.
hydr oxi de, sodi um hydr oxi de, potassi um hydroxi de, etc.; and al kali netal
car bonat es mstidhy s esodi) urhalardrondeeg . pdtlassingm elichorat €; - Goaltkewry (e.g.

bi carbonat e, potassium 5 bicarbonate, etc., anong whigh triethyl am ne,
sodi umlfy dmsERRXSr @BSi Um Bi BRFDBRAPESI EXAMBREr ZBFe R TR ctyLPS udes

t emperat ure ﬂ%srll}g._golugs Pg%of%%%l% YH Sr{‘?%%ﬁoUén&)CthzoiBB?GhteE”BﬁEEgW;e'

The reacti dn u m nut ours, 10 preferably about 30

mnutes to 24rBedrablernestdit Xas6raf'® ancaomijaith wied pReholmd prefbrabiBer ein
R23 i s hydrogen, a co 3ound of the fornula ( 7 ) can be prepared by one
step of cordeample FRILDRT el ide aRiLRbEaVIoxy Pretagiad lgngxample for ring

A includes phenyl; and preferable examples for ring C include

20 phenyl or naphthyl.
“"C,-Ci¢ aralkyl” refers to an arylalkyl, of which aryl
moiety is phenyl (which may be substituted with 1 to 3
substituent(s) mentioned in the above description of aryl) and
alkyl moiety is alkyl having 1 to 6 carbon atom(s). Examples
25 thereof include benzyl, phenethyl, phenylpropyl, phenylbutyl
or phenylhexyl, etc., among which benzyl or phenylethyl is
preferable. A preferable example for R! and R? includes benzyl;
a preferable example for R'' and R'? includes benzyl; and a

preferable example for ring C includes benzyl.



an acid chloride (Schotten-Baumann reaction). 15 Alternatively, a conpound
of the formula (6) can be prepared by using a condensing agent (e.g.

WSC- HOBT, DCC- HOBT) for a conpound of the formula ( 2 ) and a conpound of
the formula (5). Further, a conpound of the formula (6) nay be provided by
converting a conpound of the formula (2)s4nto its mxed 20 anhydri de,
followed by the reaction in the presence of a base. Step 1-4 This step is a
general ester hydrolysis reaction using alkali. A conpound of the fornula (
6 ) is hydrolysed in a solvent in the presence of a base to give a conpound

of the formula ( «).c. %@Qﬁfﬂ&lﬁ@érgs% it CAEELRPRY NGk YdCR . OT

exanpl e, ethers suchcé% er, tetrahydrofuran,” di oxane,

1, 2- di met hoxyed Fanene (gyggryﬁp,glei\? ;o ra Meh pH 811005 oaiiC hags beekhdreli tutedhanol
, Isopropyl alcohol , etc . ; and they can be used solely or in conbination
t her eof . Prveftgr rledosdl sebstitnenhés) nMestprrednin ridecabove delsgddpiieinkt ur e

of tetrahydrofuran and ethanol or nethanol. Exagﬁles of the bases_are

aqueous solf i8@d Jof PEPESFRPAYt BRCRA¥Bonaft &F bie eFamphec APBoRafed

pot assi um car bonat efg, r eo |_Uki-0 | kal i

vl oxi Hos CutRCREaRe; REGRCETar ST do PeIgn iy Sned 2ot BC Ancludes

hydr oxi de, Snox@mmng whi ch sodi um hydroxide or |ithium hydroxide is
preferable.” The reaction tenperature is about 0C to 120C, preferably about
room t enper at ur e @ -8 ard Dkifhexy bawtfieors to @m asy hbbluoxy ofowiricly alkokyur s,
preferably about 2.5 hours to 12 hours. Step 1-5 This step is a general
condensat i dPF&tEE thash loft0a4cERBBRYI RECREF Y ]??F%nt%?&)‘ﬁbi ITAPI\TEY; BExy | i ¢
acid of the formula () . ondens ' A I 8 )
ina sol venstu?%t%%%t‘%o(r;e"qsletﬁnc(e\l gg g %‘gbsge\t%n &gt @%ﬁﬁ%’f%“%‘g?n‘i Oc{I'IOEJgai’{})\(/)é’ea

conpoungd ofgddier{9F fath & rlh )\Whiagh ésampee afhdiebPhjrRatiass tempgudstsy., The
sol vent used in the reaction includes, for exanple, 20 ethers such as

di et hyl et heiendetybdwyyr of upaenydiporaydoxy,, 2- dipeepkyat nhowey . di glefgee,.
etc.; hydrocarbons such as benzene, tol uene, hexane, xylen

e, etc.; 2
haIogenate@qﬁﬁﬁ¥ﬁ%&$oﬁ§n§ﬁéﬁxﬁs|ﬂﬁk®?%ﬁ%r€HF6H%ﬁ§mQﬁﬂcﬁ%ﬁo%nla@Qrﬁﬁn
tetrachl or 'ijr(fcl &5 d'b%tlnlzgrrl%?(y]an? preE ;ra%ﬁ.teeréxéﬂgmea St hyt 23 Acekat e,
met hyl acet-ate, %u yl"acetate,” etc’; pglar sol vents such as acetone,

N, N- di met hyd &0z pedsfle andl Aeitedtesan To¥kdmplel for RAdidiyianbehe yisay .
solely or in conbination thereof. Preferred solvents in the present
reacti dad incl ude t@t-Cahpdvdcarbenvidderofiersne® marary bhiredd sl . etgz

N, N- di et hy| f.or mranm de. Exanpl es of the b?ﬁis used in _the. reac i%ntinc%pde
organi ¢ bas@STR ML RHSh ARGHMOT ARPRRNE:, oMk Mi¥aRenSpYEitdithe

N- et hy! nor 1§ 8t Gus RIPAEN LG b FREAYE R NARY T8 B sics-1pka ey 1 ed.
Exanpl es of the condensing agents used in the reaction include

1- et hyl - 3- (8 =iyt hykaferepleppbheayhodi A e dyyatyloe kexamipde EVBCRHEDY,
di cycl ohexyl carbodiim de (DCC), etc. anpbng which
1- et hyl - 3- (B dgiqiardsd dantspilopyl ) car bodi i ni de
20 “"C,-C;5 arylcarbonylamino” refers to phenylcarbonylamino,
naphthylcarbonylamino, etc. (where the phenyl group or naphthyl
group may be substituted with 1 to 3 substituent(s) mentioned
in the above description of aryl), preferably benzoyl. A
preferable example for ring C includes phenylcarbonylamino.
25 "Cg-Cis aralkylcarbonylamino” refers to
benzylcarbonylamino, naphthylcarbonylamino, etc. (where the
phenyl group or naphthyl group may be substituted with 1 to 3

substituent(s) mentioned in the above description of aryl),

preferably benzylcarbonylamino. A preferable example for ring



10 hydrochloride is preferred. The reaction tenperature is about 0C to 80C
preferably about OC to roomtenperature. The reaction tinme is about 1 hour
to 48 hours, preferably about 3 hours to 24 hours. 15 As an alternative
process, a carboxylic acid of the formula ( 7 ) may be converted into its
m xed anhydri de and then reacted with ad6@l cohol of the fornula (8) in the
presence of a base. 20 Process la Process la as shown below is an
alternative of Process 1. 188 Process la R3 R4 0 OzN-(CHp)n ~
(Al k~)~0-R23 (4) ~, step la-1 R3 Ra 0 ~ (105) 02N-(CH 2) B (Al k ~)~OH Rs
Rs R~ step Qartimids (dkzy heRsbRIy ReMRWOR~ R3 4 C 0 OoN-(CHp)n B
(Afk~)~0-(AfkZ)m Re (106) s step la-3 ~ Rs RS R R3 Ra C O HZN-(CHp)n f]j
( Al k~) ~0- ( Al k2) m ReteroRygleRsrofgrs to a 5- to 6-membered heteroaromatic
ring, a 5- to 6-membered saturated heterocycle or a 5- to
6-membered unsaturated heterocycle, any of which contains 1 to

5 3 heteroatom(s) selected from nitrogen, oxygen and sulfur as
an atom constituting the ring other than carbon atom, or a fused
heterocyclic ring in which said heterocycle and benzZene ring
are fused. Specifically, its example includes thiophen-2-yl,
thiophen-3-vy1, furan-2-yl, furan-3-vy1, pyrrol-l-yl,

10 pyrrol-2-yl, pyrrol-3-yl, imidazol-1-y1, imidazol-2-y1,
imidazol-4-yl, imidazol-5-yl, pyrazol-l-yl, pyrazol-3-yl,
pyrazol-4-yl, thiazol-2-vy1, thiazol-4-yl, thiazol-5-y1,
oxazol-2-yl, oxazol-4-yl, oxazol-5-yl, isoxazol-3-y1,
isoxazol-4-yl, isoxazol-5-yl, pyrimidin-2-yl, pyrimidin-4-yl,

15 pyrimidin-5-yl, pyridin-2-yl, pyridin-3-yl, pyridin-4-yl,
pyrrolidin-2-vy1, pyrrolidin-3-yl, benzothiophen=-2-vy1,

- benzothiophen-3-yl, benzofuran-2-yl, beﬁzofuran-B—yl,
indol-2-yl, indol-3-yl, benzimidazol-1-yl, benzimidazol-2-yl1,
benzothiazol-2-yl1, benzoxazol-2-yl, quinolin-2-yl,

20 quinolin-3-yl, quinolin-4-vy1, isoquinolin-1-vy1,
isoquinolin-3-yl, isoquinolin-4-yl, 1,3,4-thiadiazol-2-yl,
morpholin-4-yl, etc.

A preferable example for R' and R includes thiophen-3-yl;
preferable examples for ring A include imidazol-5-yl,

25 thiazol-5-yl, pyridin-3-yl or pyrrolidin-2-yl; a preferable
example for R? includes thiazol-2-yl; and preferable examples
for ring C include pyridin-2-yl, pyridin-3-yl, thiophen-2-y1,
thiophen-3-yl or thiazol-2-yl.

With regard to a substituent in "optionally substituted



A~cl (3) R R OAN(-H) R~-Hstepla-4 RR RS R~-R3BACO (Al k ~) ~ O-
(Al k z) R Rs (s) (1-1) 189 In the above react ion scheme , R, R2 , R3
, R4, R, R, R , Ra, RO, R23, 1, m n, Akl, Alk2, ring A ring B and
ring C each has the sane neani ng as defined above. 5 Step la-1 A conpound
of the fornmula ( 105 ) can be prepared Pbm a conpound of the formula ( 4 )
in asimlar manner to Step 1-4 of Process 1. Step la-2 10 A conpound of
the formula (106) can be prepared by condensing a carboxyliclacid of the
formula (105). with an al cqohol of the forrmula ( 8 in a simlar_nmanner to
Step 1-5(018‘%1?90’6%%¥°1_L‘? sty FANE Eﬁbﬂt&GHﬁﬁﬁﬁdaéf%?%%ef‘l?ﬁ’f%ﬁﬂ%?qm’f) then be

prepared fr C gglﬂgl t (..106 N2 simlar manner tq Step
1-2 of Pr ocaggas\?el_.é)%{ep af%Agﬁogr%%f%fb% & rll laeé(' 11%6) Wb_(,eﬁ |°% one
of the 20 ohjwetiMEerOIPDHNKSE G RIIAPRF ad it LONIENY P AN 148N Rl the
formula ( 107 ) with an acid chloride of the formula ( 3 ) in
chemically acceptable, while the number is preferably around
5 1 to 3.

"C;-C¢ alkenyl” refers to a straight- or branched-chain

alkenyl group having 2 to 6 carbon atoms, and its example

includes vinyl, n-propenyl, isopropenyl, n-butenyl,
isobutehyl, sec-butenyl, tert-butenyl, n-pentenyl,
10 isopentenyl, neopentenyl, l-methylpropenyl, n-hexenyl,
isohexenyl, 1,1-dimethylbutenyl, 2,2-dimethylbutenyl,

3,3-dimethylbutenyl, 3,3-dimethylpropenyl, 2-ethylbutenyl,
etc. A preferable example for R? and R?" includes n-propenyl,
and a preferable example for D includes n-propenyl.

15 "Prodrug” of the compound refers to a derivative of the
compound of the present invention, which has a group capable
of being chemically or metabolically converted and shows
pharmaceutical activity after it is hydrolyzed or solvolyzed
or converted under physiological conditions.

20 For example, there may be listed a derivative in which
a substituent such as -CO-C;-Cs alkyl, -CO0,-C;~-C¢ alkyl,
-CONH-C,~-C¢ alkyl, -CO-C;-C¢ alkenyl, -CO0,-C,;-C¢ alkenyl,
-CONH-C,-Cq alkenyl, -CO-Cg~-Cy4 aryl, ~C0O;3-C4-C14 aryl,
-CONH~-C¢-C1y aryl, -CO-heterocycle, -CO;-heterocycle,

25 -CONH-heterocycle, etc. (wherein any of said C;-C¢ alkyl, C,-Cg
alkenyl, C¢-Cy4 aryl and heterocycle may be substituted with
halogen, C;-C¢ alkyl, hydroxy, C;-Cs alkoxy, carboxyl, amino,
amino acid residue, -PO3H,, -SO3;H, -CO-polyethyleneglycol

residue, -CO;-polyethyleneglycol residue,



a simlar manner to Step 1-3 of Process 1. Process 2 25 Anong the conpounds
represented by the formula (1)) a proces s for preparing conpounds in which
Xis -COO ( CH2 ) n- will be illustrated bel ow x90 Process 2 R3 Rg O
R24-0-(CH2)~ B (Alk~)~OH --step 2-1 Rs (192A RS R (8 HO(A( k z) mRe Rs
Rs Rs R7 R3 4 0 R24-0-(CHz)" B (Al k~) ~ 0 | k2)~, Ra (10) RO step 2-2 Rs RS
R7 R3 0 HD-(CHp)~ B (Al k~)~0-(Alk2)mRa (11) RO 2 0 A off R~ (2) step 2-3
Rs Ra Ri 2R3qOOAo(cH2>~B(AIk) ~o(AIk2)mRa(1 2) R‘ ~R9Inthe
above react ion schene ( RO , 1, :

n, AlKkl -/qwolqu%@neqlrw% an&‘qfﬁ‘%?glk@leacheﬁ}é%rt he %%ﬁ?ed"r?eam Ry as

def i ned aboygy, 30/ Zhyr%nalyBUl MOKHIIAC Ui OEQURALET" 18 ATRhBRea

to the hydroxy group of the compound.
Also, there may be exemplified a derivative in which a

5 substituent such as -CO-C;-C¢ alkyl, -CO,-C;~-Cq alkyl, -CO-C3-Cg
alkenyl, -CO,-C;-C¢ alkenyl, -CO,-C¢-Cyy aryl, -CO-C¢-Cyy aryl,
-CO-heterocycle, -CO;-heterocycle, etc. (wherein any of said
C,-Cg¢ alkyl, C,;-C¢ alkenyl, C¢-C;4 aryl and heterocycle may be
substituted with halogen, C;-C¢ alkyl, hydroxy, C;-Ce¢ alkoxy,

10 carboxyl, amino, amino acid residue, -PO3H,, -S03H,
-CO-polyethyleneglycol residue, -COy-polyethyleneglycol
residue, -CO-polyethyleneglycol monocalkyl ether residue,
-CO,-polyethyleneglycol monoalkyl ether residue or -POj3H;,
etc.) is attached to the amino group of the compound.

15 Furthermore, there may be exemplified a derivative in
which a substituent such as C;-Cg alkoxy, C¢-Ci4 aryloxy, etc.
(wherein said C;-Cs alkoxy or C¢-Ci4 aryloxy may be substituted
with halogen, C;-C¢ alkyl, hydroxy, C;~-C¢alkoxy, carboxyl, amino,
amino acid residue, -PO3H,, -SO3H, polyethyleneglycol residue

20 or polyethyleneglycol monoalkyl ether residue, etc.) 1is
attached to the carboxyl group of the compound.

“Pharmaceutically acceptable salt” includes various
inorganic acid addition salts such as hydrochloride,
hydrobromide, sulphate, phosphate or nitrate, etc.; various

25 organic acid addition salts such as acetate, propionate,
succinate, glycolate, lactate, malate, oxalate, tartrate,
citrate, maleate, fumarate, methanesulfonate, benzensulfonate,
p-toluenesulfonate or ascorbate, etc.; or various salts with

an amino acid such as aspartate or glutamate, etc., although



p- met hoxybenzyl, tart-butyl, trialkylsilyl, etc.). 191 Step 2-1 This step
is a condensation reaction of a carboxylic acid wth an alcohol simlar to
Step 1-5 of Process 1. A conpound of the formula ( 10 ) can be prepared by
condensing a carboxylic 5 acid of the fornula (9) with an al cohol of the
formula (8) in a solvent in the presencéﬁ%f a base and a condensi ng agent.
The solvent used in the reaction includes, for exanple, ethers such as

di et hyl ether, tetrahydrafuran, dioxane, 1,2-dinethoxyethane) diglyne,

etc.; hydrocarbons such as 10 benzene, toluene, hexane, xylene, etc.;

hal ogenat ed h}&ralbBAscd i Eat dret HiH BAE benhBArased MUt mhydgeken
tetrachl ori de, ..esters such as ethyl acetate,

]%Z-di cé‘ul or.oet hanen &LE &5
met hyl acet@t €° \G?Eﬁ ddetate e?c.? %O?Jalfc%%fg%ﬂ?ESSUCh as acetone,
N, N-di met hyl f or meigde ; ndk ARt Sivh 1 S Ul 4 0d EEne L SBLLE  t Slthe MDD LRBY 10N bE

used solely or in conbination thereof. Preferred solvents in the presént
reaction i nol udheal et imthesdrofal axpitied vheneeThsori de or

N, N- di met hyl f or mam de. Exanpl es of the bases used in the reaction include
or gani cSbases suchTs ipr tlee Hylea® naeefpyns dionthe PR R T Pyr heépagic20
N- net hyl mor p line, etc., anong which di nethyl am nopyridine is preferred.
Exanpl es of¢% ‘condensi ng agents used in the reaction include

1-ethyl-3- (3" -di Vi WyleToigele)V ik, d I QC i ;
di cycl ohexyl car b%eihrﬁ)?e?(mc , e%%fé@g%{;% ngn%gé% ¥4 CHBHdAa

1- et hyl - 3- (i3 teb i dTy Ingvdano pmep Wepedr badinfi®da thydr ashlaer tdasits apoeafesr ed.
The reaction tenperature is about 0OC to 80C, preferably about OC to room

t enper at ur eimgfe hégker on brieFeriadlaboalpoRt hdgr stire 4 8highes ., thati eMIBl y

192 10 inhibition in other parts of body such as liver and heart,

especially liver. To be more specific, on the basis of 59
metabolic stability test, it means that in the test using human
or hamster S9 the remaining rate of unaltered form 10 minutes
after the treatment with small intestine $9 is about 10 times

15 or more higher than that in the case of the treatment with liver
S9 (see Test Example 7).

The expression "it is metabolized to the amount at which
the remaining MTP inhibitor in the liver does not substantially
inhibit the MTP in the liver"” means that almost all of the orally

20 administered MTP inhibitors are metabolized to an inactive
metabolite before arriving at the liver or at the moment of
arriving at the liver and show substantially no MTP inhibitory
activity in the liver, i.e. the MTP inhibitors are converted
to those that do not substantially inhibit TG release from the

25 liver. More specifically, it means the condition where
TG-releasing activity of the liver is kept at the level of about
80% or more, preferably about 90% or more, more preferably 100%
of the normal level. In terms of metabolism, it means that the

ratio of inactive metabolite to unaltered form in portal vein



about 6 hours to 24 hours. Step 2-2 This step is a general deprotection

nmet hod for hydroxy groups. For exanple, when Rzg is benzyl in a conpound of
the 5 formula ( 10 ) , the conpound of the formula ( 10 ) is hydrogenated
in a solvent in the presence of a catalyst to give a conpound of the
formula (11). The solvent used in the réé¢tion includes, for exanple,

et hers such as tetrahydrofuran, dioxane, 1, 2-dinethoxyethane, 10 diglyne,
etc,; al cohols such as nethanol, ethanol, isopropyl alcohol, t-butanol,
etc.; and esters such as ethyl acetate, nethyl acetate, butyl acetate,

etc.; and thbyodais prusednsdiely 8ox morenbonatéome Hdwr eoft e Pridfee orad
solvents in the present reaction are alcohols such as nethanol, ethanol, 15
i sopropyl a@¥eHust¥abignfe hapsEerexahpt esbort B3R MoFs ofisErr Avere
reaction include palladi um carbon ald adi um hydr oxi.d ney- Ni at.i num
oxi de. ot o (AT AE TG (37 BRSO To DY b Prelhe Ta Srebett B2t
tenperatur eﬂia@g@%t) L6 bR 80ChaRA6f 8F abL¥r2h ARPUL IS O £90M {PHRGRAL Ur e.
The reaction ti i s about 1 hour to 16 hours , preferably about™ 2 hours to
8 hourss Step meEahsThhatSlemisuteaftens ahieconestagsing hahawer dagartkaxyl i c

25 acid and an al cohol simlar to Step 1-5 of Process 1 . A conpound of the
fornmul a (199 )the nemaderided t@iteh odnuapESRBRAoFOTRel § BRI E 0% OF L6SE -
solvent in the_ presence of ase and a_caondensi_n ent.to.glye a.conpound
of Lhe for RASESESBIT et A0YORE To% naah BLeraeatomobhhas ¥ erBISHRE

sol vent usepi]é'é'n b r dﬂ,gg fpcludes, for exanple, ethers such as diethyl
et her, tetrahydrofuran, dioxane, 1,2-dinethoxyethane) diglyne, etc.;

hydr ocar bons suclrias depzeseioh o MEReinhdvaner xddenenoet eupshanhadgenated 5

hydrocarbons such as nethyl ene chloride) chloroform carbon tetrachloride,

1, 2- di dAl origdrHaiie MTE &n; thesddvers eas &6 samtiila e tieeS aRe MBAN B VALS,

butyl acetate tc.;.and polar. splvents such as_acetone, -

NN di et hyi T PRENCdeLE AP TR AT aNrda e BPEunt Sy aidythakepe i

solely or iypanatdidn 110thBei e0br Rref alded i aaitsail 1y tim iyiesent

reaction are tetrahydrofuran , nethylene chloride , dinethylformamde , etc
Exanpl es MIfP tile thas2dveséd andtiheaneadadie aondidliwde whegenll'c-radessdngh as

triethylam ne, pyridine, dinethylam nopyridine, N—neth%lnor hol i ne, etc.,
anong whi cAkHet Y (C£nt R8Py Ae ¥ePt Lihitbeetpegl of about 80% or more,

15 preferably about 90% or more, more preferably 100% of the normal
level.

As ‘“"pharmaceutically acceptable carrier”, various
organic or inorganic carrier materials which are conventionally
used as formulation material are used, and it is formulated as

20 excipient, lubricant, binder, disintegrating agent, solvent,
solubilizer, suspending agent, isotonizing agent, buffer,
soothing agent, etc. If desired, pharmaceutical additives
such as preservative, antioxidant, coloring agent, sweetening
agent, etc. may be also used. Preferable examples of said

25 excipient include lactose, sucrose, D-mannitol, starch,
crystalline cellulose, light anhydrous silicic acid, etc.
Preferable examples of said lubricant include magnesium
stearate, calcium stearate, talc, colloidal silica, etc.

Preferable examples of said binder include crystalline



Exanpl es of the condensing agents used in' the reaction include :

1-et hyl -3- (3" -di net hyl am nopropyl ) carbodi i m de ' hydrochl ori de (W5C. HC1) ,
di cycl ohexyl carbodiim de (DCC), etc., !anpng which

1-et hyl - 3- (3" -di met hyl am nopr opyl ) carbodi i m de 20 hydrochloride is
preferred. The reaction tenperature is gggut 0C to 80C, preferably 'about
OC to roomtenperature. The reaction tine is about 2 hours to 48 hours ,
preferably about 6 hours to 24 hours. 25 As an alternative process of
Process 2, a phenol or. an al cohol derivative derived froma conpound of

the forml ac%l%ii%w@er SuR-Bed | S dhwitNBybenayk 20d, t heyRachgpHlorgnoup.

Is Iprotecte enzyl ester) is subjected to renoval of

p- met hoxybeggylupsoalp Wi th 2, 3-Hyahbeyprbpél 194 di cyaeehgnzequiviese,
(DDQ, etc.,foll owed by condensation wth a conpound of the fornmula ( 2 )
After renovedlyvinhkppeneyidgreup ¢tom t hereéendblag eommples, athe said
deprotected_conpound is condensed with a conpound of the fornula 8) to
give a conpdihtRtegrathrdragsnt dnclude wtadsh s CaRROSFMERE YGRS E -
conmpounds. LOg | anp, ss fofr.
prepari%g I€g€§g§§%€ﬁg.§%%£%%9¥%§ fé%ﬁ%ﬁﬁﬁﬁl) éﬁ%r%?%gﬁ?%%gégissfgﬁfw', 31

(wherei n Righ@burh %Wm&%m@t@ed abeyeraB3é ésakpibh o kdia and
1' is 1). Process A t X ~coCeEt 4 COOEt 3 ( 1s ) | W~COOEt ~ | ~ "cooH

0zN O N ~ Osdllsemp iAcl udest&pe ALR2rRB31j&it{dR) altohollFreprhere JIRZELX2 (
16 ) 25 4 C00 R25 ~ | ~ COOH t_ 0 Nstep A-4 02N ~ R3~ Ray
macrogol, sesame-seed oil, corn oil, propylene glycol fatty
acid ester, etc. Preferable examples of said solubilizer
10 include polyethyleneglycol, propyleneglycol, D-mannitol,
benzyl benzoate, ethanol, trisaminomethane, cholesterol,
triethanolamine, sodium carbonate, sodium citrate, etc.
Preferable examples of said suspending agent include
surfactants (e.g. stearyl triethanolamine, sodium lauryl
15 sulfate, lauryl aminopropionic acid, lecithin, benzalkonium
chloride, benzethonium chloride, glycerin monostearate, etc),
polyvinyl alcohol, polyvinylpyrrolidone,
carboxymethylcellulose sodium, methylcellulose,
hydroxymethyl cellulose, etc. Preferable examples of said
20 isotonizing agent include sodium chloride, glycerin,
D-mannitol, etc. Preferable examples of said buffer include
phosphate, acetate, carbonate, citrate, etc. Preferable
examples of said soothing agent include benzyl alcohol, etc.
Preferable examples of said preservative include
25 paraoxybenzoic acid esters, chlorobutanol, benzyl alcohol,
phenethyl alcohol, dehydroacetic acid, sorbic acid, etc.
Preferable examples of said antioxidant include sulfites,

ascorbic acid, etc. Preferable examples of said sweetening

agent include aspartame, saccharin sodium, stevia, etc.



(17) 118) In the above reaction schene, R31 and R4 each has the sane
nmeani ng as defined above, R25 is Cl-6 al kyl, X2 and X3 each is hal ogen, and
Et is ethyl. 195 Step A-1 A conmpound of the forrmula ( 14 ) can be
prepared by reacting a conpound of the fornula (12) with a malonic acid
ester of the fornmula (13) in a solvent iggthe presence of a base. 5 The
sol vent used in the reaction includes, for exanple, ethers such as diethyl
et her, tetrahydrofuran, dioxane, 1,2-dinmethoxyethane, diglynme, etc.;

hydr ocar bons such as benzene, tol uene, hexane, xylene, etc.; alcohols such
as met hanolp,r &l e &MY 1HY braé£00Qo1driiyg agent eheludantbdd gadloals

sol vents such as N, N-di net hyl f ormam de, di nethyl sulfoxide, etc. , and they
can be usedssch algy faod yeddobi Nat | Dn fdwt ewfd NA .pReéndricoddd MentNd .n 2t.he
present reaction is N, N-di nethyl formam de. Exanples of the bases used in

t he reacti oFekacteteral kari £asdnetBPn h9Btd@esestich as sodi um hydri de,
potassi um hydride, etc. ; alkali nmetal al koxi des such as sodi um et hoxi de,
sodi um et hoxi de, potassiumt-butoxide, etc.; alkali nmetal am des such as
sodi um g dfesd ihdudnebE sbakEPLAY| Skt VEAG! davehgionand al kali metal
carbonates such as sodi um carbonate, potassium 20 carbonate, etc., anong
whi ch sodi um hydmeteaisedr aéecahpeionhea s egictémnbedopenattthr erespabbutto0C t o
120C, preferably about roomtenperature to 100C The reaction tinme is about
30 mi nut es Y@arbauposesSthEeeRERbl y about 1 hour to 12 hours. 25 Step A- 2
This step is a hydralysis reaction of este fol | ecar tion.
A conpound of thézf&éaﬂgf(ﬁﬁ%h%%J%Wéf%ﬁe a?%ﬂcﬁya§?§gr?ﬁ&ga%%ogggé “of

t he formul r. heatd ng1j e B thB&vlr g kva Rage.;

196 The sola?/ige%ﬁhgéelggihk?hedsr gé’é?ixgngigklél Ege*sn,atf gr Ygxarrp e, pg{ﬁ?grs such as
di et hylipet hedlodeh raatardaef flaorinle pxarismrine?- ditnet;hbayethate, aliyl ymeh
etc.; alcohols such as nethanol, ethanol) isopropyl alcohol, t-butanaqgl,
etc.: and vee drifdnem®metdy loafthe : @R 2564 SilFedy Y BUEBMT HEOPSRPERS eof .
Preferred solvents in the present reaction are m xtures of an al cohol and
wat er . Exan%?cés of the bases used in the reaction include al kali netal
carbonat essuch asgodiupyeaEbapalepnbayasswiitaambgnake sub@tatatedand tal kal |
nmet al hydroxi des such as Iithiun1ﬁydroxide, sodi um hydr oxi de, pot assi um
hydr oxi de, eét&lo CarOp@lkyilchuchdisutrhydnoxpue tbympthydsi ebe hy dhoke @ddkyd
preferred. The reaction ten?er ature is_abhout 0OC to 150f§1 ,Cztpr e:‘ﬁxr&abl.)é1 about
60C t 0 120G Ush AfeMeER¥ti- oAt ¥ tre §5C ab SR OB PHEPeRS tih U hofis 0T 1he -

‘pref er abl y @Pgrh‘ing’? gq:cr:]u'f eél-tcos glﬂS%(SSuch as methoxy, etc.; C,-Cq acyl

such as acetyl, etc.; C,-C¢ alkenyl such as isopropenyl, etc.;
or cyano); C;-C¢ alkyl such as ethyl, isopropyl, etc.; Cs3-Cy
cycloalkyl such as cyclohexyl, etc.; C;-C¢ alkoxy such as butoxy,
20 etc.; halo C;-C¢ alkyl such as trifluoromethyl, etc.; halo C;-Cs
alkyloxy such as trifluoromethoxy, etc.; C;-C;s aralkyl such as
benzyl, etc.; C¢-Ci4 aryloxy such as phenoxy (of which aryl
moiety may be substituted with halo C;-Cs alkyl such as
trifluoromethyl, etc.), etc.; C;-Cys arylcarbonyl such as
25 benzoyl (of which aryl moiety may be substituted with halogen
such as chlorine, etc.), etc.; heterocycle such as
thiophen-3-yl, etc.; C.-Cy alkoxycarbonyl such as
butoxycarbonyl, etc.; -N(R*®)(R**)(wherein R*® and R*! are each

independently hydrogen or optionally substituted phenyl).



In accordance with the Steps la-2, l1la-3 and la-4 of the Process 1la,
conpounds of the present invention can be prepared froma conpound of the
formula ( 15 ) obtained in the above Step 20 A-2. An exanple in the case
where Al kl is a branched al kanediyl or al kenediyl will be illustrated

bel ow. Step A-3 A conpound of the formuhgy( 17 ) can be prepared by
reacting 25 a conpound of the formula ( 14 ) with a conmpound of the formul a
(16) in a solvent in the presence of a base. The solvent used in the
reaction includes, for exanple, ethers such as diethyl ether,
tetrahydrofuran, g oxang,e deZadiyeiyErogidaie hadicgleyimBuct! &s; chydraaar,bons
such as 197 benzene, tgiuene) hexane, xyl ene, etc.; al cohols such as

met hanol , ef$@nol, isopropyl al cohol, t-butanol, etc.; and polar solvents
such as N,N—dinet@y!fornanide, di met hyl sulfoxide) etc. , and they can be
used sol ely or i rRconms npxéderabinehgdrogppef i SuiCertEYh FRERpASsent
reaction are N, N-di net hyl formam de, etc anpl.es of e. bases .us in the
reaction i n*é#%f%l%u%?‘éﬂ%%t zﬂt‘hy'dpila%%a%ﬁgrxll %{gc}é(?&i ’ﬂﬁ%ﬂ%r iedte,yfp'otgggs'i’um
hydride _, etc . ; alkalli o} .such [ thexide a1xeshurn
10 nethéxiS%?l%%$%§§¥hn95?§E 6§|d%ﬁ¥%£§§%fﬁ$'k2??mﬁggé#ﬁ%§rbgﬁaggs su%ﬁuas
sodi um car bgpat & s RRiaSKYUN €81 banaice acndisuhbas arditnAtcs ripots s iet. ;

bi carbonate, etc.; alkali metal hydroxides such as |ithium hydroxide,

sodi um hydroxidie alpenydsiswehhypdr dsioproreny L, &Ucal:i oFetoanr boxyl at es such
as 15 sodium acet at e, otassiun1ac€#§te, etc.; and al kali netal phosphates

such assodi um phodbhat®, bt REeT e phBsphat e, etc., anmong whi ch sodi um
hydride is preferred. The reaction tenperature is about 0C to 120C,

preferably aboyt reom temperature t 0C 20 TNe reaction time is about 10

mnutes to 2 rs, p abl y abbut” 30 ningtesZto 12 hours. Step A-4 In a
simlar man 0 Stepld , a Co d of the fornula (18) can be prepared
froma conpoung” of the formula (17).

| 25 In accordance with the Steps la-2 ,
la-3 and l1a-4 of the Process 1a, the conpounds of the present invention can
be prepared froma conpound of the fornula (18) obtained in the above Step
A- 4. 198 Pr

~ an exanpl e of the process for
preparing a c?npo nd of the fornul wherein ring Bis CH) i"

o

10 among which phenyl is especially preferred.
X is preferably -COO-, -N(R'®)CO- or -CON(R')- (wherein
R is hydrogen; C;-Cs alkyl such as methyl, isopropyl, etc.;
or C3;-C,; cycloalkyl such as cyclohexyl, etc. ), among which -COO-
or -CONH- is especially preferred.

15 Ring B is preferably



5 (wherein R3 and R4 each has the sane neaning as defined above, and 1" is

2 or 3). 199 Process B in case of 1"=2 Ra R4 M ~ ~Br -.~ ~ " [/ N ~
02N R3 step B-1 Rs (19) (20) C COOve COOBn (21) - step B-2 4 R\ COOw R
coowe cooBn I\ ----- ~ / N HaN R3 step B-3 R3 (22) (23) in case of 1"

3

< COOVe R Br COOBn / (21) step B- ' R3 ﬁ%p') Ra COOMe 4 \ COOBn R\ COOw /
I

~y ZN ~ HZN R3 step B-3' Rs (22') (23

n the above reacti on scheme, R3

and RQ each has the same neaning as defined above, Me is nmethyl, and Bn is

benzyl .

10

15

Step B-1

& & OO

or more preferably

& O OO

or most preferably

R?® is preferably hydrogen; hydroxy:; halogen such as
chlorine, bromine, etc.; C;-C¢ alkyl such as methyl, ethyl,
isopropyl, isobutyl, etc.; substituted C;-C¢ alkyl such as
isobutyl substituted with hydroxy, etc.; C;-Cs alkoxy such as
methoxy, ethoxy, propoxy, isopropoxy, etc.; halo C;-C¢ alkyl
such as trifluoromethyl, etc.; C;-C;¢ aralkyloxy such as
benzyloxy, etc.; C1-Ce¢ acyl such as formyl, etc.; optionally
substituted heterocycle such as 4-methyl-thiazol-2-yl, etc.;
-CON(R)(R'?) (wherein R and R'? are each independently
hydrogen; C;-C¢ alkyl such as methyl, ethyl, pvropyl, isopropyl,
etc.; C¢-Cis4 aryl such as phenyl, etc.; C;-Cy¢ aralkyl such as
benzyl, etc.; C;-C¢ alkoxy such as methoxy, etc.; or R*! and RrR*?

may be taken together with the nitrogen to form



5 A conpound of the fornula ( 20 ) can be prepared by reacting a conpound
of the formula (19) with a brom nating agent in a solvent in the presence
of aradical initiator (for exanple, 2,2'-azobisisobutyronitrile or benzoyl
per oxi de). The solvent used in the reactlééin i ncl udes, for exanple, 200
hydr ocar bons such as benzene, etc., and | ogenat ed hydr ocarbons such as
nmet hyl ene chl oride, chloroform carbon tetrachloride, 1,2-dichloroethane,
etc., and they can be used solely or in conmbination thereof. Preferred
solvents in the 5 present reaction are nethyl ene chloride or carbon
tetrachl ori de. brom nating agent used in the reaction includes, for
exanpl e, braom gle, onobsucci ni m de, etc., anong whi ch N-bronosucci ni m de
is preferred. 10 The& FTeaction tenperature is about roomtenperature to
120C, preferabl yabout 60C to 100C The reaction time is about 10 minutes to
8 hours, preferably about 30 mnutes t.o 4 hours. Step B-2 15 In a simlar
manner to Shwperein ofp Piscess AintegenpaundOof orhel j br miM(K*22R}*)canrbe
prepared by reacting a ,conpound of thg formul.g (20) with a conpound of the
formul a (21)CHSNR BLR ) n (whenginarR i Ro 8F&p 92ah ofinPrpendsnAly,
conmpound 2Q of the fornula 24" n_he ed eacting . a gconpound
of the for %’ﬁéar‘tg%" 531( ré%%?’eld ‘%‘%‘%ﬁq ggcoﬁéﬁgﬁ%’ofeqi%l‘f cerdl s (&ﬁ@) and
a conpoynd pikdREcdBIRY R (Zd) ad detBeSvdarboers), Wt ;accarmpeend ehchhe
formula (21). S:?ﬁcp B—%H%S A conpound of the fornula (23) Cg;ﬁng)beggrepared by
hydr ogenat ia®) scedyipo et .of or hR™f enttuRY hap2bé ftakedebegeyhetri wathnthe
solvent, fol]lowed by decayboxglation. The sol vent used in the reaction

i ncl udes, fOYtRSERDHIE Aih STRER PR AFATHED et PetOTRet r ahydr of ur an,

di oxane, 201 - di met hoxyet hane, diglyne, etc.; alcohols such as

met hanol , et hanol , N sopropyl al cohol\, t-butanol, etc.; and water; and they
can be used sof Pin conbithtion0t hereof . Preferred solvents in the
present reactio e al cohols. 5 npl es of the catal yst used for the
debenzyl ation i nclude pal$mdi um carbon, pall adi um hydroxi de, Raney-Ni,

pl ati num oxi de, etc., anong which pall adiumcarbon is preferred . T
reaction tdEEain @ Pasihe ﬁ@lﬁ'@n?gﬁﬁwgrﬁﬁ §%%PQP§SSQ ' aPbutC ((ﬁl}ﬁﬂ)

t enper gt ur 0 an e_ke ' simer inqt ecar bex Lgn is
pr ef erggl yqf&&?ﬁ?eg&lgocié J%sf‘le&? ggg{hggsn&tl rr% ?%&léﬁ%bg:éb%ﬁtz(g'l ’at%ftog6 %{%ﬁéﬁ ut 1
hour to 16 K Sas peehekehl etahnit, 2phopesyt 01i8obevboxy ,arskd he ceacki on
time in the decarboxylation is about 5 mnutes to 4 hours,

: aralkyloxy such as benzyloxy, etc.; -~ or hydroxy) .

Alternatively, R®and R'® may be taken together with the nitrogen

to which R'® is attached and ring B to form

Fe A

15 0 -
R* is preferably hydrogen or halogen such as fluorine,
chlorine, bromine, etc.
Alkl! is preferably methylene or ethane-1,1-diyl.
1l is preferably 0, 1 or 2.
20 Alk1? is preferably methylene.

m is preferably 0 or an integer of 1 to 3.



15 preferably about 10 mnutes to 2 hours. Step B-3' In a simlar manner to
Step B-3 of Process B ) a conpound of the formula (23') can be prepared
froma conmpound of the fornmula (22'). 20 In accordance with the Steps 1-3,
1-4 and 1-5 of the process |, the conpounds of the present invention can be
prepared froma conpound of the fornula ;723 ) or ( 23" ) obtained in Step
B-3 or B-3'. 25 Process C The followingi's an exanple of the process for
preparing a conpound of the fornmula (1) wherein ring B is 202 5 Ra CH2)

i; (wherein R4 has the sanme neaning as defined above, R3~is -CON ( R11l ) (

RL whi ch t , and

L ) By oresd IR T PSP F SATITCROLA0 f° S8R A

IR st A o 29
l SBep G.téo&rc&ﬂz ﬂ%l(&@bbﬁtg egzo% ?tzgl.?aé%eigelgt e:‘s!sd?l ic 8 (4 )~

~COOWE - -~-alkenyl such as n- propenyl etc.; C,-Cy alkoxycarbonyl such as

ethoxycarbonyl, etc.; -N(R*?)-CcO(R*?) (wherein R*? is hydrogen
5‘ or C,.Cs alkyl; R*?is C¢~C14 aryl such as biphenyl, etc.; or C;-Cyg

aralkyl); or a group of the formula shown below:

RS
RS

o2

(wherein ring C, R®, R® and R” each has the same meaning as defined

above).

10 Ring C is preferably C¢-C;4 aryl such as phenyl, naphthyl,
etc.; C3-C; cycloalkyl such as cyclopentyl, cyclohexyl, etc.;
C,.Cis aralkyl such as benzyl, etc.; or heterocycle such as
pyridine-3-yl, thiophen-3-vy1, thiazol-2-y1, etc.
Alternatively, ring C may be take together with R’ and R® to

15 form

o

R® is preferably hydrogen; C;-C¢ alkyl such as methyl,
etc.; C;-C¢ alkoxy such as methoxy, etc.; halogen such as
chlorine, etc.} nitro; amino; C¢-C;4 aryl such as phenyl, etc.;

20 or -CON(R®)(R'”) or -CH,-CON(R'®)(R'’) (wherein R*® and R'’ are

each independently hydrogen; C;-Cs alkyl such as ethyl, etc.,



HZN /R11 step G4 0 NRiz (30) In the above reaction schene, RO , R11 and
R12 each has the 10 sane neaning as defined above, Me is nethyl and t-Bu is
tert-butyl. Step CG1 An acid chloride can be prepared froma conpound of
the formula ( 24 ) in a simlar manner to Step 1-1 of Process 1. The
resulting acid chloride is reacted with1ldalconpound of the formula (25) in a
simlar manner to Step 1-3 of Process 1 to 203 give a conpound of the
formula (25). Also, a conpound of the fornula ( 26 ) can be prepared by
condensi ng a conpound of the fornmula ( 24 ) with a conmpound of the formula
( 25 ) usi ngr aneDhdensignglagenisuchl as exand-ariMBGorodiEdT), ddeynatively,
a conpound of the fornula (24) is converted into its m xed anhydride,

fol |l owed by reactRorswipiefsreddyobydrolgerh®xf dahaden Z3ch @ k@ lprddénce of
a base, to give a compound of the forrmula (26). Step G2 10 In a simlar
manner to KE€p- A-1 of Process A a conpound of the formula ( 28 ) can be

prepared by reacting_a f ﬂg:J mula (26) wth a conmpound of the
formula (27). Sté% P3p§%%%%%%ﬁﬁ§19# t éﬂ¥brnula ( 29 ) can be prepared by
treating 15 a corgfosmd rROfartdheaérimded endfen bWy Prafeagblly Hydxdd gt oacetd C

acid, toluenesul fonic acid, nethanesulfonic acid, etc. ) in the presence or
absence of allsgl venthuadeethedli agcor &s-€ooaryénperht asephenydny&rte tihe

test-butyl ester noiety into the carboxylic acidtB iet%% £O| owed Qy .
decar boxy| dtYEFOXPOC sol &L useBUPR t héS eactYOROTHEPERES; f o "Ekdnpl e,
et herfs SUCh—(?éN at Ial{h?)e(It (:"erreitn(:"t rl?hyda( éurl'xam’ ﬂéjx%%%h independently
1, 2-di net hoxyet hane, "digl yme, etc.; hydrocarbons such. as benzene, toluene,

hexane, Xxyl@p@ro&és; c,akbs®E sUeh &6 mEhanokthel hanmpyi sapopmppyl,
al cohol, t-butanol, etc.; 25 hal ogenated hydrocarbons such as net hyl ene
chlori dé, chhoybfoiapbeaybonetetra€ht©rideslaakyll chrshoasheielodeayl and
wat er; and they can_be used saqlely or. in conbinatioanhereof Preferred

sol vents i refe phedenfrreadlifon: ¥ et fyt efe?chit o f dBOTERITEYdr o PhCor
toluene. 204 ThEJ&ACHKQA LEMMEAL Fokye PRPH! ¢ 1,004 290, PEET sy
as phenyl, etc.); -COO(R?®) or -(CH;),-OCO(R?*°) (wherein R?® is

hydrogen; C;-Cg¢ alkyl such as methyl, ethyl, propyl, isopropyl,

15 isobutyl, etc.; or C3;-C; cycloalkyl such as cyclohexyl, etc.,

and n is an integer of 0 or 1); -N(R?!)(R??)(wherein R*' and R??

are each independently hydrogen; C;-C¢ alkyl such as methyl,
isopropyl, etc.; C;-C¢ acyl such as acetyl, propionyl, butyryl,

etc.; C1-Cs alkylsulfonyl such as methylsulfonyl, etc.; or R*

20 and R?? may be taken together with the nitrogen atom to which

they are attached to form

0

—N

—
0y,

or R® and R® taken together may form C3;-C; cycloalkyl such as

cyclopropyl, cyclohexyl, etc.

25

Preferred embodiments of various substituents and the



about roomtenperature to 100C The reaction tinme is about 1 hour to 24
hours, preferably about 2 hours to 12 hours. 5 Step G4 In a simlar manner
to Step 1-2 of Process 1, a conpound of the formula ( 30 ) can be prepared
froma conpound of the formula (29). In chordance with the Steps 1-3, 1-4
and 1-5 of Process 10 1 , the conpounds the present invention can be
prepared froma conpound of the forrmula ( 30 ) obtained in the above Step
C-4 . Process D The following is an exanple of the process for preparing 15

has the SR HOLA THFT %ﬁﬁﬁ%&%&t?@taﬂé lory or C16
19Ty, R i lbersts B O re SE L dbe
(33) 0 0 4 #ndng wHAdW hyd¥dNen ~is. e$FAS4EDy %ﬁeﬂefiédst ep D-4 p-Rzs
R? is preferably phenyl (which may be substituted with
5 halo C;-C¢ alkyl such as trifluoromethyl, etc.; C;~C¢ alkyl such
as methyl, etc.; halogen such as chlorine, etc.; or C;-C¢ alkoxy
such as methoxy, etc.).

R?>' is preferably hydrogen.

R?" is preferably hydrogen, halo-C;-C¢ alkyl, halogen,

10 C;-C¢ alkyl or C;-C¢ alkoxy, and trifluoromethyl is especially
preferred.

X is preferably -COO- or -CON(R'?)- (R'® has the same
meaning as defined above), among which -CONH- is especially
preferred.

15 Ring B is preferably phenyl.

R® is preferably C;-C¢ alkyl, C;-C¢ alkoxy, =CON(R'!)(R'?)
(wherein R'! and R'? are each independently preferably hydrogen
or C;-C¢ alkyl) or -CO(R'®) (wherein R'® is preferably C;.Cs
alkoxy).

20 R* is preferably hydrogen or methyl, and especially
preferably methyl.

Alk' is preferably methylene.

Alk? is preferably methylene.

1 is preferably 0 or 1, especially 1.

25 m is preferably 1 or 2, especially 1 or 2.
D is preferably C;-C¢ alkyl or a group of the formula shown

below:



(34) (35) 44 ~~ COOEt | ~ ~COCEt --~. OZN ~ ---'" HzN/ step D-5 0'- " Rzs
step D6 ~-Rzs (36) (37) In the above reaction schene, R', X~, Me and Et
each has the sanme neani ng as defined above and R26 is C1_6 al kyl or C 16
aral kyl. 5 Step D1 A conpound of the f?:yula ( 32 ) can be prepared by
reacting a conpound of the formula ( 31 § wi th a conpound of the fornula
(16) in a solvent in the presence of a base. The solvent used in the
reaction includes , for exanple, 10 ethers such as diethyl ether,
t etrahydrof uran, di oxane, 1, 2-di nethoxyethane, diglyrne, etc.; hydrocarbons
such as benzene, goluene, hexane, xylene, etc.; esters such as ethyl
acet at e, net@yl \ , butyl acetate, etc.; and polar solvents such as
acetone, N, N0 or mam de, di net hyl 206 sulfoxide , etc . ; and they
can be used solfelg oy in conbination thereof. A preferred solvents in the
present reactio , N-di et hyl f ormam de. Exanpl es of the bases used in
the reaction inclyde alkali 5 nmetal hydrides such as sodi um hydri de,
pot assi um hydride] etc. , and al kali metal carbonates such as sodi um
carbonate , potassiunlcarbonate sodi um bi carbonat e, potassi um bi carbonate,
etc., anon ich s d| fr i P r e t eis
about 0C tow%fl p’?e rdbl'y %0 dts)%t érgégr# sdthép%nterlgg%gf?@gﬁﬁgfr@égéu on
time is abQfowe)hour to 48 hours , preferably about 6 hours to 24 hours.
Step D2 A conpound of the forrmula (33) can be prepared by 15 hydrol yzi ng
the ester noietyRihgaCdenpoefidrablymdny hupyridda-p-ind atkdbphan-8nylhe
presence of a base. The solvent used in the reaction includes for exanpl e,
ethers BucHhHorfietRrYlet AR ' ¥aaRkr HINE an, 2BPRKanghich phenyl is
1, 2-di et hoxyet h tc al cohol s such as nethanol, 20 ethanol
|sopropyl %éﬁuﬁgYiﬁzié% ﬁgter and they can be used solely or in
conbi nation ther esf RS &ﬁ@fnérés@h 5@ Ye8reruB1yhey dr &$€M; NaQaridrDBral,e Cy
tetrahydrofuran or a m xture' of tetrahydrofuran and et hanol or nethanol.
alkyl, among which hydrogen is especially preferred.

R® and R® each is preferably hydrogen, C;-Ces alkyl, Cg-Ciy

10 aryl, -CON(R'®)(R®) (wherein R'® and R each is preferably

hydrogen or C;-Cg alkyl) or -COO(R??)(wherein R?® is preferably

hydrogen or C;-C¢ alkyl), among which -CON(R®) (R*®)' (wherein R'®

and R*® each is preferably hydrogen or C;-Cs¢ alkyl) or

~COO(R?%) (wherein R?® is preferably hydrogen or C;-Ce alkyl) are

15 more preferred, and -COO(R?*°) (wherein R?® is preferably C;-Cs
alkyl) is especially preferred.

The substitution site of -(CH,):- on the benzene ring in

the formula (1’') is preferably i-position.

20 The compounds of the present invention may include
hydrates or solvates, depending on the case, and may further
include their metabolites. Furthermore, the compounds of the
present invention include racemates and optically active
compounds. The optically active compounds are preferably

25 those wherein one of enantiomers is in enantiomer excess of



Exanpl es of the bases used in the reaction include alkali 25 netal
carbonat es such as sodi um car bonate, potassium carbonate, etc.; aqueous
solutions of alkali metal hydroxides such. as lithium hydroxide, sodium
hydr oxi de, potassi um hydroxi de, etc., anmong which sodi um hydroxide is
preferred. The reaction tenperature is ghput O0C to 120C, preferably 207
about roomtenperature to 80C The reaction tine is about 1 hour to 24
hours, preferably about 2.5 hours to 12 hours. Step D3 5 1n a simlar
manner to Step 1-1 of Process 1, a conpound of the fornmula ( 34 ) can be

prepared | romd. Spauing, ggchetd_hch UM ee3 1 LeP eeh c i PR o 2

conver si on |on fFom to“di azoketones . A corrpound of

the fornul aath@g) Jo £k bei prepar ed by reacting a conpound of the fornula
(34) with diazonmethane in a solvent in the presence of a base. The sol vent

used in the reaction includes, for exanple, ethers such as di et hyl ether,
t et rahydr of uran, di oxane, 15 1 2- di net hoxyet hane, diglynme, etc. , and they
can be used sol elWhest ’qh@ @@W@Ph‘-&filsoﬁftﬁlé?eﬁ)lfesew e’f’é‘fﬁ’%@%lfb‘éﬁnt‘?‘?% 3She

present _reaction et.her el t r

bases ufed $h at%élacr 28 %6 rr?ca}tunﬁ?é] o?ga Sﬁégggggu 3?% r| eiqglré %g
pyridine, dalrf@élt%@é&é@@yié di PRey2@al; MRl YD Phedi &€, sPEEemiaBRNg Wi ch
triethylamne is preferred. The reaction tenperature is about -20"C to
50" C, preferaddylppeiid GEaumyr@nrpatmmmrxaalﬂrxe. Theugratheodo s may yaalyout 2
hours to 48 hours , preferably 25 about 6 hours to 24 hours. Step D-5 ThIS
process is W@%*%ﬁnhblh?)la@g‘at\?@@y Vet EFETBEPMSy MIFRGUBIC effect

$Of;rﬁ}fgk(et S8 PN BRI CUOLLE (81 L AWATERS) ranfecOIPGUNtheTed e

USe of a si Iver “€a st {for” exa
si | ver jpen eoné'do\é.%r a4 égn) bl N @fLRd §088Lai dné heo HersaNCE taineds l@@&e to

gi ve a conpound of the fornmula (36). The solvent ( al so served as the
reacti on reggent sAlsosedhe compounds of the present invention can be
administered to human beings as well as animals other than human
beings, especially mammals, for the treatment or prevention of
said diseases. The compounds of the present invention can be
15 used in the same way for the treatment or prevention of coronary
artery diseases, obesity, diabetes or hypertension.

In the formulation of the compounds of the present
invention into solid compositions and liquid compositions for
oral administration or injections, etc., for parenteral

20 administration, there may be added appropriate additives such
as diluents, dispersants, adsorbents, solubilizers, etc. In
addition, the composition of the present invention may take the
known form such as tablets, pills, powders, granules,
suppositories, injections, eye drops, solutions, capsules,

925 troches, aerosols, elixirs, suspensions, emulsions, syrups,
etc.

When the compounds of the present invention are
formulated into solid preparations such as tablets, pills,

powders, granules, etc., examples of such an additive include



5 in the reaction includes, for exanple) al cohols such as nethanol,

et hanol, isopropyl alcohol, t-butanol, etc., and they can be used solely or
i n conbination thereof. Preferred solvents ( also served as the reaction
reagents ) in the present reaction are nethanol or ethanol. 10 Exanpl es of
t he bases used in the reaction include 67%anic bases such as triethyl am ne,
pyridi ne, dinmethylam nopyridine, N nethyl norpholine, etc., anong which
triethylamne is preferred. The reaction tenperature i s about room
tenperature to 15 120C, preferably about 60C to 120C. The reaction time is
about 2 houtaCt¥es86 hdMRER1tR} ef erHBIGPSfyout MY HEFYLTPYES hGEe - &5&p D6

("3 ST A IRNE L0 PLER L& AL HECOST el CRRROUIL ATyl kel ! 2

e pr épar rom a conpound’ o accordance

with the StgpsndsBumlafufiforePadiiibataberepbiaeegssilithe eamgainds .of
the present invention can be prepared froma conmpound of the forrmula ( 37 )

obt ai ned i N hthcahowwineSte i Gompuards Wi ithe eowsemtd iofvenitd qur egent
invention is further subjected to the reactions of Step 2-2 of Process 2,
wher eby 5t hef exmsta te@nintoRPabEahks ber cBhvéft e8Pt BAYORe PPELESs WEth 209

R R e L
e e netfon e S sperbie Mg I ey SIoRy 9 soilogen e
COQt - Bu ~ C@Meroxymethyl cellulose phthalate. Furthermore, the tablets or
pills may be multi-layered tablets comprising two oxr more
10 lavyers.

As the pharmaceutical compositions of the present
invention, there are also exemplified capsules in which are
filled liquid, semi-solid or solid contents prepared by
dissolving the compounds of the present invention in a solvent

15 and adding an additive thereto. Examples of said solvents are
purified water, ethanol, vegetable oil, etc., among which
ethanol or a mixture of purified water and ethanol is preferably
used. Any additives commonly used in the preparation of
capsules can be used without any particular limitation. Such

20 additives include, for example, propylene glycol fatty acid
esters; low molecular weight polyethylene glycols such as
polyethylene glycol 200 to 600, etc., glycerine fatty acid
esters thereof, and medium chain fatty acid triglycerides
thereof; alcohols/polyols such as stearyl alcohol, cetanol,

25 polyethylene glycol, etc., or esters thereof; lipids such as
sesame oil, soy bean oil, peanut oil, corn oil, hydrogenated
0il, paraffin oil, bleached wax; fatty acids such as triethyl
citrate, triacetin, stearic acid, palmitic acid, myristic acid,

etc., and derivatives thereof. These additives are suitable




COOwve ~ ~ ~COOWe (27) N/ ------ ~ | --~] N OzN Br step E-1 Br step
E-2 Br (38) (39) (40) /R13 H\-R 4 4 4 ~COOMe ~ ~ 1COOVE (41) ON/ YHN/
R13 2 R13 step E-3 N~ Rin step E-4 N~ Rla (42) (43) In the above reaction
schenme, R4, R13, R19, Me and t-Bu each has the sane neani ng as defi ned
above. 10 Step E-1 In a simlar nmanner L% st ep A-1 of Process A a conpound
of the formula ( 39 ) can be prepared by reacting a conpound of the fornula
(38) with a conpound of the formula (27). Step E-2 15 In a simlar manner

to Step C3 of Process C,_ a caonmpound of the fornmula can be Brepared
froma confiin®ISPAHAT difiwg or %q@l(%@}ldﬁ%‘bt@’?gﬁ\ cId’hﬁ&?nHaBF

formula ( 4 ) can be epared b reactin und h r 40 )
with a corrp fp’ﬁ?eonf OriycE s (141)prvmptyq'oﬁ]t |crc1’r1a soI \ty %tCl(%n

presence Ofalae Rasgerita SakVaitn Usedabnthibe.r e@ﬁaxr.ﬁmegr&% %prBE&l@ﬁéW' e,
ethers such as diethyl ether, tetrahydrofuran, dioxane,

1, 2-di net h@mdmnﬁatﬂy Gy, eeters dillyelrpnapjabesesgtjncas lenzenpryfateene,
hexane, xylene, etc.; hal ogenated 10 hydrocarbons such as net hyl ene

chlori dé,  clanmesbmeq- Scéer‘@ﬁdt Bépadhl %@f% 218 ABya] eedehafepraoc 190
al cohol s such as_ neth

esters such BEATH HA™S aﬁet% noI @LO'E%/%OE‘E‘%%%@? Sﬁf%gg%’g YSP%E%E,C and
pol ar sol Ve(’ﬁ%axﬁi'%% ) %%ﬁf&g@ﬂlfﬂ@ﬁbﬁgolgh%t mj}vé-éoﬁlﬂ—fd@(' #eangtc.

and they can used <018l I n“conmbi nation thereof. A pref erred sol vent
in the presgdie yeact p@apyaehet r gyaradf uraprikxampl, es pﬁogyneeﬂmseglyeeal in
the reaction include organi c bases such as triethylam ne, pyridine,

di net hyl aninmateRrrte 2NeRiEL SRS ¥Rl i wl@%ateah{’)ﬁgpmpéﬁ (Brand

or of or 1Bd o) kackt OHYE Bpor ALAPRLI o R 0 19 SIAL el ok EBPY ko

tex
prefe aBPy about
roomte”per(altfﬁrferﬂé:’r]g-pogoo (Brand name)) propylene glycol dilaurate,

propylene glycol distearate and propylene glycol dioctanoate

(Captex (Trademark) 800 (Brand name)). Although there is no

particular limitation to the materials constituting the

15 capsules of the present invention, they include, for example,

polysaccharides derived from natural products such as agar,

alginic acid salt, starch, xanthan, dextran, etc; proteins such

as gelatin, casein, etc.; chemically processed products such

as hydroxystarch, pullulan, hydroxypropyl cellulose,

20 hydroxypropyl methylcellulose, polyvinyl alcohol or

derivatives thereof, polyacryl derivatives,

polyvinylpyrrolidone or derivatives thereof, polyethylene
glycol, etc.

In the case where the pharmaceutical compositions of the

25 present invention are liquid formulations for oral

administration such as pharmaceutically acceptable emulsions,

solubilizers, suspensions, syrups or elixirs, etc., diluents

to be used include, for example, purified water, ethanol,

vegetable oils, emulsifiers, etc. Inaddition to such diluents,



25 The reaction tine is about 2 hours to 48 hours, preferably about 6 hours
to 24 hours. Step E-4 In a simlar manner to Step 1-2 of Process 1, a
conmpound of the formula ( 43 ) can be prepared froma conpound of the
formula 211 (42). In accordance with the Steps 1-3, 1-4 and 1-5 of the
above 5 Process 1, the conpounds of thelﬁ}esent I nvention can be prepared
froma conpound of the fornula (43) obtained in the above Step E-4. Process
F The following is an exanple of the process for preparing a conmpound of
the formula (1) wherein ring Bis CH2) i, 10 (wherein R hag.the same
meani ng as AEHHaraRaan the Wy 38 Webipd %y ten &BFEﬁnééggiQQEE-éﬁ

alkyl , and 1' is 1 . Pracess F Cl_ga - -~ ~

T T it A ROPCRHE e YT R ptdy By a8 PR fe)
(4~) COOBng%gé}g}gh{giég;;ghéglggb( ~ COON (49) OzN/ ~'" HzN/ step F-3 O
O Rzs step F-4 0 O-Rzs (49) (50) In the above reaction schenme, R4, RZS and
Bn each has the I shBeca®@nimgethdephandaabovical compositions of the

53 present invention are parenteral formulations such as

injections, there are employed sterilized agqueous or
non-aqueous solutions, solubilizers, suspending agents,
emulsifiers, etc. Examples of the aqueous solutions,

solubilizers and suspending agents include distilled water for

10 injections, physiological saline, cyclodextrin, and
derivatives thereof; organic amines such as triethanolamine,
diethanolamine, monoethanolamine, triethylamine, etc.; and
inorganic alkaline solutions. When agqueous solutions are
employed, for example, propylene glycol, polyethylene glycol

15 or vegetable oils such as olive oil, or alcohols such as ethanol

- may be further added. Further, surfactants (for mixed micelle
formation) such as polyoxyethylene hydrogenated castor oils,
sucrose fatty acid esters, or lecithin or hydrogenated lecithin
(for liposome formation), etc. can be used as a solubilizer.

20 Furthermore, with regard to the parenteral formulations of the

present invention, they may be formulated into emulsions
comprising non-aqueous solubilizers such as vegetable oils,
together with lecithin, polyoxyethylene hydrogenated castor
oil or polyoxyethylene-polyoxypropylene glycol, etc.

25 Further, the present invention provides a novel agent for
the treatment or prophylaxis of hyperlipidemia,
arteriosclerosis, coronary artery diseases, obesity, diabetes
or hypertension with new functions that have never been known

before. The agents of the present invention for the treatment



Step F-1 212 In a simlar manner to Step 1-1 of Process 1, a conpound of
the formula ( 45 ) can be prepared froma conpound of the formula (44).
Step F-2 5 A conmpound of the forrmula ( 47 ) can be prepared by reacting a
conpound of the fornmula (45) with a conmpound of the fornmula (46) in a
solvent in the presence of a base. The dé¥vent used in the reaction
includes , for exanple , ethers such as diethyl ether, tetrahydrofuran,

di oxane, 10 1, 2-di nmet hoxyet hane, diglynme, etc.; hydrocarbons such as

benzene, toluene, hexane, xylene, etc.; hal ogenated hydrocarbons such as
met hyl ene cO¥ GeMEN Gy Odf SRA1 EAFpBRcEctFacHtdTdaket2ed dit G0 dPRANe,

. d hyl . I
cte. | and rrepeas¥ERy e Belbe 3P U Bp oPRsBher n Ao, ReShRke

preferred SQM@@in{w REePERS BNt J1EAGLH AN, | Arotly BHxdE0igkrs , BraaBEa% Of
t he bases used in the reaction include organic bases such as triethylam ne,

pyri di ne, ditedtydees mopty rduti stean th-aielsh i ninpho MTRe inettdve, lawemg whidle
triethylamne is 20 preferred . The reaction t_er‘r%)era'gure is about -30Cto
80' C, pbef efublyit®odnly20MTPo I®orhteenpBpatur2tahEiR@acts oACELFBLLE -about

2 hours to 48 hours ref er abl bout. 6 _hour Q_24 .haqurs. Step F-3 In
a simlar n%?ﬁ‘fé’rgjt%als}gp 1k 38 ﬁfe&aé’s]se Z\?‘aﬁ @%érﬁ&uﬁ&) 0 Otnhgggc?r?rﬁggn(t 49 )
can be pre 18gct Seimound, af/ 4 Be 1858ul g dAdayi N A orpeRouUnd
of the forﬁgtq‘(eg%)l%%t%%r%ﬁr 213 A cor{pound of thlgrfor rraﬁl a:}( /219 ) was
reacted i n BeSé WHedl conpagked oo fept in?the Sharksmmtlesfild asedshymated

debenzyl ati on and decar boxyl ation to give a conpound of the formula gSO).
| n accor dant®e W%ms toe BlvepRabPwe pPBceBs HESERTBEd PRPIAEMEPT1Of ARE& Step

1-5 of Process 1 , the conmpounds of.the present ﬂe”VGQE;LOQ san nb,cei repar ed
froma 180@%&%%?“?%% OF&%Unya%%l? 2 naﬁsn%g SHE PRESSBSVE ‘&'tp % %
Process G 10, g if@ls@¥ Nghdy iah193Mre iof thbemi0cestebeinbl eidd kRgy
are then metabolized in the small intestine, blood, and liver
to the amount at which the residual agent arriving at the liver
does not substantially inhibit MTP in the liver. It is
15 particularly preferable that, when 300mg/kg of the compound of
‘the present invention is administered orally, the rate of liver
TG release inhibition exerted by the residual compound reaching
the liver is about 20% or less, preferably less than about 10%,
more preferably about 0%. Specifically, it is desirable that
20 the agent has about 40% or less, preferably about 20% or less
inhibition rate of liver TG release when assayed by the method

of Test Example 4 which will be hereinafter mentioned.

The pharmaceutical compositions or agents of the present

25 invention can be used in combination with other pharmaceutical
compositions or agents. As other agents, there may be
exemplified drugs for the treatment or prophylaxis of
hyperlipidemia, arteriosclerosis, coronary artery disease,

obesity, diabetes, or hypertension, and they can be used solely



a conpound of the formula (1) whereinring Bis R4/ CHz) i,3 (wherein R3
and R4 each has the sane neaning as defined above and 1' is 1). 15 214
Process G4 4 OzN/ OH---y. O N~ "/ C1 O2 R3 step G1 R3 O (51) (52) 4
" 02N/ COCEt step G3 R3 (54) step G5 4 --"" (ZN/ CHNZ step G2 R3 O
(53) a HZN / COCEt step G4 R3 (55) 4 OIb/ COOH R3 C55') In the above
reaction schene, R3, R4 and Et each has the sane neaning as defined above.
Step G1 51n asimlar manner to Step 1-1 of Process 1, a conpound of the
formula ( 52 ) can be prepared froma conpound of the fornmula (51). Step
G 2 In a siditbharcompinedtiaon Siep thadlooimdreokesdsyf aaddrnpowgsl. 1Exemplies
formula ( 53 ) can be prepared froma conpound of the formula (52). Step
G 3 In a siof | e nambbryper Sippdemic odrpgscénslpdesac §igddRd type drug,

more specifically, lovastatin, simvastatin, pravastatin,
fluvastatin, atorvastatin or cerivastatin. Examples of the
5 anti-obesity drugs include mazindol or olristat. Examples of
the anti-diabetic drugs include insulin preparations,
sulfonylurea drugs, insulin secretion~-promotor drugs,
sulfonamide drugs, biguanide drugs, a-glucosidase inhibitors,
insulin resistance-improving drugs, etc., more specifically
10 insulin, glibenclamid, tolbutamide, glyclopyramide,
acetohexamide, glimepiride, tolazamide, gliclazide,
nateglinide, glibuzol, metformin hydrochloride, buformin
hydrochloride, voglibose, acarbose, pioglitazone
hydrochloride, etc. Examples of the anti-hypertension drugs
15 include 1loop diuretics, angiotensin converting enzyme
inhibitors, angiotensin II receptor antagonists, Calcium
antagonists, B-blockers, a,fB-blockers and a-blockers, and more
specifically, furosemide delayed release, captopril,
captopril delayed release, enalapril maleate, alacepril,

20 delapril hydrochloride, silazapril, lisinopril, benazepril

hydrochloride, - imidapril hydrochloride, temocapril
hydrochloride, quinapril hydrochloride, trandolapril,
perindopril erbumine, losartan potassium, candesartan
cilexetil, nicardipine hydrochloride, nicardipine

25 hydrochloride delayed release, nilvadipine, nifedipine,
nifedipine delayed —release, benidipine hydrochloride,
diltiazem hydrochloride, diltiazem hydrochloride delayed
release, nisoldipine, nitrendipine, manidipine hydrochloride,

barnidipine hydrochloride, efonidipine hydrochloride,



215 of the fornmula ( 54 ) can be prepared froma conpound of the formula
(53). Step G4 In a simlar manner to Step D-6 of Process D, a conpound 5
of the formula ( 55 ) can be prepared froma conpound of the formula (54).
In accordance with Steps 1-3, 1-4 and 1-5 of the above Process 1, the
conpounds of the present invention can hgyprepared froma conpound of the
formula ( 55 ) obtained above in 10 Step G4. Step G5 In a simlar manner
to Step 1-4 of the above Process 1, a conpound of the formula ( 55" ) can
be prepared froma conpound of the fornula (54). 15 In accordance with

Steps la- 2,853 @itk 184y 0htkhe s JAecessi I aihen&0Mnerndaighnkhe
present invention can be prepared froma conmpound of the formula 55" )
obt ai ned i rprdégicamdnye hHSidbdalnridle Proogesnd IHie hiyddoehilog iide deleyadpl e
of the process for preparing a conpound of the fornmula (1) wherein ring B
is CH2) i3 reglgmsei n Rndotb R4 epthdphelt héebanednerflngsts dépriRealaBove

H1Ra R RN ide g o RISEEORPL) o GNP IR Ry RACRRTEOGL T

;NRE—GI%%RQ 1’&_&&5({%@%%%%8@(3&%?2 | e%%,gagnﬁrgﬂoq ~h‘yﬁ§5‘@h@o§i@é‘,(59)
bunitrolol hydrochloride delavyed release, atenolol,
asebutolol hydrochloride, metoprolol tartrate, metoprolol
tartrate delayed release, nipradilol, penbutolol sulfate,
tilisolol hydrochloride, carvedilol, bisoprolol fumarate,

10 betaxolol hydrochloride, celiprolol hydrochloride, bopindolol
malonate, bevantolol hydrochloride, labetalol hydrochloride,
arotinolol hydrochloride, amosulalol hydrochloride, prazosin
hydrochloride, terazosin hydrochloride, doxazosin mesylate,
bunazocin hydrochloride, bunazocin hydrochloride delayed

15 release, urapidil, and phentolamine mesylate, etc.

There is no particular limitation to the timing for the
administration of pharmaceutical compositions or agents and
other drugs for combination use according to the present
invention, and they may be administered simultaneously or

20 intermittently.

The amount of such drugs for combination use can be
determined based on their clinical doses, and can be chosen
depending on the age, weight, condition, medication time,
dosage form, method of administration, combination, etc.

25 There is no particular limitation to the dosage form of the drugs
for combination use, and it may be sufficient that the
pharmaceutical compositions or agents and other drugs for

combination use according to the present invention are combined

at the time of administration.



9RSR RRR-2RaaO¢(,”" 0/~ ~N(CHp)n B ~0-(Alk2mHRs C1_3) R In the
above reaction schemre , Rl, R, S ( R4, R, R, R~, RB, RO, R23 ,
Alk2 , ring A, ring B, ring C, mand n each has the sanme neani ng as
defined above. 5 Step H1 217 In a simlar manner to Step 1-2 of Process
1, a conpound of the formula ( 57 ) canibe prepared froma conpound of the
formula (56). Step H2 5 In a simlar nmanner to Step 1-3 of Process 1, a
conmpound of the formula ( 58 ) can be prepared by reacting a conpound of
the fornmula (57) obtained in Step of H1 (or commercially avail able
product) with a conpound of the formula (3). Step H3 10 In a simlar
manner to Step 1-4 of Process 1, a conpound of the fornmula ( 59 ) can be
prepared from a demound ofproleessor fidra E3@parsnagp EHY Estersi gomaeumdnner
to Step 1-5 of Process 1, a conpound 15 of the fo ich is one

of the obj éﬁﬁ%%%mﬁh@aﬁo’é’éubﬁeﬁa} é’d—lﬂybPe%ﬂ:iLPﬁErét‘égnB%?\‘ﬁ &5t 2Phe
formil a ( 59 E}m V\ie but t ptlil%%e%f SPet O%Plféénﬁénve@{é’f&?is nc?plIFn.eLted

fol |l owi ng i€ exanple o Focess preparing a conpound o0

fornmul as(1)rhes€d n rxlnngh@ p§oBasM mehie) ohéd 6)%6&6'19 £ ang-Rreaehthas the

sanme neani ng as defined above and 14 is 1 to
formula (2):

RS
RS R

o

(wherein ring C, R®, R® and R’ each has the same meaning as defined

above), and when D is CC;.C¢ alkyl, C,;-C¢ alkenyl, C;-Cq

10 alkoxycarbonyl or -N(R*?)-cO(R**) (R*? and R*’ each has the same
meaning as defined above), the compound can be prepared in the
same.

In addition, the functional groups other than those to
be reacted may be optionally protected in a previous stage and

15 may be deprotected in an appropriate stage.

Further, the reaction in each step may be carried out in
the usual manner, and separation and purification may be
conducted by the appropriate selection or combination of
conventional methods such as crystallization,

20 recrystallization, column chromatography, preparative HPLC,

etc.

Process 1
Among the compounds represented by the formula (1), a

25 process for preparing compounds in which X is -CONH-(CHjz)n-



218 Process | 0O A_C R4 NBn ( 3) RO NBn HN(CH~ AH(CHz) 2z 0R
R3 R3 step I-1 (60) (61) 4 Rz D'NHA N (CHz) R- HR3 step |-2 (62) X Aik~)
-COOVe ~ Rz 0 N. (A)k)4COC]VE(63)A ~N-(CHz n step T-3 RHR (64) 4 R-
O Ni (Alk~)i4 COOH A ~N-(CHz step -4 HR~ R3 (65) Rs R~ Rs R~ C HO- (Al kz) m
az4 DR RRO N (A K~)~4~0-(Al kz)mR&A N-(CHz ~ Rs RHR3 step I-5

(1-4) In the above reaction schenre , Rl, RZ, R3 ,

R4, RS, R6 R ,

, R9, 14, m, n, ring A, ring C, Bh, M, AKI , Al k2 and Xz each
219 has the sane meani ng as defi ned above. Step I-1

will be illustrated below.

Process 1
R3 R4

R?

0H (2)
R]@)J\ l step 1-2

0

Q)/U\CI 3 l step 1-3
Rl

0
0 OZN-(CHz)n(AIkD,J\o-—R?ﬂ (4
l step 1-1 N R 0
R HzN"(CHz)n(AIk‘) I/U\O—Rza (6

/d\)/LN (CHy), (Alk'), o—R23 (6)

step 1-4

R? 0 R3 R¢ .
/@Am—(cm)n(mw) ,Jk
R

step 1-5

R? 0 R3 R¢

0
H
R! .

m

®

HO- (AlkD) , R8

RS

RE (1-1)
RS

In the above reaction scheme, R*, R?, R®, R*, R®, R®, R,

R® R%, 1, m, n, Alk', Alk?, ring A, ring B, and ring C each has

5 the same meaning as defined above and R*’ is C;-Ce alkyl.

5 Ra



In a simlar manner to Step 1-3 of Process 1, a conpound of the formula (
61 ) can be prepared by reacting a conpound of 5 the forrmula (60) with a
conmpound of the formula (3). Step I-2 Under conditions simlar to Step 1-2
of Process 1, with the proviso that palladi um hydroxide is used as a

catal yst, a conpound of the formula (62)8gan be prepared froma conmpound 10
of the formula ( 61 ) . Step I-3 A conpound of the fornmula ( 64 ) can be
prepared by reacting a conpound of the fornmula ( 62 ) with a conpound of
the formula (63) in a solvent in the presence of a base. Alternatively, 15
XZ- (A kl )stapCOCEt ( in the formula, XZ , Alkl, 14 and Et each has the
sane neani ng as defined above) nay be used in place of a conpound of the
fornmul a (63). The sarbenylisextidhof Hde farnida (i20cl sdesctedivikdanprdyl

et hers such as diethyl ether, tetrahydrofuran, dioxane

. . 20 :
1, 2- di met hosrke e, OB §RHRBY et LOThAR obr BoSOYERt 4L bEhRnd" f6fGene,
hexane, xyl etc...al.coh h nmet hanol , et hanol, isopropyl
al cohol , t-%ﬁ %%%cﬁ? Oe% &?ge%%?gf%u&%?as et hyl acetate, nethyl acetate,

butyl agetate, et sRAh@mtSA¥ANLA EHEraScBLHt Ats1ddy difdat Byahprenm de,
25 di nethyl sul foxide, etc.; and they can be used solely or in conbination
t hereof . A gtledes r ethcdnl sentdiathpe prigsent rnedotahgdlrcfuran, dioxane,

N, N- di met hyl f ormam de. Exanpl es of the bases used in the reaction include

al kal i net at - hydimefdoxyRihare s o figh s i 88C - pot BELF AFRRYARF dS U ¢ 2S;

220 al kal i | al koxj h i | de, sodi. '
pot acsi um (CBUABH te, HSLOCHE kal XROEAI COFRORal b SOEH ashEodCanr o

etc. 7 dl ka onat es such as

carbonate, pPAEASShIRER DONRI &5 BEEny18h&abh1BRLAk , hydNeXodesmSUCArddn
| it hi um hydroxi de, sodi um hydroxi de, 5 potassi um hydroxi de, etc.; alkal

met al dar boxet i @sl suide asl svddiohbcevatbangot atsi. unradeegtersestch asd
al kali metal phosphates such as sodi um phosphate, potassiym phos hgé%y
1 -~ *The

etc., anong®WRYEHF PR BRICEbArRe 6t Wmagrdhatfe i Gore
reaction t%ﬁBfr%E“% éf;nggiyogf(EJSQSthBQEQHNﬂQhereof. Preferred

solvents in the present reaction include methylene chloride,
chloroform or toluene, all of which contain a catalytic amount

15 of N,N-dimethylformamide.

The reaction temperature is about -20°C to 120°C,
preferably about 0°C to room temperature.

The reaction time is about 10 minutes to 8 hours,
preferably about 30 minutes to 4 hours.

20 Step 1-2

This step is a general reduction process for the nitro
group attached directly to the aromatic ring. A nitro compound
of the formula (4) is hydrogenated in a solvent in the presence
of a catalyst to give a compound of the formula (5).

25 The solvent used in the reaction includes, for example,
ethers such as tetrahydrofuran, dioxane, 1,2-dimethoxyethane,
etc.; alcohols such as methanol, ethanol, isopropyl alcohol,
t-butanol, etc.; and esters such as ethyl acetate, methyl

acetate, butyl acetate, etc.; and they are used solely or in



10 about roomtenperature to 100C. The reaction time is about 1 hour to 48
hours , preferably about 2 hours to 24 hours. Step I-4 In a simlar manner
to Step 1-4 of Process 1, a conpound 15 of the fornmula ( 65 ) can be
prepared froma conpound of the fornmula (64). Step I-5 1n a simlar manner
to Step 1-5 of Process 1) a conpound of ;ghe fornula (1-4) which is one of

t he objective conpounds 20 can be prepared by reacting a conpound of the
formula ( 65 ) with a conpound of the fornula (8). Process J The follow ng
is an exanple of the process for preparing 25 a conpound of the formula (1)

wh i .
Saﬁ;elnga:]: eiglit 1l’bae11',13r%1 S ZZI Hj’r%f(e‘&&]:eé'c?' BoR3enRd and Alds Rehas the

Ired above an Is 1lto . Process J a X2-(Alk~)i4
COOVE R 02'\£ adt bh ﬁn@&u)aeswaohéié Q?&ﬁa@-rﬁét]hakoi) & thGEOVE 130PrEde)L (67)
R4 step J- 02N \' N(AIl k ~) ~4-COOH 3 (68) 5 In the above reaction schene
, B, R4 ,aj.\zeohoaAj k—J buthhodnde X2 . ezt hasixtiere mfesadderke! felivedd
above. Step J-1 In a simlar manner to Step |-3 of Process |, a conpound of
the fornul earfd eeyraaydpet prepared/ oy Ya8hkefing a conpound of
5 The catalyst used in the reaction includes, for example,

palladium-carbon, palladium hydroxide, Raney-Ni, platinum
oxide, and among which palladium-carbon or reduced iron is
preferred.
The reaction temperature is about 0°C to 120°C, preferably
10 about room temperature to 100°C.
The reaction time is about 30 minutes to 8 days, preferably
about one hour to 96 hours.
Step 1-3
This step is a general condensation reaction between acid
15 chlorides and amines. An acid chloride of the formula (3) is
condensed with an amine of the formula (5) in a solvent in the
presence of a base to give a compound of the formula (6).
The solvent used in the reaction includes, for example,
ethers such as diethyl ether, tetrahydrofuran, dioxane,
20 1,2-dimethoxyethane, diglyme, etc.; hydrocarbons such as
benzene, toluene, hexane, xylene, etc.; halogenated
hydrocarbons such as methylene chloride, chloroform, carbon
tetrachloride, 1,2-dichloroethane, etc.; and esters such as
ethyl acetate, methyl acetate, butyl acetate, etc., and they
25 can be used solely or in combination thereof. Preferred
solvents in the present reaction include methylene chloride,
chloroform, toluene, ethyl acetate or tetrahydrofuran.
Examples of the bases used in the present invention

include organic bases such as triethylamine, pyridine,



10 the formula (66) wth a compound of the fornmula (63). Alternatively,

XZ- (A kl)z4-COOEt (in the formula X2, A kl, 14!and Et each has the sane
meani ng as define above) may be used in place of a conpound of the fornula
(63). Step J-2 222 I n accordance with the Step 1-4 of Process T, a
conpound of the formula ( 68 ) can be préBared froma conpound of the
formula (67). In a simlar manner to Steps la-2, la-3 and la-4 of Process 5
la, the compounds of the present invention can be prepar ed froma conpound
of the fornula obtained in the above Step J-2 . Process K The

f ol | owi ng i@“aﬁ%BXéﬁﬁFEhBPPﬁe ﬁrtGCessaJF%?hprE‘S&?ﬁndﬁ@%%oﬁﬁ&%fa% he
formula (1), W@ﬁae' n r'd}%xE}Lde S%ll.(llﬁ\ g‘é’b‘t X aebov%?t Je.{mell %y%gr’l:? Rhe 14

and Al kl eat S th same neani Ng Focess

X2- (Al k~ )~4eﬁm/bafx§3£lfc);w1|\"ﬁlsf\’am éa%B‘nB‘téé l.sut(;h )as' 4o et N= 3
3 (69) (70) 4 step K-2 02N\ N (Al k~) ~4-COOH N 71) 223 I'n the above

reacti on schetessitd , Rarpollate,l4 ,sodlidm andbi@aﬁaohahas t hepotars im@ani ng
as defined above.
5 bicarbonate, etc., among which triethylamine, sodium hydroxide
or sodium bicarbonate is preferable.

The reaction temperature is about 0°C to 80°C, preferably
about 0°C to room temperature.

The reaction time is about 10 minutes to 48 hours,

10 preferably about 30 minutes to 24 hours.

In the case of a compound of the formula (5) wherein R?3
is hydrogen, a compound of the formula (7) can be prepared by
one step of condensation between an aminocarboxylic acid and
an acid chloride (Schotten-Baumann reaction).

15 Alternatively, a compound of the formula (6) can be
prepared by using a condensing agent (e.g. WSC-HOBT, DCC-HOBT)
for a compound of the formula (2) and a compound of the formula
(5). Further, a compound of the formula (6) may be provided
by converting a compound of the formula (2) into its mixed

20 anhydride, followed by the reaction in the presence of a base.
Step 1-4

This step is a general ester hydrolysis reaction using
alkali. A compound of the formula (6) is hydrolysed in a solvent
in the presence of a base to give a compound of the formula (7).

25 The solvent used in the reaction includes, for example,
ethers such as diethyl ether, tetrahydrofuran, dioxane,
1,2-dimethoxyethane, diglyme, etc.; and alcohols such as
methanol, ethanol, isopropyl alcohol, etc.; and they can be used

solely or in combination thereof. Preferred solvents in the



Step K-1 In a simlar manner to Step 1-3 of Process | ( a conpound 5 of the
formula ( 70 ) can be prepared by reacting a conpound of the formula (69)
with a conpound of the fornula (63). Alternatively, X2- ( Akl ) 14-COCEt (

in the formula X2 , Alkl , 14 and Et each has the sanme neani ng as defined
above) may be used in place of a conpoungdgof the formula (63). 10 Step K-2
In a simlar manner to Step 1-4 of Process | , a conpound of the formula (

71 ) can be prepared froma conmpound of the formula (70). In accordance
with the Steps la-2, 1la-3 and 2a-4 of the 15 above Process |la, the

conpounds r‘%ﬁgbpr@asgtlbﬂvaﬁalgihecaa bexpuseaied Leomayaoapauad ahd he

formula ( tained in the ove Step K-2. Process L The foll ow ng

is an exanpéen&iol herPreessndol Prepaip Ngs aoEonfeindask st heré oamfuedus 1 )
wherein R3 of the ring B, and Rlo of the X are taken together to form4

(Al k~) i4 Osdluvbiond ofinhtkailn rmtal4:aamprmﬂds sach ha§qdﬁeﬂ@m§b@é\@meng as
defined 25 above ) . 224 Process L s R5 R~ n ~CAl k%( -CA%}QZ m Re Rs
R H OH Cl- 5hokaeplm £arbopate; ®iiCo. F eqwus)&%btm SRR RS MR TR

5 hydroxides such as lithium hydroxide, sodium hydroxide,
potassium hydroxide, etc., among which sodium hydroxide or
lithium hydroxide is preferable.

The reaction temperature is about 0°C to 120°C, preferably
about room temperature to 80°C.

10 The reaction time is about 1 hour to 24 hours, preferably
about 2.5 hours to 12 hours.

Step 1-5
This step is a general condensation reaction of a
carboxylic acid with an alcohol.

15 A carboxylic acid of the formula (7) is condensed with
an alcohol of the formula (8) in a solvent in the presence of-
a base and a condensing agent to give a compound of the formula
(1-1) which is one of the objective compounds.

The solvent used in the reaction includes, for example,

20 ethers such as diethyl ether, tetrahydrofuran, dioxane,
1,2-dimethoxyethane, diglyme, etc.; hydrocarbons such as
benzene, toluene, hexane, Xylene, etc.; halogenated
hydrocarbons such as methylene chloride, chloroform, carbon
tetrachloride, 1,2-dichloroethane, etc.; esters such as ethyl

25 acetate, methyl acetate, butyl acetate, etc.; polar solvents
such as acetone, N,N-dimethylformamide, dimethyl sulfoxide,
etc.; and they can be used solely or in combination thereof.
Preferred solvents in the present reaction include

tetrahydrofuran, acetone, methylene chloride or



R, /1 OO0 C1L _6) In the above reaction schene , Rl, RZ, R4 , RS, R6 , R ,
Re, RO, 14, m ring A ring C, Akl and Al k2 each has the sane neani ng as
defined above. 5 Step L-1 A conpound of the fornula ( 1-5 ) obtai ned by
debenzyl ati on of a conpound (wherein R26 is benzyl) obtained in the Process
1 and the Process Dis reacted with a ph®sgene equival ent reagent (for
exanpl e, triphosgene or diphosgene, etc. ) in a solvent in 10 the presence
of a base to give a conmpound of the formula ( 1-6 ) . The solvent used in
the reaction includes, for exanple, ethers such as diethyl ether,

t et r ahydr of Niréand inak Oxaieormaidié met hoxyet hane, di gl yne, etc.; hydrocarbons
such as benzene, toluene, hexane, xylene, etc.; halogenaxed 15 h¥droqarbons

such as net hyl enExaMRasies i BrEPSURCLARBdIF FERPALAPOIGleide organic

1, 2-di chl or.oet hane, .etc..; ..can . sql KA L i.on
thereof . A %sfeeﬁ g?llggdagoqrvle%}ffnae@{ﬂég’pp %g%lr(#? %%éagkﬁ%%h?ga’gﬁflggg?gra %Be’ 225
Exanpl es_ofyIMerbpsRorptssting, Loecl caghony YRELHIE1AEEADIEnDABET-SUERCAS
triethylam ne, pyridine, dinmethylam nopyridine, N nethylnorpholine, etc.,
among wWhi chig rpmsdfemadne is preferred . 5 The reaction tenperature is
about -20C to 100C, preferably about OC to roomtenperature, The reaction
time is about 10 EHamples tof Aheo@ondepsdng a90p teh e anithat £sacsion

hours. 10 Process M The iol oW Ng | S, ap. ex Ofﬁé E L
prepari ng é”EEHﬁ%ﬁnd of Pﬁi?ﬁ#nglg§( @lTegﬁg#gPﬁn ??g?%?%%iﬁg g%mﬁggrogen
. Process "ﬂ;g@r&ﬁo%é’ (HscCHAE)) ,*‘dEb%@léhgxy'icé“f@oﬁ@ﬁm&_ié@D@@) Reecstep
M1l (72) R2 R3 Rn O N(CH2) ~B (A k ~) ~ 0-R23 R~ R0,
among which 1l-ethyl-3-(3'-dimethylaminopropyl)carbodiimide
10 hydrochloride is preferred.
The reaction temperature is about 0°C to 80°C, preferably
about 0°C to room temperature.
The reaction time is about 1 hour to 48 hours, preferably
about 3 hours to 24 hours.
15 As an alternative process, a carboxylic acid of the
formula (7) may be converted into its mixed anhydride and then -

reacted with an alcohol of the formula (8) in the presence of

a base.

20 Process la

Process la as shown below is an alternative of Process



(73) In the above reaction schene , Rl, R , R3, R4 , Rz3 , 1, n, 15 Xz ,
ring A ring B ( and Al kl each has the sane neaning as defined above, and
R~ is Cz-C6 alkyl or C3-C~ cycloalkyl) . Step M1 A conpound of the
formula ( 73 ) can be prepared by reacti gg 226 a conpound of the formula
( 6 ) obtained in the Step 1-3 of Proce% 1 with a conpound of the formula
( 72 ) in a solvent in the presence of a base . The solvent used in the
reaction includes, for exanple, 5 ethers such as diethyl ether,

t etrahydrof uran, di oxane, 1, 2-di nethoxyethane, diglyne, etc.; hydrocarbons
such as bereseess olaiene, hexane, xylene, etc.; esters such as ethyl
acetate, nethyl acetate, butyl acetéte, Retc.; d pol ar solvents such as
acetone, N, N-di et hyl f ormam de, di nexty 10 sgﬁipxide, etc. ; and they can
be used solely or in conbi ngt-i(eH) i — (A kpréfertR8d stdvent in the
present reaction is N, N-di net hyl f or ns Exanpl es of the bases used in
the reaction include al kali netal hydriges such as sodi um hydri de,

pot assi um hydride, etc. ; 15 alkali | saakkoxd-des such as sodi um

et hoxi de, sodi um net hoxi de, potaSS|un1t butOX|de etc.; alkali netal

car bonates such as sodlumcarbonateR po a55|un1@arbonate etc.; alkal

nmet al car boxyl ates such as sodlu a pot assi um agshate, etc.; and

al kali metal phosphates suchV=&:5 odi 4pHkt e, 020 pot assi um phosphat e,
etc., anong which sodlun1hydr|de IS erred The reaction tenperature is
about OC to 100C, preferably about roomtenperature toR80C. The reaction
time is about 1 hour to 24 hours , prefgerably 25 aBg Burs to 8 hours.
In accordance with the above Steps 1-4 and 1-5, the ¢ unds of the
present invention can be prepared from jﬁ@ﬁﬁﬁﬁﬁd of forraba (73)

obtai ned in the above Step M 1. 227 5| Process N%T ﬁ jollowing is an
exanpl e of the process for preparing a onpounH e [Tt mul a (1) wherein
R8 and RO are each -CONH ( R19 ~ ) ( wherein R19 ~ is &1-06 al kyl ) .
Process NRs COOH Rs_ R~ COCOH (74) 0 Rzs-NHz O 525 Rs Cl (76) Rs NHR s C

----~. Rs C
Re R
R3 R4
0
OzN’(CHz)n(Alk‘),)J\O—(Alkz)m B (106)
. 9

step la-3 l

H,N=(CH,), (Alk') 0—(Alk?) ; RE - (107)

0
step la-4
Ch(3)

—
S

/d))LN o (A”U) oo ; ;R’ (1-1)



R7 C R~ NHO ~ Rzs step N1 step N2 (75) (77) 0 Rzs RS NH Rs C OH R7 NH
Rzs 10 15 20 step N3 (78) In the above reaction schemre , R , R6 , R
R25 and ring C each has the same neani ng as defined above. Step N1 A
conmpound of the formula ( 75 ) can be prepared by reacting a conpound of
the formula ( 74 ) with thionyl chloridegor oxalyl chloride in a solvent.
The solvent used in the reaction includes, for exanple, ethers such as

di et hyl ether, tetrahydrofuran, dioxane, 1,2-dinethoxyethane, diglyne,

etc.; hydrocarbons such as benzene, toluene, hexane, xylene, etc.;

hal ogenat ed hydrocarbons such as nethyl ene chloride, chloroform carbon
tetrachloride, 1,2-dichloroethane, etc.; and esters such as ethyl acetate,
net hyl acetate, but Wheae@baeereattipnasdhehey BAn Rie Béedﬁ§om§LyR%xIVn
conmbi nation thereof . A preferred =~ 228 solvent used in theﬁgiesent
reaction i R%o0RAerR*coht at nimgAdkcatBi¥ti €iagodnt ToPINE MR FettH IS 6A4FENi de.
The reaction tenperature is about rgo tegperature to 120C, preferably
about 50C thps0dee %@W?mﬂ?%ﬁ&ﬁ$o%ﬁt$%€1?% aPBuY®10 minutes to 6 hours,
preferably qutlgplninutes to 3 hours. Step N2 A compound of the formula
( 77 ) Can '%repared by reacting a conpound of the fornmula ( 75 ) with a
conpound of the fordBMgoEA (CES)Hen farsmileention) tun pregpeeparsid drivase. The
solvent used in the reaction includes, for exanple, ethers such as diethyl
et her, tet radwyosahdreh thdi 6ramslal(£) dimgt FéRjdEFamanngrgtyneteRtls 4 of

hydr ocar bons such as benzene, toluene, hexane, xylene, etc.; hal ogenated 15
hydr ocar borBr@¢R$S as- met hyl ene chloride, chloroform carbon tetrachloride,
1, 2-di chl or @thaf§;2 etc.; and esters such as ethyl acetate, nethyl

acetate, b y?pacetate, etc.; and they can be used solely or in conbination
t hereofyg Preferred sehpenha idf ttiee presentiar et pncane teet pyéparedhlbor i de
or 20 tetrahydrofuran. Exanples of the bases used in the reaction include

organi ¢ basesndembing tr icarippaiiise, agiyd i of néhedifamiant hopYyr VdfFhe a0

N- net hyl nor phol i ne, etc., .anon i.ch.triethylanine_i r 2R glhe
reaction tefbePBPlret it & Ugfomgasolgoﬁ Spr Jé?%Fa ?}933 ou‘% eé%eg%lt 0 room
tenperatureprg?gséegction time is about 2 hours to 48 hours, preferably
about 6 hours tTo 24 hours. Step N3

Step la-3
15 A compound of the formula (107) can be prepared from a
compound of the formula (106) in a similar manner to Step 1-2
of Process 1.
Step la-4
A compound of the formula (1-1) which is one of the
20 objective compounds can be prepared by condensing an amine of
the formula (107) with an acid chloride of the formula (3) in

a similar manner to Step 1-3 of Process 1.

Process 2

25 Among the compounds represented by the formula (1), a
process for preparing compounds in which X is -COO- (CHy) o~ will

be illustrated below.



229 A conpound of the fornmula ( 78 ) can be prepared by reacting a conpound
of the formula ( 7 7 ) with parafornmal dehyde or formalin without or in a
solvent in the presence of a catalytic amount of a base . 5 The sol vent
used in the reaction includes, for exanple, ethers such as diethyl ether,
tetrahydrof uran, di oxane, 1, 2-dinethoxyethane, diglyne, etc.; hydrocarbons
such as benzene, toluene, hexane, xylene, etc.; hal ogenated hydrocarbons
such as nethyl ene chloride, chloroform carbon 10 tetrachl oride,

1, 2- dlchloroethane etc.; al cohol s such as nethanol, ethanol, isopropyl
aIcohoI t PHXCATSH 2 etc.; esters such as ethyl acetate, nethyl acet at e,

but yl acetate etc. ; and pol
di met hyl sul foxide, etc. ; and
t hereof. A preferredRaol€ent—i (e ENt Hr ead®t on ki
Exanpl es of the bases used in the’reaction include alka
such as sodi um hydride , potassium hydride , etc . ; net al al koxi des
such as sodi um et hoxi de, sodi um 20 net hoxi de, pot as |u | - but oxi de, etc.;

al kal i metal hydroxides such as OdTUﬂThYﬁTﬁYTﬂeHO ggluﬁfhydroxide,

|'i thi um hydroxi de, etc.; alkali tal carbonates such as®sodi um car bonat e,
pot assi um car bonate, etc.; and ofgastep BPases such as triethyl am ne,

di et hyl am ne, pyridine, etc., anmbng which 25 potassigum t - but oxi de, sodi um
et hoxi de or potassium hydroxide is preferred. The act gon tenperature is
about 0OC to 100C, preferably about roon1tenperatu g 80C. The reaction
time is about 10 mnutes to 24 gaourm about 30 mnutes to
12 hours. I n accordance with the~sbhove esses 1) and 2, the 5 10
conmpounds of the presgmty-iRyen +png al@dnmpound of the
formula ( 78 ) obtained in the ak
formula (8). Process O The following is an exanple of the process for
prepari ng a conpound of the fornu}a ( 1) wherein RB and RO are each

ey can Bﬂ\used soIer of* i n conbi nation 15
‘ t&? hydri des

-COOR2s (wherein R25 is Cl-C6 alkyl) . Process ORZS 0/
step 2-2

HO—(CH,) —‘—(Alk‘) 0—AKD s (1)

@

OH —> step 2-3

/ﬁi%j)/ﬂ\.—mHg ——illi;—-Mko 0—(ATkD ; o (1-2)

R®, R®, R,

In the above reaction scheme, R? R? , R® . .

R® R®, 1, m, n, Alk', Alk?, ring A, ring B and ring C each has
’ 1 ’ ’ 24 .
the same meaning as defined above, and R is a
5 hydroxy-protecting group (for example, benzyl,

p-methoxybenzyl, tert-butyl, trialkylsilyl, etc.).



Rs 0O R CR7T 00 ~Rzs (79) O Rzs Rs / 0 R6 Cstep 0-1 R 0 OH 0 ~Rzs (80).
In the above reaction schene , RS, R6 ( R , R25 and ring C 15 each has

t he sane neani ng as defined above. Step O1 In a simlar manner to Step N3
of Process N, a compound of the forrmula, ( 80 ) can be prepared froma
conpound of the formula (79). In accor difice with the above Processes 1, 1la
and 2, the 20 conpounds of the present invention can be prepared using a
conmpound of the formula ( 80 ) obtained in the above Step O 7. in place of
a conmpound of the fornmula (8). Process P The following is an exanple of the
process forstsReparli ng 23l a conpound of the fornula (1) wherein mis 2 or

o eyt B S AR M B Rt g
step P-1 R%ﬂ%ﬁ Rsr aQGHEHT'BgﬁﬁlBr @%éb 1-5 of Process 1. A compound
of the formula (10) can be prepared by condensing a carboxylic
5 acid of the formula (9) with an alcohol of the formula (8) in
a solvent in the presence of a base and a condensing agent.

The solvent used in the reaction includes, for example,
ethers such as diethyl ether, tetrahydrofuran, dioxane,
1,2-dimethoxyethane, diglyme, etc.; hydrocarbons such as

10 benzene, toluene, hexane, xylene, etc.; halogenated
hydrocarbons such as methylene chloride, chloroform, carbon
tetrachloride, 1,2-dichloroethane, etc.; esters such as ethyl
acetate, methyl acetate, butyl acetate, etc.; polar solvents
such as acetone, N,N-dimethylformamide, dimethyl sulfoxide,

15 water, etc.; and they can be used solely or in combination
thereof. Preferred solvents in the present reaction include
tetrahydrofuran,methylenechloride(n:N,N—dimethylformamide.

Examples of the bases used in the reaction include organic
bases such as triethylamine, pyridine, dimethylaminopyridine,

20 N-methylmorpholine, etc., among which dimethylaminopyridine
is preferred.

Examples of the condensing agents used in the reaction
include l-ethyl-3-(3'-dimethylaminopropyl)carbodiimide
hydrochloride(WSC'HCl),dicyclohexylcarbodiimide(DCC),etc.,

25 among which l-ethyl-3-(3'-dimethylaminopropyl)carbodiimide
hydrochloride is preferred.

The reaction temperature is about 0°C to 80°C, preferably
about 0°C to room temperature.

The reaction time is about 2 hours to 48 hours, preferably



RS Ra Rs-~(CH2)m-OH --... R Rs step P-2 (84) (83) 5 In the above reaction
scheme , R, R, R , Ra, RO, X2, m Bn and ring C each has the sane
nmeani ng as defined above. Step P-1 10 15 20 A conpound of the formula ( 83
) can be prepared by reacting a conpound of the formula ( 81 ) with a
conmpound of the formula (82) in a solvad2 in the presence of a base. The
sol vent used in the reaction includes, for exanple, ethers such as diethyl
et her, tetrahydrofuran, dioxane, 1,2-dinmethoxyethane, diglynme, etc.;

hydr ocar bons such as benzene, tol uene, hexane, xylene, etc.; hal ogenated
hydr ocar boggogtclsa asuret kyl eaeholirar.i de, chl orof orm carbon tetrachl oride,
1, 2-di chl oroet hane, etc.; alcohols such as nethanol, ethanol, isopropyl

al cohol ) t shepaldel2, etc.; esters such as ethyl acetate, nethyl acetate,

butyl acetate, etc. ; and polar sol vent ch as. N i 1 de,
d?n%thyl sulfoxi@E}seFE?p;Eﬁnﬁ Q$h®¥%£ﬁiﬁ%%ﬂ§35§§%?2$§l%$&?%é%gﬁ |n5€fon

232 thereof . Prefer S | apt espltl G eaghi Ncéh d of the
N,N—dinethﬁFP&Pﬁﬁni%ggoég%%ﬁgéhy%@%%E?%n?gExan%?es of the %ggs 3sed in the

reacti op i'%%'r%@aagh(@?i, S Rlompydinales Shies I casmsladi(im)hy erigiéropenated um
hydride ) etc . ; al kali netal al koxides such as sodi um et hoxi de, sodi um
met hoxi de, ipohassluent- butheé desesance of RaFptadislt E8r BNEt @sCUHRANRS

sodi um car bonat e, potassium carbonate, etc.; and organoal kali netals such
as |ithi umodi i@@pr@ﬁ délletc., anong which sodium hydride or lithium

di i sopropyl ani dejs %gl%ﬁfceﬁééﬁ'-ir? he d eRakitant ERBELALY erbs aRamb1OC to

| 0O0C, preferably about roomtenperature to 80C The reaction tine is about

30 m nut es 19 A% BAUASs Rethehyay raliemt, @ibeane,tDd, 24doetsoxystiSees, P- 2
In a simlar manner to Step 2-2 of Process 2, a conpound of the fornuia (
84 ) ca0 bealiglapereetior.omeacobapsusichf asheetbannla ¢8BFNCLn 4ECBFOBHLe

w th the above Processes 1, l1la and 2, the 20 conmpounds_o
i nvention EAFREYr dpEFIE ng 5 o ‘{]necﬁz%?r% gu%r%%létl%yg4gégg%?éf ned
in the above . Step P-2 1. pl f ouggcof. thadf amay acdB) be B86qI €S
25 The preg?éiéiné§1|%ﬁ?isﬁng%s??gfgggfneﬁgre detail by Exanples given
bel ow, but Jd18eoriibheidsimbiapitignt hakrelod .pr eseferrrdentilyrnits Adt theni ted
thereto . In the Exanples , Me is nethyl, Et is ethyl, tBu js t-gutxh and
TBS ' is teamtednnly| meapyien| yfire adgghglexspste @s methanol, ethanol,
4-1(4' -Trif] uoronethyl arbq?ylgégﬁ no] phenyl acetic acid

er-a

2, 2- bi 48t hyl}%%%?ﬁy@%‘ghh&&%ﬁ@ ARt ¥ phenyl mal oni ¢ acid dichl oride
' Examples of the catalyst used in the reaction include
palladium carbon, palladium hydroxide, Raney-Ni, platinum
oxide, etc., among which'palladium carbon is preferred.
The reaction temperature is about 0°C to 80°C, preferably
20 about 0°C to room temperature.
The reaction time is about 1 hour to 16 hours, preferably
about 2 hours to 8 hours.
Step 2-3
This step is a condensation reaction between a carboxylic
25 acid and an alcohol similar to Step 1-5 of Process 1. A compound
of the formula (11) is condensed with an alcohol of the formula
(2) in a solvent in the presence of a base and a condensing agent

to give a compound of the formula (1-2) which is one of the

objective compounds.



COOH COCl COOH1I ~ ~ COC I i Thionyl chloride ( 13 . 7 mL ) was added
dropwise to a m xture 10 15 of phenylmalonic acid (11.31 g),

di met hyl f or mam de (230 ~,L) and toluene (27 nL) under ice-cooling. The

m xture was stirred at 80C for 70 m nut and the solvent was renoved off
by evaporation. After azeotropic distil ?i%l on with toluene, the residue was
dried in vacuo to give the title conpound (11.61 g). b) Phenylmalonic acid
diethylam de COCI ~COCl i HO N~ O H\W To a m xed solution of ethylamne in

tetrahydrofuran (' ,2M .20 45.5 ,Lriethyl.am .9 d hyl

chl oride (80 ni %%éO&P’SB\H Béegtd%‘édﬂﬁ%lefe;ﬂ%‘ﬁﬁ‘}&%& 'uffie&ci )°5?§F$Fr8rf’:‘8)e/ (eng
99 g) obtained iQ,Examle cfi'éaedh}[ai "A¥er ,Th%e%éh?'E%o%% L, T 5edxauer ni ght

whil e the tenperature was ralse 0 roomtenperature ) angthen di luted

wi th ethyl jaceidink @id:8fe attid | oaigfiiyal ,hydtochl aydracatbodde saraganke

| ayer was washed with saturated brine, saturated agueous sodi um bi carbonate
and 234 $mtnmeateed btiodeendri edhexanesodixyiens f at etend cohedéngeaasdd The
resulting solid was washed with ethyl acetate and hexane to gi ve thgﬂti tle

conpoundl ( A¥EFapanhons i FORRTLY RS- HtrokYet A OBObRERY| REFBAMC
Lot A R O s P el ek 5 JE I T b o o
) were suspRpdedd n hethglydedtsed, (Hhuvd) , aasdate,t hesc SYSpatSi pB14ABS
added pot assi um hydroxi de (catal ytic amount) at 60C. The m xture 10 was
stirred forsdventrss andhc@sceatetord, t &, Nedide thiyd fogimaanitde, dimethyl
sulfoxide, etc., and they can be used solely or in combination
10 thereof. Preferred solvents in the present reaction are
tetrahydrofuran, methylene chloride, dimethylformamide, etc.

Examples of the bases used in the reaction include organic

'bases such as triethylamine, pyridine, dimethylaminopyridine,
N-methylmorpholine, etc., among which dimethylaminopyridine
15 is preferred.

Examples of the condensing agents used in the reaction
include l-ethyl-3-(3'~dimethylaminopropyl)carbodiimide
hydrochloride (WSC.HCl), dicyclohexylcarbodiimide (DCC), etc.,
among which 1l-ethyl-3-(3'-dimethylaminopropyl)carbodiimide

20 hydrochloride is preferred.

The reaction temperature is about 0°C to 80°C, preferably
about O°C to room temperature.

The reaction time is about 2 hours to 48 hours, preferably
'about 6 hours to 24 hours.

25 As an alternative process of Process 2, a phenol or an
alcohol derivative derived from a compound of the formula (9)
(wherein R?** is p-methoxybenzyl and the carboxyl group is

protected by benzyl ester) is subjected to removal of the

p-methoxybenzyl group with 2,3-dichloro-5,6-



The residue was chromat ographed on a colum of silica gel wth ethyl
acetate: hexane=1:1 to give the title conmpound (2.31 g) . d)

4' -Tri fl uoronet hyl bi phenyl - 2-carboxylic acid chloride CF3CF3y/ 0~00H( ~~Cl
15 To a m xture of 4'-trifluoronethyl bi phenyl -2-carboxylic acid (5.06 g),

di net hyl f ormam de (catal ytic anmount) andfret hyl ene chloride ( 30 nL ) was
added dropw se oxalyl chloride ( 2 . 43 nL ) under ice-cooling. The m xture
was stirred at roomtenperature for 100 m nutes and the sol vent was renoved
by 20 evaporation. After azeotropic distillation with toluene, the r_e%i due
was dried idivaenobenzguvinene (0Q)e ebfpedriiowed by gpndensaghopyvit

4-[ (4" -Trifl uoronet hyl bi phenyl - 2-¢ ony m nol phenyl t. i I
ester CF3 |§ C@'“Pﬁ-unldyQPG?@ ’%ylfml’%qg%?lﬁz NL%:g%r Il\e]rr{())v_e';él ¢t %%(;% ég“'ll-?%%g%?#)it ure
triethylam %g&%( %%% Zfﬁgﬁ%géﬁ% #g{r%ﬁlglr?é c%?%r?ggr%t??g{% ) vvaps added
dropwi se a s@h&bho8dafithe dohpbihaadrRiehybbinphanyd ) 2ocatbexy Icompacingd
chloride (5.40 g) obtained in Exanple 1-d) in nethylene chloride (10 ni
under i Ge- cabl gy, famiikad Imi2dt whéchasssenered Eie obIRctdivse Compomnds .
overnight. After addition of 1IN hydrochloric acid, the reaction m xture was
diluted with ethyl acetate, and the organic | ayer was washed with saturated
brine , satﬂ,ulr.g%gg agueous sodi um bi carbonate and saturated brine, dried
over sodi um surtate; and then concentrated to give the title conmpound (8.12

9). f) 4- [§4'0- T i'fﬂlé@l*@llrmivmﬁgpﬁah@méxaan@}/ﬁ (l%if‘nuyfaﬁapime}wm aoefpariag d

CF3 1 / O ---~ owil ~HCF3 I .
a compound of the formula (1) wherein ring B is
R4
(CHYT—

3
10

(wherein R? has the same meaning as defined above, R is C;-Cs

alkyl, and 1’ is 1).

Process A
COOEt

e ., COOE 4
3
R COOEt COOH
0N 0N 0N
() step A-1 2 step A-2
R31 k1
(12) (14) (15)
step A-3 st—xz (16) 25
4
COOEt
4 R2S COOH
COOEt 0,N
step A-4
0N R31
R

(17) (18)

In the above reaction scheme, R*' and R* each has the same
15 meaning as defined above, R*® is C;.¢ alkyl, X; and X; each is

halogen, and Et is ethyl.



I/ o/ "H The 4-[(4'-Trifluoronethyl bi phenyl -2 carbonyl ) an no] phenyl acetic
acid ethyl ester (8.12 g) obtained 20 in Exanple 1-e) was dissolved in 40
m. of tetrahydrofuran and 20 nL of ethanol. After addition of 4N sodium
hydroxide ( 5 m.) , 236 5 the solution was stirred at roomtenperature
for 5 hours and concentrated. The pomdeﬂg?arned upon addition of 1N
hydrochl oric acid was collected by filtration and dried in vacuo to give
the title conmpound (7.48 g). Q)
4-1(4' -Trifl uoronet hyl bi phenyl - 2-carbonyl ) am no] phenyl acetic acid
%,a-bisethfﬂ%ﬁ?bﬁh%yl-z-phenylethyl ester CF3 Fﬂg hhyr 0O~OH. +N~~0 |
OHHO. CF31,~01 i w N- L ~ .
4-1 (4" -Trifluor or%’tcﬁi/npgiulf)lﬁecr’lglt%f ﬁ%ﬂﬂgggg(rlb&?ngﬁ#e{)m R%Pgﬁéﬁ‘ﬁ %%entela(?tgagd
(519 ny) obtai dthEF R Iedomuitde 2 NaHex Wiz ey ldilanior ai d
di ethyl am de (317 ng) obtained in Exanple 1-c), dinethylam nopyridine (171
ng) and 1-etdnd -Lofmditrai (B3 hylmana noplopyt ) tar boei pnedenbgdpdchl dbaisde
(WBC. HC1) (268 ng) were dissolved in nmethylene chloride ( 5 m ) . The
sol uti oh was sti rfhal selvesdmusespéPatie el 28 T EOMOGLEIRE t PR GXATRL Sras

renmoved off evaporation. The residue was purified by. colum ..
chr omat ogr &pHEOH 49 aaéelg F{\th h?/&%%tataeéc:rﬁél gdrfec}:/flur:all’ t HP*aPe

give the tifle OMDPNOLyELHAR [Tg)diw@,bl eth).; 20yEX88RLBoAs2 suds’
2-Pheny|-2-%?-[4-(4'-t%?fluor%nethy b|phenyl-2car%%nyloxy)ghgny??acefg;ynet

hyl } mal oni meéaczend| ettlyluemst, erhexae Hy deydenreet hyte 2; phdryphralsonsuchciad
diethyl ester 0 O~ COCet OHwCO O Et ---~ ~, 0~ O 5 Parafornmal dehyde (
720 ng) wadnstkpepdedethaphény LeQPSORY lacd et hyt -eetapot . getczz §q and
a CataH%“‘%o a#ntsgivgg gssggc as N,N-dimethylformamide, dimethyl
sulfoxide, etc., and'they can be used solely or in combination
thereof. A preferred solvent in the present reaction is
N,N-dimethylformamide.
Examples of the bases used in the reaction include alkali
15 metal hydrides such as sodium hydride, potassium hydride, etc.:
alkali metal alkoxides such '‘as sodium ethoxide, sodium
methoxide, potassium t-butoxide, etc.; alkali metal amides
such as sodium amide, lithiumbistrimethylsilylamide, etc.; and
alkali metal carbonates such as sodium carbonate, potassium
20 carbonate, etc., among which sodium hydride is preferable.
The reaction temperature is about 0°C to 120°C, preferably
about room temperature to 100°C
The reaction time is about 30 minutes to 24 hours,
preferably about 1 hour to 12 hours.
25 Step A-2
This step is a hydrolysis reaction of esters, followed
by decarboxylation. A compound of the formula (15) can be

prepared by stirring a compound of the formula (14) under

heating in a solvent in the presence of a base.



hydr oxi de was added thereto at 60C. After stirring for 1.5 hours, the
reaction mxture was purified by colum chromatography on silica gel with
et hyl acetate: hexane=1:5 to 10 1:2 to give the title conmpound (4.96 g). b)
2-[ 2- (4- (Benzyl oxyphenyl ) acet oxynet hyl ] 1%6' phenyl mal oni ¢ acid diethyl ester
l i ~OHO01~-000~OHi OW~O01Ili woO | ~ 0 0 00~

4- Benzyl oxyphenyl acetic acid (1.09 g) was suspended in 15 net hyl ene
chloride ( 50 nL ) and the suspension was di ssol ved by addition of

di met hyl am nopyri di ne_(0.511 .. To the solution, was gdded_t he

2- hydr oxynet hy|T12@pﬁ‘é?1\(jF%| Bﬁﬁgé IR Ghg; E?ﬁﬁgl%t %?Ciﬂaﬁﬁ'g)foffbf%?ﬂ?&ei'n
Exanpl e 1- n set hyl - 3 (3 - i am I rhodi i /i

hydr ochl or 3%1%}?]698%3%53 a/és %%é??%%m%ﬁ%d'de&%t%%r g’%ég c'\E?FhI{e%err'l' xtghggaﬁgs'

stirred at yOopna{RIDes2y 10t CaBigRimeanelt & NEN al kb enBaentdshedhanbe ,
resi due was purified by colum chromat ography on silica gel with ethyl

acet at e: hexatrtezrio Y, tisgpmepyheal¢ehel cohpbuhang¢l, 96tg) ; asnd wekerkl egsdoil .
c) 2-[2-(4-(Hydroxyphenyl)acet oxymet hyl]-2-phenyl nmal onic 5 acid diet h%l
ester |5 O-hex qurpbe usgdpsppely or in pogyinalipm therepfe FPreferre

2 D S5 TR, IR T 0 et
The sol uti gpyM&s. subj ect ed
Examples of the bases used in the reaction include alkali
metal carbonates such as sodium carbonate, potassium carbonate,
10 etc., and alkali metal hydroxides such as lithium hydroxide,
sodium hydroxide, potassium hydroxide, etc., among which sodium
hydroxide or potassium hydroxide is preferred.
The reaction temperature is about 0°C to 150°C, preferably
about 60°C to 120°C
15 The reaction time is about 10 minutes to 12 hours,
preferably about 30 minutes to 6 hours.
In accordance with the Steps la-2, la-3 and la-4 of the
Process la, compounds of the present invention can be prepared
from a compound of the formula (15) obtained in the above Step
20 A-2.
An example in the case where Alk! is a branched alkanediyl
or alkenediyl will be illustrated below.
Step A-3
A compound of the formula (17) can be prepared by reacting
25 a compound of the formula (14) with a compound of the formula
(16) in a solvent in the presence of a base.
The solvent used in the reaction includes, for example,
ethers such as diethyl ether, tetrahydrofuran, dioxane,

1,2-dimethoxyethane, diglyme, etc.; hydrocarbons such as



10 to hydrogenation in the presence of 7.5% palladi um carbon (0.200 Q)
under normal pressure for 4 hours. The reaction solution was filtered
through a Celite pad and concentrated to give the title conmpound~(1.71 @)
as a colorless oil. d) 2-Pheny|-2-{2-[4-§4'-trifIuoronethylbiphenyl-z 15
car bonyl oxy) phenyl ] acet oxynet hyl } mal oni 8%%cid diethyl ester | 000 HOIl ~
00. OCF3I Oi I HCF3 ( ~0I1 / O~01 1/ OO 00~ ~I

4' -Tri fl uoronet hyl bi phenyl - 2-carboxylic acid (0.266 g) was suspended in

nmet hyl ene chloride ( 10 nL ) , and the suspension was di ssolved by addition
of 4-di met hAnEAENfopyEPHNABEO. 1EXaNg . 2B8YT6NEhe &l6t ut | BACRRS 1&AdBH has 239

2-[2-(4- (hydr.ox enyl ) acet oxynet hyl ] - 2- phenyl mal ani.c_aci d. di et hyl ester
(0- 200 gy FSHATRL 1 1CHIaBE e TS9BEpbYE G LEvy) Jorufend1 ! €AY} &R

di et hyl am PY. i r 0k | : Was : 1ol hse
added theré#%gﬁghékggﬁ%ggﬁréﬂkgg g%?rSﬁgﬁaéiﬂggﬁg%%ﬁgggﬁ%ggé 89%&%?82? and
t hen conceruifdidelheticesi dHa vWasy iHr bieedsby €61 e cxhrienebapiaphyonn
silica gel with ethyl acetate: hexane=1:3: to give the title conpound (0.55
g) as ap ardreptemfs. poRdefetred Tbleenlys 10 Elmhpbresedt reaction are
2-(2-{3-Methyl -4-1(4' -trifluoronethyl bi phenyl - 2car bonyl ) am no] phenyl } acet ox
ynet hyl ) - 2% HorRani At et$VF - ester 15 a)

o et SSOHEM ke 2 s gl ek et S0P o AR 00
suspended metal hydrides such as sodium hydride, potassium hydride, etc.;
alkali metal alkoxides such as sodium ethoxide, sodium
10 methoxide, potassium t-butoxide, etc.; alkali metal carbonates
such as sodium carbonate, potassium carbonate, sodium
bicarbonate, potassium bicarbonate, etc.; alkali metal
hydroxides such as 1lithium hydroxide, sodium hydroxide,
potassium hydroxide, etc.; alkali metal carboxylates such as
15 sodium acetate, potassium acetate, etc.; and alkali metal
phosphates such as sodium phosphate, potassium phosphate, etc.,
. among which sodium hydride is preferred.
The reaction temperature is about 0°C to 120°C, preferably
about room temperature to 100°C
20 The reaction time is about 10 minutes to 24 hours,
preferably about 30 minutes to 12 hours.
Step A-4
In a similar manner to Step A-2, a compound of the formula
(18) can be prepared from a compound of the formula (17).
25 In accordance with the Steps la-2, la-3 and la-4 of the
Process la, the compounds of the present invention can be
prepared from a compound of the formula (18) obtained in the

above Step A-4.



in dinmethylformam de (10 nlL), and a solution of malonic acid diethyl ester
(2. 00g) indnmthylformamde ( 10 nL ) was added 20 dropw se thereto
under ice-cooling. After foam generation is stopped, a solution of

4-fl uoro-2-nethyl nitrobenzene (1.94 g) in dinmethylformam de (5 nL) was
added thereto, and the reaction tenperatgge was raised to 100C, followed by
stirring for 6 hours . The reaction m xture was concentrated, acidified
with IN 25 hydrochloric acid and extracted with ethyl acetate. The extract
was washed successively with water and saturated brine, 240 dried over
sodi um sul fat e and goncentrated. The residue was purified by colum
chromat ography on silica gel, wth ethyl acetate: hexane=1:5 to give the
title conpound (1riRbre)lawitgyekl Mwedidmpl® bf the process for preparing
(3-Methyl -4-nitrophenyl)acetic acid COOEt ~COOEt ~ COOH 02N ~- 02N i Me Me
Pot assi um hy drarpaiend 0ofl 6&he)) feemubia s6b) vidgereily RingfBpgfhanol and 1 nml of
wat er, and theRg-(3-nEthyI-4nitropheny|)na|onic acid diethyl ester (0.250
g) obtained in\1Q Ex.qytp74-3 a) was dissolved in the solution. The
solution was s Red at “100C for 2 hours and concentrated. The residue was
acidified wt ydrochloric acid and extracted with ethyl acetate. The
extract was .x Wi th saturated brine, dried over sodiumsul fate and
concentrated to give the title conmpound 15 (0.143 g) as a yellow solid. c¢)
2-[2-(3-Met hyl -4gni trophenyl ) acet oxynet hyl ]| - 2- phenyl nmal oni ¢ aci d di et hyl
ester 0 O~ CH O | i |~ 0 COON I _~ 0 p p O 02N ~ CzN Me .Th

( 3- Met hyl -4L"fﬁ‘%1?%3p‘hé%yﬁ5’§c%t P@C&cPGS(b&zzﬁaﬂ“@ mﬁ?%ﬂt%iaﬁeéﬁﬁn@aﬁﬁ%’% 3 b)
was di ssol ved. i n. | ene,chloride (5 nL). To the solution were added
2-(3-nethquwgn?tggiﬂéﬁég)%glonic acid diethyl ester (0.195 241 9)

obtai ned in Exanple 1-2 a), 4-dinethylam nopyridine (0.090 g) and
1-ethyl-3-(3"- dinethylam nopropyl)carbodiimde hydrochloride (0.141 g),
and the m xture was stirred at roomtenperature overnight. The reaction

m xture was concentrated 5 and the residue was purified by colum

chromat ography on silica to gel with ethyl acetate: hexane=1:4 to give the
title conpound (0.219 g) as a yellow oil. d)

2- [ 2- (4- Am no- 3- net hyl phenyl ) acet oxynet hyl ] - 2- phenyl mal oni ¢ aci d di et hyl
ester




i OOONI ~0000~zYMi O0O0HINI 00 M The

2-[2-(3-Met hyl -4-ni trophenyl }acet oxynethyl]-2 15 phenyl -mal onic acid
diethyl ester ( 0 . 219 g ) obtained in Exanple 1-3 ¢) was dissolved in

met hanol (3 nL). The solution was subjected to hydrogenation in the
presence of 7.5% palladi umcarbon (0.03Qgg) under normal pressure to give
the title conmpound (0.197 g) as a yellow oil. e)

2-(2-{3-Methyl -4-[ (4" -trifluoronethyl bi phenyl - 2car bonyl ) am no] phenyl } acet ox
ymet hyl ) - 2- phenyl mal oni ¢ acid di ethyl ester 242 0O O 2N~ , 00 0 0 M
CF3 01 G CF31 ~0i1 0~00 N~, OOOHMINn asimlar manner to
Exanpl e 1 d¥ro%esgrBf|uoro 5 10 15 net hyl - 2- bi phenyl carboxylic acid (0.124
g) was converted |nto its corresponding acid chloride. On the other hand,
the title cHmFBEACT(*0"2 215 g ) was obtained as a col orless anorphous from
the 2-[2-(4-am no- 3- met hyl phenyl ) acet ox Mgl ] - 2phenyl mal oni ¢ aci d di et hyl
ester {0.197 gf obtgined in BXanple 1-3 thooea a sim | ar nmanner to Exanple 1

e) (see Table anple 1-4 Br
2-(2-{4-[ Meth ' - t++F+ uor hyIb|phenyL_anrbonyI)anlno]phenyl}acetoxyn1
et hyl ) - 2- phényl nhl oni ¢ acd’ di ¢t hyl ester

a
{4- Met hyl - (4'-tR!beﬁrmﬁethylabphenylSE@%F%ényl)anino]phenyl}acetic aci d
et hyl ester CFS(yy)

(20)
COOBn
H,N
step B-3
(22) (23)
in case of 1"=3
R4 COOMe
Br COOBn
(21)
O,N >
step B-2'
R? '
{20")
COOMe
H N/©/\/\
step B-3'
(22') (23 )

In the above reaction scheme, R® and R each has the same
meaning as defined above, Me is methyl, and Bn is benzyl.
Step B-1

5 A compound of the formula (20) can be prepared by reacting
a compound of the formula (19) with a brominating agent in a
solvent in the presence of a radical initiator (for example,
2,2'-azobisisobutyronitrile or benzoyl peroxide).

The solvent used in the reaction includes, for example,



Ot 0 -~ HCF3 I 0, CBt wN- O I~ CH3 Sodi um hydride ( 51 ng) was

di ssolved in dinethylformam de (5 nL), and the solution was cooled to OC
To the solution was added the 4-[(4'-trifluoronethyl bi phenyl -2 243

car bonyl ) am no] phenyl acetic acid ethyl ester (500 ng) obtained in Exanple 1
e), and the mxture was stirred for onedjgur. After addition of iodonethane
(183 ng) , the mxture was stirred at roomtenperature for 3 hours and

wat er was then added. 5 The reaction solution was concentrated, diluted
with ethyl acetate, and washed with water. The resulting solution mas dried

over sodl upgat{ebengfid Puid by BehUBRECHT QiR 00T aRhY O
SRy g

w t h hexane acet at X to give the title conpound (141

b) hydrocarbons such as methylene chloride, chloroform, carbon
2-(2-{4-[Nethyl-(4'-trlfluoronethylbiphenyl-2carbony|)anino]phenyl}acetoxyn1
et hyl ) - 2- pheaytashbdortdeaci U. %Ii@i@yloneee‘eha@:% €tc. DEnd-then @ap e tus@d3 CF3
~00~01 ,i 0O0O00~~1 i1 CH3

{4-[ Met hyl -§21edy| ??ub?o?@?%}?%’?ﬂp‘?fénwe%%? boRASEEHTRSA AN ki d

ethyl e%t ?% engg) éﬂléﬁj ) an ?hg}épg) m@ﬁl§#£h§CtQ9Et()é§%ﬂﬁ ons

simlar to o%e I'n es 1 0 give itle conpound (56
ng) (see Tab&@tﬁ&ahi@rf&éwl e 1-5

{3-Ethyl-4-[(4"-trifluoronethyl bi phenyl -2car bonyl ) am no] phenyl }acetic acid
2, 2- bi set hyl car baftog lbrominating agent used in the reaction includes, for
example, bromine, N-bromosuccinimide, etc., among which
N-bromosuccinimide is preferred.
10 The reaction temperature is about room temperature to
120°C, preferably about 60°C to 100°C
The reaction time is about 10 minutes to 8 hours,
preferably about 30 minutes to 4 hours.
Step B-2
15 In a similar manner to Step A-1 of Process A, a compound
of the formula (22) can be prepared by reacting a compound of
the formula (20) with a compound of the formula (21).
Step B-2°
In a similar manner to Step A-1 of Process A, a compound
20 of the formula (22°') can be prepared by reacting a compound of
the formula (20’ ) (prepared from a compound of the formula (15)
and a compound of the formula (22) via several steps) with a
compound of the formula (21).
Step B-3
25 A compound of the formula (23) can be prepared by
hydrogenating a compound of the formula (22) for debenzylation
in a solvent, followed by decarboxylation.
The solvent used in the reaction includes, for example,

ethers such as diethyl ether, tetrahydrofuran, dioxane,



2- phenyl et hyl ester 25 a) 3-Ethyl-4-nitrophenyl acetic acid ethyl ester

244 CO2Et OzN ~CO2Et 02N To a solution of 4-nitrophenylacetic acid ethyl
ester 510 15 ( 1. 63 g ) in tetrahydrofuran ( 100 nL ) was dropw se added
2M et hyl nmagnesi um chloride in tetrahyd%{ uran (3 nmL) at -15C under argon
at nosphere, and the m xture was stirred at the sanme tenperature for 30

m nutes. After further dropwi se addition of 2M et hyl magnesium chloride in
tetrahydrofuran ( 3 nL ) , the mxture was stirred at -15C for one hour,

and 2, 301 £1 G i den B aNan0e L o ARRIZonu: nane. dnh e oBc)ovacadds

thereto at ‘the sane xTUF e’ was sti1rTed overni ght, -ard

wat er (300 dinanyms f@@gepolls;@r&w@hépl | pwgsd By o@Xt Eael L OBnW /A tehl; 0Rafgor m
(150 nL x 3). The organic layers were conbi ned, washed with saturated

brine, drietheyerarsbei usedusdaedyaod jxurddnibeich dtyi oo ltub@rectfr .onkirefeameyl on

silica gel wth hexane: ethyl acetate=10:1 to give the title conpound (1.09
g). b) solvents in the present reaction are alcohols.

{3-EthyL-4-[(4"-trifl uoronethyl bi phenyl - 2car bonyl ) am no] phepyl }aceti.c aci d
2, 2- bi sét hyl car bLaE{ﬁ‘?SﬂplzlL-epsne% |§“ﬁylca§‘s¥lé%szt~ HUEHoE 052,\{}&3 Fgén%Y&F%lﬁnN .
0 0 NHH 20 ithe it Buh14athl 0RReHYh aceld 1 A8 't eHMEr B3R, (RaBayONi,
obtained in Exanple 1-5 a) was subjected to reactions simlar to E[hose in
Exanpl e 1- HIdtindnxarmiiaiel, aetg. Examang 1whikchangaflamphe c24boh glist o
give the title conpound (1.609)(see Table 1). Exanples 1-6 to 1-83
Conpounds ¢Freb&rffi®s 1-6 to 1-85 were obtained in a sinilar 5 manner to

Exanples 1 to 1-%%éTh%e%% 1%%nd%e%%%%%Q%gxyeﬁ% S@Rgﬂ hgb£%2§§§t§o%° %;'

10 preferably about room temperature to 80°C, and the reaction
temperature in the decarboxylation is preferably 10°C to 150°C.

The reaction time in the debénzylation is about 1 hour
to 16 hours, preferably about 2 hours to 8 hours, and the reaction
time in the decarboxylation is about 5 minutes to 4 hours,

15 preferably about 10 minutes to 2 hours.
Step B-3’

In a similar manner to Step B-3 of Process B, a compound
of the formula (23') can be prepared from a compound of the
formula (22').

20 In accordance with the Steps 1-3, 1-4 and 1-5 of the
process 1, the compounds of the present invention can be
prepared from a compound of the formula (23) or (23') obtained

in Step B-3 or B-3'.

256  Process C
The following is an example of the process for preparing

a compound of the formula (1) wherein ring B is



246 Table 1 Exanple Structure NVR ~b, 300MHz , CDC13) 1.05(6H, t, J=7.3Hz),
FF~ 3.18-3.29(4H, n), 3.53(2H, s), 4.83(2H, s), 0 6.95(1H, br-s),
7.02-7.23(8H, mM, 1 ~i oi o NOONHH CH 727-7.36(3H, m, 7.41-7.47(1H,
m, HcH3 7.49-7.63(4H, n), 7.65-7.72(2k,, M, m 88.4-91.2 7.77-7.84(1H, m

1. 19( 6H,

s), \ ~ 0 6.79(2H, d, J=I2
7.38-7.73(7H, ), H3CJ 8.09
J=7.1 Hz), 3.4
s), 6.89((1H,

F ~ 3.53(2H, S), 4.18(4H, q, J=9.2Hz), 4.82(2H,
Hz), 1 21 o0 7.29(5H, brs)~I2Hz), o\ 0 0 0 ~H3
(1H, dd, J=l.2Hz, J=7.5Hz). 1.21(6H, t,

7(2H, s), 4.20(4H, q, J=7.1Hz), \ ~ 0 4.82(2H,
(GM, e brs), 6.92(1H brs), 7.00(1H d, J=10.6Hz), 0 O

2

t, J=9.2Hz), F F
J=I

1. 67§43H, s)

~oH 7 . 30 ( pbrs ) , Hi ~H3 H o 7.42-7.84( 9H m. \ 1.22(6H, t,
J=7.2Hz), 3.2 s), 3.40(2H) s), 0 4.21(4H, q, J=7.2Hz), 1-4 1 ~ ~o©
0.-~ 4.83(2k ~"6.10(2H, d, 0 0 0O ~H3 J=8. 3Hz), 6.70(2H, d, ~oH J=8. 3Hz),
7.07-7.61(13H, H3 3 m) 0.93(3H, t, J=7. SFE) FFF \ 05(6H t,
J=7.3Hz),: 1.94(R¥, q, J=7.5Hz), \ ~ 3.13-3.28(4H, , 1-5 ~/ \ NH
3. 53( 2H, s 4. 83(1b 4 0,~ 6.80-7.84(19H g} QH3 m
105- 109 F‘% E&éﬁpltgeStsr%‘? uPg ‘g %%ﬁ%%é}’ve 1s
—CON(R“) (R*?) in which R!! and R'? each has the same meaning as
defined above, and 1' is 1).
5
Process C
HN/R11 COOt-Bu
‘o1 R s COOMe , §oot-Bu
(25) (27) COOMe
OzN OzN oON
COCH 2
step C-1 0 Iil/Rn step C-2 o N/R11
RY2 Lu
(24) (26) (28)
4 —~ 4
*COOMe COOMe
“'““ ~  ON H,N
step C-3 R step C-4 N
l |
R1? R12
(29) {30)

In the above reaction scheme, R?, R!! and R'? each has the
same meaning as defined above, Me is methyl and t-Bu is
tert-butyl.

10 Step C-1

An acid chloride can be prepared from a compound of the
formula (24) in a similar manner to Step 1-1 of Process 1. The
resulting acid chloride is reacted with a compound of the

formula (25) in a similar manner to Step 1-3 of Process 1 to



i F 3.56(2H, s), 3.65-3.78(2H, F F _s), 4.55(2H, s), 5.49(1H, br),
7.01(1H, brs), 7.05-7.83(20H, m. 1-6 ~~o0 ~a NWI 0 O~F F F 1.39(3H,
d, J=7.2Hz), F FF 3.48-3.68(2H, nm), 3.70-3.89(2H, m), 4.44(1H, d,
J=10.6Hz), 4.66(1H, d, ~ o ~ o H J=10. 65@3 5.46(1H, br), | o o N 6.96((1H,
brs), 7.02-7.84(20H, n). F 3.50(2H, s) 68-4.00(3H, m, 4.42(1H, dd,

0=6.0. FF - 11, Ok), 4.62(1H dd, F~ -J=7.9, 11, OF), S.68(1H t, F
J=6.8Hz), 6.95(1H s), 1-$ ~/ 0 ~ 0 N-F 7.03-7.17(4H, m, 0 o F
7.17-7.36(5H . m i 7.48-7.64(4H, ), |

7.65-7. 71(2%’:"“"?%1)ai ?’%‘%‘l’ﬁﬂ %P the fgrm‘}lg:g%ﬂ 20(6H, t, J=7.2Hz), i ~I FF
3.51(2H, s), 4.20{/k, @ cbmg oun@foszE férﬁ&igkt2§ 'can be ptepa @ﬂ?y
br-s), 0 7.04-7.18(4H 1y, 7 24-7.35(bH ), 7.44(1H 0 0 0°0 *oH3 d
J=1.5, 7.| Honderding 614(::éh'lpoﬁn)’1,d 6f65hé. F(Sfrﬁ‘llrilanbzcly vBili(lril-aI; d?lﬂh,polmﬂ bf
7.1Hz) 1.47-1.76(6H, m, F F 1.90-2.03(2H, m, 3.60(2H, F s), 3.71-3.85(2H,

m, 4.10(2Hthy fog‘rr@zl@m25|) using reendensipg aggUH fay exz?nm@eo WsE,

7 go( 1P F B0 eisHlavlyely " Sgbmpinind Sh sher Felnitldr CRAR 66,

?gOQAJfZH @@%véeﬁeﬁﬁﬁ?% P %ﬁéd’%)m&a%%@“ £811d78aF¥ )rdadt SHI R

a compound of the formula (25) in the presence of a base, to
give a compound of the formula (26).
Step C-2 '

10 In a similar manner to Step A-1 of Process A, a compound
of the formula (28) can be prepared by reacting a compound of
the formula (26) with a compound of the formula (27).

Step C-3
A compound of the formula (29) can be prepared by treating

15 a compound of the formula (28) with an acid (trifluoroacetic
acid, toluenesulfonic acid, methanesulfonic acid, etc.) in the
presence or absence of a solvent under heating or at room
temperature to convert the tert-butyl ester moiety into the
carboxylic acid moiety, followed by decarboxylation.

20 The solvent used in the reaction includes, for example,
ethers such as diethyl ether, tetrahydrofuran, dJdioxane,
1,2-dimethoxyethane, diglyme, etc.; hydrocarbons such  as
benzene, toluene, hexane, xylene, etc.; alcohols such as
methanol, ethanol, isopropyl alcohol, t-butanol, etc.;

25 halogenated hydrocarbons such as methylene chloride,
chloroform, carbon tetrachloride, 1,2-dichloroethane, etc.;
and water; and they can be used solely or in combination thereof.
Preferred solvents in the present reaction are methylene

chloride, chloroform or toluene.




5.08(1H, sept, J=6.4Hz),~ 05.08(1H, sept, J=6.0Hz},1-11/ o ~ 1 o cH3\ o\
6.92(1H, s), 7.05-7.16(4H, m, 7.27-7.32(5H, m)I [/ 7.41-7.47(1H,
m,/7.49-7.63(4H, m,7.65-7.72(2H, n) 7.80(1H,dd, J=1.5, 7.1Hz)3.53(2H,
s), 3.74-3.97(4H,F F\ F ~F / H-Fm, %éng s), 6.94(1H, 7.00-7.07(2H,
m, S), 7.09-7.20(4H, m,1-12/ o/ | 7.47(6H, m,\ OO
NH7.49-7.64(4H, m,\ NH ~F 7.65-7. 72(2H, m, 7.80(1H,/ FF dd, J=1.5,
7.5Hz)3.5(1(2H, s), 3.71(6H, s),F F ~4. 81(2H) s), 6. 92(1H F ~ br-s)
7.05-7.16(4H, rr) | 7.22-7. 35( 5H, -13/ o/ 0 @-0 1H,
7-49-7.63(4H, m The Reachigngten "'7“’6‘51? e 0 fHto %Zél 1Hr& e&fbf%

2L it gl L fFy 53933086131?“0 04 48(2H, %)) 6. 63( Li
brs), br ) 14 The reaction time is about 1 hour to 24 hours, preferably
about 2 hours to 12 hours.
5 Step C-4
In a similar manner to Step 1-2 of Process 1, a compound
of the formula (30) can be prepared from a compound of the formula
(29).
In accordance with the Steps 1-3, 1-4 and 1-5 of Process

10 1, the compounds of the present invention can be prepared from

a compound of the formula (30) obtained in the above Step C-4.

Process D
The following is an example of the process for preparing

15 a compound of the formula (1) wherein ring B is

R4
(CH) 7

33

(wherein R* has the same meaning as defined above, R*® is C;.¢

alkoxy or C,.,¢ aralkyloxy, and 1’ is 1).



4H7Q0 o0os , ( . ,~ CH 7.39-7.83(8H, m.~c1l.27-1.44(5H, m,F F1.46-1.61(3H,
m,FL1L. 79-1.90(2H, m, 3.57(2H,Fs), 3.72-3.87(2H, m, 1-15 N~ ~ ~
VIF F4.07(2H, s), 5.71-5.81(1H, m, 6 94(1H, br-s),\ N\ o 07.10-7.21(4H,
m,"7.40-7.47(1H, m)7.49-7.63(4H, mPgs 108.8 - 112.47.65-7.72(2H,
m,7.77-7.83(1H, m 249 Table 4 Exanp Structure NMR ~8, 300MHz, CDO 3)
1.22(6H, t, J=7.2Hz)~ w 3.57(2H, s), 4.21(4H, q, J=7.2Hz), 4.83(2H, s), D
7.20(1H, d, J=8.5Hz), 7.28-7.67(12H, m, 1-16 F F o /~-DD ~ CH3 7,76(1H, d,
J=7.4) CH3 5 1 20(6H, t, J=7.1Hz), 3.53(2H, s), 4.19(4H, q,
Fh% )

J=7.1 Hz), 0 6.91(1H, d, J=8.3Hz), 1-17 ~~o~c"
7,11-7.56(16H, m), WN~ ~ Xp—H 26~c" 833(1H, dd, J=7.8, | i ' |.8Hz),
9.62(1H, br.s) m 9@3@493 119)5 K, r‘r) 1. 22(6H , J= 7.2Hz) 1.58(2H, m);
H c~ ~0 1. 99(2H 3.57(2H, OMeg o~ 4. 3L{EHH00H), 4.85(2H, s), 0 O
o c"~ 7 04 7 ——-eL»s m) _m,07( br.s) 1.22(6H t,
J=6. 9Hz 2H, , 4 20( 41N7Q) 6. 9Hz) o N4 85(2H, s), 0 7.12-7.37(9H)
OH
) F o 0—R
step D-1 step D-2
(31) (32) (33)
4 0 4 0
/©)KCI ' CHN,
ON T ON
step D-3 0—R2 step D-4 0— R26
(34) (35)
4 4
COOET COOEt
— 0N H,N
step D-5 0—R2 step D-6 0—Raz
(36) ' (37)

In the above reaction scheme, R‘,)Q, Me and Et each has
the same meaning as defined
above and R?*® is C;.s alkyl or C,.,¢ aralkyl.
5 Step D-1
A compound of the formula (32) can be prepared by reacting
a compound of the formula (31) with a compound of the formula
(16) in a solvent in the presence of a base.
The solvent used in the reaction includes, for example,
10 ethers such as diethyl ether, tetrahydrofuran, dioxane,
1,2-dimethoxyethane, diglyme, etc.; .hydrocarbons such: as
benzene, toluene, hexane, xylene, etc.; esters such as ethyl
acetate, methyl acetate, butyl acetate, etc.; and polar

solvents such as acetone, N,N-dimethylformamide, dimethyl
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15 hydrolyzing the ester moiety of a compound of the formula (32)
~in a solvent in the presence of a base.

The solvent used in the reaction includes, for example,
ethers such as diethyl ether, tetrahydrofuran, dioxane,
1l,2-dimethoxyethane, diglyme, etc.; alcohols such as methanol,

20 ethanol, isopropyl alcohol, etc.; and water, and they can be
used solely or in combination thereof. Preferred solvents in
the present reaction are tetrahydrofuran or a mixture of
tetrahydrofuran and ethanol or methanol.

Examples of the bases used in the reaction include alkali

256 metal carbonates such as sodium carbonate, potassium carbonate,
etc.; agqueous solutions of alkali metal hydroxides such as
lithium hydroxide, sodium hydroxide, potassium hydroxide, etc.,
among which sodium hydroxide is preferred.

The reaction temperature is about 0°C to 120°C, preferably
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aJ cal ca]l ca] ca]ca]ca]lca]ca]ca]ca]ca]ca]ca]lcalcalcalcalcalcalcalcalcalcalcalc
a] ca] ca] ca]ds inekakauel gland | M=MsMMVM NONNNNOI O OO0OPMP_PP| wr mhe”Y5]]]] ¢
a] ca] ca] ca] g] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] cajc
ajJ ca] ca] c” 1J];Iaér]cca"]cca] ca! PPPQJ Qy QQQR@ReRRRRR) ShSvSSST4T) TTTUU UUUUV8YV] V} xsni
d _Z5]]]1]]ca]ca] ca ca] ca] c§pPewjrya] ca] ca] cal cal ca] ca] ca] ca] caj ca] ca] ca] ca] ca]
i{)@&]\]gal X>XXXY. \4\\\\ 11"11]1' A~ < w
ca] ca] gadycal ca] C dombca] cal c cateadeca] cal caj ¢
a] cal ca] ca] CE&]E #] ca] caleatea] calc I " acaaaabXbbbb cccd?duddd;
e"eeeef f viffdg= =gkxsnid_2Z5]]]]] cappa] c@] ca] ca] ca] caP¢q) ch] ca] ca] ca] ca] ca] ca
] ca] ca] ca] ca] ca] cafca] cakea] eaj ca] ca] aa] ca] calsakeal ca! ynggggh2h3hThhhhi ;i
jiiiijsjcijii +kdl? UL YT} xsni d_Z5] (]3] ] ca] ca] cal ca] ca] ca)] ca]calca]calc
a] ca] ca] ca] ca] caJ'cal ca] ca] ca] ca] ca] ca] Ca] ca] ca] ca] ca] cal 68} cajcalllm
m mmm$BnAnonnnn! oFoso000) pNppppg29Zg” qv9vxv| vv}xsnid_Z5]]]]]ca] ca] ca] ca] ca]
ca] ca] ca] ca] ca] cal.aaj ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca] ca] ca] ca]

ca] cal cal vviws - X] xxxxy! yyyyzzl zzzzz{ H{ L{ 4{{ || } xsnid_Z5]]]]]ca] ca] ca]
cal] ca] ca] ca] ca] ca] cal] ca] cakes ]c@@,]é:a] ca] ca] cakecalcatksalLal cal cal ca] cal caj
cal] ca] ca] ca] cal! | } 3 N} LA ~~~~/ h| 2] n~(au} ~Z5]]]]]ca]ca]ca]ca]ca]c
a] ca] ca] ca] ca] ca] ca] caloghii] ca ca] ca] ca] ca] capgd] ca ca] cal ca]ca]calcalcaJca]c

a] calca!)bv*cwal M m step E-4

“}xsnid_Z5]]1111 85'] SI%a] cal ca]Fca] cal ca] ca] cal ca] ca]"ca] ca] cal ca] ca] ca] ca] ca]
ca] ca] ca] ca] ca] ca] ca] ca] ca]¢d] ca] ca] ca! " & Aw PAp@B)
D d_z5
Ch} S G oh] oo 41 AP RN S R L o FEoh e LR
| cal cal ca E?ﬁa@m%%sn.%?ﬁf S e 881€T) 02 o) cal ca) ca) cal ca
] ca] caliga] ealenl®a) ca) ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca! e- X#] MKBy
8q} xsni d_Zz5] ] ] ]]1ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca]ca] ca]ca]ca]ca
] ca] ca] ca] ca] ca] dal eaptmltajoninrécdjc Sitep, Astyof Process A, a compound
5909%®9k- Ao} xsnid_Z5]]]]]ca] ca] ca] ca] ca] a) ca] ca] ca] ca].calca] ca

] ca] ca] ca] & c,tgqecgpeal}l& Zg]géaféﬁ] E%]R%f]é:f’i‘% ca] o %ﬂ% P SRMBORsH] P}E] calc

a] ca] ca] cal,ca] ¢ c ajcalca]calc
a} ca} ca} ca} gla% ctg ca q%ééuﬁ%} ?L@ﬂ]@@ﬁ‘?] ﬁl] ca%ca%)c'%}lgg] ga%Za] ca] ca} ca} C
a] ca] ca] ca]gxad a]_cza] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca] ca] ca]ca]ca]ca]ca]ca!, O]
YnOkAz UY} xsni 5;25] ]11]ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca] ca]ca]ca]ca
] ca] calisa] ca] ca] dal eastajtalcajnedc ajc Step] CaBb) €6 FxdGOsg "G} esnpbulpdbhfl] | | ca
] ca] ca] ca] ca] ca] ca] ca] ca cal ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]_:ca] ca] cal ca
] ca] ca] ca] (5% g)a?é?a)]r@aﬂ;ﬂq 90}) cgn be prepared £from a compound of the formul

8j =g%.F} xsni d_Z5]]]]]ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]
cal] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca! F9n

,1]-0NB: wR} xsni d_Z5]]]]]ca]ca] ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]calca]ca]ca]ca]l
ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] cal! Hf qu

=W z"b}xsnid _Z5]]]]]ca] ca]ca] ca] ca] ca] ca] ca] ca] ca]ca]ca]ca]ca]ca]ca]ca]ca]l
caj] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca! G*KPXJ, BC! 7} xsnid_Z5]]]]]ca] ca
] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca] ca]ca]ca]ca]ca



9d s| wr | gb\ Wb] | cal] ca] ca] cal] ca] ca] cal] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]j
ca] ca] ca] ca] ca] ca] ca] ca]ca]ca]ca]ca]ca]cal (+coxh i mq
O 2h%g@Xzupkf a\ Ws] ] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]
ca] caD=] ca] ca] ca] ca] ca] ca]ca]ca] ca]ca]c héa! KP|
: DHs*yt 0i d_ZU] ca] ca] ca] calU] ca] ca] cal ca? ] c~a] cal] ca] ca] ca] ca] ca] ca] ca] ca]
ca] ca]ca]ca]ca]ca]caV]calcalcalcalcalcalca!:> PMOEMZ ? C b
H Q! 6"}xsnid_Z] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca] ca]ca]ca]ca]ca]ca]ca
] ca] ca] ca] c%f] ca] ca] ca] ca] ca] ca] ca] ca] ca! 6" [ #5x$$$%088%6
& &\ && X q (e(((((O)p)v)))****] +} xsni d_Z] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]
caj ca] ca] caé@éall cgl ga] ca] ca] caj ca] ca] ca] ca] ca] ca] ca] ca]ca]ca]ca]ca]ca]cal/+
HoA++ > (-T-"-a--........ !} xskf a\Wii d_Z] ] ca] ca] ca] cabn] ca] ca]
ca] Ca] Ca] ca] ca] ca eampakha & Q:h%L&§rlﬁlll£§](Q@Lﬂ éadlte BYkpazbhic®y Geacting
a]J ca] ca] ca]ca] ca] ca] ca] ca

.| 2333E4l 4@4‘@&85585@&0/@@©V66@®&9@67W QA YR 74 : qorakda WNJ T gfreaffoajwdld] ca) ¢

a] cal ca ca] ca] C 1]ca] calcalc ]ca] ca] ca] ca] ca] cal ca] ca] ca] ca] ca] ca] caJc
a] ca] cal :Lthou or in a solvent and in” the presence of

Ssess= W:::>K>k>u2ﬁ]>>. 7 \% ' B R?ngagl‘?g?ge? c‘:’%:@ﬁﬁl\l\gc]l%%e aU]fcoru]example
aJ calca]calcalc

a] ca] ca] ca]eaiad Calued] cakcadLetkpl calwadxcal ealsalhsleahsalcal aabsahea! 7?7
@Gx@ @INAAAA! B* BBUC~CCC

DDDKEUEEEEEEEFRDFRFEyoxy et fafé calddajlyaieca)] edfpca] caydadienhoad cajwat] calscal ca
] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] cal]c

a] ca! PF] Fs FFEP$GEASE CAERRRE He HAFY 141¢ g} x &fict szU) Bajleapaalted] ca) ¢

2 gg]ﬂcgg]cg{angdcafdacﬁ%ﬁ calapseliathprlsal sal sahea) Rl §abk8rm, carbon
KaKe KoKy KKiigdidedi@odddd M M WMEWARNYMYEB@Reupkd 84 W 1 eakeabaal cal&r] aal cal ¢

a] ca] ca] ca] ca] ca] ca] ca] ca] cal] ca] ca] ca] ca] caU] cal] ca] ca] ca] ca]ca]ca] caV]ca]c
a] ca! 4PgPmRLhanol, ethanol, isopropyl alcohol, t butanol, etc.; esters
Q QRIRRR=SAS1TpTT* UeU ] ca%ca}ca] ca] calcalcalc

UUUUI
a] ca] ca] ca]*taF et gz?]t@a] ’B%]:Eﬁ]'(?a]%aﬂtc%] P &a] 3S§ta %a]‘%:‘%ﬂ caPed] calc
' VBX=X_ X 2995)99()(\),%
?(* Z+ZZZZZ§ + [ a\ J\‘(e]l]tﬁ ' &%Ihl dasZU] cal]]ca fo Tca] ca cafga] cajc

aljcaljcab sulfoxide, etc.; and they can be used solely or in combination
] ca] ca] ca] c”a] ca] ca] ca] calca]ca]ca]ca]ca]calc”talcalcalcal'])IMUY]]]]1 "
u ﬁﬁ@%aaaéa%@é@rm%cs%‘cﬂta]@a]ﬁaﬁ] cRrespoi] a@axat]r,fg] &Bgﬁgi] gz
! c
] cajca ca] ca] I%B’?g‘d%ﬁﬁ%bﬁ] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] cal] ca

do/eceeeexf Vi Zi i kl men0o} xsni d_Z] ca] ] ca] ca] ca] ca] ca] ca] ca] ca

] ca] ca] ca] ca] ca] @@Jaﬁ‘fiﬁll‘é%l SAkeRl sa Calcaleah Galcal £al £8) aalealhabeghhalcal ca
I 0o4060@o00pp<pbpgpl pppppp

qqgxs| ssut brastexsnyild s jordeittylladlecapgalidahes] dnpethybdnahopy eafitapcal Ca]

ca] cal ca] ca] ca] ca] ca] ca] ca] caj ca%ca] caj ca] ca] ca] ca] ca)caj ca! | ~~"K, 6(. kn!"

} xsni d29] ca’} lidi&a] 84Fca] U c\él]“é&Pca]%h‘]%%ff%ﬁ']‘éa?caa]lcaFca] ca
al ca! MO>hnr snJ calcalcalca

] gg] gg] gg] ca qlcg] gcg% ca ‘ch%gg ga'}'cafca]ac ] cd 16'51 c‘gﬁ 7%%] ‘(lf}‘&%] ca};ca] ca

] ca] ca] ca] gxleBi#ried’ C?} xr mhe” Y] ca] ca] ca] ca] ca] cal] ca] ca] ca] ca] ca] ca] ca] c6a]

ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca]ca]cal ?JLOR

$) . T| wr mhc”Y] ca] Takced zat ta) cehpahexine] talaajwad datbced a°a),cpteaeeabig] cal c

a] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca! f ~*<@| w mhc”Y] ca] ca] ca] ca] ca] ca]c
a] ca] ca] caPesMta et derwedA ey de) TS ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]
caj ca] Eg! =V

The reaction time is about 2 hours to 48 hours, preferably
about 6 hours to 24 hours.

Step E-4

In a similar manner to Step 1-2 of Process 1, a compound

of the formula (43) can be prepared £rom a compound of the formula



o

9<sX8i | wr mhc”Y] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] cal ca] ca] ca] ca]

ca] ca] ca] ca] ca] ca] caV] ca] ca] ca] ca] ca] ca] ca!i vXZUY BVZ] i

| w mhc”Y] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] cal] ca] ca] cal] ca] ca] ca] ca] ca

] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca! ! $9;

>A+"bWI| w mhc”Y] ca] ca] ca] ca] ca] ca] ca] caFéé] cajcalcalc

a] ca] calU] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca]cal
-)+.1<=-n}xsni d_Z] ca] ] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]

caj] ca] ca] ca) ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca! D2p#- ([ _W {vqgl gb] X] c] ca] ca]

cal ca] ca] ca*} ica] ca] cal ca] ca] ca] ca] caV] ca] ca] ca] ca] ca] cal caV]ca] ca]caJca]c

?}#g%}:ra}r (r:rﬁ]c’(z?/} Sg] f: fca‘]’%:%}]‘ca]ecg]tggfca] ca]lcal] %% cla]5cg]fca}]‘%§]b ca V@] caJc
aU] ca] cal] calgad £ ‘ia] G@a@ c&d &% cal caleahe&aed¥\ linvention can

| #bEF| wr mhc”AY1 gb] X] ¢]] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] caU] cajc
aU] ca] cal] qajegsd o] cadamd ecalnjpeajreh|oca [t (faii]nﬂﬂ)a (43) obtained in the

t+aBs! 10% & ()-F110% & ()-f1l0% & ()-&M 10% & ()- 10% & ()-! 109 ()-+j O

dB! p, &#30v@YOves'SUEWL R 4) - 1 #10% & ()-!110% & ()-F, s!10% & () -s#10% & () - aB7
sSI10% & ()-! p@#109&' ()-Yf010% & ()-.10% & () - Y+310W“& ()-, &*#10% & () - GBCDE
GLOOC 10% & ()-910% & ()-&S10% & ()-s10% & ()- 10" 10

10 L9s! 10%p8% dde LRYDLABLCI V@ 10% " & ()-310% & ()-!10% & ()-S!' 10% & () - &210%
& ()-95)10% & ()- /uj _@10% & ()- 100 10 10 ,8t!'10% & ()-zy5'10% & ()-!xy
"10% " & ()-Sy The following is an example of the process for preparing

'10% & ()-S!' XaBj _@10% & ()-3M 10% & é)- ly#10%iu& ()-ys! 10% & () -

sl 10% &' ()_asgcmmmc&xr(q -gf the formula (1) wherein ring B is

laB) _ @10% & ()pu«F#10% & ()- ' F#109BB& ()-s!10% & ()-s!'10% & () -

aBj _@2%$10% & (N o~Jd 10%08. X )—2@ L10% & () - F+

10% & () - $3$10 >f -!p[ §$10%& ()-ThClO% & ()-& 10% & ()-s10% & () -
10t 10t &9! 10% &
"10% L& () - !

()-110% & () - \{\
10t 4! 1Qga & () -!{

#10% & ()-NZ

10t
FI0% t & ()-:*!s!10% t& ()-:*1 10% & ()-
'y#lO%&() ‘109 ()- 10U 10t

109P& ( 110% t & () -:

WU3{\ : 1 yf $100& yi 05 | pf $109& | £.$10% | ~ o5 () - 2!\ y#
10%{&' ()y ) 1&ne ‘% ﬁ?g? @Eﬁég/ﬁé@ (Fegry 2& f’s) d%% egd(l b%vfoé‘%.]ds,@s S

-COO(R?*) in which R*® is C;-C¢ alkyl, and 1’

:*S210% & ()-) 10% &
* GBY

is 1).

Process F

4 —
R ci R4 R25 OH 4

Cl (46)

Cl

——i—

2 O,N O,N
COOH
step F-1 o c1 step F-2

(45)

(o] O—R25
(44) (47)

COOBn
COOBn

COOBn

(48) COOBn

step F-4

step F-3 O—gR2s

(49)

In the above reaction scheme, R“,

15 same meaning as defined above.

Step F-1

COOH

O—-—R25
(50)

R?®° and Bn each has the
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10%c& ()- 'EyZ 109®5& ()- OyZ 10% & () -
SY109%6& ()-!,y :109%65& ()-"&" 1"6"i "k"p"z <rS1!Yy! 10%[& ()-,
109%& () - ) SOF109B& () - !

*8109& ()-! &LOY%&' ()-! &LOYBNE ()-p"r "W x“yz" | """vT21 1 fF 109%& ()-3 !."fF
109% ()-3 s1096& ()- 10 10 10! 10%& ()- 109§ [ & ()-""""*#1#=#xVAvT2! | | " S#10%
& ()-"1p "SHI0%] & ()-"! D' SH109%5& ()-"

t SGLO%Rag&’ ()-!\ SGLOYIN& ()-! SGLOYBSEE’ (). =#DHF#PHOEW#ZY: vT2! 11 f . F1096& () -
0 f.FLO0%& ()- o%%&sﬁ“ﬁ?f’l‘ﬁ%?ﬁ%“gﬁ?ﬁ Pl 9E55ERCE§S 1. a compound

105( 109656 (1 5 TOSRa ()7 GHE LR P L PG BRIl (3 Fy 1O se L2
Pyl10% =& (044 &s10%& () - SS109%&' ()-! &s10%=& ()-f b$esh$l $v${ $$$~] >3D! !
10581 4109B& ()- "9y):10%& ()- " '9y): 10%~& ()-
19y) 1 10%p&tep 'F-2109%%&' () -y(GLOY%E&' () - $$$$$$$9%6 DD! !
5 A compound of the formula (47) can be prepared by reacting
a compound of the formula (45) with a compound of the formula
(46) in a solvent in the presence of a base.
The solvent used in the reaction includes, for example,
ethers such as diethyl ether, tetrahydrofuran, dioxane,
10 l,2-dimethoxyethane, diglyme, etc.; hydrocarbons such as
benzene, toluene, hexane, xylene, etc.; halogenated
hydrocarbons such as methylene chloride, chloroform, carbon
tetrachloride, 1,2-dichloroethane, etc.; and esters such as
ethyl acetate, methyl acetate, butyl acetate, etc.; and they
15 can be used solely or in combination thereof. A preferred
solvent in the present reaction is tetrahydrofuran.
Examples of the bases used in the reaction include organic
bases such as triethylaemine, pyridine, dimethylaminopyridine,
N-methylmorpholine, etc., among which triethylamine is
20 preferred.
The reaction temperature is about -30°C to 80°C,
preferably about -20°C to room temperature.
The reaction time is about 2 hours to 48 hours, preferably
about 6 hours to 24 hours.
256 Step F-3
In a similar manner to Step A-1 of Process A, a compound
of the formula (49) can be prepared by reacting a compound of

the formula (47) with a compound of the formula (48).

Step F-4
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105! SOs#10% t & ()-M s#10% & ()-M 1s#10% & ()-M k" s#10%& ()-Ms10% & ()- 105
105%&e&8&8' e(b) c){Y7) 10! X$$10%& ()-! S$$109%&' ()-! S[ $$10%& ()- \ $$10%

& ()-"10% & ()-!s#10%b& ()-M)d)e)h) U **+gH

10! X$$103! 10% & ()-y! 10% & () - f#lO‘V&()-'lO‘V&() & 10% & ()- 10

10+++R, , , -aBH 10! X"110% & () -

#10% & ()-F1 10% & ()-!°110% " & ()-Gs 10‘V&() s110% & ()--?.v..0/q//aBH

10! X5! 10% & ()-3!10% & () -, 2#10‘V&()- 110% & ()--110% & ()-!Sy)#10%& ()-/ &
0' 0(0) 0, 0a001bCIXI10(V&()- llO‘V&()-'lO‘V&S) s10% & ()- 10" 10°

10" 171 10% & () - 1.Agrremungtied kbe1507Rulp- (489582F)Tea0e R ¥7) Fsiodklen ) - @

105 ()M 10%5‘@% Siedia (ot [Pf&%eé%"% BL48HRNEY G ke 95 =nd

s#10%1 {&
S oa o s o e nﬁ%l%% - %’?- AR B S
10% & ()- !'yé&z 10%&%&(}@01‘6&&&1915}%&11( thél sHOLRat)vé lprocess described in
8#10%&' ()-9>9N9(Q99999}"SH=!D'N 10" 10 10 &9#10% & () -

771 LOBKKES (3P 160868 Then 1y B10I@TOCHEONS QN9 COBMONAS offi the BHesBRIt

yyM 109&' ()-I M 10 )-1yyyM 10%60S0&' () -
! Y ovmnes: (AR (37 & b 9%‘}'@ RO, Sy GUBEHRT | 9t FATR 500
@910%EEEE &1 ( 1110%& ()-!'1110%H#& ()-M\; a;
;;;;;;{\—1%4 %&%@l%%@? StEp (2=
Process G
10 The following is an example of the process for preparing

a compound of the formula (1) wherein ring B is
R4

CHp) s —
3
(wherein R® and R! each has the same meaning as defined above
and 1’ is 1).

15



10" 10" 10"SI7 109 & ()-! >OFy/ 10%: ()-! AyS/-10%" & ()-;

- h<<<<<<aQ =10% & ()- 10% & ()- 10% & ()-y#10% & ()-1C s! 10% t & ()-S

10% & () - <<<<<<<<VAE=10% & ()- 10% & ()- 10% & ()- 10% & () - 10% & () - <<==
|>? ?27A=E= & 109& ()- & ' #1096#X& () -F ”18%#&' ()- NEL109%& () -

SI 10%& ()-10% & ()-° 2?N??2?22?@U4 u&f #100#& ()-Y ° 109%& ()- 104104104
09s! 10%4t&' () - Y7#10%t& ()- & 10%& ()- &GMAAA) BIBzYS8VUA 9! 10%4& () -

Y 109%6& ()- #10%t& ()-!#109%& ()-! HS#10%AA& () - z&f #10%t& ()- Y

1BBI c~ccccc§q %Jé 19%-#8& () - 10#10##10# 0! 109%8& ()- . #10%&' () -

$#10% # & 10%&’ () - CODDDDD DkS74

@ 10%#& () - s- @10%-#&'() 5@10%-#&'() S@ 10%#& ()-s@ 10%#& ()-s DDD
DDRDDDGP/ 4 9g#108&: () - ¥  9gH#10%& () -
y 1 10%4& () - @ 1086-#3

T 10%-#&' () - SDDEE4BBEL[: /4 9

y. 109%6" 6&' () AU (-, 5! 10% | 10% &' () - 0948 () - Y
09109 () - ¥ BEEEF FrrF FoFr F| obU4 0,NTO% %% () - 10D#DLOMBLOH :
5#100DHD& () -7 #2MEOYHS C)ep 2040%4& () LM 02: 10088 () - M FuFE,) GGGGOHY X7bU4

#109%& ()-1 #10%4& ()-D &f #10%& () -
&F #10% #: & () -! &fBIDUR2& ()-! &F #10%& (32)9HHHP! s1vI 1| [: bU4(53) - 109 #f & () -
710% #: & ()- S510% #: & ()- '110% #: & ()-G & #10% : & ()- 3
& #109%t& ()-3111111111|_RE8  10:#: 10:#: 10: #: .910% #: & ()- ~910% #: & () -
"9310% #: & ()- D 109 & ()- P- 10% & ()-112ZJIKZK K| [: RE8 1098#88' () -
8z#10%& ()- R&z#10% #'& ()R D8&z#10YRH&E ()- VE&z#L10%#& () -
S1098#&& () -] KKLL=LMZM M [ :[FOI0&#& 7! 109%8#&&' () - X$L0%BH#&&' () -
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In the above reaction scheme, R?®, R* and Et each has the
same meaning as defined above.
Step G-1
b In a similar manner to Step 1-1 of Process 1, a compound
of the formula (52) can be prepared £from a compound of the formula
(51).
Step G-2
In a similar manner to Step D-4 of Process D, a compound
10 = of the formula (53) can be prepared from a compound of the formula
(52).
Step G-3

In a similar manner to Step D-5 of Process D, a compound
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@ ! 10%t&' ()-7SCGH| [:-410# fLI10%& () - 0%& ()- 5 ! 10%& ()- f410%& ()-
S2310%#& ()- 0! 1094& ()- H IMDA410# s!10% #: & ()- SLF10% #: & ()-
810% #: & ()- 110% #: & ()- L10% #: & ()- 10#10#N| [ 1 A410# S"10% #: & () -
S10% #: & () prokQdt & () - FlO%#&() S10% #: & ()- 10% #: & ()-*V |[: Ad10#
"10% #: & ()- 131 b &() Y 0% #: & ()- "110%# & ()- S 10%# & ()- @
10% #: & () - TI|[.A410# -10% # Lo SY+L0% #: & ()- ) 10% #: & () -
10%#: & ()- S, &FL0% #: & () 0% #: & ()- 11 F|[:A410# 7 10% #: & () -
S5f 100 #: & ()- 41096 #: & () @) 10% #: & () L B86) - . 10% #: & ()-

: -N/IiO%#&()-yo :
“10% #: & () - 10: #: 10: #: 10: #_L9>10% W .
1 10% #: & () UNFS006 F: & () - 10% #: & ()="810% #: & (),
f10% #: & ()-9n%| [ : U410 s&fs;o%#:&'()- | 10% #: & ()- f10% #: & () -
10% #: & () - @O0% # & ()- 0% #: & ()-KvQ |2yU410 1+ 10% #: & ()-
)4"10% #: & ()- S 169 # & ()- @mlo% #: & ()- $10% #: & () -
S'10% #: & ()-i4p|[:vU410 5!110% #: & () 4s!10% #: & ()- f210% #: & ()-
010% #: & ()- .s!10% #: & ()-FS- ML0% #: &Oynp& U410 10% # & ()- 10% # & () -

10% ¢ & ()-10: £:10: # 10 5l-9L910% £ & () 71 10% @ () &V [ VU1
10% # & ()- YL10% % & () - @ HE

0% # & ()- 110% # & () -
f>10% # & () - q[ VUAL0 RFID% # & ()- 11B% # & ()- SL0%# & ()- @

10% # & ()- sSHITYG# & ()- S10% # & ()-y5j|[:vU410 & MLO% # & () -

@+ 10% # & ()- y):10%# & ()- | @s9% B & ()- $10%# & ()-

"8 #109G& ()-)0 | [:vU410 7110% # & ()- ,510% # & ()- 4:10%# & ()-
’f82$10(V# & () 0% &()- L 10% # &p() - 7vU3101 $10% | & ()-! S9g#10%&
&& ()- i 1109 q)k)l) e(ﬁ"e BHEE ) Al '4#‘%““9

10% # &() *$|[<f\>3u31oI . YRH&S' ()-! 6x$10% & () -!
$L09BH&& ()-! -$1094:&' ()-! (i : ?pqr sv| obU410!

S109%1&' () - 10848108484 0&#&N O} 0VEHEE ()- WYTI0VEHEE ()- Af 1098#8&& ()-
$100%& &&' ()-!Vv[|[:bU410!l | FLO%& () 9z#10%&"& ()- 310%& ()- @IO%& ()-
yl " 109%& ()- , 109& ()-+ |[:bU4L0I®4) 1006& () - , gLO%& ()- y10%t& () -

10 10% #: & () -

5z10%& () - ,10%#& () - 910%#& ()-3m [:bU410! " ' 109%& ()- & 10%& ()-

Y $10%t&' () - "10%t&' () - 210%#&' ()- Y8T10%4& (roopz| [ : bU4LOI  @10%& () -

T010%#& ()- . 10948 () - %t ()- 3§10 #& ()2 7y) 10%& () -z9: : <?| obU410!
109888 () - 10#10#10# &9 PATETRY. & ()- 5s510%t& () -

3410068 () - 7z44ferbU440! 0%EH&E ()-| & 10%8#&& ()- s! 10YRHEE () -

LI0Y&#&E () - : 109@#&&'()- ! 109EH#&' (3 4pRY| [ : bUA10!  : 10%8#&&' () -

SI1008#8& ()- #10%E#&& ()- | 1008#&& [); T 1008H&E ()-

3M 109@#&&' () - Y6h| [: bU410! S, B1000sas" (3 $1008#8& () - " &10YEHEE! () -
10988 () - Fs! J00fsga ()- 1S109@#8& ()-hoX| [: bUALGL O 10%R#&&: () -
J1098#88& ()- - 10VEREE (). fFr10%&#&& ()- ) L0VEH&S (

"s1 1098#8& (?40 X1 56%8{ [ NA410! 108810 10&#& L9 30%&H&E

71098#8&& () -

f 510%8#&&' () M0 43K GomaMs y 10% QIO &mLOYRH&E! () -
f 109B#&S () * @LOYREER () > 10ve#es ()- )f 10 @&#&&OW%

1098488 ()--*| [ : NEpLO! u@' RUEEEC) T @ 10VRH&E! () 5#50%&#&& ()-
109%&#8& ()- nFs! 10%&#&& " 109@#8&' (h* YH [ : NAALO! 10 f, REIOVEHES: () -
1098488 ()- f" 109888’ % 109%8#8& ()- YL098#&&' ()- f10%@#&&' ()-H |

| [: NA410! 10 0#105&55s. F oA s ()oa7 LO%EHEE ()~ fY+10%&#8&' ()-

) 1098#88' () - ' ! 10Y8#&S&! ()-|

In the above reaction scheme, R, R?, R®, R*, R®, R®, R,

5 R®, R°, 14, m, n, ring A, ring C, Bn, Me, Alk', Alk? and X, each



| 0bU410! s10% #: & () - 108#8&108#8108#8& L9 109R#&E () - T10YRH#EE () -

f 5&10YEH#&&' () - A10%8#&&' ()-Ft|[:bUsl0!  10% #: & ()- ! 10% #: & () -
ff10% #: & ()- 9S10% #: & ()- | mlO% # & ()- yl0% # & ()-1w U |[: bU410!
fyl0% #: & ()- @O% #: & ()- , #10%&' ()- 10% # & ()- 10% #: & ()

f3MLO% #: & ()-U  $U[:bU410! S &10% #& ()- , & 10% #: & ()- ~$10% #: & () -
S'10% #: & () |10%#: & ()- Fl0%#: & ()-U |[:bUsl0! 5@0% #: & () -

' #1098 ()-& 6. #109C& ()-& S, 10% #: & ()- F+ 10% #: & () -

) 4" 10% #: & () |"#$ LvU410! d s! 10%80&&' () - @OY&H#&E () -

C1098#&& ()14 ‘#hf_fos%mﬁomﬁan&gﬂo%#d&‘fe}lﬁdsﬁ YS-#: & () - ?b| [: vU410!
S10%8#88 ()5, o 110981 " &8 ()- F 109488 ()- 10%#8& ()- &S 10%#&& () -
@ove#&8 ()° SR % VU410! ' - 109%8#8&' () - S$s! 10%8#&&' () - "- 10%8#&&' () -
F#10%8#&& () - 1 OPRARE 1 tnhi1 ar mbhAKEHEE ddep W {3 %@%che@SiO‘Vm;{&und
01008#&& () - S.f100EHER ()= - 10&H&& () - F+10VRHER () -
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7TmL0YBH#&E ( 53'10%&#&& 8 f31098#8&' ()-1p|[:bUAL10! 109B#&& () -
F! 1098#&88&' (%he 4@@%&%& (% 9@19%&&&0@011@19 &lthg Eprgula (3).
| 10%8#&& () 5 850" [ bUA10! 1#10%r"t& ()- Y@LOY%&#&L' ()- ns! 109%&wW' &8 () -
@L0%g#&8 (FECR#I0%@#8& () - 410%&#&& ()-' O [: bU4L0! ySO10%&#&& () -
910%&#&& () - FHEGBH# &K a1t ) VA 1 t’o&ls%ggg f)Process 1, with
s$EL0YRHES’ () - @| [ NAG1O0! eI O+ 10RO 00 s ()- 8&&' () -
y5' 109%8#8& {he FHBIARSR that palQWRHLE: Qn)yﬁ&{ob{[ldlﬁAékOhied9@f1@W3(s)t, a
y109RH#&& ()- L' 1098#8&' ()- , ! 109R#&& ()- y10YRH#&& ()- ~ 10%R#&& () - <t
[ : NA410! 10ch@%%& <e1§ -the foogee i (062 ) 0ot &€ (PrepareadgHger (@ compound
y310%&# g]?%g% @& gq NA410! 10 f' S109R#&& () - , &3109B#&& () -
S$F10% % IR (? | MLOY&#&S ()- i ! 10%&&& () - nBL|[: NA410! 10
, 2" 100/&#&& édep O 19YB#&E () - .s! 10%8#8&& ()- f-10%8#&& () - F+ 109%8#&& ()- )
1098488 ()-. 10 1 4 V vU410! 100@#&& ()- ° L0YBHES ()-10881088108&
TSl AONESE () |5 0008800)0  281006HLL (64 cahRS biparbaldy coacting
| 10%R0&&' ()@ 199RPQynd |°[f) \Fh@léprmwkmd)@&#&ww a FiqyoRReARRRd (9 tif{@/&ﬁ&&fwlﬁ

f, 109RH#&S& Dok 0YZ 1008H#&E #Hy
)51 20wz (527 Mol U Rtare e e e arieite ()-
" 10%EHBE (3, SIS SSHAOHULLR! nSALOURIRE (0 GRIOYEFES )= 6 QakIVEAEE () -
f 1098#&& () - 10084&& (). Y+f 10VRHE& () - $96% %% Yk % YooBy UA10!
$110% # & (Yhe S086 iegr()n o Oe SIORIHBAD ko el 1 TRIRARE (Jod AXOURIELE (OF a
52 1098#8& () - BBBETE8LI [ vUAL0L 1 110% # & ()- F10%# & ()- &10%# & ()-
,10% #° & ()SOTRABHA ok %‘}e fopapkagl{p$les S v | [:vU410!  f10% # & ()-

Sl & 07, S M Al PR DR RN AR es, gor erpmpieg ().

"10% # & ()etWdrd 0%uenk Gh- dO8GHYR (9tRdd K) et dHyardEitan f f 210Kathes () -
@910% # & ()- .GLO% # & ()- & 10% # & ()- @10% # & ()-

) 10% 208 () - B+q imethaxye thanae 0l GHIRIRS EFC16" #30rGoanbans’ G109 i3 () -
7210% # & ( 510% ggg )- ééO‘V# & +0+e++++/ | [ U101 10%@#e& () -
0710v&#e& (P4 A0%es P% 1 lengnoggleds () 21co ols S

y- 1098#8&" ( pULLQ) £8 () -051.0%

1008488 () azéoéﬁﬁ&e%-ah{/ovmugég 1’?%&?%‘0@1 éo‘(‘%mui)f e%w%%&f%)
S$- 10%#8&8&(gh &8 1OHFREaCetatd DIMECSRY]) ac¥EOVEH#&BULY 1 acetate, etc.
F100@#&& ()- .. (I\I11]1:bUALO!  OLOVEHEE ()- . 10VEHESE ()- S L0VE#&R ()-
Y+10%R#&&' (Doly¥ 190KR#H®REE)-such as acetone, N,N-dimethylformamide,

S 10%&# /1 00d00000 410! 1084810 10&#& 99310%8#&& (). - ,
s710%&¢?§& (% )@?@%}&1%’[‘ I\a‘ioo 285 (504 BPeHIRBREPE) “66%( fofiP’[ SfadTo! 10

o LOvERaE 9(1‘&5%2{@%%‘?‘[ regE s Atk Ll VB kpons

y10%8#88&' ( )redd OVd# &8 (I ; N - AOBEHEE] £ drrdamBas33 4| [ 1 NA410! 10 f $10%8H#&&' () -
"1008#&& () - | " 1098H#&& () - yl 10%8H&&' ()- 10YBH#&& ()- @ L0YBH#&S& () -
4@d444405]| [ : |\1A41E}tanmp1fe51©mt(a)ses 8s20%8 &R'e( Feayt109QHBRL YJe alkali
)1 109R#&& ()- ' 109R#&&' ()- @RLOYEH#&S' () - 05f 5556/ 6] 66| [ - 4108&#&

f LOML0%g#&dN¢ 521 AVEEIERES Sh a5 ogHam Hyir ides 1 DORARE LI g o els -€) -
01098#&& ()-"6_6" 6c6666&7DA4108&#& , 10YRH&E ()- yS109RH&& () -



S1098#8&' ()- 10%8#&&' ()- ~10%8#&&' ()- 10&#&10&#&&T\ 77778V8| [ : A4108&#&
1098#&&' () - fmLOYEH&S' () - &LOYRH&S' ()- | z109RH#&&' ()- f109RH&E ()-
&10YE8#&E' () - V888BIPIO| [ : A410&#& "z109RH&& () - & 109RH#&&' ()- | 109RH#&& () -
2109488 () - f109RHEL () - @OYRHER ()-999%6 T: : : | [: AA10&#& & f 10%HEE! ()
FI+MLOYB#&S ()- ) L0YB#&& ()- ' 1098#&& (P20 @31098#8& () - $L09BHES! () -
o[ AAL0&#& TS 1098#&&' () - f51098#&&' () - A109RH#&E' ()- S2109RH&& () -
fOL09RH&E ()- . 10YRHEE' ()-; <<<<<: <s<<vU410 9 10%ENE ()- | 10%\/#!\/& () -
yL109ENE () - SLOWEME () - 10&#&L0&#&108#E& ° 9 1098#&&' () - <<=>>7?| [ : vU410
y#10%HME' (31kalhy &a(l)‘toxaé@fo oROR (35, TR4HY &’f(T)OXl%m@%dJ&m()

Ey#10% & 10.m.1 09 7
ygtlocy#& (§) ét‘%@é L%%SSA'L@,&‘ mg&ﬁ W%ﬁﬁ%&@%@ ¥ B
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f 1090ME ()- 10%VEME () - S109VEME ()- 9 TO%EME ()- 10%vEME' () -

SLO%VHNE: ()me}fx:ceﬁyfam:[dewmﬁh as0VAENRIG ) hy SARAD/E, (1 umd BYAYIkdRTe(,) -

"o 109EME () - "10%ME () - @ 10%VEME (2 DDD. E' EEE| [: vU410 y210%vHM&' () -
LO10%AvERE, (z)ot@av%\m 9xide QORI (9 kalnl@%mc(fatboxylates such as

yf)s! 10%\/#|v& LEE. FAEQEDFQET FUF] 0bUA10 2 1096 #° &
| ONMLOYVEME § “V'? 2658 HE t?r‘lc%%/& %at%io%gw& (3“##%%“&%&410

#10%1&' () - 408, 0 %
S 10% # & (sﬁ%ﬁwﬁ%ﬁ %%éguﬁ‘&i#l ﬁ@% Pk B e e
t)-10% # & 4nong mﬁl@%éﬁass#ﬁﬁ%’é&‘t@&at&)o#]&m&&m hydrKﬁKai@ﬁ@lédlégtﬁéﬂMlO
yZ10% #: & ()- L10% #: & ()-10"# 10" # 10°# 9910% # & ()- 3!110% # & ()-Z
G3! 109%& () - ZKKKH'He EERCHLOROt empRE #t ¥re Jis ambdye-te L50°G. pyeferably. Ne
@10% F - 910% #: & 10% # LLOAVI Mr vU410 110% #: & () -
11 10% 110 (ég°uﬁoﬁﬁﬁ“&t?'§geiﬁ%£e&t?)15‘0&‘)10%# & (;WM a 0
10% #: & (1) - MBNXNMROD[ W H0 11%9@@%%&% { ok tblPfnoud) preferably
F+ 10% #: & ()- ' #10% #: & () - & 1006 % & ()-

110% " : aYuOCDRREL Py PY&WRS [ ABE010: #: 10: #: 10: #: &9y10% #: & () -
@710%# &ég- 510% #: & ()- 310% #: & ()- ,210% #: & () - szPPPQ,Q[Q[:NA41010
9' 10%#&' () -Stemobak () &10%t& ()- | mLO%& ()- . 10%t& (

et S ey AR o, Qe O

#109%8& 1) - @%gé"‘”&g@ﬁrﬁula %@%’?&:éﬁ be% Ve d $rSma Jeﬁ[ﬂ-a-llnﬁél W‘ﬂl@é—@ormula
@10%#& ()- X. 1109 & ()- -FlO%#t& ()- 3+109%t& ()- y)#10%#& ()- '109%#& ()-TTU

UULVUWUXU U @b)U410 s10% #° & () - 10#104#10# f &9f 10%#& () - 7F10%t& () -
510%+&' () - g/3310%¢& ()-[ UWUUVbW| Z9bU410 Fs! 10% # & ()-! &'10% & ()- S
10% # & () #%1@0 # & ()- 10%# & ()- ,10% # & ()- WWZWNDXzY8bU410

YE#LO%E ()0 " YHIUE ()2 SELA% Hed £d Seept 0% (3200410% # Bicbhpbubdt10%
of the formula (1-4) which is one of the objective compounds

20 can be prepared by reacting a compound of the formula (65) with

a compound of the formula (8).

Process J

The following is an example of the process for preparing

256 a compound of the formula (1) wherein ring B is



& () - FOXXX7TYYY*Z| [: bU410  7g 10% # & ()- 43 10%& ()- fT+#10% # & ()-
Ixf T+H#109%6 & ()- )-10% # & ()- eY#109B& ()-  *Z>Z?Z@AZCZFZt ZZvU410
109%& ()- Y10%& ()- 109%& ()- L' 0109%t& ()-10 # 10 # 10 # 99
10% # & ()-2Z[: [1[[[]|[: vUA10 10%t& ()- [E410%4& ()- 310%:& ()- 9 10%t& ()-
41098& ()- L3109%& ()-[[Wr\\\]|[:vUAL10 2P #10%& ()- Y10%& ()- y10%:& () -
1068 ()- S#L0% U'f& ()- 10%& ()-]1@t]]]17"|[:vUAL0 X +#10%#KE () -
)" 1098’ () - y 10948 ()- , &@ 10%#&' () - y$10%+& () -
109%& () - A Ny | [NA41010#10#10# LOF109%#& ()- 710%& ()- y510%& () -
410%8&' () - A+# 0% & ()-__ 3 a|[:NA41010 d3s!10%J)'& ()-y y 10%t& ()- 19
! 48 ()- V I 1092" & ()- L10%& ()- a5aaaa- bNbj [ : NA41010
I S10%+& ()- Fz[LO%& ()- f10%:& ()- , 10%:& ()- ~ #10% U a& () -
GLO%#& () - NobbbR Mﬁgm_vﬂow& ()- )"109%& ()- f'10%& ()-
@ 109%& ()- ~$100& N - 0o4& () - >cpccec*dnd| [ @ NA41010 f510%H& () -
3M 109%& ()- , 2 !'E09@&’ ()- 010%& ()- .s! 10%& ()-
f,10%& ()-~dddddddedyU410  10%B#&& ()- 1098H#&& () - SL10YRHE&E () - 10#10#10#
f 8981098 ()- |7 10%R ()-eOceeef:f|[:vUAL0 f109R#&& ()- F3L0V@H#&& ()- f

ratovras (§T0Y e &lf“)andfé%&%%& (he, G anl LA Lscda10

210%8#88' () -ddgmaoh’ 18 Ml [£yUSLO  y) " 10%8#8&' ()- ' 10%8#&&' ()- &L0Y&#&&' () -
f> $FL0%B#&E () - " YI0YB#&& ()- ! 10%8#&& ()-]hhhhi 5iii|[:vU410
f BFLOYRH&&' ProceBa09B#&S' ()- "~ 0109%8#&& ()- f.FLOYRH&&' ()- - @LOYA#&S' () -
3+109BH#&& ()-iiiiiiiii.jvUsl0 10%R#&& ()- ~ 10%8#&& () - 108#&108#&108&#&
f &910YRH&&' () - 710%8#&& ()- 510%8#&& ()-.j Qjjjk<k|[:vU4l0 31098#&& ()- yy
109@#88 () - 9s 188 () %m@- 9 1098#8&& ()- | 10%&#8&&' () - <k_kkkk
I[1|[:vUdlo  109@wes ()= T& 0%#8&&' () - L@ 10%8#&& () -
f 10VRH#&&' () - o OUBHAZE () - [deah! | m(n m [ 10 ' S10%R#&& ()- f&LOYRH&& () -
'$ 1098#8&& (): B &&= QBN L QY&HF &&LOMe ] rTMINCnn| [ : vU410

2 "109%8#&& () - S OXQURHRIRRR V=1, 1008#8&& -s! 1098#&&' () - fF+10%8#&& ()- )
10%&#&&' () - nnnn" o#0%0%0( 0| obW410 " 10%vEME' ( R+ 10&#&108#&10&#& 99 10%&RH#&&' () -
| 7 109%8#8&&' () - B6A0YR#&E ()- 3 10%8H&& 9 7 00DpPp qq| [: bULO  #10%t& () -

1 109%EME () - 1098vME () - | FLO%ME () - "109vHME' () - °
"10%@E @& ()-qqf rnrr\Wss| [ 9bU410 ! +yS2$10%8&&' () - F n. 10%vh" M& () -

6y) Z" 10%t& ()-F ' L10%M ()- ss$! 109B! M& ()- #109MM&' () - sst
t1t"t%btitvU410 , '10% #: & f)-' ,!10% # & ()- s10% #: & ()-101010
473109 ()- 6yS2$10%t& ()- Fi ¥t Gunuu| [:vU410 #10% @: & ()- "~ 10% #: & () -
XI 10% #: & ()- 9169%#-&()- ' #:& ()- yL10% #: & ()-uuvNvbvvv|[:vU410
"110% #: & ()- | 9tepudE: & O W 10%#k& (JC00H 10% #: & () - fMLO% #: & () -

, S10% #: & () - vvwHW W [ vU410 =K1 10% #: & ()- SF+f10% #: & ()- )10% #: & ()
'Y10% #: & ()- f,&S10% #: & ()- s$ REO% #: & () - WEXSXXXXX| [ : - 410: #:
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as100icsl (b7 %%“%{%?m%‘w%‘g%ﬁéﬁa ﬁéﬁ%‘? “bo8sanss ()-
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f& 1098#&& ()- | +10%8#&& () - )&10%#&& () ) 1098#8&& ()- f'f1008#&& () -
@L098#&& () - | t |11 [a+b il asdhBnterstd CMBHRE (3 of BrOOESER, (3 compound
ff21008#&& ()- O LOVRHE&E ()- .! 10URHE&E ()- f210YRHEE ()-?}g}|}}}}}}3vu41o
4109 () -O% 10ve:E EUlgRs 702 £8T0RE T SPADSRHRY: T§aCT ing R ReRRe yd

10 e Szpathi ", TR U colptfIEF O, BERERG i)
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310%#& () - ERIEHEK HIs the()isla.iidé%#x&a(l):.ng &@W#&Eimed@ﬁﬁﬂ"#& 1fdy be used in
3+10%#& ()-U vU410 10%#& ()- ~10%t& () - 10#10#10# &9410%t& ()- @ 7&10%t& () -
@ 10%t& ()Pkees [of LA 1eompapngof) the1bopmuln. (£3004& ()- 10%& () -

YLIOWE () g0 5o,




109%#& ()-Vh|[:vU410 | 10%#& ()- s!109% ()- @10%H& ()- S10%H& ()-
y1004& ()- @O%& ()-7?e|[:vUsl0 yY+S10%t& ()- )10%t& ()- ' 10%& () -
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[MLO%# & ()~ 10%# & ()- 10%#&&) 6£ vU410._ . 10% #; & () -

S 10% #: & ()- Y+1bwacgqydance widgiytie eEI Tk Bregess I, d'compound
@@L0% #: 9910% 4. & 0%

410% #: & )é-% 5‘@%%%% ?6%)0 ﬁ#?ff‘(%’g‘ﬁ? ?ﬁég‘é%‘ﬁ‘&&nf%fl g){%%é?%{'@la
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f 5S10%4#& () W '% 1§2*’=‘¢*130% & (52 19()%3&‘ g detd ed
f Z10% oF: %}0%&#&& ()- 10%8#&& ()- ymLOYEH&&' (

109482 () 23RV NA41010 @B 109%8#8&' () - s 10%#&& () 109R#&& () -
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present reaction is chloroform.
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compounds of the present invention can be prepared from a
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The solvent used in the reaction includes, for example,

ethers such as diethyl ether, tetrahydrofuran, dioxane,

15 1,2-dimethoxyethane, diglyme, etc.; hydrocarbons such as
benzene, toluene, hexane, xylene, etc.; halogenated
hydrbcarbons such as methylene chloride, chloroform, carbon
tetrachloride, 1,2-dichloroethane, etc.; and esters such as
ethyl acetate, methyl acetate, butyl acetate, etc.; and they

20 can be used solely or in combination thereof. A preferred
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25 The reaction temperature is about -40°C to 60°C,

preferably about -30°C to room temperature.
The reaction time is about 2 hours to 48 hours, preferably
about 6 hours to 24 hours.

Step N-3



1090BME () - S3L109%VBME ()- YL09%VBME () - LOMBMLOMBMLOMBM ~ 9

1090VBME ()-qg/ K| [:vU410 ' 109VBME ()- 109%VBME ()- @ 109%VBME () -

' 109%vBME () - " 109VBME () - @LOYVBME () - @|[ vu4a10 y! 10%vBME () -

FLOYMBNE: ()~ TOYWBME! ()- — 100MBME ()-  TOYMBME! () - STOYMBME ()-"T| [ VU410
F+1090BME ()- S)" L0%VBME ()- ' 1000/BME ()29, & 109BME () - SSL0%BME () -

" 109VBME () - (M| [:vU410 510%VBNE () - 310%/1‘15!\/&'()- S@" | 10%BM ()- O
1098BM' () - . 109VBM' () - - 1O%VBMS' ()-%& (, OvU410 @ Y10%*& ()- 410%t& () -
Y10%t&' () - 10|\/$|er0|\/$|er0|\/$|\/| 99109VBNE! 09V [ VU410 ~ @O%E! () -
FA10%&' ()- y' 109%+&OMPountnogdhe for&é%d lcéfob%@r](# ¥ed by gersting

IO O oG L ‘@739%%@? Pesg* hiiteop srgwrmin

10%#8& () - widRJHE& & -A7ld sWidtot S310AEEr L seRA08#H & Qat SOMI &rlcunt
S. 10%t& ()- -10%#& ()- F+ 109%& ()- RSTUYWU4A10 10% ?$t & ()-

F10% ?$t & (£ 1940848 0# S&I10%t& ()- 7 10%#& ()- 510%t& ()-)Co|[:vU4l10
3z10% ?$t & ()- yMLO% ?$t & ()- 10% ?$t& ()- T 10% ?$t& ()- ,910% ?2$t & () -
@0% ?$6& () -J| [ : Tramplvanbogsest &0 § hep@&@%b@g}f(g“%% FATR ERANTEE .

10% ?$t & f #1090% 10% ? 10, F+& % "$t &
@" 10% 7$§£E5‘ers ﬁj%gfbg;lag( legﬁgg‘ %@?%‘L U%‘gfd}% d(loxane

"10% ?$t & (3 - Didin¥iHd: eéﬂQr{@O& O%J)yméglo%t%ﬂ;t& k drocgftggr{@°$§1§bﬂ) as
s0-10% ?$t & ()- .f10% 7%t & () - 2%t & () - 9tuvw{ vU410 d | 10%VBME

109%VBME: () -b&1HBABNE (HoliBtrRet 10h@$thi)&t,’7$tx99€d1é0% wtc& {)- halogenated
| 710% ?$t & ()-|[:vU410 eSH10%" & Qu ' 10%VBVE! g élO%MV& ) -
(109% ()- SHOIBBRRIPYDS @oohshe Peihgieas) PRUSTH elo#@ Ozeﬁpgmlmb(oy‘-s

TormonEl (| E AR | R AT e ) EORE ) COeR s

610%\/3?'\/& ()mePnahdi Rebthn S0 YEME rohy1f Qiégmw&(ﬂutaﬁéﬂm\[& {esters
, 109VBME! () - 1O%MBME ()- SL0WVBME ()-J 8] | [: R->10 9S10%MBME ()-

" 109%VBME () suéh BHEOVEMRL (Joe ttdbEThY1 dcéﬂ%@l\/ﬂdl(t)yl acetate, etc.; and
T1090VBME: () - | g|[ RH>10  SLO 109V I\/R}‘] ME () - +10%VBME ()
SS) * ! 10%VBNRPYIE * GRVRBRES ( SU%OO/M % 85@1%601"'“3‘“1% dimethyl

sz%o%wé)ﬁ%%‘?w SR e L B she e @eyrl%i}oﬁ‘é’iy%% A3 RN O

#10% #'1& ( )théﬁéd@% #2& defd X094 #581¢nk i -thebPgdbgentl ! 208 #ién ()is

$110% # & ()- P1I0% #' & ()- 9110% # & ()- 110% # & ()-
'10%#&(’98 ghydrdi@gran . 4'10%#&() f210%#&() 010%#&()
FP10% # & ()- Y+ 10% # & ) 10% #' & - NbA410' # 10% # %éa

s' 10% # & ()- LT ;ygpl@i _in the reaction inc e alkali

&F10% #' & ( eﬂ-@l S 1%(%% %ﬂ]c[:h%{lzlgoglu 4’1%5& an%Qx{bl'ﬁdgkiAe gtc

SH10% #' & ()- sl I°T0%% #' & 31 1d A410"

y) #1098 ()a:zka:si 10:%1#11& E)lkop& k@Y% u8h()as " Jimaﬁm& ©tho=#19p #'s&dilm
Fs! 10% # & () - Hf nopqu| obU410 Z10% $: & () - 10' #' 10 # 10" #' 3s!10% #' & () -
y@#low# &n%f;hox @%’#‘t&s@)lllm EtROLeRLae ( et [ plkadi metla)b/md&wydes

9 110% $: & 1 10% $: cy$& 0% /$&
) honto” Sdons &9 ‘Es)od&azﬁ# £rad ()gp%@%ugz P gt algtphm
t'10%$ & ( 2 §e& @t PH&%Q Zﬁlé:\:/éﬁ &a@oo]ag*t%slos§cﬁo & sodium
SOL! 10% $- &%) e o () - TFTOHI00RE () - L1500k $ & (). bO410

& 110% $: & cﬁa)rbd.tﬁ)&t& &)c(t)asgﬁirﬁ)%&tﬁéx@te,smf& &n(d Orglam% $>a&e(s) such
110% $: & ()-"bG[:bU410 y&#10%$: & ()- 1110% $: & ()- s!10% $: & ()-
S 10% $: & (9% 'S/%’l@%‘lﬁl@“-’(l)e | 4Dty RAmIne KPYT haane. e§c1po@porg( yhich

S L8 D AL B o

5110% $: & {3 p,gé(ggjplfég & ()- 0! 10%$ & ()-XJ|[: NA41010 y#10% #' & ()-F
S#H10%#& () -
The reaction temperature is about 0°C to 100°C, preferably

about room temperature to 80°C.

The reaction time is about 10 minutes to 24 hours,
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(80).

In the above reaction scheme, R®, R®, R’, R*® and ring C
each has the same meaning as defined above.
Step 0O-1
15 In a similar manner to Step N-3 of Process N, a compound
of the formula (80) can be prepared from a compound of the formula
(79).
In accordance with the above Processes 1, la and 2, the
compounds of the present invention can be prepared using a
20 compound of the formula (80) obtained in the above Step O-1 in

place of a compound of the formula (8).

Process P

The following is an example of the process for preparing
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In accordance with the above Processes 1, la and 2, the
20 compounds of the present invention can be prepared using a

compound of the formula (84) obtained in the above Step P-2 in

place of a compound of the formula (8).

Examples

25 The present invention is illustrated in more detail by
Examples given below, but it goes without saying that the
present invention is not limited thereto. In the Examples, Me
is methyl, Et is ethyl, tBu 4is t-butyl and TBS is

tert-butylmethylsilyl.
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off by evaporation. After azeotropic distillation with
toluene, the residue was dried in vacuo to give the title

compound (11.61 g).
b) Phenylmalonic acid diethylamide

H
CoC | O Nr

0

;

To a mixed solution of ethylamine in tetrahydrofuran (2M,

COCl —
HN

15

45.5 mL), triethylamine (13.9 mL) and methylene chloride (80
mL ) was dropwise added the phenylmalonic acid dichloride (8.99
g) obtained in Example l-a) at -20°C. The mixture was stirred
20 overnight while the temperature was raised to room temperature,
and then diluted with ethyl acetate after addition of 3N
hydrochloric acid. The organic layer was washed with

saturated brine, saturated aqueous sodium bicarbonate and
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tetrahydrofuran (20 ml), and to this suspension was added
potassium hydroxide (catalytic amount) at 60°C. The mixture
10 was stirred for 5 hours and concentrated to remove the solvent.
The residue was chromatographed on a column of silica gel with
ethyl acetate:hexane=1:1 to give the title compound (2.31 g).

d) 4'-Trifluoromethylbiphenyl-2-carboxylic acid chloride

CF, CF,

lllil 0 e mlii 0
O OH O o
15 To a mixture of 4’ -trifluoromethylbiphenyl-2-carboxylic
acid (5.06 g), dimethylformamide (catélytic amount) and
methylene chloride (30 mL) was added dropwise oxalyl chloride
(2.43 mL) under ice-cooling. The mixture was stirred at room
temperature for 100 minutes and the solvent was removed by

20 evaporation. After azeotropic distillation with toluene, the

residue was dried in vacuo to give the title compound (5.40 g).
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e) 4-[(4'-Trifluoromethylbiphenyl-2-carbonyl)amino]lphenyl-

acetic acid ethyl ester
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To a mixture of 4-aminophenvlacetic acid ethyl ester

5 (3.41 g), triethylamine (3.2 mL) and methylene chloride (30 mL)

was added dropwise a solution of the 4" -

trifluoromethylbiphenyl-2-carboxylic acid chloride (5.40 g)

obtained in Example 1-d) in methylene chloride (10 mL) under

ice~-cooling, and the mixture was stirred at room temperature

10 overnight. After addition of 1IN hydrochloric acid, the

reaction mixture was diluted with ethyl acetate, and the organic

layer was washed with saturated brine, saturated aqueous sodium

bicarbonate and saturated brine, dried over sodium sulfate, and
then concentrated to give the title compound (8.12 g).

15 f) 4-[(4'-Trifluoromethylbiphenyl-2-carbonyl)amino]phenyl-

acetic acid

CF, CF,
SE RS SR
_ H H

The 4-[(4'-Trifluoromethylbiphenyl-2-
carbonyl)amino ]phenylacetic acid ethyl ester (8.12 g) obtained
20 in Example l-e) was dissolved in 40 mL of tetrahydrofuran and

20 mL of ethanol. After addition of 4N sodium hydroxide (5 mL),
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The 4-[(4'-Trifluoromethylbiphenyl-2-
carbonyl)aminolphenylacetic acid (519 mg) obtained in Example
10 1-f), the 2-hydroxymethyl-2-phenylmalonic aid diethylamide
(317 mg) obtained in Example 1l-c), dimethylaminopyridine (171
mg) and l-ethyl-3-(3'-dimethylaminopropyl)carbodiimide
hydrochloride (WSC.HC1)(268 mg) were dissolved in methylene
chloride (5 ml). The solution was stirred at room temperature
15 for 6 hours and the solvent was removed off by evaporation. The
residue was purified by column chromatography on silica gel with
ethyl acetate:hexane=1:1 to 3:2 to give the title compound (725

mg) (see Table 1).

20 Example 1-2
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4-Benzyloxyphenylacetic acid (1.09 g) was suspended in

15 methylene chloride (50 mL) and the suspension was dissolved by
addition of dimethylaminopyridine (0.511 g). To the solution
was added the 2-hydroxymethyl-2-phenylmalonic acid. diethyl
ester (1.20 g) obtained in Example 1-2 a), and
l-ethyl-3-(3’'-dimethylaminopropyl)carbodiimide

20 hydrochloride (0.864 g) was portionwise added thereto. The

mixture was stirred at room temperature overnight and then
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give the title compound (1.71 g) as a colorless oil.
d) 2-Phenyl-2-{2-[4-(4'-trifluoromethylbiphenyl-2-

15 carbonyloxy)phenyllacetoxymethyl}lmalonic acid diethyl ester
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4'-Trifluoromethylbiphenyl-2-carboxylic acid (0.266 g)
was suspended in methylene chloride (10 mL), and the suspension

was dissolved by addition of 4-dimethylaminopyridine (0.1224g).

20 To the solution was added the
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stopped, a solution of 4-fluoro-2-methylnitrobenzene (1.94 g)
in dimethylformamide (5 mL) was added thereto, and the reaction
temperature was raised to 100°C, followed by stirring for 6 hours.
The reaction mixture was concentrated, acidified with 1N
256 hydrochloric acid and extracted with ethyl acetate. The

extract was washed successively with water and saturated brine,
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10
The 2-[2-(3-Methyl-4-nitrophenyll}acetoxymethyl]-2-

phenyl-malonic acid diethyl ester (0.219 g) obtained in Example

1-3 c) was dissolved in methanol (3 mL). The solution was

subjected to hydrogenation in the presence of 7.5%
15 palladium-carbon (0.030 g) under normal pressure to give the

title compound (0.197 g) as a yellow oil.

e) 2-(2-{3-Methyl-4-[(4’'-trifluoromethylbiphenyl-2-

carbonyl)amino]lphenyll}acetoxymethyl) -2-phenylmalonic acid

diethyl ester
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10 b) 2-(2-{4-[Methyl-(4'-trifluoromethylbiphenyl-2-
carbonyl)amino]phenyl}acetoxymethyl) -2-phenylmalonic acid
diethyl ester
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15 The {4-[Methyl-(4'-trifluoromethylbiphenyl-2-
carbonyl)amino]phenyll}acetic acid ethyl ester (141 mg)
obtained in Example 1-4 a) was subjected to reactions similar
to those in Examples 1 £) and 1 g) to give the title compound
(56 mg)(see Table 1).

20
Example 1-5

{3-Ethyl-4-[(4'-trifluoromethylbiphenyl-2-
carbonyl)amino]phenyll}acetic acid 2,2-bisethylcarbamoyl-
2-phenylethyl ester

25 a) 3-Ethyl-4-nitrophenylacetic acid ethyl ester
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<=>7? @GA\BCDEFERID RERROPERETOVIRYRL R K S o et @i § W T FSIRKABE AJ G+ 1on

" H#S9R () *+,=.10123456789: - . . ,
<=>7@BCDEFSH KL%ﬁ%ég‘qi‘%ﬁﬁ\m&?[ P o PR e TR PR SR O F S Aty 1T =~ the
V" H#HEUE () * tmixt Q28345489 rred at ~15°C for one hour, and 2, 3-dichloro-5,6-

<=>?@A\BCDEFGHI JKLMNOPQRSTUVWKYZ[\ ]~ " abcdef ghi j kl mopqgr st uvwxyz{|}~
I " #3UR' () *+dicy8n@3a56788nzoquinone (3.0 g) was added thereto at the same

<=>?@BCDEFCH JKLMNOPORSTUMWKYZ\ 1~ abedef ghi | KI mmopgr st uvwyzd |1~ -0

temperature. Them as stirred overn

>
%i’

def ghi j kl mopqgr st uvwxyz{| } ~

mL) was added thereto, followed by extraction with chloroform

(150 mL x 3). The organic layers were combined, washed with

saturated brine, dried over sodium sulfate and purified by

column chromatography on silica gel with hexane:ethyl
15 acetate=10:1 to give the title compound (1.09 g).

b) {3-Ethyl-4-[(4'-trifluoromethylbiphenyl-2-

carbonyl)amino]lphenyll}acetic acid 2,2-bisethylcarbamoyl-

2-phenylethyl ester

CF,
0
Ceves O 0
0 N
0N — I N/gj/\o( 0 l\ﬂ AN

20 The 3-ethyl-4-nitrophenylacetic acid ethyl ester (1.05
g) obtained in Example 1-5 a) was subjected to reactions similar

to those in Example 1-3 d), Example 1 e), Example 1 £) and Example
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1 g) to give the title compound (1.60 g)(see Table 1).

Examples 1-6 to 1-83

Compounds of Examples 1-6 to 1-85 were obtained in a similar

manner to Examples 1 to 1-5.

in Tables 2 to 17.

The compounds obtained were shown
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Example

Structure

NMR (8,300MHz,CDC1;)

F F
F
(o]
o o}
N—
Nm 0 'ﬁ . CH,
H
®

m.p. 88.4-91.2

1.05(6H, t, J=7.3Hz),
3.18-3.29(4H, m),
3.53(2H, s), 4.83(2H, s},
6.95(1H, br-s),
7.02-7.23(8H, m),
7.27-7.36(3H, m),
7.41-7.47(1H, m),
7.49-7.63(4H, m),
7.65-7.72(2H, m),
7.77-7.84(1H, m)

F
FF
0
[0} mo
o]
NS ST,
H,C

1.19(6H, t, J=9.2Hz),
3.53(2H, s), 4.18(4H, q,
J=9.2Hz), 4.82(2H, s),
6.79(2H, 4, J=12Hz),
7.14(2H, d, J=12Hz),
7.29(5H, brs),
7.38-7.73(7H, m),
8.09(1H, 4d, J=1.2Hz,
J=7.5Hz).

1.21(6H, t, J=7.1Hz),
1.67(3H, s), 3.47{(2H, 58),
4.20(4H, g, J=7.1Hz),
4.82(2H, s), 6.89((1H,
brs), 6.92(1H, brs),
7.00(1H, 4, J=10.6Hz},
7.30(5H, brs),
7.42-7.84( 9H, m).

.22(6H, t, J=7.2Hz),
.23(3H, s), 3.40(2H, s),
.21(4H, q, J=7.2Hz),
.83(2H, s), 6.10(2H, 4,
=8.3Hz), 6.70(2H, 4,
=8.3Hz), 7.07-7.61(13H,
)

F
FLF
( [
0
0 Ti
0

O N 07 "NH e,

" {

CH, CH,

m.p. 105-109

.93(3H, t, J=7.5Hz),
.05(6H, t, J=7.3Hz),
.94(2H, q, J=7.5Hz),
.13-3.28(4H, m),
.53(2H, s), 4.83(2H, s),
.80-7.84(19H, m)

W WkE P o8B GG b d Wk
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Example

Structure

NMR (8, 300MHz,CDC1,)

)
=

3.56(2H, s), 3.65-3.78(2H,
s), 4.55(2H, s), 5.49(1H,
br), 7.01(1H, brs),
7.05-7.83(20H, m).

A

F

1.39(3H, 4, J=7.2Hz),
3.48-3.68(2H, m),
3.70-3.89(2H, m), 4.44(1H,
d, J=10.6Hz), 4.66(1H, 4,
J=10.6Hz), 5.46(1H, br),
6.96((1H, brs),
7.02-7.84(20H, m).

F F
F
F
H

° N\/kF

9 F

0] (o)
N .
oh

3.50(2H, s), 3.68-4.00(3H,
m), 4.42(1H, dd4, J=6.0,
11.0Hz), 4.62(1H, d4d,
J=7.9, 11.0Hz), 5.68(1H, t,
J=6.8Hz), 6.95(1H, s),
7.03-7.17(4H, m},
7.17-7.36(5H, m), 7.44(1H,
dad, J=1.5, 7.6Hz),
7.48-7.64(4H, m),
7.65-7.71(2H, m), 7.80(1H,
dd, J=1.5, 7.6Hz)

F F
F
0O
o 0
0
N/[::I/\I( 0] T\_ﬂbm
H
C

1.20(6H, t, J=7.2Hz),
3.51(2H, s), 4.20(4H, q,
J=7.2Hz), 4.81(2H, s),
6.92(1H, br-s),
7.04-7.18(4H, m),
7.24-7.35(5H, m), 7.44(1H,
dd, J=1.5, 7.1Hz),
7.48-7.64(4H, m),
7.65-7.73(2H, m), 7.81(1H,
dd, J=1.5, 7.1Hz)

[N

1.47-1.76(6H, m),
1.90-2,03(2H, m), 3.60(2H,
s), 3.71-3.85(2H, m),
4.10(2H, s), 6.94(1H,
br-s), 7.12-7.20(4H, m),
7.44(1H, dd, J=1.2, 7.4Hz),
7.49-7.64(4H, m),
7.65-7.72(2H, m), 7.80(1H,
dd, J=1.2, 7.4Hz)
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Example

Structure

NMR (&, 300MHz,CDC1,)

F F H,C CH

s\T/ 3
0 (o] CH,
o~
0] CH,
(o} /@/\n/ X
(o]
N
H

.18(6H, 4, J=6.4H=z),
.20(6H, d, J=6.0Hz),
.50(2H, s), 4.80(2H, s),
.08(1H, sept, J=6.4Hz),
5.08(1H, sept, J=6.0Hz),
6.92(1H, s), 7.05-7.16(4H,
m), 7.27-7.32(5H, m),
7.41-7.47(1H, m),
7.49-7.63(4H, m),
7.65-7.72(2H, m), 7.80(1H,
dd, J=1.5, 7.1Hz)

U=

. F
W
, R—F
0
2 ¢}
0] o) NH
S

N
A
F

F

3.53(2H, s), 3.74-3.97(4H,
m), 4.87(2H, s), 6.94(1H,
s), 7.00-7.07(2H, m),
7.09-7.20(4H, m),
7.31-7.47(6H, m),
7.49-7.64(4H, m),
7.65~7.72(2H, m), 7.80(1H,
dd, J=1.5, 7.5Hz)

Fo _F
F
0
0 ° :
0—CH,
o 0770
N |
H CH,

3.51(2H, s), 3.71(6H, s),
4.81(2H, s), 6.92(1H,
br-s), 7.05-7.16(4H, m),
7.22-7.35(5H, m),
7.41-7.46(1H, m),
7.49-7.63(4H, m),
7.65-7.71(2H, m), 7.81(1H,
dad, J=1.5, 7.2Hz)

F
F| F
o]
o (o]

0

/J:::I/A\E/ 0 \\

N CH,

H,C

1.20(6H, t, J=7.1Hz),
1.29-1.81(10H, br),
2.40-2.53(1H, m), 3.52(2H,
s), 4.13(4H, g, J=7.1Hz),
4.48(2H, s), 6.93(1H, brs),
7.14(4H, brs),
7.39-7.83(8H, m).

F F
F

F
H
9 ° N\/AFF
ay F
0 o
N
(J

108.8 - 112.4

m.p.

1.27-1.44(5H, m),
1.46-1.61(3H, m),
1.79-1.90(2H, m), 3.57(2H,
s), 3.72-3.87(2H, m),
4.07(2H, s8), 5.71-5.81(1H,
m), 6.94(1H, br-s),
7.10-7.21(4H, m),
.40-7.47(1H, m),
.49-7.63(4H, m),
.65-7.72(2H, m),
.77-7.83(1H, m)

~N s g
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Example

Structure

NMR (§,300MHz,CDC1,)

CH,

0
F
FLF o} N
o CH,
0 0
N L
H

m.p. 93-95

1.22(6H, t, J=7.2Hz),
3.57(2H, s), 4.21(4H, q,
J=7.28z), 4.83(2H, s),
7.20(1H, 4, J=8.5Hz),
7.28-7.67(12H, m),
7.76(1H, 4, J=7.4)

O {
0 ? °
- Q
oy e

m.p. 99-103

1.20(6H, t, J=7.1Hz),
3.53(2H, s), 4.19(4H, q,
J=7.1Hz), 4.82(2H, s),
6.91(1H, 4, J=8.3Hz),
7.11-7.56(16H, m),
8.33(1H, d4, J=7.8,
1.8Hz), 9.62(1H, br.s)

HJC—L\ o]
0 o [XaiAN
)L o o7 %] .
N \\ma

1.05(3H, m), 1.22(6H, t,
J=7.2Hz), 1.58{(2H, m),
1.99(2H, m), 3.57(2H, s),
4,21(6H, m), 4.85(2H, s),
7.04-7.60(12H, m),
8.30(1H, m), 10.07(1H,
br.s) '

. 0
FOF o o]
0
m - O\\
o) /j CH,
H,C

1.22(6H, t, J=6.9Hz),
3.60(2H, s), 4.20(4H, q,
J=6.9Hz), 4.85(2H, s),
7.12-7.37(9H, m),
7.63-7.73(2H, m),
7.79-7.86(1H, m),
7.90-8.00(1H, m).

1.18(6H, t, J=6.8Hz),
3.51(2H, s), 4.17(4H, q,
J=6.8Hz), 4.80(2H, s),
6.70(2H, 4, J=12Hz),
7.09(2H, 4, J=12Hz),
7.27(5H, brs),
7.41-7.83(8H, m),
8.21(1H, 4, J=10Hz).
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Example

Structure

NMR (8,300MHz,CDC1,)

s
1

21

0
o
0\
cH,
o
N o %\
H CH,

1.18(6H, t, J=7.2Hz),
3.49(2H, s), 4.15(4H, q,
J=7.2Hz), 4.80(2H, s),
7.07(1H, 4, J=8.6Hz),
7.27-7.54(17H, m),
7.88(1H, 4, J=6.2Hz)

FoF
F
O
o o]
m o : :

X N [o] (o] o]
| H

P

1.16-1.83(20H, m),
3.50(2H, s), 4.80-4.91(2H,
m), 4.82(2H, s), 6.93(1H,
br-s), 7.05-7.17(4H, m),
7.27-7.34(5H, m),
7.41-7.47(1H, m),
7.49-7.63(4H, m),
7.65-7.72(2H, m),
dd, J=1.5, 7.2Hz)

7.80(1H,

Fo _F
F

) i

u jon s @@

0.95-1.22(6H,
1.23-1.43(4H,
1.50-1.71(6H,

m),
m),
m),

1.
5),
4.
br-s),

71-1.90(4H,

84(2H, s),

3.69-3.83(2H,
6.95(1H,
7.04-7.
.41-7.48(1H,
.49-7.65(4H,
.66~-7.73(2H,
.77-7.84(1H,

3.52(2H,
m}),

m),

35(11H, m),
m),
m),
m),
m)

F _F
E
0
o (o]
xn N (o] (o] NH
H
=

.58(2H, s), 5.06(2H,
.81(1H, br-s),
.99~-7.05(4H, m),
.08-7.16(2H, m),
.24-7.47(14H, m),
.50-7.67(6H, m), 7.80(1H,
dd, J=1.5, 7.5Hz), 9.08(2H,
br-s)

s),

NN N0 W NN

1.04(6H, d, J=6.4Hz),
1.09(6H, d, J=6.8Hz),
3.52(2H, s), 3.95-4.09(2H,
m), 4.83(2H, s),
6.92-7.03(3H, m),
.03-7.10(2H, m),
.11-7.23(4H, m),
.27-7.36(3H, m),
.41-7.47(1H, m),
.49-7.64(4H, m),
.65-7.72(2H, m),
dd, J=1.5, 7.5Hz)

NN N N NN

7.80(1H,




