;) *+,-./0123456789: e3eNPN, , - : 4P=2P6hPTPi % DESCRI PTI ON ESTER COVMPOUND AND
MEDI CAL USE THERECF 5 Technical Field The present inventj tes to a
novel ester conpound, and also relates to a pharnaceuti%mﬂmmmﬂhﬁwmm on
conprising a novel ester conpound which ﬁelectively i nhi ma
triglyceride transfer protein (MIP) in the small intestine ®1%$0 a prodrug
thereof, or a pharmaceutically acceptable salt of either. Further, the

present invention relates to an agent for the treatnent HH”WE‘EWHI@W s of
| C

hyperli pi dem a, arteriosclerosis, rfery disea
di abet es or hypertension conpri si najwl%@}ster conmpound 'V |
selectively inhibits MIP in the small intestine or a prodru N%ereof , or a
pharmaceutically acceptable salt of either as an active ingredient. In

addi ti on, the presentESTERNOMPOURDaARS MEDBCABJESE ToErERE treatment or
prophyl axi s of hyperlipidem a, arteriosclerosis, coronary artery di seases,
obesity, diabetes 20 or hypertension, which has a novel function that has
never en 0 _befgre. .Background Art It has been said that
hyperl?ﬁidgéggﬁga?gbg§8%? 25 hypertension or the like is one of the risk
factors for art epy j i pj 12 44S_a condition where the
concentration o?fﬂl?;qyﬁé&?higs cﬁh%ogsgéggﬁg?ségagngﬁﬁgl'?/Sg?léwqw't he

bl ood. Typesdoildyperldtpsien a pHepRadtne: 881 tdenEEsSE1 oh NGMIE: &I J8y Y
hyper | i pi dem a caused by genetic 2 5 10 15 20 abnormality 1'n enz

protein, |7P6ptotELATa@MPleand kehigh céebacticeppt énhabtihe maElcak@lonsm of

| ow-density_l 1 poprotei L ,_secondary hyperlipidem a due to various
di sease oré/rd}%ugyg n%%?&éaa?%# %%d%& BPpERe| prakhi i tesst i loy

resul tiong &r O¥ESE N &+ & BN. NYRAL Pl en in fr food,is
absorbed in ?ﬂ% sfr%l I ?n%%gfi %%%yﬁ?%ﬁﬁgg%yg%ggﬁigi Egcae itg?)Tgn&agécht ed as

chyl oni cr oni tirext he Folradek v ahkbyppdednc ivesselisn Foeatbbd v aarigle, Mgty of
the secreted chylomcrons is hydrolyzed to free fatty acids by the action
of |ipoprcot® n | tpg8EMENLPL )o%xi sPrAghYAaEAEi | | a0f vebyeksltipibenane

chyl om cr aving a _high content of cholesteryl ester ( CE) ,
which is t eﬁrg agsoér%%lh TH t EH9VEY BY ERE 28 ¢Dn Vel ofiiepstiesermant
receptor idrt hgpkirt@hsibul t 86hprifihhe d i ¥ghaith orbed chyl om cron
remmant and free fatty acid argrcoﬁvgrted tge(l;E %sr'lggﬁ'acbor?n s°¢lé;é4i%w{q

| i popRdt eiseleatiDiely inFhido MDIMIES itr anef embed tatekeiGel o aPRRLALHS.

modi fied and secreted outside cells, and it becomes internediate densSity
| i popr ot ei*EHEY. BY 2 R aIdRLbica Y apsentpblies sedhvef et Har bBLaby t he

oot | pher ol 11 cusa o PELKEE' | OFn AN ol TERY o Fhen Tavengamechates ¢
above- nenticoand de b0 relithiiC6 b dobrin:S@lol: hpbestl peagha YLOL i n
S

the liver, a protein having TG or CE-transfer activity Ts ex ing I'n
m cr osomalPHteFdassHe Tefs itshe comanbriynaese ryndicredsaser obMeanwhi fi€abs Hés

rotepn, i.e MP (mc¢roso triglyceride transfer protein) was purified
gnd b(g or hypertén51on, W@ich ha% g novel function that has )never }?een

known before.

Background Art
It has been 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 1lipid such as cholesterol is abnormally
elevated in the blood. Types of hyperlipidemia, depending on

the cause, include primary hyperlipidemia caused by genetic



' transfer of Ll Pl fnguchianh denaeut CE ol e st

separated from m crosonmal fractions of bovine liver by Wetterau et al, in

Z985 (Wetterau J.R et al: Chem Phys. Lipids 38, 205-222(1985)). MIP,
however, began attracting a lot of attention in the field of clinical
medicine only after it was 5 reported in 1993 that the cause of

abetal i poproteinema lay in the deficit of MIP. In other word, the disease
is characterized in that, while the genes related to apolipoprotein B are

nornal , apolipoprotein B is hardl .86t edi phptbeeseramd tihiee LEE@eVR HFR
ser um chol egbewamalsi B0/ % BPe \fg)?c,eq&e Ilgvgl of serum 10 tr.i gkgﬁﬁsi de
'n’B

is extremely | ow and, noreqv | DPPERE Dow i deh st N 1BSFHOFSITD
such as chybpemtdrorPatet ec%eerﬁﬁé%) etc . do not at all exist_in dheghl;god.

da"
By this finding, it hasg.hged ipiademishadudfed svahiPhfe :'aﬁe?)rot el n invol ved
in the assoﬁeé:?qrb%aﬁgt% 15

n apol i poprotein B and TG.Qr. . iz €. phBechily
formation of MOl gtrsbybon crod, anddpiEsS aﬁ‘yé’segé‘%ﬁla "ole in secretion
thereof. Since lipidis by nature i n,EoI uble in water,

u lipid in the blood is
conbi nedxwi te @ubytingphrphcopeEPBIR*kABWA as apol i poprotein and exjsts as
e .

. ; : hé
so-called lipoprotein. All the 20:Dlen iMlfxom Dot ichatsAmRSsh 1 et
related to hyperl i%?ﬂ%?ﬁ‘%\i%r efjég (lipopr o?ei n. MIP exists i

n the m
fractions of he &t oc;e%%%iﬂ@dbiyntggt aeali oep ofh SLiL& agadl,s,anzgtncfeccge;\{é;ice%@t he
transfer of ¥820r CEin cells. In the | iver ang snﬁéﬁ.%ntggggags,al onthev t h
25 the synthesiss (afi R0l | RApPr thei nblepdl i Bopr ot 'R 00 in the Iiver and
apol i poproterrn™B48 in the small int F‘Sti ng}etgg%oggﬂﬁgmmmowgﬁd
respective a&e_ﬁjg]qmemieimmBlBi‘th%t Fahster acti vi ty of MIP, and thgf' gerL
or chylom cron is forned. AS-Ssr{;‘f%ﬂe adthese offi papppretadnal ePSEES E
out si de tihe dal IfFegs FALANEDLPn"the Tiver or as chyl on1'1lcr on_in Lhenanek!
intestine. It should bﬁhﬁﬁﬂﬂhﬁy MER sied si rei BperB&bFBY 8P tHe const ructi on
of those Ii pcﬁﬁjo?1é| ns. mely, if the activit logswg t SE Pl aakesh itshehen

apol’ Tpoprotein is inhi binttled,
whereby formation of a |lipopratein ca i Qb e bf Ghytllveniotrvay HeAREY t
has been el ucadabetethir e YivedeR¥r & gﬁ%éé:%igiel y related to_the

progression of arterioscleragsi Thatpihsthebl per ubet ﬂﬁge(?ndcf’?‘ﬁelﬁbtﬁﬁr(%eﬂo
bl ood vesselsr?§eB§BGSFpeghe Live

In“intercellular matrix of vess o BB
oxi dati ve denat urati;aiJhakan #haemafderifatt Hecdsi 4ES coormc?#ern%%rt at ed
protei ns thduf&¥a"seéries of inflammation react ioo&fsaterQgggL@mljypoprotein
macr ophage i N4@si Qgspéeaﬂi'e]gytUhliicbi"l‘)‘-”edéBSEiatssor oamng cells, mgration
or 15 proliferation of smooth mus Ies‘{&lalc%@l&%dbpﬂ.b&m ire tigvéudeFpuf o™
lmatrix, etc. lmlsgnﬁm&@é,ze\ﬂh%hr‘?‘é%ds 0 the devel opnent of arteri 0§£L§£8§i S
'plaque. On the basis of ekg?gtgbi’i(ﬁopi}&témsmﬁimbd Trep¥LREsLFLER D™ pbr event
or treat arter‘f%‘%%llé’rwogls, coronary artery diseases or Igggegglgggidgncgy,ls,

to the Golgi apparatus, modified and secreé

i i i L) by the
| 20 nd it becomes intermediate density llpoproteln (IDL) by
{ a -
tion of
tion of LPL The IDL is converted to LDL by the ac
ac .

ipi istributed
hepatiC'triglyceride lipase (HTGL) , and lipids are dis

[ to peripheral tissues.

} I+ has long been indicated that, during the

. i i intestine
\ 25 above—mentionedformationcﬁfchylomlcroanlthesmall

'

i i i . Ee. MTP

i in) was purified and
\ (microsomal triglyceride transfer protein)



20 reducing the level of LDL. As already nentioned, it is possible to
inhibit the formation of |ipoprotein such as chylomcron , VLDL , LDL , etc
by inhibiting the action of MIP. Accordingly, it has been expected that
it shoul d becone possible to control l|ippprotein 25 such as TG chol esterol

and LDL, etc. in blood and to control lipid in cells by adjusting the
activity of MIP, and therefore, a novel agent for the treatnent or
prophyl axi s of hyperlipidem a, arteriosclerosis, coronary artery diseases,

di abet es, Obe%irtasﬁ’ed())?rg%%rctﬂé%m FapdtfidhEher boginagentef ®F Woetéraat ment
or 5 pr oﬁﬁ axi's of pancreatitis, hyperchol esterol em a,

hyper gl ycerdiden a, i gt ¢ 9gBag weasierenpelid &b bé:prahamdhy Hdvinids #Bih the
devel opnment of MIP inhibitors, sonme cases of fatty |liver were reporteg| and
concern ovexoss Apatadsox)i ci t MTRas hsswaveni skagarol {ifast itsBns Ot a%hovel

MIP i nhibitor causing no side effect such a fatty |iwver, etc. . een
strongly deditesdiqm imhéheohient; Bﬁaq’ljrfh]n?éfQe(ifb%ﬂ%/engélﬁ&hgfgtﬁﬁe%@g?ap
various_conbi nations_of  diffe apL i, byPs# layidan MGSi nldh Naveybean
tried .5Hov‘qupeci’r,t‘?/é:éﬁ ,iggérgheég%’leee%lha stati n-typégp0 rug and a resin-type
drug are giMgNgLe9et hess mepdest s dhesioed plthecd sssash izschacagtisedz&O and
GPT, constipation, blocking of absorption of vitamn A D, _E and K and the
li ke are ohgekued., whiild¢hetdenehaedatwideto 2PSLAPOPRALSE YR RFRAT%2 i br at e
drug 15 are given together, side effects such .as,rhabdomyol ysi

i ncreased GROYiRRES VLD FoIFHBRTALE S e Thd 5%8.“?5‘1%,’ %Il\% ae%&afg to a

i ni ot att S BR BARCER By n B T OREE Aat o i Lh-a convent ona
20 antigypeftigi FLadlr WY Wirxtidile BAUSONY addy almwenvent | dhpdpsiodeiafsf ect
has been desired. Meanwhile, exanples of the known conpound_having MIP
i nhi bi tory et iwd1tyg wipdll ipoginetiedn Bisusdt af S ARETGhpdlRls 25 of tthe
1 V007 2620t GCRBIobi s AR Chetiord: 1 B ir B AaTRE s Rt T
di'scl osed ighg$g7h§%ﬁ?7MTb Oig ?N1~Nn@egral protein involved in the
association between apolipoprotein B and TG or CE, i.e. the
15 formation of VLDL or chylomicron, and plays an essential role
in secretion thereof.

Since lipid is by nature insoluble in water, 1lipid in the
blood is combined with a hydrophilic protein known as
apolipoprotein and exists as so-called lipoprotein. All the

20 VLDL, IDL, LDL or chylomicron, etc. related to hyperlipidemia
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
CEarecombinedwithIespectiveapolipoproteinleythetransfer

activity of MTP, and thus VLDL or chylomicron is formed. As

a result, those lipoproteins are secreted outside the cells as



CF3\ The fol l ow ng conpound is disclosed in W98/23593. CF3 | G/ 0/ | N~
/N1 "H5 The follow ng conmpound is disclosed in W99/ 63929. CF3 I~ 0
~N ~N H 3 The follow ng conmpound is disclosed in W2000/5201. HI / Nw\ O

I44} 6;50t {BST QS'é'heCLol | owi ng conpound is disclosed in J. Med. 5 Chem (2001),
p. - : 3 M A-0 ~N,J Ma The foll owi ng conpound is discl
in EP 1099701. 8 CF3 0 ) ™ | osed
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20

25

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
apolipoproteinisinhibited,wherebyformationofaalipoprotein
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 lipid
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,
anovelagentforthetreatmentorpmnphylaxisofrwperlipidemia,
arteriosclerosis, coronary artery diseases, diabetes, obesity,

or hypertension, and further, an agent for the treatment or



/ \ ~~R1 R2 \ R The follow ng conpound is disclosed in W2001/77077.
CF HO~ ~N~\/ N\ NN\~\ I HThe follow ng conpound is disclosed
inJ. Med. 5 Chem (2001), 44(6) p.4677-4687. CF Me 3/ 0O/ NHCO2Me / \ "H
The followi ng conpound is disclosed in \W2002/ 4403. 9RLR7T Ox RS 1T N\
N~R6 R2 1 \ R4 0 R3 In the above literatures , however, there is no

di scl osure of a conpound conprising ester as the essential structure as 5
that disclosed in the present invention, nuch | ess the disclosure of the
data indicatin hat _when co he str | 1asesh dntli 4 he

pr esent inPEﬁpﬁg e coﬁgounggggﬁgggﬁééH%'inhigﬁkg%aﬁ¥$%§the smal |
intestine Wpifpb%g&g'a%&xd@fn&%@t tMIPHaR teen iev@ectd o Begmsurddf the

| nventi on Arthodgh the devel opnent of new anti hyperlipi dem ¢ drugs wof ki ng
due to its MIP i abiwbireor ywathi they deas lopaenddwdndBP riovbidalEors + HyERe dr ugs
are not satisfactory in terns of the |evel of actjon and the acco aqying
side ef feccasesh af afkhityy Liver, atege TREPOHHFE d&Rd ofiRiHiS TG a@"e

anti hyperl i pi dem c dru% causi ng no sLded?ffect against the liver that is
seen i m t h&ePFLETOEIEI e Soﬁ%eqwf °ffibi tors and al so havi ng excel | ent
MIP inhibitory aghiVvifdsdas NERE S RBGLY MBSl biAd T keusivenheorsidnd
those involved in the present invention have carried out intensive studies
to provi de eFfRerekubliPas hifattoy lcawsi.ngteo hbeveeernstopedlyi desbrgddct

such as a fatty liver. As a result, they have found Ihqi %g NWP,inhiQétor,
whi ch In the conventional manners, combine erapies o

0/
3\

various combinations of different antihyperlipidemic drugs

10 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

15 are given together, side effects such as rhabdomyolysis oxr
- increased CPK (creative phosphokinase) are observed. Thus,
with regard to a combined therapy for hyperlipidemia, a
medicament for a combined administration which can be
administered in combination with a conventional

20 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
25 of the present invention are described below.

The following compound is disclosed in WO097/26240.



10 selectively inhibits MIP in the small intestine but substantially does
not inhibit MIP in the liver, significantly |Iowers the |evel of unnecessary
TG or chol esterol w thout causing a side effect such as a fatty liver, etc.
Surprisingly, 5 they have also found that the conpound having ester
structure represented by the bel ownentioned fornula (1) is imediately

nmet abolized in the small intestine, blood or liver, which makes it possible
for the conpound to selectively affect MIP in the small intestine wthout
substantially inhibiting MIP in the 10 liver . To be nore specific,
according to the conventional drug design concept for the preparation of a
prodrug, the carboxyllc acid which is the active principle is esterified to
i nprove the afdsqrption rate in the sn&ﬁl intestine and is inmediately 15
nmet abol i zed | ood to reproduce carboxyﬁlc acid which is the active

principle. & drug de5|@p that is different from
t he above congept used in the present

i nvention. i ! in a nol ecular body of
a conpound 28 npound is , after it
exerts MIP i tory activity on nucous nmen es of the small intestine,

i mredi at el y gt abol i zed by an esterase or a abolic enzyme , etc . in the
small intestine , portal ( blood ) and live pbe transforned to
correspondi ng carboxylic acid 25 and al cohol~w ch do not have MIP
inhibitory activity. This is conpletely a new concept , by neans of which
MIP in the liver n ubst ant ffec Bhse M i wod hea 3257 |
intestine is sd«ﬁﬁ?\£§ ?WﬁP?n?éﬁﬁ$%ﬂ$t %r&ﬁﬁﬂe conpounds of the present

i nventi on show strong MIP |nh|b|tor act|V|ty in vitro, 11 thus potently
inhibit MIP j11<the snall intestine d\ﬁlgnlflcantly | ower triglyceride and
chol est erol ood. In addition, clompounds of the present invention

significantl :
5 HDL chol est &rol . Accordingly, the inventd

PN Si ngly, increase plasna
S e present invention have
found that whe npound nprises the egiet icture represented by the
WhEr T (D), E!ﬂpr ; ;
small intestin bl eod gpfizz}M ver i

non- HDL choIesteroIH

bel ow nenti one gdl ately netabolized in the
yongly inhibits MIP in the
smal | intestj

The following compound 1is disclosed in W098/23593.

B0

The following compound is disclosed in W099/63929.



hence MIP in the liver is not substantially inhibited, whereby they have
conpl eted the present invention. Thus, the present invention relates to 15
(D) An ester conmpound represented by the forml a (1) R RAeODAXB(AI k
~)j 0-~Al k2) mRe ~ 1) R Rs R3 wherein Rl and RZ are each hydrogen ,
Cl1-C6 al kyl , C3-C~ cycloal kyl , Ci1-C6 al koxy, halo C1-C6 al kyl, halo Cl1-C6
al kyl oxy, optionally 20 substituted C6-Cl4 aryl, optionally substituted
C7-C16 aral kyl, optionally substituted C6-Cl4 aryl oxy, optionally
substituted C7-Cl6 aral kyl oxy, optionally substituted C7-Cl5 aryl carbonyl,
optionally sullBfituted heterocycle, C2-C7 al koxycarbonyl, hal ogen , C2-C6
al kenyl , -N 1 R4 ) ( R4l ) wherein R and .R41 are each 25 independentl|y
hydr ogen or i

-CON(RL) - ( CH2 ) n-
, Cl-C6 al kyl or C3-C7
and R4 are each

i ndependent |y hydr;gen optional |y substituted Cl-C6
al kyl, Cl1-Coa aral kyl oxy, Cl-C6 acyl,
optionally CO Y (R12) (wherein R11 and R12

are each i ndgpepdently hydrogen, Cl-C6 al kyl, optionally 10 substituted
C6-Cl4 aryl, optionally substituted C7-Cl6 aral kyl, Cl-C6 al koxy, or Rl1l
and R12 may be taken together with the nitrogen to which they are attached
to form-N ~ ) pThi~@odlowhageicampousdaa s fisgdosed dn HO2000/52Q1.cHp )
g-N( R1I3) ( R4 ) ( wherein 15 R13 and R14 are each |ndependently
hydrogen, Cl1-&€8,al kyl, C2-C7 al koxycarbonyl , Cl1-C6 acyl , or RL3 and R14
may be taken tlogether with the nitrogen to which they are attached to form
-N~) p -NB wherein p has the sane nea Nas defined above and g is
an 20 integ 0Oto3) , or -CO ( R15 ) ein R15 i s hydroxy, Cl-C6
13 al koxy, & : optionally substituted
C7-C16 aral ky 3 i i K KN\

The following compound is ‘disclosed in J. Med.

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

CF;—T
HN

The following compound is disclosed in EP 1099701.



/[ ~N/ ~N N~NNON\ KN N/ o/ 0~/ 0/ NV '~\V\V N/ N" ~/] ~N~/
~NO SSON, NHO~ N NONor 5 ( wherein Kis an integer of 0 to 2, or
ring B may be taken together with R3 , RL and the nitrogen bound to Rl to
form-N~0 or O -N O Alkll is al kanediyl _or al kenediyl; Alkl12 is al kanediyl
or al kenedi yl ; 14 1 is an integer of 08to 3; mis an integer of 0 to 3; D
is Cl-C6 al kyl , C2-C6 al kenyl , C2-C7 al koxycarbonyl , -N ( R42 ) -CO (
R43 ) ( wherein R42 is hydrogen or Cl1-C6 al kyl and R43 is 5 C6-Cl4 aryl or
C7-Cl16 aralkyl ) , or the group represented by the . followi ng fornmula Rs
R5 R~ (whereinpR5, R6 and R are each independently hydrogen, Cl1-C6 al kyl,
Cl- C6 al koxy, €23C7 al koxycarbonyl, carboxyl, hal ogen, 10 cyano, nitro,
hal o C1-C6 al kyl, Cl1-C6 acyl, hydroxy, am no, optionally substituted C6-Cl4
aryl, or - ( r-CON ( Rl6 ) ( RI' 0 ( wherein R16 and R1' are each

i ndependent | ogen, C1-C6 alkyl or halo Cl-C6 alkyl and r is an integer
of 0to 3); » FC15 Rt yl carbonyl ami no, C8-Cl17

ar al kyl car bony am nd) het gf6 due, NC3 C~cycl oal kyl or Cr7-Cl16

aral kyl, or § t oget |her mn%h R7 and R8 to form); and 20
R8 and R9 ar e £8 i 2 drogen Cl-C6 al kyl , optionally
substituted (€6 -C6 aIkyI,

The following compound is disclosed in WO02001/77077.

CF3
® ;
N
0 7~ | | N
NP N =
N
(T

The following compound is disclosed in J. Med.

5 Chem. (2001), 44(6) p.4677-4687.

CF,
II 0
//[::::]::::>F——NHCOZMe
Me
N
(T

The following compound is disclosed in W02002/4403.



15 -CON ( R18 ) ( R19 ) ( wherein R18 and R19 are each independently

hydr ogen, Cl1-C6 al kyl, C3-C7 cycloal kyl, halo C1-C6 al kyl, C2 Cl12

al koxyal kyl or optionally substituted C6-Cl4 aryl ) , -COO ( R20 ) or - (
CH2 ) SOCO( R2) (wherein R2 is hydro%en , Cl-C6 alkyl or C3-C7 5
cycloalkyl; s is an integer of 0 to 3 ) =N ( RR1 ) ( R22 ) (wherein R21
and R22 are each independently hydrogen , Cl-C6 al kyl , Cl1-C6 acyl , Cl-C6
al kyl sul fonyl, or R21 and R22 may be taken together with the nitrogen to
which they are attached to formO -N ), or 10 R8 and RO may be taken
together to fﬁ n1C3 C7 cycloal kyl, or a prodrug thereof , or a

phar maceuti cal [y~accept abl e salt of either; (2) The ester conpound or a
prodrug thereg a 15 pharmaceutically acceptable salt of either
according to wherein Dis Cl1-C6 al kyl , C2-C6 al kenyl

C2- C7 al koxycark 2 ) -G ( R43 ) in which R42 and R43 each
has the sanme nea |ng ) ' abova, 20 (3) The ester conpound or a

i acceptabl e salt of either according

groupbrepresented by the formula 1G
has the sanme neani ng as defined above;
(4) The ester a prodr thereof, or a 5 pharnaceutically
acceptabl e salt of "@ither according to the above (3), wherein the ring Cis
\\ N\ N/ ~/ ~] /| >>NI )assor ,inwichqqis an integer of 0
to 3; 10 (5) The ester conpound or a prodrug thereof, or a pharmaceutically
acceptable salt of either according to the above (2) or (4), wherein ring B
is N~N w/ / ofniihe ghovad idsratugmpolaneyera B}%?a? ag RSO e

phar mmceut g2l 4 ASS5RA A0S 2Bk fng e SLAD L AT 4101 ARG Be

RsR5R~ inR

wherein ri
5 that disclosed in the present invention, much 1less 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 such as a fatty

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



(7) The ester conpound or a prodrug thereof, or a pharmaceutically
acceptable salt of either according to the 5 above ( 6 ) ( wherein X is
-CON( RL) - ( CH2 ) n- in which Rl and n each has the sanme neaning as
defined above; (8) The ester conpound or,,a pr odrug thereof, or a
pharmaceutically acceptable salt of either according to the 10 above (6),
wherein Xis -COO (CHz)n- in which n has the sanme neani ng as defined above;
(9) The ester conpound or a prodrug thereof, or a pharmaceutically

accept abl |t of h d ,
100 a0y SeetetetlEontBlniths attboaris 0oL BhLESLind PR, U

ereo or a armaceutically

accept abl e
by t he-for a2 T yER SRS FR T P IR e ”l@”e’“!mfg‘%;‘h%b&ﬁ"éfz;eﬂt =

18 R2 ~ and) fgers ~tBEC 103G isHlependessbyrpydGogen ch@llebenbkyWwithC8tC~
cycl oal kyl, Ci- C6 al koxy) hal ogen, halo Cl1-C6 al kyl, Cl-C6 acyl, C2-C6

al kenyl or cgnasmgmsl@ee@feoxt Smﬁ%é@éitﬂ RJ.LV¢§ W&ogéﬁrpéﬂséégép’kyl 5
or C3-C-~ cycloal kyl; and R1, QY 1
and m edch %%Ytl’r?ev%é’ri"é%épQHPﬂgtggtdElF? n%‘?jﬁ%%%‘?/% haovrmeg &%&%8?&& eofg or

a phar mceut ] cal 'é’n%&e:%ac%' Lp8bl-Aknelbigk fépmﬁi:&)(fﬁ%seihﬁédﬁa%lé@!}nd or

a prodrug thePeot harnmaceuti cally acceptable salt of either

accordi ng tReth6o8boxe ilnl@he MELIEHAtERE ihieNgbLob8 of Tive¥, )whiiEmakess |
in which qis an integer of 0 to 3; (12) The ester conpound or_ a prodrug
thereof, orit phesiEbefidrdhey campepngdbte salectively ffeet MR Ag 8%t he
above ( 11 ) , wherein X1 is

def i ned abo%’éal%lB?t?ﬁElﬁgt@?tEBHﬁoﬁHHSBPnﬁlE}L&Hr Elﬁktlﬁer%gge Wﬁnl Q9+ as
(pflwil; Wmﬁgﬁ :alfa\’?d\f ?gc_eBE ?bl e salt of either according to the 19 above

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 used 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,



(14) The ester conpound or a prodrug thereof, or a pharmaceutically
acceptabl e salt of either according to the 5 above (10) to (13), wherein
the group -(CH2)1- is located at the h-position of the benzene ring in the
formula (1'); (15) The ester conpound or. a prodrug thereof, or a

phar maceutical ly acceptable salt of ei t Her according to the 10 above (10)
to (13), wherein the group -(CH2)1- is located at the i-position of the
benzene ring in the formula (1'); (16) The ester conpound or a prodrug

thereof, or a pharmaceutically acceptable salt of either, accarding to the
15 above (tBhstopptshtlwhetehibRh MEF RO Ar e”é%cf?“?%péﬁ%é‘arﬁqﬁjynq Ca{f%( R18

) ( R19 ) - in which R18 and R19 each _h NEa N in
above; (17F1$Héfé§?é‘ﬁclé’o]rfb“6%&r&tg?‘ cﬁfggfeuég(?@%, or 1a35181§16'@<§ h
pharmaceut i_cal |y acc | id Beksaaeolwh &gt 1 6n idigmalfavadtiG) to
(15), wher éﬁﬁlﬁé%m%%?r'@%g’gtﬁ ?%dtglpéegdenuy -C00 ( Rz )QJ- in which RZ
has the safg,ERaRLAYHDS ER6ieetenbDVand, (sh¥)piiminster igwrAsRl rasma
prodrug thereof, or a 25 pharnaceutically acceptable salt of either
accordimg HOLt khodlesrerel?) to (17), wherein the ring Cis C6-Cl4 aryl;

19) The ester conpound or a prodrug thereof,. .or teall

gcc?apt abl e salt éfr;E@FfiHé‘ﬂlé{cc’gk?%ilﬁ §°trﬁe°£ g 3%8{%2%?%%’!%3?}&%“@6- C1Q
aryl is phenyl .. (20); ThEegSter 8d Bhpt iRe@dr tige t Betesf , stfudture

phar maceut i y daccep ablle salt of either accor di ng to the 5 above (12) to
(17), wher gigh th@ it G the(BeLowenehoabkyl; £62aR1ahel bstehe ceampramrior a
prodrug theréof, or a pharmaceutically acceptable salt of eit t\ga{o&%cordi ng

to the abous (hRledimteld) metsdcdiizethdny ithe cnaty ngeRtide g 2 The
ester conpound or a prodr thereof. .or. a : i call sal t
of i ther " aoceRaPRGeFa T RETanave 1y Bif A MR ey FaResERh e

consi sting,of 15 i 13 ; t substantially inhibited, whereby
{4-[(4" -tr ihfelnl?(])er f)dr?gtﬁ?llt- ei pﬁ\erﬁil %F’Z-ncoar bonyl ) - am no] phenyl } -acetic acid

2, 2- bi s- et R SanhamHomp ety [ that Ipdesstterinvention.

2- phenyl -2-{2-[4-(4"-trifluoronethyl -bi phenyl - 2car bonyl oxy) - phenyl ] - acet oxy
nmet hyl }-mal oni ¢ acid diethyl 20 ester,

2-(2-{3-nmethyl-4-] (4" -trifluoronethyl-Dhi nyl - | ) - am no] - phenyl }-ac
et oxymet hyl ) - 2-p - r?:é’leorﬂrc?sfgﬁd * |Veett%%y%%e}sijteér%?@§w

2- (2-{4x[ methy o 4 st di flappumi hydphd phiered -@25the formula (1)

car boné?) - a(n%h)yno}}Ig g%senyl }-dg‘gat oxymet%yl ) - 2- phenyl - mal oni ¢ aci d di et hyl

ester, {3-ethyl-p-[(4' -trifRbUoromethyl -bi phenyl - 2- car bonyl ) 21

am no] - phenyl }-dcetic acid 2, 2-bi s-et tﬁ\car bamoyl - D phenyl - et hyl ester,

AIKY) o—<A|k2>m—|-Ra (1)
R9

R1

R3

wherein

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

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

20 substituted.CG—C“ aryl, optionally substituted C;-Cy6 aralkyl,
optionally substituted Ce-Cis aryloxy, optionally substituted
C,-Cy¢ aralkyloxy, optionally substituted C;-Cis arylcarbonyl,
optionally subétituted heterocycle, C,-C; alkoxycarbonyl,
halogen, C,-C¢ alkenyl, -N(R*°) (R**) wherein R*® and R*! are each

25 independently hydrogen or optionally substituted Ce-Ciy aryl;

ring A is Ce-Ci4 aryl, heterocycle, or



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

9-(2,2,2-trifluoro-ethyl carbanoyl)-9h 5 fluoren-9-yl nethyl ester,

2-{4-[ (4" -trifluoronethyl -bi phenyl -2-carbonyl ) am no] - phenyl }-propi onic

acid 9-(2,2,2-trifluoro ethylcarbanoyl)-9h-fluoren-9-yl methyl ester,

{4-[(4'-trif|uoronethyl-biphenyl-2-carb6%y|)-anino] 10 phenyl }-acetic acid

2- phenyl -2-(2,2,2-trifluoro ethyl carbanoyl)-ethyl ester,

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

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

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

1- (2,2, 2-tr LM oro-ethylcarbannn ycl opent yl net hyl ester,

2-pheny|-2--[(4'-trif|uoro g - bi phenyl -2

car bonyl ) - ama ng}<phenyl } - acet oxyne -malonic acid 20 diisopropyl ester,

{4-[(4'-triflwi!iyﬂ" | - bi phenyl - 2- onyl )-am no] phenyl }-acetic acid

2- phenyl -2, 2-b 2,2,2-trifluoro ar banoyl ) - et hyl ester,

k(4" -trifluoronet i phenyl -2 25

car bonyl ) -am phenyl } - acet oxynet -mal onic acid di nethyl ester,

2-cycl opentyl - /’-{4-[(mr-trifIuoronethyL-biphenyl2-carbony|)-anino]-pheny

| }-acet oxynmet hyl )-mal onic acid diethyl esfer, 22

{4-1(4" -trifluor hyhksRi |- 2- 1) h NOlo bk y-ageticH,act d

1-(2,2,2-trif|uo?gﬁéthé?ga g@%%yr) g§§28ﬁ2x¢F%g?ﬁyf estgr,) (o238
wherein R'® is hydrogen, C;-Ce alkyl or C;3-C, cycloalkyl and n

2- phenyl - 2- (

is an integer of 0 to 3;

5 R?® and RY are each independently hydrogen, hydroxy,
halogen, optionally substituted C;-C¢ alkyl, C;-C¢ alkoxy, halo
C;-C¢ alkyl, C;-C1¢ aralkyloxy, C;-C¢ acyl, optionally
substituted heterocycle, -CON(R'!)(R'?)(wherein R'' and R'? are
each independently hydrogen, C:-C¢ alkyl, optionally

10 substituted C¢-Cy4 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

/T N\
—N )p —N 0
\_/

or

, wherein p is an integer of 0 to 2), - (CH,) -N(R?®) (R**) (wherein
15 R'? and R are each independently hydrogen, Ci:-C¢ alkyl, Cz-Cy
alkoxycarbonyl, Cy-Cs acyl, or R'’ and R' may be taken together

with the nitrogen to which they are attached to form

| S\
—N  O)p —N 0
Q \__/

or

wherein p has the same meaning as defined above and g is an

’

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



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 oxynet hyl } - 2- phenyl mal oni c acid dlthyI 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-b nzo I-benzo 0X phenyl ] acetoxynethyl} 2- phenyl - mal oni c aci d
di et hyl estéikoﬁfz PRt} %igéoﬁu%%r%w ﬁ@) phe?ﬁﬂl]o% optionally

2o o b A T L S 8

car bonyl ) - am no] - ph@ﬁyﬁ}igcetoxynethyl) nalonlc aC|d dlcyclohexyl ester,
{4-[(4"-trifluoronet bi phenyl - 2- car bonyl ) -am no] 20 phenyl }-acetic acid
2,2-bis- cyclohexylcarbannyl 2- phenyl ethyl ester,

{4 [(4"-trifluoronethyl-bipps enyl }-3 ¢ acid
2- phenyl - 2, 2- phenyl car -t
Iuoronethyl H H— 2- car ' acid .
2, 2-bi s-i soproyp ar banoy! N— N“/N
2-benzyl -2-(2-{4-[ (4 -trlfluoronethyl bi phenyl - N=

car bonyl) - anlno] phenyl } - acet oxynet hyl ) - mal oni ¢ aC|d diethyl> 23 ester,
2-(2-{2-net hyl - [(4 -tr|fluoronethyl blphenyl

car bonyl ) - am ~phenyl } - aceN X t hyl) - | oni c
{j”} >
N N . A
0 S S 0?—
U O O 1

5 , wherein K is an integer of 0 to 2, or ring Bmay be taken together

or

with R?®, R! and the nitrogen bound to R!° to form

e

0

Alkl' is alkanediyl or alkenediyl;

Alk1? is alkanediyl or alkenediyl;



acid diethyl ester, 5 4'-trifluoronethyl-biphenyl-2-carboxylic acid 4-[2
phenyl -2, 2-bis-(2,2,2-trifluoro-ethyl carbanoyl)

et hoxycar bonyl net hyl ] - phenyl ester, biphenyl-2-carboxylic acid
4-[2-phenyl -2, 2-bis-(2,2,2
trifluoro-ethyl carbamoyl) - et hoxycar bonyl¥et hyl ] - phenyl 10 ester,

2- but oxy- benzoic acid 4-[2-phenyl-2,2-bis-(2,2,2
trifluoro-ethyl carbanoyl) - et hoxycar bonyl net hyl | - phenyl ester,

2-cycl ohexyl -2-(2-{4-[ (4" -trifluoronethyl -bi phenyl-2 15

car bonyl ) - ami no] -phiehydn - 3 net WY1 52 ndd oni ¢ acid di ethyl ester

{4-[ (bi phenyl -2-carbonyl ) - am no] - phenyl }-acetic acid
2-pheny|-2,2-bisj?2F§,-w%é%?%ﬁ#oggtﬂy?%afbanoyl)-ethyl ester, 20

[ 4- (2- phenoxy- benzoyl ap ng) - | ]~.aget i Le 24 .
phenyl-2,2-bis-(2?2¥%-?$i ?ug?ﬁ?%fﬁ§|?arE%ﬁ%ﬁ??:efﬁyf7eé%Eﬁfycarb°“Yl'
2- phenyl - 2-(12¢K*23 t cOff RO (vrRidwdn #'F (4’ hydrogen or C;-Cs alkyl and R*? is
trifluoronethyl -bi phenyl - 2-carbonyl ) -am no] - phenyl } 25

acet oxyfet Hd-Can@ydi @ra€r tCuli éi—‘ﬁikYééte@lﬁ the group represented by the.
{4-[ (4" -trifluoropethyl-biphenyl-2-carbonyl)-am no] phenyl}-acetic acid
2- phenyl - 2,%R-b1 DY ?E%?g%nnyl-ethyl ester

{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] 24 phenyl }-acetic
aci d 2, 2- bi s- metfiyl car banoyl - 2- phenyl - et hyl ester,

2-pyridin-2jsyl -2-(2-4-[ (4" -trifluoronethyl -bi phenyl 2-car bonyl ) - am no] - phen
yl }-acet oxyne mal oni ¢ acid

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

10 cyano, nitro, halo C;-C¢ alkyl, C;~-Cs 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;-C¢ alkyl and r is an integer of
0 to 3);

15 ring C is C¢-Cy4 aryl, C;-C;s arylcarbonylamino, Cz-Ci,
aralkylcarbonylamino, heterocycle residue, C3-C; cycloalkyl or
C,-C1¢ aralkyl, or ring C may be taken together with R’ and R®

to form

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

optionally substituted C¢-C;4 aryl, hydroxy C;-Cs alkyl,



5 diethyl ester,
2-pyridin-3-yl-2-(2-{4-[ (4" -trifluoronethyl -bi phenyl 2- carbonyl ) - am no] - phen
yl }-acet oxynet hyl )-nmal oni ¢ acid di ethyl ester,

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

bi s- et hyl car banmoyl - 2- phenyl - et hoxycar bodyl et hyl ) - phenyl ester,

2- phenyl -2-(2-{3-trifluoronethyl-4-](4'
trifluoromnethyl -bi phenyl -2-carbonyl ) -am no] - phenyl } acet oxynet hyl)-mal oni c
acid diethyl ester, 15 [4-(2-butoxy;benzoylgm no)-phenyl]-acetic_ acid
2-pheny|-Z;ZIBiQKfZ(Q,Zimbﬁﬁﬁ&6roReth?P@ar%ann?F?-e?%?g egtdgpendently

4-1(4 -trifl hyl -.bi | -.2- car bonyl ) - ami h - i i d
Lo or et cbunbeny! 2 £eLbanyl g TRDRIIE] atSg ccas

2-(2' -{4-[ (9 sk 1 r o |l @y 6-C1a , - 20
iyt | 2SRRI, b SpercnentpaRkam BBl o, ey apy) . ~COO(R) o
2- (2-{4-[ (-diyorenet 2> 9akmemelin- &I nog - phenybén, Ci-Cq alkyl or Cs;-Cy

acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl ester, %5 - . a1
{ 3- met h§l - &yqatky¥i woienmn Hyltasegzhefy? -to arboN{R) 4R nbiwhrrsin R'acetic

acid 2, 2-bi s-ethyl carbanoyl 2-phenyl -eth ester,
2-(2-{4-[ (@err@tg %9F?b¢%ﬂé&§ﬂd§§@<‘}§|’%‘6&9’| S‘Q’/‘gﬁ?%ﬁ“ Ci-Ce alkyl, Ci-Ce acyl,
phenyl } - acet oxynegt )5z yl 2 oNiye &P YtaR8hefogetBer with
2 (2-{4- (& %ﬁ&%&ﬁ"éﬁ%ﬁ | -'29%215bor?§’|d) ?am"%lé’f bavta J
phenyl } - acaetfax et Fydan 2 phaiydh Nleoni £reca ot attleddiyto esdem ,
{4-1(4" -trifluoronethyl-biphenyl -2-carbonyl)-am no] phenyl}-acetic acid
3, 3- bi s- et hyl &r banoyl - 3- phenyl - propyl 5 ester,
{4-[(4'-trif|ué}e#ethyl-biphenyl-2-carbony|)-anino]

—N

r—

0 )

, OIr

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,-Cs 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



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

[ ~- (2- phenoxy- benzoyl am no) - phenyl ] -acetic acid

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

[ 4- ( 2- but oxy- benzoyl am no) - phenyl ] -acetic acid

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

2-phenyl -2-(2-{4-[ (3" -trifluoronethyl-bi phenyl -2

car bonyl ) - am no]gsphenyl } - acet oxynmet hyl ) - mal oni ¢ aci d diethyl ester,
2-(2-{4-[12-(4-fl oro-penzoyl)-benzoylanino]-phenyl}

acet oxynmet h§3) -2 fﬁyl-nalonic acid diethyl ester, 20
bi phenyl - 2- carboxylic acid 4-(2, 2

4'-trifluoro

bi s- et hyl car ba 2- phenyl - et hoxycar bonyl net hyl ) - 2-chl oro phenyl ester,
2- phenyl - 2-{2- [4+(2-t hi ophen- 3-yl - benzoyl am no)

phenyl ] - acet oxynet hyl } - mal oni ¢ acid diethyl ester, 25

2-(2-{4-[ (bi phenyl -3-carbonyl ) - am no] - phenyl }

acet oxynet hyl ) - 2- phepyl ~mal oni,c acid diethyl ester,. X .
2- (2-{4-[i shpMéhAR Rai Ry @nd RuGe&ehelayIths %ﬁ'@ﬁ;}‘r%azllng as defined above;
car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 26 2-(2-{4-[cycl ohexyl-(4"-trifluoronethyl-biphenyl -2

car bonyl ) - apa no] rpBenylsireac etarpRidty | Jo2- phenytodbhgni ehacked£di eyl a
ester, 2-{2-[4-(2-isopropyl-benzoyl am no)-phenyl] 5

acet oxyréet hghdxrRaphehytakdironccentiablgi eseAyl ofsedither according to the

2-{2-[4-(2-benzyl '(9??28 Lam nod;Rheytl ¢ is

0000

q)q
N — .
o
! 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, &

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



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

2- phenyl -2-(2-{4-[ (4" -trifluoronethyl -biphenyl -

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - mal oni c acid 10 di propyl ester,
2-phenyl -2-(2-{4-[ (4" -trifluoromnethyl-bi phenyl -

car bonyl ) - am no] - phenyl } - acetoxynethylﬂjnalonlc acid diisobutyl ester,
2- phenyl -2-{2-[4-(2-trifluoronethoxy-benzoyl am no) 15

phenyl ] - acet oxynet hyl } - mal oni ¢ acid di ethyl ester,

2-{2-[4-(2- butoxycarbonyl benzoyl am no) - phenyl ]

acet oxynet h nic acid diethyl ester,

{4-1(4" -tri} nyl - 2-carb n?§§ am no] phenyl}-acetic acid
enyl - et hy ester,
Al

2, 2-bi s-i soputy

{4-[ (4" -triflaoronet hyl - biphenyhr 2-carb anlno] phenyl } -acetic acid
2, 2- bi s- (3- et hyl - but yl car banoyl ) -2 phenyl - et hyl ester,
2-(2-{4-[ethyl-(4"-trifluoronethyl-bi phenyl-2 25

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, [4-(2)cythehegytebenZOWPQMMdo){phenyl]pnuﬁnHQ:eﬁh@teof. or a
2, 2-bi s- et hyl car banoyl - 2- pheny I-ethX este

{4-1(4" -chp ﬁm%?%%ﬁh9¢lkyc%?%%ﬂ9§? %n?ﬂ%f %ﬁeﬁ&F?er 99CqERtne Lej Hhe

2,2-big-eth Icar ter h
{4 [(3s5 |cﬁl ﬁkﬁﬁggnﬁg cargmﬁRﬁ% QCHﬁgf 6ﬁ%ﬁ?ﬁfhacet?%gék?ac

2, 2-bi s- etﬂaécawaér&yé rﬁ’e@xﬁ‘ﬂi‘%'a@tbé!flﬁéaeﬁbo5e
{3-nethy|-4-[(4'-trifluoronet bi phenyl -2 car bonyl ) -am no] - phenyl }-acetic
acid 2-phenyl-2,2-bis propylcarbanoyl-ethyl ester,

(8) The ester compound or a prodrug thereof, or a
pharmaceutically acceptable salt of either according to the
10 above (6), wherein X is -C0O-(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 O0O;

(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')
RS RS

R7

0_(CH2)m R8 (1 ’ )

20

wherein



4-1(4' -trifluoromethyl -bi phenyl - 2-car bonyl )-am no] phenyl }-acetic acid

2- bi s- (2- met hoxy- et hyl car banoyl )-2 10 phenyl - et hyl ester,
[2-(4-{[2-methyl -4-(4-trifluoronethyl-phenyl)

hi azol e- 5- car bonyl ] - am no} - phenyl ) - acet oxynet hyl ] -2 phenyl - mal oni ¢ acid

di ethyl ester, (4-{[2-nethyl-4-(4-trifluldonethyl-phenyl)-thiazole 15

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

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

(4-{[2-(4- trlfluoronethyl -phenyl ) - pyrldlne 3

car bonyl ] - am no} -pheayd )R acameceachdlxz@ep@m@eletWImml Q- phedklylet hyl

ester, 20 (3-nethyl-4 Léz (4-trifluoronethyl - phen%! %rldlne

3- car bonyl ]Ca'rﬁ:7n6¥cbﬂ% Y} deetGeca Hep ¥y 2 BRlfgen, Ce alkyl, C1-Ce

et hyl car banpy] - 2 yl_~eth te

2-(2-{3-eth§ f¥ Y3 [‘? R e §’rlor‘?§t r%Ya“b. pheny! -

carbonyl) - am no] -phenyl jy acgt Qxpvet Wﬂér@u@WWLsnﬁﬁrEBer%5 acld, digtAy!
ester, {3-isopropyl-4-[(4' -trifluoronethyl-biphenyl-=-2

carbonyng asrnol-@phepyloaakrel i candi d 2, 2- bi s- ethylcarbannyl 2- phenyl et hyl
ester, 2-(2-{3-isopropyl-4-[(4 -trlfLuorgnethyI bi phenyl -
carbonyl ) - ani no] - %heﬁyl}RacéﬁoxﬁhEtﬁy})RZ 6henFFnﬁaF0nﬁca@@|6‘G@@Ph%ﬁs

ester, {3-e (4 -trifluor henyl - 2- car bonyl )

anino] phen%ﬁ% 33%% BeaRth9393- g %ﬁy?égy Bamoyl 5 3-phenyl - propyl ester,
{3-isobutyl 54-4 4rodtﬂ1'gf L HerepEt hzyf abbﬁﬁﬁﬂ)ﬂ:eatlcally acceptable salt of
car bonyl ) - am noJ - phenyl }-aceti ¢ aci d 2, 2-bi s- et hyl car banoyl

{
2,
2-
t

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
/@ ;)
{
q)q
9
|\ ~
S S
or
15 , in which q 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



2- phenyl -ethyl ester, 2-(2-f3-isobutyl-4-[(4'-trifluoronethyl-biphenyl-2 10
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-2
car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 15 2-(2-{3-bronp-4-[(4' -trifl uorokkt hyl - bi phenyl -2
car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, {3-dinethylcarbanoyl-4-[(4"'-trifluoromethyl-bi phenyl
2- car bonyl ) -am no] - phenyl }-acetic acid 2,2-bis 20
et hyl car banepbve- phény| weekginegtets -0-:
{3-di net hyl car banoyl -4-[ (4' -trifl uoronet hyl - bi phenyl
2- car bonyl ) -am no] - phenyl }-acetic acid 2-phenyl -2, 2-bis
propyl car banoyl - e | , r thereof, or a
{3- et hyl ca?ggr’myltr%- [ ?%'tt-g%r | TR OSRS: hoF- bEphEmy 5%
CarbOﬂY')'aﬁhﬁ%ha@@@ﬂlbhiiﬁebh@e@@b@l%,%akao&thﬁkh@mb@m@p&dﬂnghanyWhethyI
ester, {3-dinethylcarbanmoyl-4-[(4'-trifluoronethyl-Dbiphenyl
2- car bony| ) aapiveo) 1phemyl X 1adet wbezeild 8hg- proup - (CHz)i1- is located at
et hyl car banoyl - 3- phenyl - propyl _ester, 29 . . 'y
2- (2-{3-di nﬁ%ﬁyhcapﬁéﬁﬂx?ln- BRI the PEPRERG: &itlfhy the formula (17):
bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl -nal oni c acid
di et hyl ester, {3-benzyl carbanoyl-4-[(4' -trifluoronethyl-biphenyl-2 5
car bonyl ) - agiRg] - pRANY ek taget icompoivtha?, d1hi & ephyldrargarmglremhemy - et hyl
ester, {3-dinethylcarbanoyl-4-[(4"'-trifluoronethyl-biphenyl
pharmaceutically acceptable salt of either according to the
10 above (10) to (13), wherein the group -(CHz)1- 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 C¢-Ci4 aryl;

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

pharmaceutically acceptable salt of either according to the



2- car bonyl ) -am no] - phenyl }-acetic acid 4, 4-bis

et hyl car banoyl - 4- phenyl - butyl ester, 10

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

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

et hyl car banoyl - 2- phenyl - et hyl ester,
{3-diisopropyl carbanmoyl -4-[ (4" -trifl uoronet hyl

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 2,2-bis 15

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

2- (2-{3- di ez2bgveaf bdhoyvherein: C¢-rchf4|az§Ybn%$h9henYl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
di et hyl ester 2-(2-{3-diisopropyl carbamoyl -4-[ (4" -trifluoromethyl 20

bi phenyl - g%? 1%2; agL pol - p@&ﬂ#%nacegwyget Bl‘BFragph@mé!re@l onjpg agi d
di et hyl est I sopropyl car banoyl )

trifl uorOneémafmgt@@eﬂ&éiﬂyCééb@ﬁyblbiam:amft pheaythegcetceracnd 2op2+thies 25
et hyl car banoyl - 2- phenyl - et hyl ester,

2- (2- {35 et diydveref hy) - tarbhﬁbylwhar@%n'the ring C is C;3-C; cycloalkyl;
trifluoronethyl-bi phenyl - 2=car bonyl ) - am no] - phenyl }

acetoxynethyl) 2- phenyl nalonic acid diethyl ester,

{3-(ethyl - nE % bagpyé% ﬁ é??ﬁalf Horgneggéhgugsothereof, or a

bi phenyl - am no acetic ac
Ethy|Carbanﬂﬂérﬁa@@@ﬂybaEiﬁYéc@éﬁﬁéble salt of either according to the
{3-(ethyl -met hyl -carbanoyl )-4-[(4"-trifluoronethyl

bi phenyl - 2-gaehen(y13) ahp nb}7 phewekednethe aihd @, dshis 5

et hyl car banoyl ; 3- phenyl - propyl ester,

{3- (plperldl N carb§ﬁ§&§;4-[(4'-tri omet hyl
bi phenyl - rbo yl) “LP ]-phenyI}Taﬁgti acid 2,2-bis

, or S
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)-



et hyl car banoyl - 2- phenyl - et hyl ester,
{3-(pyrrolidine-1-carbonyl)-4-[(4"-trifluoronethyl ZO
bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bis
et hyl car banoyl - 2- phenyl - et hyl ester,
{3-(pyrro|idine-l-carbonyl)-4-[(4'-trif@&oronethyl

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 banoyl )-4-[ (4" -trifluoronethy

bi phenyl - 2-

¥
et hyl car ba | - 2- pheny| - et hyl ester,
{3- (et hyl - %f&éi%’gff%%n%@‘f%%- [(4'-trifluoronethyl

- I
ST HAC AT et 1L G B beggpbamoyL -2+

bi phenyl - 2- car bory) ) @i 3ol rAler¥hbtA¢EL bEpREAFh 32 Jedsordd ) -amino] -

et hyl car banoyl - 3- phenyl - propyl ester,

{ 3- di met hylgregrbamydceeid Acid iS4 (romttnd £higphemthylcarbamoyl) - 9h-
2- car bonyl ) -am no] - phenyl }-acetic acid 2-ethyl carbanoyl 2-phenyl -et hyl

ester, 2-phehyoren{P=-YBu¢phyyt ct$eRAe- 1-carbonyl )-4-[ (4" 25 trif
I t hyl - bi ph - 2- bonyl) - am - yl t thyl.) ¢
ety ester, ' 2ok C8 TNl o e TSR

mal oni ¢ aci d

trif

vor omet hy o ppIyherty £A 00 dn2en aolapsery| ), scekoxyasioy!)-mal onic aci d

di et hyl ester,

yl car bamoyl - 4-] (4" -trifluoronethyl - bi phenyl

2- car bonyl )e@fy ned riphesryl } - gicef 1 woren €9 2y phetlyy : 2e ptepj onyl ani no- et hyl

ester, {3-dinethylcarbanoyl-4-[(4"'-trifluoronethyl-biphenyl 5

2- car bony! ) - ami nol4phehnyitrifdaoremgehyl obbpaenyl 22 PR V1A JanAHEE hy |

ester, [{3-dimet hyl carbamoyl c 45 I{ Ardd i 1 yor prethvl - b pheny)

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

20 diisopropyl ester,

acid

{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

dimethyl ester,

acid

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

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

diethyl ester,

acid



2- car bonyl ) -am no] - phenyl }-acetic acid 2-(2, 5-di oxo
pyrrolidin-1-yl)-2-phenyl-ethyl ester, 10

{3-di met hyl car bamoyl -4-[ (4" -trifl uoronet hyl - bi phenyl

2- car bonyl ) -am no] - phenyl }-acetic acid 2-ethyl carbanoyl benzyl ester)
{3-di et hyl car banmoyl - 4-[ (4' -tri fl uor om@2hyl - bi phenyl

2- car bonyl ) -am no] - phenyl }-acetic acid 2 15 et hyl car banoyl net hyl - benzyl
ester, {3-dinethylcarbanoyl-4-[(4'-trifluoronethyl-biphenyl

2- carbonyl) am no] - phenyl }-acetic acid 2-isopropyl am no- 2 phenyl et hyl
ester hydrochl or{|4dd<4[3Iem#épﬁg7p@atbxﬂmmplaewlt 1$3XRATSE TRAL ] -

gg?é(r)?/l zzin}pgjoe%rgfﬁienyl acetl C (d242?(% Bgﬁslf I car y}rnfgarbarﬁ)cbefyl et hyl

benzoyl a o) hyl } - 2- phenyl - nalonlc acid diethyl ester,
25 2-1 2- (zélp‘)sl‘g‘b%yﬁy‘?ﬁgﬁb & “4-[ (4 -trifluoromethyl

bi phenyl - 2- carb ﬁeﬁymiuﬂ{zﬂkﬂgwj ﬁﬁxﬁxugﬁomﬁﬁn&j Ebmmmmyamnm¢bﬂic acid
di et hyl ester, 2- { 3-di net hyl car banoyl -4-[ (4' -fl uor o- bi phenyl -2

car bonyl ) phnmmq}fﬂmﬂw¢$ym@£hzkyﬂm@h9mécZaﬁh@n@iethénﬁ§ter32 aci d di et hyl

gf%ﬁihyﬁcé?bgﬁn[(4 bronD éﬂgFggé%éﬁ Carbo’%Héﬁ@ﬁgm%%%ﬁ}c aci d di et hyl
ester, 5 {3:dipp %Fgﬁﬁgigﬁg%ceﬁi%al%yH@{&n&wyhybl gbeay!

2- carbonyl‘—j\C p Cc acl acetyl am no-2 phenyl -ethyl ester,
-{2-[4-(2-butoxy-benzoylamino)-phenyl]-

acetoxymethyl}-2-phenyl-malonic 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)-aminoj-
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-di met hyl car banmoyl - 4-((4' -trifl uoronethyl -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 et 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 ani no) - 3- di me&hyl car banoyl 15

phenyl ] - acet oxynet hyl } - 2- phenyl - mal oni ¢ aci d 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 phenyl - mal oni ¢ aci d

di net hyl esseer. 2-cycl opentyl -2-(2-{3-di net hyl carbanoyl -4-[ (4" 20
trifluoronethyl -bi phenyl -2-caybon ; am noj - phen - ac thyl ) -mal oni c
acid di et hyl est%‘r&'z{]%%‘?g?'@y& él-%zi‘{%lﬁjr‘h‘g’f%‘&%lé‘}éﬁfgéﬁ% ﬁﬁgﬂﬁ(g'

trifluoro - bi ph 52z Llzapm a Lb-8eehoxymaRbAYE) - mal oni c
acid dietﬂ§%9%é?£%P §E¥é932§?%?€?£'%gﬁﬁggg%%?gggzy%-gﬁga?bonyl)-anino]-3

di met hyl cag bagoyicphenytdtaset oxynet hyl ) - 2- phenyl - mal oni ¢ acid di et hyl
ester, 2-(2-{4-[(4'-acety|-biphenyl-2-carbony|)-aninoL:S )

di met hydl car banoy4  pieifljozees oxyher hpihgnpl phepgroany bhfcacids4at?d di et hyl

2 2] 5- ot YPH! brbyPLE: hety P BERFRSELPER LhBtoarbanopdfty ] -acetic acte
oyl 1 - acB RS RER R Sra ekt CREPRTY CERERYTC it ester,

i ot yh G by ORIy 1 Seet OyTE Iyl 2. Dhenel aloni C agid 4 et by
ester, trifluoro-ethylcarbamoyl)-ethoxycarbonylmethyl]-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)-maloniczuﬁildiethyl
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-z,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]—



10 2-(2-{3-di net hyl carbanoyl -4-[ (4-nethyl-4" trif

| uor onet 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-di net hyl car banoyl - 4- [ (5- net hyl - 4

trifluoronethyl-biphenyl-2-carbony|)-aﬁﬁno]-phenyl} 15

acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester,

{3-di met hyl car bamoyl -4-[ (4" -trifl uoronet hyl - bi phenyl

2- car bonyl ) -am no] - phenyl }-acetic_acid 2

met hanesul PBAYY AT & @El%héﬂ?yfe?hﬁr%é§f@Fthlcarbamoyl'2—phenyl'ethyl

3-(2-{3-dinegh%IcarbanDyl-4-[(4'-trifluoronethyl 20

biphenyl-298 F onyl ) -am no] - phenyl } - acet oxy) - 2- phenyl propionic acid ethyl

ester, {3-dinethylgarbammyb=¢i[64(2t il porogpibylobopeenyl -biphenyl-

2- car bonyl ) -am no] -phenyl }-acetic acid 2-(nethyl -propionyl

am no) - 2- phepgkrbehkyl) -astien,] -2henyl } -acetoxymethyl)-malonic acid

2-[3-(2-{3-di met hyl carbanmoyl -4-[ (4" -trifl uoronet hyl

bi phenyd - 24é&itbygAy BFL&&i-no] - phenyl } - acet oxy) - propyl ] -2 phenyl - mal oni ¢ aci d

di ethyl ester, 2:(2-{3=dinethylcarba 1 [ (03 “4hvl-bi -

trifluoronethyl- fBﬁ%ﬁang§6¥¥b2n§?)?gﬁiké]-EE%%&FFQéxgihyl biphenyl

acet oxynet By L 2oRheNY anTRlqnipheagild -dcetbylymeshem.) -malonic acid

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

car bonyl) - daerby13editeet,hyl car banoyl - phenyl }

acet oxymet hyl ) - 2- phenyl - mal oni ¢ acid,diethxl ester, 5. id 4-(2.2

2-(2-{3-di net hyl 8ar baAByPoxomeshitr Ryphgnyl-2-carboxylic acid 4-(2,2-

triflugromethyl-biphenyl -2- carb ani 5 | -

acetox3@e?ﬁﬁﬁf9fgﬂﬁgﬁ§%@ﬁépghFc%g%%gld?gg%%pgggﬁéﬁklﬁethyl) phenyl

2- (2-{3-di ggihyl carbamoyl -4-[ (4" -trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2
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)bethyl
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-1l-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}-aceticacid2,2-bis—ethylcarbamoyl—
2-phenyl-ethyl ester,

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

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



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

2- (2-{3-di net hyl car banoyl -4-[(2' -fl uoro-4
trifluoronethyl -bi phenyl - 2-carbonyl ) -am no] - phenyl }

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

2- (2-{5- di net hyl car banoyl - 2- f | uor o- 4- [ (42515
trifluoronethyl -bi phenyl - 2-car bonyl ) - am no] - phenyl }

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

2- (2-{3-brono-5-di et hyl car banmoyl -4-[ (4"

trifluoromethyl - bfphényf-2{&arBBRPP¥YakiiRBEFReRyCRrbONYL) ~amino] -
5L e BB MR p A e M aseonyn este
trifluoronethyl - by phepyl :@ffﬁ&%%ét@é{i)%]fﬁ%g{g%'rz}-carbonyl) ~amino] -

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

2- (2-{3- di nphéyytar daedyt- diB' 3f, BubLe~4thylcarbamoyl-3-phenyl-propyl
trifluoronethyl -bi phenyl -2-carbonyl ) -am no] - phenyl } 25
acetoxyﬁbth9ﬁ¥32+phenyl-nalonic acid diethyl ester,

2-(2-{4-[(3" -chlofp-4 -frifl oronetq%%;b'ph nyl -2 .
carbonyl)-anino]-égdﬁhﬁtﬁﬁﬁ%égﬁﬁﬁﬁﬂﬁ - Héhgpﬁexyl—Z-carbonyl)—amlno]—
acet oxynet hyphdn¢r phesyt s FeheRiac saphdnghebhyl past -

5 (2- (3o di nor cgrbann§l-4-[(4'-Pri??&o?ééep 5 Progylcarbanoyl-propyl
bi phenyl - 2-eatéonyl ) - am no] - phenyl } - acet oxynet hyl ) -2- (5
nitro-pyridin-2-yl)-malonic acid diethyl ester, .

2- (5- am no- pyri di ¥ 2L (Pipenpl { 2-garponyl tapbanoyphenyl}-acetic acid

cet oxylTet g1 7 RAT oL By eRtoaer hyr gapayL e thyIoLsRag ) o

acet oxyrret hyl

2- (2-{3-di net hyl cpi besDyhe ot dbed b1 AHOROVELAYLv1 ] -acetic acid .
bi phenyl - 2- car bonyl ) -am no] - p enyl}-acetoxyne%ﬁy+¥-£ pyri |n-2-yl-naﬁon|c
aci d di et hy?, 2sbies;elhylecfBbainbpl o2 5pdenel hgkhgal basegk, 2- f | uor o- 4-[ (4
[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);maloniczuxuidiethyl
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,



10 trifluoronethyl -bi phenyl - 2- car bonyl ) - am no] - phenyl }

acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester,

2- (2-{3-brono-5-di net hyl car banoyl - 2-fl uoro-4-[ (4
trifluoromnethyl-bi phenyl -2-carbonyl ) -am no] - phenyl }

acet oxymnet hyl ) - 2- phenyl - mal oni ¢ aci d dié%%yl ester, 15

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

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2-0 tol yl -mal onic acid

di ethyl ester, 2-(2-{3-dinethylcarb -4-[(4' -trifluoropet
biphe%yl-2-carbonérféaﬁf%BTYﬁ¥%99¥¥ng%%b&ﬁ#é%ﬂ???ﬁ§£ﬁ¥%OEEBFépyﬁﬁPGnic
acid diethyl ester, 2-(2-{3-dji I h 0451kl |
biphenyl-2¥83F§8ﬁyﬁf:gﬁﬁﬁéﬁfghgﬁgigfggé?%&?ﬁ%?ﬁ?ﬁ&:5:%5F§&§?&%gﬁéﬁ¥h acid
di et hyl estgrig2géérabhoegtebenyl)-2-(2-{3-dinethyl carbanoyl -4-[(4" 25 trif
| uor onet hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl } acet oxynet hyl)-nmal onic acid
di ethyl ester, 2-23fzhl[or02pheoytdpPl{BefBovianihy)ephbapbyt-4-[(4' trif

Iuoronethyl-biphenyl-2-carbon%I)-anino]-pheny[} acet oxymet hyl )-mal oni ¢ acid
di et hyl fstapetoxggephydlcRrpenpheiplprie(20L8. §ipEhry 862Dyl -4-[ (4

trifIuoronethyl-b'pPg?zégfgg éggnﬁg%%agigf ﬁ$g§?¥%533§?§9xynethyl)-nalonic

acid diethyl estef, -dre noy fluoronethyl 5
biphenyl-2-séé@8§¥gL?§9%DOb;Eheﬁyh}ma@sh@&yae&hyhhe%hpmeegke&uccinic aci d

di ethyl ester, 2 -di et hyl car bamoyl -4-[ (4" -trifl uoronet hyl
bi phenyl - 2- car bongtphanyhe? - phedyt | ¢ AtetokfheohghytRyl 2biphenyl-2-
nmet hoxy- phenyl )-mal oni ¢ acid diethyl ester, ) .
carbonyl)-amino]—phenyl¥—acetoxymethyl)—malonlc 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]j-

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}-



10 2-(2-{3-di net hyl carbanoyl -4-[ (4" -trifl uoronethyl

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

met hoxy- phenyl ) - mal oni ¢ acid di ethyl ester,

2- (2-{3-di et hyl car banoyl -4-[ (4 -trlfluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet®xynet hyl )-2-(4 15

nmet hoxy- phenyl) mal oni ¢ acid diethyl ester,

2-(2-{4-((5,4" -bis-trifluoronethyl - biphenyl-

car bonyl ) - am no] - 3- di et hyl car banoyl - phenyl }
acetoxyneth§¢9t20pheh9l2n&rbhﬁceﬁbYécéFéﬁﬁyvlegtehenyl ethyl ester,

2-(2-{4-[(6-chlor o I- hen

car bonyl ) - ami no] - §4d£h% é %gﬁﬁﬁ ¥ 2t Carbonyl) -amino] -

acet oxymnet - h agi t
2-(2-{3-di2%%%?§%gr%§%%§FB4QF%§ Q gh% Q¥hy§§5§5amoyl 2-phenyl-ethyl
trifluoromegéybrbi phenyl -2- carbonyl) anlno] phenyl }

acet oxynet hyl ) - 2- phenyl - mal oni ¢ acid diethyl ester, 25

2-(2- (24 3- dineth&$em¢b@mby4-ﬂé{(Stnéfhybramethyl biphenyl-2-
trifluoronethyl henyl - 2- car bon am no] - phenyl } .

acet oxy) - et%???OQtheﬁWFnﬁérBﬁ?ﬁygélBCBFéFh9P1@s¥ePPenYl‘2'2'b15‘

2-(2-{3-di e

trifIuorong$%§¥§%?£€§%§¥b% %gé %n%??éaﬁlno] phenyl } 37

acet oxymet hyl ) - 2- phenyd - @t igNive ragied ngilebiyhea§l €0 »carbonyl ) -amino] -
2- (2-{3-di net hyl car banoyl - 4-[ (5-i sopr opoxy-4

trifluor onepllmyrhyb} pheetylc 2achd bdngtYiani hojephexytéthylcarbamoyl) -2-
acetoxyneth % hen | -mal oni ¢ acid di et hyl ester 5

2-[2- (22 a- l%/l% nyl: %FE %r??FﬁBr onet hyl - bi phenyl -

car bonyl ) - am no] phgn )
et hyl ] - 2- phenyl - ﬁglonl aC|d $§$£%|4e22e¥£iffﬁg£gﬁgihyl phenyl)

2- (2-{3-di nretbyt e8¢ baneytbdn | §- ami ho¥yphenyl) -acetoxymethyl]-2-

~trifluoronethyl-bi phenyl - 2- car bonyl ) - am no] - phenyl }
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-trifiluoromethyl-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}-aceticadid2,2—bis—ethylcarbamoyl-
2-phenyl-ethyl ester,

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



10 acet oxynet hyl)-2-phenyl -nmal onic acid di ethyl ester,

2- (2-{3-di net hyl carbanmoyl -4-[ (3-nmet hyl -4" trif

| uor onet hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl }

acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d digt hyl ester,
2-{2-(4-(2'",4-bis-trifluoronethyl -benzoyl am no)-3 15

di net hyl car banoyl - phenyl ] - acet oxynet hyl } - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-(2-{3-dinethylcarbanmoyl -4-[(4"-mnethyl -bi phenyl -2

car bonyl ) - am no] - pheny] } - acet ox t hyl) - 2- ﬂﬁﬂﬁ'i-i ' h&h st g hyl
ester, 20 @@Wf)mﬁtf?%‘%%'cﬁ ‘?‘FB%/ 12 eeenozxé’yni?am noB EIE}Shlgllrn\laill BéhaL

acet oxynet hyl 1 - 2- phenyl - nic acid diethyl ester,

2-(2-{3- di%%y‘ﬁ%@m@%@f{ (4' - et hyl - bi phenyl - 2

car bonyl ) - ani no] jﬂgﬁﬁwhhﬂaqQuoxyﬂﬁfmybieﬂbtﬁm&nbiﬁhﬂnﬂﬁ1?1ﬁ§n?°6Wéﬂhyl
ester, 25 2-(2-{%-dinethylcarbanDyI-4-[(4';isopropen
biphenyl-&mﬁﬂdnnpﬂénymﬁ+nﬂeqﬂnH34%dd%é%ﬁ%ﬁﬂﬁ?ﬂﬂ%qégﬁﬁﬂﬂﬁ&inalonic acid
di et hyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4'-isopropyl-biphenyl

2- car bény| 3 -pirenv]} - PREPYT }€2E&F oxynet hyl ) - 2- phenyl -mal onic 38 acid

di ethyl ester, 2-{2-[3-dinethy}cart ; -&rﬁ’eiﬁ‘«ﬁﬂ@ﬂﬁwﬂ B-2-
trifIuoronethyl-%%ﬁf%%?%%fﬁd?-Lﬁgny -5%g§%xynet yl}-2 pﬁ%nyl-nalonic acid
diethyl est b?g%g){gm£§oyiﬁﬁéhyigaabaﬂngkxﬁkx2;23bpsopyhylcarbamoyl'

thyl -

trifluorone enzoyl am no) - phenyl ] - acet oxynet hyl }-2 phenyl -mal onic acid
di et hyl estephery{zefBylli estayl carbanmoyl -4-[2-(3-trifl uoronethyl

phenyl ami no) - benzoy) am no] -pheny! } - ppgt OXYIEL 1Y bt RPEMSL pheny1 - 2-

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:acid2,2—bis-ethylcarbamoyl—
2-phenyl-ethyl ester,

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

ethylcarbamoyl—B-phenyl-propyl ester,



10 mal onic acid diethyl ester,

2-{2-[3-di net hyl car banoyl -4-(4' -trifl uoronethyl

bi phenyl - 2- car bonyl oxy) - phenyl ] - acet oxymnet hyl } - 2- phenyl mal oni ¢ aci d

di ethyl ester, 2-(2-{3-dinethylcarbanmoyl-4-[2-(3-trifluoronethyl 15
phenoxy)-benzoylanino]-phenyl}-acetoxyn@?hyl)-2-pheny| mal oni ¢ aci d di et hyl
ester, {3-dinethylcarbanoyl-4-[(4"'-trifluoronethyl-biphenyl

2- car bonyl ) -am no] - phenyl }-acetic acid 2-ethyl -2-phenyl butyl ester, 20
2-(2-{3-dinet hyl car banoyl - 4-[ 2- (4-trifl uaoronet hyl ,

phenoxy) - benzoyl &ri(fa]l- h’éﬁgﬂ*}hﬁfa?é‘e’ﬂ%?ﬂ%’tlh-muzg pHEA LT VM %LT d di et hyl
ester, 3-dinethyl carpanovl -4-J(4' -trifl - bi e

2- car bonyl )b-léjrtﬂ%lﬂ -—pﬁl’)fe%%/ yon :{e£—ia(l:mjaljé(+ %_#Q%ﬁg%@ré’é%p%%ﬁ%% HA Fet hyl ester,
{(3-di et hy | gauaril rahld cid | & diatpnesdede bi phenyl 2- carbonyl) -am no] - phen
yl }-acetic "aci d 2, 2-di phenyl -et hyl ester,

{ 3- di net hyl car baq@ylbedrd 14 artlranid wiordonet A txbi fiherdme t1§0l -biphenyl-2-

2- car bonyl ) - am no] - phenyl } -acetic acid 1-phenyl g%clppentylnethgl ester,
{ 3- di mebhy|aantsmoy) ~amine] -pheqy Libragrt iy rCpdoh ehyPis-ethylcarbamoyl -

2- car bonyl ) - am no]l.- ph Q%i}- cetic acid 3-hydroxy-2 5
hydrpxynetﬁﬂnﬂﬁﬂ#ﬁﬁﬁﬁh cﬁéﬁeﬁster, .
{3_d'nEthylCarbaq%ﬂdf%éﬂﬁyIéifﬁAdgyiuﬁﬂﬁbﬂ*lﬂﬁﬂﬁiﬁﬂromethyl—biphenyl-
2- car bonyl ) - am no] - phenyl }-acetic acid 3-acet oxy-2

acet oxynet hpdca-tydreny) -guipy] - giséeyl}-acetic acid 4,4-bis-
2- (2-{3-di net hyl carbanmoyl -4-[ (4" -trifluoronethyl 10
bi phenyl - 2-&drarathaney kot -preryd Jweet ossHeY hyl ) - 2

10 {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-

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]—phenyl}—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-



t hi ophen-2-yl-nmal onic 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 t hi ophen- 3-yl - mal oni ¢
acid diethyl ester, 15 2-(2-{4-dinethyl carbanoyl-5-[(4"-trifluoronethyl
biphenyl-2-carbony|)-anino]-pyridin-2-y$ -acet oxynet hyl ) -2 phenyl - mal oni c
acid diethyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4"'-trifluoronethyl

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

met hyl -t hi ophen-2-yl)-malonic acid diethyl ester, | . 2 -bi

2- (2-{3- di BRphghyarBawaybonyll(4aminof|-phegydmpcetic acid 2,2-bis-

bi phenyl - 2- car bonyl ) - am_nqg] - phenyl } - acet gx thyl)-2-(5

net hyl - t hi 65h¥ACATPRNONE - 'ipéleé‘é'%ﬂd e&%gﬁhﬁsyt%,er ,

2-(2-{3-dinethyl car - 4- 1 bhidblale uhyl( 425 trifluoromethyl-
biphenyl-2-carboﬁ§l?ggﬁ¥%oﬁF%&§%ylf—agetgggﬁethyl)-z t hi azol - 2-yl - mal oni c

aci d di et hyl; sesten . 22dadtoirydi veintiylogamamy }-edewc adifd Fororhstsy|

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 i sopropyl - mal oni ¢ aci d
di et hyl 5 estetthyl cardahogc-IumhanyA(prdeyldiafdidHy car banmoyl - 4-[ (4’
trifluoromethyl - bi phenyl - 2-car bonyl ) - am nqj -,p il )- mal oni ¢
aci d diethyl estdpB- (Piperifimerds ré’z&’(’@fgﬁﬁﬁ‘ﬁ?f?’{ (%%ﬁ%&%ﬁ%lhyl 5

bi phenyl - 2- car bonyl ).- ami no] - phenyl -+ acehel wddrik | sotuity) 2z rmloni ¢ aci d
di et hyl estbé'ﬁhe?y(ﬁ?'-?{'f-a :LrF]eI}}ﬁQ (%%na&r‘r]coa SAST (4 -t FT1 Lor omet hyl
biphenyl-zé%ﬂyﬁgggg e NOJ -yl Jetanel eenet hyl ) -2 propyl - mal oni ¢ acid

di et hyl ester, 10 ZF%Z-f%-d}qet@y[carbanqy i4iE(Zﬁ:€£££!d£¥8%£%k9¥L
{3-(pyrrolidine-1l-carbony y-4-[¢(

10 biphenyl—z—carbonyl)—amino]—phenyl}—acetic acid 2,2-bis-

ethylcarbamoyl-2—phenyl—ethyl ester,
{3-(pyrrolidine—l-carbonyl)—4—[(4'-trifluoromethyl-

biphenyl—z—carbonyl)-amino]-phenyl}—acetic acid 2,2-bis-

ethylcarbamoyl-2-phenyl—ethyl ester,

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

{3-(methyl-propyl—carbamoyl)—4-[(4'-trifluoromethyl-
biphenyl-z-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—l—carbonyl)—4—[(4'—
trifluoromethyl—biphenyl—2—carbonyl)—amino]—phenyl}-

acetoxymethyl)-malonic acid diethyl ester,



bi phenyl - 2- car bonyl ) - ami no] - phenyl } - acet oxymet hyl ) - 2- et hyl mal onic acid

di ethyl ester, 2-butyl-2-(2-{3-dinmethylcarbanmoyl-4-[(4
trifluoronethyl -bi phenyl -2-carbonyl ) -am no] - phenyl } 15

acet oxymet hyl ) - mal oni ¢ aci d di et hyl estgi,

2-al Iyl -2-(2-{3-dinethyl carbanoyl -4-[ (4

trifluoromethyl-biphenyl -2-carbonyl)-am no] - phenyl } acetoxymethyl)-mal oni c
acid diethyl ester, 3-(2-{3-dinethylcarbanmoyl-4-[(4"'-trifluoronethyl 20

bi phenyl - 2- car bonyl ) - am no].- phenyl } - acet oxy,) -.2,.2--bi .
et hoxycar bonyl - pr()éﬁid&mec?hijc}i"@r lésﬁ'e[?(,‘ly)"tfl%luosromethyl_blphenyl—

2- (2-{3-di net fgoglbcoq}r}sblag@ggi-ﬁﬁg][_f?ﬁé 1l oretdyia j2-phenyl-2-

biFEePyL-Z-ijﬁ onyl®)-‘am no| -’ phenyl} -"acet oxynet hyl
met hyl - but yY)q | Lfmi3d L 1dvet wdreaster, 25
2-(2-{3-etﬁ%x§ﬁ%#ﬁ?h'-trifIugfznethyl-biphenyl-z

car bonyl ) - ami no] {pheriylethadetombametytiy 49— -4 hermsil £ g eamet heh P el -
ester, {3-hydroxy-4-[(4' -trifluoronethyl-Dbjpheny]-

(Z:ar Eony{i) - ?%gio{ﬂﬂhqj?i@n&ng1®%¥Jd3 %%H@-%?%& %a?fb%’h%%ﬁz’ 41

- phenyl - e ester. {3-nmethoxy-4-[ (4" -trifluoromethyl-biphenyl -2
car bonyl ) - é’r%??o‘]q e gégtg ﬁé easgtl‘i 2, 2-bi s- et hyl car %am)ylo 2- %henyl - et hyl
ester, 5 2-(2-{3-eidietrfyridatdnidyial-Lor onet ot + 4 ydhesmd tiy 1 -biphenyl -
car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, {3-mptduxtyordr])4amine F4prorrgnel tate biphaeid -2-(2,5-dioxo-
carbonyl ) -am no] - phenyl }-acetic acid 2-phenyl -2, 2-bis 10

propyl car bansgekidin - kst - 2-phenyl-ethyl éster,

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—z—carbonyl)—amino]—phenyl}—acetoxy)—ethyl]—z—
phenyl-malonic acid diethyl ester,

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

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



{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'-trifluoronethyB2bi phenyl -

car bonyl ) -am no] - phenyl }-acetic acid 3, 3-bi s-ethyl carbanoyl 3-phenyl -propyl
ester, 20 2-(2-{3-isopropoxy-4-[(4'-trifluoronethyl-biphenyl -
carbonyl)-anino]-phenyl}-acetoxynethyl)-2-pheny|-nalonic acid di et hyl
ester, {Sacmﬂndxﬂbhy&$qqtﬁririfIuoronethyl bi phenyl -

carbonyl) am no] - phenyl }-acetic acid 2, 2-his-ethyl car | %5
2- phenyl - et hyl @st@r“{‘é“soﬁﬁﬁ?ﬂ'&x%% heny L -2riceriers; tWYln& phenyl - 2

Car DoY) IS PSS A6 kol ShiN PSRN ey - Pr 0Py

car bonyl) aq;g@cgleqhﬁ;]y stagetic acid 2, 2-bis-ethylcar bam)yl 2- phenyl - et hyl
ester, {3-benzyl oxy-4- [(4 -trlfluoronethyl bi phenyl -

carbonsl) anlnok3phﬁmﬂthymnmmhammyh}42[ZAUkirdﬁmwGQQMthxm E.phenyl -
2- phenyl -ethyl ester, 2-(2- {3 benzyl oxy-4-[ (4 -tr|fluoronet %% bi phenyl -

car bonyl ) Zard a3 eniie) rrﬁ“}lnébetl&{%m@tm%e Loy Ry IR et P o et hyl
ester, &%ﬁ%ﬁrhyqﬁgﬁg ,J(4'-tr|fluoronethyl bi phenyl -2 10
car bonyl ) Ak 19253 et oxynet hyl ) - 2- pheny! - mal oni ¢
{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



acid diethyl ester, 2-{2-[3-nmethoxy-4-(4'-trifluoronethyl-bi
carbpnyloxy)-phenyl]-acetoxynethyl}-2-pheny|-nalonic aci d di
{3-di met hyl am no-4-[ (4" -trifluoronethyl -bi phenyl -

carbonyl ) - am no] - phenyl } - acetic acid 2, 2-bis- ethylcarbannyl
ester, {3-piperidin-1-yl-4-[(4 -trifluoddnethyl - bi phenyl -
carbonyl) am no] - phenyl }-acetic acid 2, 2-bis- ethylcarbannyl
2-phenyl -ethyl ester, {3-pyrro|idin-1-y|-4-[(4'-trifluoronet
car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bi s-et hyl car banoyl
ester, 2-pheniyl dlethyf3epitgarni din-1-yl-4-[(4" 25
trlfluoronethyl bi phen

phenyl - 2
ethyl ester, 15

2- phenyl - et hyl
20

hyl - bi phenyl -
2- phenyl - et hyl

acid diethyl estép: d?méﬁgﬁ}gg% Pﬁ%yé gyﬁ?OkP§Pﬁ§¥l %%S?%MHE&BX')-”B|OniC

trifluoromethyl ronyl) 1A hemd

acid diet hf ¥]¥tlg %%%Qﬁg 2- (C%d?S dlg)rre—tﬁhrgylré?%yﬁo 4- [a}(m4' -triflu
bi phenyl - 2Gahonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl -
di et hyl ester, 2-(2-{3-norpholin-4-yl (4'-tr|fluoronethyl
1- 2- car bonyl ) - anRRép- mﬁedymptaaép@%@ﬁmpﬁ5

ester, 2-(2- {3chethylam|1 4'-trifluoronethyl - e
2- carbonylPh%ﬁY %ﬁﬁg( %' éﬁ§ Q%ﬁ#%;%

Yyl oty oni ¢
or onet hyl

mal oni ¢ aci d
blpheny 5

- prowmﬂﬂ@%ﬁ“&fm &t hyl

& W hy

ester, 2-[2-( %_{(%_Q‘ﬁt_}f)(lp3Jy(a%o-tbr1pfﬂe%}rlm§e-tcwbotﬂyﬂhe%\ﬂ17?0] 3-

dimethylcarbamoyl—phenyl}—acetoxymethyl)-2—phenyl
acid diethyl ester,
10 2-(2-{3-dimethylcarbamoyl-4-[(4~-methyl-4"'-

-malonic

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

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

2-(2-{3-dimethylcarbamoyl-4-[(5-methyl-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl

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

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

2-carbonyl)-amino]-phenyl}-acetic acid 2-

methanesulfonylamino-2-phenyl-ethyl ester,

}_

biphenyl-

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

20 biphenyl-Z—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'—trif1uoromethyl-

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

}_



car bonyl ) - am no] - phenyl } - acet oxy) - et hyl ] - 2- phen [ [ [
_ yl -mal oni ¢ aci d di et hyl
ester, 2-phenyl-2-(2-{3-[(4'-trifluoronethyl-biphenyl-2 Y
ga;ﬁggg:)éaFEn?g-?gerz.}-ace;oxynethyl)-nalonic acid diethyl 15 ester
- -2-[12-(2-{3- ~' -trifluoronethyl =bi phenyl - 2car bonyl ) - am Y
%éaf?zox¥);$}hy|]-nalonic aci d diethyIBésterP d y1)-am nol - phenyl
-[ (4" -trifluoromethyl-biphenyl-2-carbonyl)-am no] 20 phenyl}- ' '
3, 3- bi s- et hyl car banoyl - 3- phenyl - propyl ester, ] P yi}-acetic acid

{3-[(4" -trifl hvl - bi M - _ _
(o1 (4 -tri 1] uoromet iyl - b pheny - 2-garbonyl L oagnl, phenyl)- aceti ¢ acid

2'[2‘(2-{4-nﬁthy|-a%[ 4' -trifluoronpt hyl - b . .
gg{ te)(r)nylz) - gm’ noj%7p 'né%}[-éé'e %ﬁ?ﬁqghwﬁ%%‘g% tlr%ryall_o?ﬁ%h%rgﬁj_ %I-I et hyl
SLE l'[céégﬁégiE?£ﬂ¥§6?:ﬁﬁéiméfh%i&ﬂfﬁﬂmé vl phéppERy| - 2

[ onyl) -am noJ=phenyl} - acet oxy) - et hyl ] - 2-phenyl -mal onic 44 acid diethyl
ester, {3-f{dtokimétnglpretpyénpl phebyhi- saidodyeihaki astephenyl}-acetic
aci d 3, 3-bi s-isopropyl car banoyl - 3- phenyl propyl ester
(e motisyl - 3. [ (4 0t C21( SR brathys CHUpMENYH Lo ELF HERVRTLaM fo] - phenyl }- acet i c
acid 3, 3-bi s-ethyl car banpy] _ 3- hegy -brapyl -aster: henvl
gg;gﬁzhilb?r}f?EQF?W?FHS}bﬁéP 5?3 T%ﬁéﬁ§$f§'§é} 8ﬁ§vfpéﬁpgof;phenyl}-acetic

,4-bis-e C rf&i_ 1 h%h 4- |l1- D wiu! -

{2- net hyl _%g?%%c%flerﬁ? uglr)%rpet Q’xyl - Er{%gh%r?ﬁ)- té:\id esle?hlyl ester) ,
2—(2—{3-dimethylcarbamoyl—4-[(4'—trifluoromethyl—
biphenyl—z—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-z—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'-
trif1uoromethyl—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—



car bonyl ) - am no] - phenyl }-acetic acid 3-phenyl -3, 3-bis

propyl carbanmoyl - propyl ester, {2-nethoxy-3-[(4'-trifluoronethyl-biphenyl-2
15 carbonyl)-am no] - phenyl }-acetic acid 3, 3-bi s-et hyl car banoyl

3- phenyl - propyl ester, 2-[2-(2-{2-nethoxg-B-[(4'-trifluoronethyl-biphenyl-2
car bonyl ) - am no] - phenyl } - acet oxy) - et hyl $2 2- pheny! - mal oni ¢ aci d di et hyl
ester, 20 {2-ethoxy-3-[(4'-trifluoronethyl-biphenyl-2

car bonyl ) - am no] - phenyl }-acetic acid 3, 3-bi s-et hyl carbanoyl 3-phenyl - propyl
ester, 2-[21(2-{2-ethoxy-3-[§ ‘-trifluoronethyl -biphenyl -2

car bonyl ) - atiphepyghényairbesgldx pniscdyPherydieRretsaivaiR tyds i@ di et hyl
ester, Z-[2-(2-{2-isopropoxy-3- 4'ztrifL%p%p b I + -

bi phenyl - 27¢; FG RIS 6F¥ﬂﬁ PfgﬁbéfBXy)quhsﬁ]ﬁf shenyl - mal oni ¢ aci d
di ethyl ester, 27L%5(ahﬁﬁbUBgEQ&XQQQbQQMLQ31b@%hZH&h@&% QaRidaloy 1 -45

bi phenyl - 2- car bonyl') - am no] - phenyl } - acet oxy) - et hyl ] -2 phenyl - mal oni ¢ acid
di et hyl ester,(42--[t2-(F2upZomlehoxi~ il 1--3~[dad bonryi1f)| Leariorel tpHeny 1 } -

bi phenyl - 2- car bonyl ) - ami no] - phenyl } - acet oxy) -ethyl ] -2 5 phenyl -mal oni ¢ acid
di et hyl 5 estaefe,t okyined hytly)i-fialondwe eipild. BiisHdMA €5t -bonyl ) - anmi no] benzoic

L
3: E gf‘z f2| gf)%ﬁ%h%&ﬂ)l)-‘ze—téwbo%%tﬁr—’anll‘n@ PRy 18- M cdted:apu dia) gyd £ aci d
pyridin-2-yl-malonic acid diethyl ester,
2—(2—{3—chloro-5—dimethylcarbamoy1—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—z-carbonyl)—amino]—phenyl}—acetoxymethyl)—2—0—
tolyl-malonic acid diethyl ester,

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

20 tolyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-z-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—dimethylcarbamoy1—4—[(4'—
trifluoromethyl—biphenyl—2—carbonyl)—amino]—phenyl}—

acetoxymethyl)-malonic acid diethyl ester,



| fl uoro- et hyl carbanoyl )-9h-fl uoren-9-yl]-ethyl ester,

(4" -trifluoronethyl -bi phenyl - 2-carbonyl ) -am no] benzoic acid
(bi phenyl - 2-carbonyl )-am no] -ethyl ester, 15
(4'-trifluoromethyl-bi phenyl - 2-car bonyl ) -am no] benzoic acid
2- bi phenyl - 2-yl -acetyl am no) -et hyl e$ter,

(4" -trifluoronethyl -bi phenyl -2-carbonyl)-am no] benzoic acid
aphthalen 1-yl-3-(2,2,2-trifluoro ethylcarbanDyI) propyl ester 20
(4" -trifluoronethyl - blphenyl 2- car bony I% an1noﬁ benzoi c acid

2- Y}

(
(

(2,2, 2-trif#ubfoCRERGPCRRBARDYT $ - hADhE hALBATAY|FRTBRBRYH - éstléfl -

4" - | honyl

G bt PSS SOEL LA RERHL s oot RepKLh 3 nek BT RLG 351.9

4"tr'éééﬁéﬁgﬁéhMglZLHQ§8Mic2aE§Hb9EEkh Q”b@@hrbenzo'c aC'd
| phenyl - 2-yl trifluoro ethylcargannyl ) - propyl ester,

4'-trlfluorome(hy{abdimmmwylaarhaMOny4 anunetrlfﬂﬁobemébhylaC|d
enyl-3-(2,2,2-trifluoro-ethyl carbanoyl ) gropyl ester,
4' 5 ri pLDbeBREL Hypaﬁbﬁnﬁhg/ramleaﬂ bBheRYLanRaSEoBEReshY LA cRd

(
h
(
8- 2,2-t th ht hal 1-yl t hyl ter,
(4'-tr|?Pﬁ%% n%gﬁgfgbfﬁﬁéﬂé 8§e¥g%%oﬁ§?$ an?ng? be%leg a%:lldes °
2, 6-di chl oro- @h€@¥{§ é&&é&ﬁ#ﬁbéfﬁi&&?ﬁo4e h!bcéfbfﬂﬁ¥£$mQE99¥L ester,
(4 -trifluoronethyl-biphen 2- car bonyl ) - am no] benzoic acid

2-

chIorbiphenyl)zeeéﬁbanﬁlnFaminonephéhylaaabanbxyhemhgmyL2e$ner

whwahwbwh@bwhwahNb”

methoxy-phenyl)-malonic acid diethyl ester,

10 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-

15 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-

20 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,

25 2-[2-(2-{3~dimethylcarbamoyl-4-[(5-methyl-4"'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-
acetoxy)-ethyl]l-2-phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(5-ethoxy-4"-

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



2-phenyl -2-(2-{4-[ (4" -trifluoronethyl-Dbi phenyl -2car bonyl ) -am no] - benzoyl oxy
}-ethyl)-malonic acid diethyl ester, 15
2-(2-{3-methyl -4-[(4" -trifluoronethyl -bi phenyl -2

car bonyl ) - am no] - benzoyl oxy} - et hyl ) - 2- phgnyl - mal oni ¢ acid di et hyl ester,
2-(2-{2-chloro-4-[(4'-trifluoronethyl -bi henyl-z

car bonyl ) - am no] - benzoyl oxy}-et hyl ) -2-phenyl -mal oni ¢ acid 20 di ethyl ester,
2- phenyl -2-{2-[4-(4"-trifluoronethyl -bi phenyl -2

car bonyl oxy) - benzoyl oxy] - et hyl } - mal oni ¢ .aci d dj et hyl ester,

o Lo (2 BRR RSN E ] TS b IO TR Aty 1B BharA Lot oni ¢ aci d
diethyl ester, 25,4:}(A2-K¥4d -bi ph |2 2- | y~am no]j
benzoic acid 3, 3- ig#e?%y?%%%%gn%gﬁ?ggﬁh%%yﬁ-Ep%p§%ogg§g§?¥ A

4' -trifluoresefhybrbinpbapyl b2phankexglcarB6h¢l) -amino]-phenyl}-

4- (3, 3- bi s-et hyl car banoyl - 3- phenyl - pr opoxycar bonyl )-2 chl or o- phenyl ester,
47 4' -trif| acebnsymgthpl phenphepydambdryliccaaéidddiethyl ester,

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

4' -trifluoronet hyt: bf ph ﬁ&f:B(EaXbbgyFTEr%%}HoBome hyl-biphenyl-2-

3 > AT SR LRSI a2 s e

anmi no] - cycl gheyanegasthenol inta B b 2ad S (kg rdd4daor o

et hyl car banoyl ) - 9h-fl uoren-9-yl]-ethyl ester, 10

4-[ (4" -trifluoront hyt{di pirayhy Receubivoryl )4 ail iohe tiyakphékanecar boxyl i c

actd 2-19- (g g fubbbne PRY - S DN S LAY oy - e - pienya§ L Y! ester

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-
phenyl-malonic acid diethyl ester,

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

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



4-1(4' -trifluoromethyl -bi phenyl - 2-car bonyl ) -am no] cycl ohexanecar boxylic
acid 3-phenyl-3-(2,2,2-trifluoro 15 et hyl carbanoyl) - propyl ester,
2- phenyl -2-{4-[ (4" -trifluoromethyl - bi phenyl - ~2
car bonyl ) - am no] - cycl ohexanecar bonyl oxynet hyl }-nmal oni ¢ acid di ethyl ester,
2-phenyl - 2-(2-{4-[ (4" -trifluoronethyl - Bphenyl -2 20
car bonyl ) -am no] - cycl ohexanecar bonyl oxy} - ethyl) mal oni ¢ acid diethyl ester,
2- phenyl -2-(2-{4-[(4' -trifluoronethyl-biphenyl -
car bonyl ) - am no] - pi peri di n-1-yl } -acet oxymnet hyl ) - nalonlc acid diethyl ester,
25 2- phenygcid ( G{W}{J( ARSE]T | uor omet hyl - b| phenyl -

nalonlc aC|g glethyl ester,

22 (2 15 et hy! - A TEA1 3 PR R T R MO Ay ogp-openy
car bonyl ) f#ﬂfﬁﬁbr%ﬁ@ %&ﬂLgéﬁgkXiaﬁ Pﬁcghgﬁ¥qqtgﬁkko%yme4 gﬁheﬁll'”alon'c

acid dieth ester, 0X0- 3 ronet hyl - bi phéenyl car bonyl)

2, 3-di hydrﬁh&ﬁﬂZ—QﬁG&i&Qﬂ.c Gayid -@reth ¥l acste?, 2- bi s
ethylcarbanDyI 2- phenyl -ethyl ester, 5
2-(2-{8-et hoxyca?r—tidlﬁlii-@-l[ﬂ(ﬂlthﬂrttfmhﬁ;ﬁwﬂeﬂwﬂ2 150propyl 4- -

di ot ny! - ectiert oorle “‘é’éerﬁwx%?%;r?fiﬁé’r%{fﬂ eefogrorrhyr s

act d et F ey L O Rh o L eyl > 2. car bony 1) - m no]

nethyl}-benzolczmmzips&&ﬂmétuyibAﬁﬁﬁﬂﬁymAd 22 pleenyit + £l dytomethyl -
phenylamino)-benzoylamino]-phenyl}-acetoxymethyl)-2-phenyl-

i0 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-



ester, 3-{4-[(4' -trifluoronethyl-biphenyl-2-carbonyl) 15

am no] - phenyl } - propi oni ¢ aci d et hyl car banoyl - phenyl - mret hyl ester,

5- (2, 2- bi s- et hyl car banoyl - 2- phenyl - et hoxycar bonyl

methyl )-2-[(4'-trifluoromethyl -bi phenyl -2-carbonyl ) -am no] benzoic acid
benzyl ester, 20 5-(2,2-bis-ethyl carbanoyl - 2- phenyl - et hoxycar bonyl
methyl )-2-[(4'-trifluoronethyl -bi phenyl -2-carbonyl)-am no] benzoic acid,
5- (2, 2- bi s- et hyl car banoyl - 2- phenyl - ethoxycarbonyl

met hyl ) - 2-[ 4'-tr|fluoroneth |- henyl - 2-car bon

ethyl esterZ-oaphepy} ) 2apdne - %ﬁgyf? ??ﬁBfSnﬁ?ﬁ |-5$ﬁ%83
carbonyl)-amn be | } - acet oxynet hyl ) - nalonlc aC|d di et hyl
ester, 3- {[ ch%p??F§§¢§%§?% % %l%henyl 2- car bonyl ) - am no] 49

met hyl } - benzoi c 3ﬁd§n§t1b%§c£f@arh&ﬁibanpw 3t phenybromepyl esiphenyl -
5- (2, 2- bi s- et hyl car banoyl phenyl - et hoxycar bonyl

met hyl ) - 2- [24cafboﬁyu¢Famtnhikpbéphéhyacetéarbgﬁ9l¥ bHfReXY52benzoi ¢ aci d
met hyl ester, 2-(2-{3-benzyl oxycarbonyl % 4' -trifluoronethyl

bi phenyl5- 2- hﬁ@@@ﬁym?tgﬂin%IPBﬁEK§r?r%E¥%o§ thyl)-2 phenyl -mal onic acid
di et hyl ester, 3- car bhox -hr Uo % -
car bonyl ) - an1no] éﬁ % @h f?%&é%ééi? § Ahe%PFFiQ¥%%$%P§gPdblag%gyl
_ester, 2- {22Lga958n§1§4amlﬁbﬁLﬁﬁéﬁﬁﬁghﬁbebhéhﬁﬁib 3-acetoxy-2-

l 25 benzoic acid

acetoxymethyl-2-phenyl-propyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

10 biphenyl—z—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-z-carbonyl)—amino]-pyridin—z—yl}—acetoxymethyl)-2—
phenyl-malonic acid diethyl ester,

2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-z—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—Z-carbonyl)—amino]-phenyl}-acetoxymethyl)—2—
thiazol-2-yl-malonic acid diethyl ester,

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

isopropyl-malonic acid diethyl ester,



2- car bonyl ) - 2, 3-di hydr o- benzooxazol - 6-yl ] - acet oxynet hyl } -2 phenyl - mal oni c
acid diethyl ester, 15 2-{2-[8-0x0-7-(4'-trifluoronethyl-biphenyl -
carbonyl)-7-aza-bicyclo[4.2.0]octa-1(6),2,4-trim3-yl]

acet oxynet hyl } - 2- phenyl - mal oni ¢ aci d di et hyl ester,
2-(2-{3-isopropoxycarbonyl-4-[(4'-trifﬁﬂoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 20 phenyl - mal oni ¢ aci d
di ethyl ester, 2-(2-{3-nethoxycarbonyl -4- [(4'-trif|uoronethy|

bi phenyl - 2- carbonyl) am no] -pheng}} acet oxynet h ; hen | - mal oni c acid
diethyl ester, 2-pgccBulyvhet hi4chtshimapaivicy ?a%% %n%rbﬁ 4'tr|fluoro 25

ety PheetBYEel L et AR boauLl g BhEp Lonena-
2- (2-{ 3- aggtot AR (Ahantdr fd uRs et r&w

2- car bonyl ) -am no] - phenyl} acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 50 2- ( 2~{(3~ABt-doxetayiarybamoyd-—4-{ [((4 '-ttriiff luermmet ting 1 -
blphenyl 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- hen I nalonlc acid
di et hyb egxzmherWJ(—z—{c@r(ozpnbrér) h?’l“l{lﬁi a&lmnﬁ-waa&e@ﬁme

trifl t | - 2- b h |
et 05%3%% 7L ReR e Sh R e AT Bl BEFOT oot or
2-phenyl -2- (2-{ RQ4{3t@FH Wwyygﬂfﬂg dyﬂﬂﬂanM"ztrlfluoromethyl—

car bonyl ) - am no] - bi phenyl - 3-yl'} -acet oxynet hyl ) -mal oni ¢ acid di'et hyl ester,
10 2- ( 2- { HifpHen 4 {dad bdmt If ) Loniorek -mHerbi Iphead tdkyme thyl) - 2 -

car bonyl ) - am no] - phenyl } - acetoxynet.yl)-z-phenyl-nalonic aci d diethyl
ester, 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-



2- (2-{3-dinethyl am nonet hyl -4-[ (4" -trifl uoromnet hyl

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-(nethoxy-nethyl-carbamoyl)-4-[(4" trif

| uor onet hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl }

acet oxymnet hyl ) - 2- phenyl - mal oni ¢ aci d diéfhyl ester,
2-(2-{3-isobutyryl-4-[(4"'-trifluoronethyl-biphenyl-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" trif

| uor orret hy|2-# ethyda @i +) - ani no] - phenyl } - acet oxym

ethyl)-2-pheny|-q§L%%k %&%&533%9UX&i%ah%&bm%%€&a§%%H$%§ ter. conpound or a

prodrug thereof, t'i cal'Ty acceptabl'e sa ei t her accordi ng

to the aboy WU rle3 1oyl dderid heigroup winsd gty T amoyl -
4-[(4" -trif d%%%ﬁ%pﬂyl-bidﬁgﬁtﬁgé-carbonyl)-anino] 51 phenyl }-acetic acid

2,2-bis-etrgdpﬁﬁﬂymngdhjlwﬂnﬂqm, ethyl ester,

2. Car bofy| oxy) - pRErHLnet ORIz L TP e oFamE S PR g

2. car bonyl ARSI L S AT SRR -2 e s B PH S

ester, 2-(Zgéfh[d%ggﬁgr(égféfjfIuoronethyl-biphenyl 10 _ _

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

ester, {3-ethyl - 44 thiosyfaudr(aiTettnyil Inoplvarethy2--dsinems )- 2 -
carbonyl)-amino]-phenyl}-acetic acid 2-phenyl-2,2-bis-

10 propylcarbamoyl-ethyl ester,

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

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

15 carbonyl)—amino]—phenyl}—aceti&:acid.2,2-bis—ethylcarbamoy1-
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—malonic
acid diethyl ester,

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

25 2-phenyl-ethyl ester,

{3-isopropoxy-4-[(4'-trifluoromethyl-biphenyl-2-
carbonyl)—amino]—phenyl}—aceti&:acid.3,3—bis—ethylcarbamoyl-
3-phenyl-propyl ester,

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



am no] - phenyl }-acetic acid 2,2-bis- ethyl carbanoyl - 2- phenyl ethyl ester, 15
{4-1(4" -trifluoronethyl-bi phenyl -2-carbonyl)am no] - phenyl }-acetic acid
9-(2,2,2-trifluoro ethylcarbanoyl)-9h-fluoren-9-yl nmethyl ester,
{4-[(4'-trifluoronethyl-biphenyl-2-carbqﬂ¥l)anino]-phenyl}-propionic acid
9-(2,2,2-trifluoro 20 ethyl carbanoyl)-9h*f | uoren-9-yl net hyl ester,

{4-1(4" -trifluoronethyl-bi phenyl -2-carbonyl)-am no] phenyl}-acetic acid

2- phenyl -2-(2,2,2-trif luoro ethyl carbanoyl)-ethyl ester,

2-phenyl -2-(2-{4-[4' -trifluoronethyl-bi phenyl-2 2 .

car bony| ) - aRFBPTBhATGTIaL CEBRTHLY raPs EREIHE 2adr b1 LRyl cagPamoYL-
2-phenyl -2-£2-{4-1(4 -1rif nmet hyl - bi phenyl
2-carbony|)éaﬂ$%%%£pﬁ%%%?}%ggé?bxynethyI)-nalonic acid diisopropyl ester,
52 {4-[(4 -trifl upj%@ﬁiyiob%pmepw + 2t £ DOSYbne By DOb PPRENY Y -acetic acid
2- phenyl -2, 2-bis-(2,2,2-trifluoro ethyl carbanoyl )-ethyl ester,

2- phenyl - 2- ¢2xbdny{ #-aminbdlj uphenel hybhebt pherpild2, 2-bis-ethylcarbamoyl-

2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -nmal oni ¢ acid di met hyl ester,
2-cyc|oﬁ%nt%fPQePQl{ﬂtPYh'eFFPFPuoronethyl-biphenyl2-carbony|)-anino]-pheny

| } - acet oxynet hyl )'_?Qi_f’ #TC?%%)?%%’I@?I iﬁ’[ E)‘?EL ?fiﬁ@oromethyl-biphenyl-2-

2-pheny|-2-(2-{4-% h heny . . .

2- car bonyl ) e 2Pb8RY1 PheRAYhd 1 2pREAYY tyfeaa&&)x]{méeny@ yagi hahrwc}nah@_mb ester,

{4-1(4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] phenyl}-acetic acid

2, 2- bi s-cychohéxgiethpanegte?, phenyl 15 et hyl ester,

{4-[(4' -trifluoronethyl-hi phenyl-2-carbonyl -aninoLghen | }-acetic acid

2- phenyl - 2, 2- bi s-phiehyl TAHRM i 'sdrafluoromethyl-biphenyl-2-

{4-[ (4" -1rifluoronethyl-Dbi ggg -2+ C Qf é%%- L 0] 20, R0epy! ha g5t LCc acid

b ol o R REE hNE PORATT RO PRna A IP1 2% R0Rp s

2-benzyl - 2- 421 §4afédhyireEtuer omet hyl - bi phenyl 2- car bonyl') - am no] - phenyl } - ac

et oxynet hyl -mal oni ¢ acid di ethyl 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-y1l-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"'-

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

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

acetoxymethyl)-malonic acid diethyl ester,



25 2-(2-{2-nethyl-4-[(4'-trifluoronethyl-biphenyl :

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

et hoxycar bonyl net hyl ] - phenyl ester, bipﬁ'nyl-z-carboxylic acid

4-[ 2-phenyl -2,2-bis (2,2,2-trifluoro-ethyl carbanoyl) - et hoxycar bonyl net hyl ]
phenyl ester, 5

2- cycl ohexyl - 2- (2- {A: [ (4 -1rifl t henyl 2- car bonyl henyl
|- adet oxyme hy|§ Tl i £ G o ok G RS FaS RNy - & ol pheny

{4- [(blphe ?&bgn%%%rl fPla ﬁylﬁhéﬁfiﬁg @&t&&ymethyl) 2-

2- phenyl - uor o- et ylcarbanDy )-ethyl 10 ester,

2- phenyl - @éﬁﬁllﬁéibﬂﬂé0@@1@Yﬁ1étﬁfﬂ ester,
tr|fluorone hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl } acetoxynet hyl )-mal onic

acid diethyl estez- (24£${Mbrphwlinmﬁfw¢ﬁhylLblph@h®1UQFQmﬁtkM@191Em¢mb] 15
phenyl } - acetic aci d 2, 2-bis-nmethyl carb he t ester,
2- pyrldﬁn Zly? Qa{Qo?ﬂl?(le??ifp%%?%%ifﬁé?toxgm nyl? 9 sayI™
bi phenyl - bonyl agi cet oxynet hyl - mal oni ¢ aci d di et hyl
ester, 20 2“ ??ﬁ¥ 3%1 &géfgp? %%3§ trifluoronethyl
biphenyl 2- carbonyl Ei? PhesthinACet pry met Kyt Juddmat oy Beb Dpldey hy |

yl - blphenyl

ester, 4'-trifluorome 2-carboxylic acid 4-(2,2
bi s- et hyl caz beaplybr@l phaniyhe ¢t boxyy il baagtaryngthy phedybheBydspaionic
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

15 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-phenyl -2-(2-{3-trifluoromethyl-4-[(4"-trifluoro
nmet hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl } acet oxynet hyl ) - mal oni ¢ acid
di ethyl ester, {4-[(4" -trifluoronethyl-biphenyl-2-carbonyl)-am noj 54
phenyl }- acetic acid 2, 2-bis-butyl carbanoyl - 2- phenyl - et hyl ester,
{3-nethyl -4-[(4' -trifluoronethyl -bi phef§l -2 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 ¢ aci d di ethyl ester,
2 (2-{4- [@@lﬂnﬁ%ﬁﬁay%)%ﬁﬁﬁW 2- carbonyl } - ani no] phenyl }-

acet oxynet hyl) i i t

{4-[(4"-trifl uorc?ng?a tBI eﬂg?rﬁgjcg%?b%ré}ﬁnﬁnzﬁo% Ilqher¥31)} acetl c acid
3,3-bis-e b I quﬁlgpmggyl r®pylcarb 1-3-phenyl-
{4-1(4" -tri E’%r}o%eg?)ﬁ;}lcst?{%phenyl 2-car bsgirﬁll }pyarﬁarfo]amp?r?enyl }p ;cnél c acid

3- phenyl - bt -gytaay| car banoyl - propyl 15 ester,
{4-[ (bi phenyl - 2- car bonyl ) - anlno]-phenyl}-acetlc aci d

2, 2- bi §- et hyl carlBameyihyd-Srdryd’ -&Wlwthyl biphenyl-2-
2- phenyl - 2- [(3 -triflyoro | -.bi phenyl _
car bonyl ) C:fr(ﬁ%’ri’{fﬂy @A L (Le{f &m % eft)lér?a 6ﬁ|3€:23ac1?lds off }f}ﬁ%/?ai%a%%:{%r

4' -trifluoyg | -y nyésgelcarboxyllc acid 4-(2,2
bi s- ethylca anoyl - 2- phenyl - et hoxycar bonyl met hyl ) -2 chl or o- phenyl ester,
2- (2-{4-[i sopr ofy@-meAhytlr-i3f [Uar'ortetifilucd®me thyl - blphenyl 2-

bi phenyl - 2- car bonyl } - am no] - phqul} acet oxymet hyl ) -
carbonyl)-amino]-phenyl}-acetic acid 4,4- blS -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

25 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-



phenyl - mal oni c acid diethyl ester,

2-(2-{4-[cycl ohexyl-(4"-trifluoronethyl-bi phenyl -

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 55 2-phenyl -2-(2-{4- [(4'-tr|fluoronethyl bi phenyl -

carbonyl) ani no] - phenyl } - acet oxynet hyl ) 4fal oni ¢ aci d di propyl ester,
2- phenyl -2-(2-{4-((4' -trifluoronethyl -biphenyl -

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -nmal oni ¢ acid diisobutyl ester,
{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl anln henyl cetlc aC|d
2,2-bis- |smmmwb@sﬁhwlr&mh%§% eﬁ]fxy) ythYal

{4 [(4'-tr|fluoroneth | - bi pheny J% anlno] phenyl } -acetic acid
2, 2- bi s- ( 3-BRAHA Egcd’rfg %L}Bﬂ][enyﬁ ethyl ester,

2-(2-{4-[ethyl-( QU®Y ﬁﬂdgﬂﬁyﬂ 32[(4'—tr1fluoromethyl-
car bonyl ) -am no] Azph[enyl -acet oxynet hyl) phenyl - mal oni ¢ 15 aci d di et hyl

ester, {4-[{An&tyoro-dinbanyl y 2amandprptoman] rmde pdveny1 § thackt +2- aci d

2, 2- bi s- (et hyl carbanoyl - 2- phenyl - et hyl ester,

{4 [ (3' 54" -phexhy D bophemdid@- @m@ml,flgs’feﬁﬁno] phenyl }-acetic acid

2, 2-bi s- (et hyl carba phenyl U ester

{3-net hyl - 4-] (4" ‘&Tﬁ(f‘%lud?lb‘rfeltqﬂﬁ°"lﬁtd%@njq-p§’ r1b02hycfé}rba°nl:|’iﬁlo)] lnoyh acetic
acid 2-phenyl-2. 2- b| rop V. &Sdef b 1)-9h-

4-1(4" -trif r%lrr% gb?p% 5? n%a#%%%f%r% am%%c??) ae"rllo })aceti c acid

2, 2- bi s-(2- @fﬁ$@gﬂ-@1yw]c@%ﬁﬁﬂﬁbﬁﬁeﬂ phenyl ethyl ester,

2-(2-{3-ethyl - [(4'-tr|fluoronethyl bi phenyl -
-[(4'-trifluoromethyl- blphenyl 2-carbonyl)-amino}-

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

n—biphenyl—2-yl—terephthalamic acid 2-[9-(2,2,2-
trifluoro—ethylcarbamoyl)—9h—f1uoren—9—yl]—ethyl ester,

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

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



car bonyl } - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester) 5G {3-isopropyl-4-[(4'-trifluoronethyl-biphenyl -

car bonyl } - am no] - phenyl }-acetic acid 2, 2-bis ethylcarbanDyI 2 phenyl - et hyl
ester, 2-(2-{3-isopropyl-4- [(4'-tr|fluoronethyl bi phenyl -

carbonyl) am no] - phenyl } - acet oxynet hyl ) 48- phenyl - nalonlc aC|d di et hyl
ester, {3-ethyl-4-[(4"'-trifluoronethyl-biphenyl -
carbonyl)-anino]-phenyl}-acetic acid 3,3-bis ethylcarbanDyI-3-pheny|-propy|
ester, 10

{ 3-i sobut yIReAZqiL -aqiq | Irpharst hd = OF phetnyt r el ponye Yhakeaehapeeh)t } - acet |
c acid 2,2-his %nglcarbannyl 2- phenyl - et hyl ester,

2-(2-{3- i séit 'trlfluoronethyl bi phenyl -

car bonyl ) - anlno]-p Y ). | ethyl
ester, 2-(2-{3- chi 23?'4 (9 Wolm%ﬁg{%phﬁyﬁ&ylﬂ At

car bonyl ) - e rend }2 gt @yt -yt ) £ A qhenyt hyied Dt amaygl Y- di et hyl
ester, 2-(2-{3-bronmp-4-[ (4" -trifluoronethyl-biphenyl-2 20

car bonyp) - @apddihadieamyd dxlace dxgdneasiigy) - 2- phenyl - nalonic aci d di et hyl
ester, 2-(2-{3- d| xlcarb trifluorometh ,

bi pheny! - 2- Car bofly (q %ﬁ?y@e}t[hgée ’ﬁy LRk aci d
di et hyl es . thyl I f et h -

bi phenyl - Z%rzboé%y 1félﬁmng‘ralo(]k»/ ﬁeny - acetApF%-:é ;'y]:)t 3] %’gjrl'(ﬁqmj%luoro

, 2- bi s- pr eppydaydraandyietptoBat &fster,
{3-nmet hyl car banoyl -4-[ (4" -trifluoronethyl -bi phenyl
4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-

10 benzoic acid 3-(2-chloro-phenyl)-3-(2,2,2-trifluoro-
ethylcarbamoyl)-propyl ester,

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

20 diethyl ester,

2-phenyl-2-{2-[4-(4'-trifluoromethyl-biphenyl-2-
carbonyloxy)-benzoyloxy]-ethyl}-malonic acid diethyl 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 }-acetic acid 2, 2-bis 57

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

{3-di met hyl car banmoyl -4-[ (4" -trifl uoronet hyl bi phenyl - 2- car bonyl ) - am no] - phen
yl }-acetic acid 3, 3-bis ethyl carbanoyl - 3- phenyl -ethyl ester, 5

2- (2-{3-diethyl carbanmoyl -4-[(4' -tri fi udronet hyl

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

di et hyl ester,

{3- benzylcarbannyl 4-1(4' -trifluoromethyl -bi phenyl 2-car bonyl) - anlnoLdphenyI
}-acetic acid 2,2 thlﬂbu@¥¢m¢ﬁkﬁ¥mﬁkﬂhe@¥bhgn??r%?%¥}l%ster

(3, ety cac oy ﬁrés(rée bhbyDr 3B Sk OhBRERKYEaERLRORY L bnady o] - phen

{3- dlethylca banDyI -[ (4 -trlfluoronethyl blphenyl 2 15
-carbonyl) nb] phenyl} acetic acid 2,2-bis ethyl carbanoyl -2-phenyl - et hyl
ester, 4'-trifluoromethyl- blphenyl 2-carboxylic acid

{3- dllsopropylcarbanoyl 4-1 (4" -trifluoromet hyl bi phenyl -2-carb ngl) am no]-p
henyl } -,acet i ¢3a8HUi2-2thiscarbymerl BamiEnyl FHORPRYSPEPPIELY af
2-(2-{3-dieth IcarbanDyI 4-1(4' -trifluoronethy

bi phenyl - 2d&g b@ﬁ?f? hepyhstenyl } - acet oxymet hyl ) -2 phenyl - mal oni ¢ acid

di et hyl ester, ?%gxglhs?gﬁopy%féiééﬂBMétﬂ ﬁC61pBéh hugrggehLBYl 1) -

bi phenyl - 2- carbonyT heny acetoxyne )-2 25 phenyl -mal onic acid

di et hyl esaﬁinoﬁ3c&b&@ﬁbaawbcaebbxymaebaam¢|p—49p«4 2t, Ri-tiraddgoro-
nmet hyl - bi phenyl - 2- car bonyl ) ram no] - phenyl } -acetic acid 2,2
bi s- ethylcathamngrbampwéﬂyBheiﬂvprégtérYl] ethyl ester,

ﬁegﬁyfﬁbeLQ%L|n§tg ngﬁggf éﬂ%ﬂBfLéﬂé % oxyne?ﬁypyi) enyI el oni ¢
acid dleth%l h%&anecarboxyllc 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)—amino]—cyclohexanecarbonyloxy}—ethyl)—malonic
acid diethyl ester,

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

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

2-(2—{2—methyl-4—[(4'—trifluoromethYl—biphenyl-2—

carbonyl)-amino]—benzoimidazol—l—yl}-acetoxymethyl)-2—



{3- (et hyl - met hyl car banoyl )-4-[(4' -trifluoronethyl bi phenyl - 2-carbonyl ) -am no
] - phenyl }-acetic acid 2,2-bis 5 ethyl carbanoyl - 2- phenyl - et hyl ester,

{3- (et hyl -net hyl carbanoyl )-4-[ (4" -trif

| uor onet hyl bi phenyl - 2- car bonyl ) - am no] - phenyl} acetic acid 3,3-bis

et hyl car banoyl - 3- phenyl - propyl ester, 48

{3-(pi peridine-1-carbonyl)-4-[ (4 -trlfluoronethyllo

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

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

{3- (pyrrolm@aﬂykbmﬁ%QﬂﬂﬁM%QMﬂ[qkﬁtﬁyﬁfQ%ﬁﬁbnethyIb|phenyl 2- carbonyl) amn

o] - phenyl } - acetl aci d et carb | -2 hen r,
{3-(nethy| pr opyl'é éfﬁﬁﬁ%& JHX% 3%?%;nﬁﬁ%% A MY

bi phenyl - zC%fQ& &r&rﬂé}PJooQJhejM—}E%FﬁJéb&Ciéi Zoa P S -bis-

et hyl car banvyl - henyl - et hyl ester,

{3- (nethyleﬁhyndaxﬁdMﬁvajﬁphddyl—dﬂﬁjllﬂytnmuhylbiphenyl-2-carbony|)-anin
o] - phenyl }-acetic acid 3,3-bis 20 ethylcarbanDyI 3- phenyl - et hyl ester,

{3- (di n&t hyl car ba?wdﬂ-){Mﬁ[tmxmaI‘ﬂqQH’éfrlmﬂeﬂHﬁ "bi HERHCTEMELNIG Y | ) - ami no] - ph

enyl } - acetlc aC|d 2- et car_banoyl - p en ethyl_ester _

2- phenyl - Y(prer Q-ﬁrﬁ’é- 1~ IﬁYJ[ e @xymethyl) 2

trifluoro b| W2 ggg henyl} acet oxynet hyl ) - mal oni c
acid diet H?lth%s%l eny tg()L {Dg Eperﬁ'gl ne- 1- carbonyl)-4-[ (4

trifluoronethyl - -Rmavﬁfdim&ﬁﬂymmﬂﬁbamnynﬂ¢+ﬂuwnAﬂrjﬂmﬁdrqmnﬁnwm) mal oni ¢
acid diethyl ester, 59 {3-di net hyl car banoyl -4-[ (4' -trlfluoronethyl

bi pheny! - Zh@mﬁﬁnﬁmiZ1ﬂﬁﬂhﬂnxﬂkﬂﬁm%nQﬁzﬁhQPE&ﬁIPQPR#RQKAOSyme hyl)-2-

pr opi onyl am no-eth est er banDyI- 4-1 (4 -trlfluoronethyl 5
bi phenﬁg &fr"t?(ejln' Lodh o'% J}i‘ﬂ]ﬁq‘?‘ hl)c/e‘ﬁ %acid 2- phenyl -

pr opi onyl ani no- etm)[ (QSL%EafiéogbrﬂEEHin@iW ZLc[a(f’ooﬁyrl')UaHﬁ'h%fTEt hy!
bi phenyl - 2- car bonyl ) -am no] - phenyl }-acetic acid 2-(2
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]-



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

{3-di net hyl car banmoyl -4-[ (4' -trifl uoronet hyl bi phenyl - 2- car bonyl ) - am no] - phen
yl }-acetic acid 2 ethyl carbanoyl - benzyl ester,

{3-di met hyl car bamoyl -4-[ (4" -trifl uoronethyl bi phenyl - 2- car bonyl } - am no] - phen
yl }-acetic acid 2 15 et hyl car banoyl net hyl - benzyl ester,

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

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

i sopropyl am no-_2- phenyl - et hyl _ester. hydroch] ori de

2-[2-(2-{ @%ﬁhifét}ﬁﬁee%\gdénﬂﬁ/l-%ft (321 T‘?F%Jr%%‘?%‘?ﬂzb?"Phenyl'PmPYl
biphenyl-2¥§§&ponyl)-anino]-phenyl}-acetoxy)-ethyl]-z phenyl - mal oni ¢ acid
di et hyl eé%er, 2-(2-{3-di net hyl car banoyl - 4-[ (4' -fl uor o- bi phenyl

2- car bonyl } - am na]-0heni d-eAe8L1Ra Bk 1) - 2-giaiiyl -e tdond £rigen g di et hyl
ester, 25 2-(2-{ 4-([ (4" - br ono- bi phenylnﬁazﬁ{ car bonyl) - aem' noj - 3

di met hyl candozngly) - Phiefy! }teictt woayores Hyy ) - 21 piheniyl = 2re¢ @nbenyt ) damiee hy|
ester, _ _
{ 3- di et hR WA BEIRAFLA-1¢HYL ($95%%0r onet hyl bi phenyl - 2- car bonyl ) - ami no] - phen

%”3} d?(r:rgt Ih)?l 2; (tj)azrzﬁ)%/% _-q%_[ab((:e tz%gtl?)lrpf}%%olrzbo n% blﬁi)ﬂz_lrﬁ/ﬁézﬂ%ﬁ%%%@lﬁlhm no] - phen
yl}-aceti %fﬁ&ﬁ@&é%&?ﬁ&@nﬂk@pyﬁn@ﬁw} -£6&B6xyhethyl)-2-
2- (2-{3-dinmet hylcar banmoyl -4-[(4' -trifluoronethyl
bi phenyl - Zploenyibiyd Jeormbe g Epheigthy hecesbeynet hyl ) - 2 phenyl - mal oni ¢ aci d
r1T1 Uor omst hyl b1 (A EaE DB bBNY 3 afi hof U HERG Y P Ehenyi-2-
y ny($- akFhb e pRemrs Y L TP
et OUATEL N ) 0 ) Sy Ia By -2-em-matonts
trifluorongtiwladphenydsidecar bonyl)-am noj
2-{2-[2-0%0-3-(4"'-trifluoromethyl-biphenyl-
2-carbonyl)-2,3-dihydro-benzooxazol-6-yl]-acetoxymethyl}-2-
phenyl-malonic acid diethyl ester,
15 2-{2-[8-0%0~7-(4"'-trifluoromethyl-biphenyl-2-
: carbbnyl)-7—aza—bicyclo[4.2.0]octa—l(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,



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

2-(2-{4-[ (4" -chl oro-bi phenyl - 2-car bonyl )-am no] -3 15

di et hyl car banoyl - phenyl } - acet oxymnet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-(2-{4-[(4' -acetyl-biphenyl -2-carbonyl)-am no]-3
dlnethylcarbanDyI phenyl } - acet oxymet hyl 0 2- phenyl - mal oni ¢ aci d di et hyl
ester, 20 2-(2-{4-[(4'-cyano-bi phenyl -2-carbonyl)-am no]-3
dinethylcarbannyl phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-(2-{3-dinethylcarbanoyl-4-[(4-nethyl-4

trifluoronethyl - Bi-gRery- m@%ﬂymmaﬁ@mpwewlﬂ 15 i daraaedtt A ) -

2-phenyl -mal.oni ¢ acid di eth est

2 (2o (3 di Ew -aaﬁsyﬁomyrk 5awimrmenm acetoxymethyl)-2-phenyl-
trifluoro I anlno] phenyl } =

acet oxymnet Qf pheny df%éﬁyk: aC| diethyl ester,

{ 3- di net hyl car bany l2-4-3[-((4'-mefdhiyl . amameiony 2 -y 161 4- [ (4 ' -

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

nethane&ulﬂnmwﬂknnnum&tﬂﬁkahﬂphﬂﬂrﬂ-2e§aebonyl) amanJ phenyl}-

3-(2-{3- dlnethylcarba %% -trifluoronethy
bi phenyl - 28€& 5HVF$h¥ nBIP R S S DA %h%h?YlSeﬁFﬁﬁronlc acid

ethyl ester, {3 Q'E?%g&?carQQWQ%l ﬁ4[L%r1Eﬁh%l%%%Qﬂﬁyngﬁphenyl 2-

bi phenyl - 2- carbony no] - phenyl}-acet aci

propi onyl - ErHYm-)RReiHo edghe5i183-y1)} -acetoxymethyl) -malonic acid
2-[3-(2-{3-di net hyl carbanmoyl -4-[ (4" -trifl uoronmethyl 10
bi phenyl - 2-ddartanly l€stam.no] - phenyl } - acet oxy) - propyl ] -2 phenyl -mal oni ¢ aci d

diethyhoeSter’ Zéﬁ%bi%sqE%%%@&t%%%Q%WQXEaﬁihgibﬁi%ﬁgﬁlﬁﬁphenyl-z_
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-(1l-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]-



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

acet oxynet hyl ] - 2- phenyl -mal oni ¢ acid di ethyl ester, 15
2-(2-{4-[5-chloro-4"-trifluoronethyl -bi phenyl -2
carbonyl)-anino]-B-dinethylcarbannyl-phenﬁl}

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

2- (2-{3-di net hyl car banoyl - 4-[ (6- net hyl - 4
trifluoronethyl -bi phenyl - 2-carbonyl ) -am no] - phenyl } 20 acet oxynet hyl) -
2- phenyl - mal oni c_aci d diethyl ester, .

2- (2- { 3- di nRRAYPV&ar BERYF- ACLE42- 2rbisustbidcaybanoyl-2-phenyl-
biphenyI-Z-g?ﬁbgnéll-anino]-phenyl}-acetoxynethyl)-z phenyl - mal oni ¢ acid
di -2, 2, 2-trFHidor 5tﬁ§r ester, 2-(2-{3-dinethylcarbanmoyl-4-[(2'-fluoro-4'

25 trifluoronethyh-p vh- 2 Canbepyh ) - ani ] ' ]
28 L1111 UOr ot by Bhaheay ) 2 CADPON! ) 20k Dabe BREDKL -bspneny

2- (2-{5-di netbgkbanpaoryl) -ghéhytdnoabeftb4ymethyl}-malonic acid diethyl
trifluoromnethyl -bi phenyl -2-carbonyl ) -am no] - phenyl }
acetoxyﬁbth?ﬁ¥32~phenyl-nalonic acid diethyl ester, 62

2- (2-{3-Dbrono-5-di hyl car pbanpyl -4, [ (4: . ,
trifluoromethyl-b gﬁ%hg#iﬁg ?gbﬁnygaﬁ*ﬁbleﬂEﬂWthYl'blphenyl'

acet oxynet hyl s 2,8R¢0YL afRh8YL fnafl e k 1)-2- - i
2-(2-{3-ch|oro?5-di§e¥h3|cargagny|?49[%gk@é yi8tY1) - 2-phenyl-malonic
trifluoronmeabyd-aipbenyl edtear bonyl ) -am no] - phenyl }

acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester,

2- (2-{3-di net hyl céar banbdt [Metliyl- {4 joFpifluoromethyl-biphenyl-

A e —

2-(2-{4- (3" 26108 P fhyi réiupr onet hyl

bi phenyl - 2- car bonyl ) -am no] - 3- di et hyl car banoyl - phenyl }

acet oxynet hyl ) - 2- pheetythy red -of £ -act tf thet dryé tlegl eviphenyl-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-dinet hyl carbanoyl -4-[ (4" -trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2 15
(5-vitro-pyridin-2-yl)-malonic acid diethyl ester,
2-(5-anino-pyridin-2-y|)-2-(2-{3-dinethglcarbannyl-4

[ (4'-trifluoronethyl-biphenyl -2-carbonyk) - ami no] - phenyl }
acet oxynet hyl )-mal oni c acid di ethyl ester,

2- (2-{3-di et hyl carbanmoyl -4-[(4' -trifluoronethyl 20

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2 ridin-2-yl-malonic
aci d di et hyl est@ﬁ:[CﬁKi&%%ﬁkﬂﬂﬂﬂﬂﬁ@h%ﬁTHﬁRﬂﬂQ%%Téﬂﬁﬂﬁﬁgﬁx%lkﬁqgéﬂ 14

trifluoronethyl -biphenyl -2-car.honyl ) -am nol] -phenyl } s )
acet oxyrretﬂml)ﬂzlp%%% < mal 6t aci%' '%rf%%/lfég?gellr% 0%. 2, 2-trifluoro

2-(2-{3-brom-5-di & @@$%y skl uoro-4-[(4
trifIuoroﬁgﬁ%ﬁ%%ﬁégéégifg%c d%@ IE'am'no]-phenyl}

acet oxynet hyl) - 2r ghash r-mal @ @ aci 4 -di et fiylomsiethyl-biphenyl-

2- (2-{3-di et hyl car barmoyl -4-[(4' -trifluoronethyl . ]

bi phenyl - 22 ceabiooyy) } aanind } phleenyy } azee boxyyree Hyy ) ) an@lonsa t ol yl @Fhfoni ¢
acid diethyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4"'-trifluoromnethyl

bi phenyl - 2@ HRY |1 §588F no] - phenyl } - acet oxymet hyl )-2-m tol yl - mal oni ¢ aci d
di et hyl ter, 2- (2 { 3-di net af b 1 -4 16180 -
i ethyl ester g_?)&g%grﬁ%gﬁ{%ha%cawa@y Hre £ Aot Shd {rapT OpBb WAy 1

bi phenyl - 2- car bohy }-acet oxynet hyl )-2-p tolyl-malonic acid

di et hyl esjesardof¢t Fhhmifo Phenyhyt P-42e{dxgihathpy) caabanbyl -4  acid
[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no]-phenyl} 10
acet oxynetayéyhyhl esteraci d di et hyl ester,

(TR oot Frng A SRS R e hengpsnena-
2—carbonyl)—amino]—phenyl}—acetoxymethyl)-malonic acid
dicyclohexyl ester,

{4—[(4'-trifluoromethyl—biphenyl-z—carbonyl)-amino]—
phenyl}-acetic acid 2,2-bis-cyclohexylcarbamoyl-2-phenyl-

15 ethyl ester,

{4—[(4'—trifluoromethyl—biphenyl—Z—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- (4-chl or o- phenyl ) - 2- (2-{3-di net hyl car banoyl -4 15

[ (4" -trifluoronethyl -bi phenyl -2-carbonyl ) -am no] - phenyl }

acet oxymnet hyl ) - mal oni ¢ aci d~di et hyl ester,

2-(2-{3-di met hyl car banoyl - 4-[ (4' -trifl d6r onet hyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl -succinic acid
di et hyl ester, 20 2-(2-{3-dinethylcarbanoyl-4-[(4"'-trifluoronethyl

bi phenyl - 2- carbonyl) am no] - phenyl } - acetoxynethyl) 2

( 2- met hox e ihesrRagaraamyomet hach - Rifethy |e i ter |

2-(2-{3- dlnEthyIQarba yl 4' -trifluorones hyl I
bi phenyl - 2- car b& - ofa%%éh??ﬁ acetoigﬁithy|3 [2-phenyl-2,2-bis

( 3- et hoxy jofbeﬂzyl el QY - G AL SH A dWdy Bt in bonylmethyl]-
2-(2-{3-di ITEt hyl C-eal;‘lbarmy - 4- [(1%L trifl UO:E%IITEt hC;l?lIYCar v v

bi phenyl - Zicaiiorad yexram noj - phenyl } - acetoxynethyl) 2-(4

met hoxy- phenyl ) -mal oni ¢ acid dieth ester {4-(5,4" -bis-trif

| uor on®t hyl - bi pr?emmclzohe:m-@ar(ﬁmﬁlﬂ-)[(4amtriré]ﬁelq34 wlcd?rlﬁé?ﬁiw-phenyl}
acet oxynet hy eny oni c d diet st

2 (2 (G A e R M -85 e 9y T smatontc  acia

car bonyl) (ﬁ'{%w‘% G‘r;]lat hyl car banmoyl - phenyl} 5

acet oxymnet en mal oni ¢ acid diethyl ester,

2-(2-{3- dlnEthyH@aﬁﬂﬁm@ﬂeﬁ%ﬂ%ﬂidﬂﬂhﬂh?&% -amino]-phenyl}-acetic acid

trifluoronethyl-bi phenyl -2-carbonyl ) -am no] -

phen
acet oxymetZnpber bbb Ghi % el i wersgte i#arbamoyl) -ethyl
2-[ 2- 32 {3- dlnethylcarbannyl 4-1(5-nethyl-4" 10
trifl roﬁﬁi - bi phenyl - 2- car bonyl ) - am no] - phenyl }

acet oxymet hyI ) - Zr RhrW TRl Cﬁm{gz—ac&‘lckl%c?xtd?ﬂétrgsltfiq[ (4°-
2-(2-{3- dlnethylcarbanoyl 4-1 (5- et hoxy-4'
trifluoromethyl-biphenyl-2-carbonyl)-aminol}-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-yl-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]-



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

acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester, 15

2- (2-{3-di et hyl car banoyl - 4-[ (5-1 sopr opoxy-4
trifluoronethyl-biphenyl-2-carbony|)-aniqo]-phenyl}

acet oxymnet hyl ) - 2- phenyl - mal oni ¢ aci d dié&hyl ester,

2-12-(2-{4-[(5,4" -bis-4"-trifluoronethyl -bi phenyl

2- car bonyl ) - am no] - 3- di net hyl car banoyl - phenyl } - acet oxy) 20

et hyl ]-2-phenyl -mal onic acid djethyl ester, -

5 (513 dl ReRTEAT bARBFRCA AL it AoRYS 20Uty Loarbamoyl-2-phenyl-ethyl
trifluoronethyl - bi phenyl - 2-car bonyl ) - am no] - phenyl }

acet oxymet h§f J€2¢ phenyl - mal oni ¢ aci d di ethyl ester,

2- (2-{3-di net hyl ca4 haopydr 44 [ ( B4 met Ayt 1 dordfethyl-biphenyl-2-
trifluoromnethyl-bi phenyl™-2-carbonyl)-am no] - phenyl }
acetoxyneth&éﬁbanpm¢naMinaﬂephenyl&dadééihykﬂégﬁez;bis—ethylcarbamoyl—
2-{2-[4-(2,4-bis-trifluoromethyl-benzoyl am no) -3

di et hylscar baploghyphehhy]- ag8eebxymet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 65 2-(2-{3:di et carb | -4-] (4 et i nyl s -
carbonyl)-anino]-%ﬁ%ﬂypftQ{%tHQ?ﬁ%§%9?}P%é%%%E§Ig%%PQ%?g?a%$égagethyI
ester, 2-{2-]3-djne hy42(3nehbyYlmd1bnic acid diethyl ester,
trifIuorone?&§?9%gﬁ§§§Fgﬁ?ﬁggﬁ%hgnyI -acgtoxynethyl}-Z phenyl - mal oni ¢ aci d
di ethyl ester, 2-$2¢$3¢f4i res hyhethbayeyipdeyht 2 ecaybony pheapingl -

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - pal onj Ci i ethyl
ester, 10 2pheny3ldi aeehoxvaebhirbyr 22000711183 ?Bib%rﬁfflg ALehyt e,

bi phenyl 2- carbony) ) ; o Deks RSB bhe8RGL OBYFRERYL) 2 20BREBHY1 ThARRG 1201 ¢
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—z—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)—maloniceuxhidiethyl

20 ester,

4' -trifluoromethyl-biphenyl-2-carboxylic acid 4-(2,2~
bis—ethylcarbamoyl—z—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—pheny1—malonic

acid diethyl ester,



2- (2-{3-di net hyl car banmoyl -4-[ (4" -i sopropyl

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-dinethylcarbanoyl-4-[(4" -trifluoromnethyl

bi phenyl - 2- car bonyl oxy) - phenyl ] - acet oxy hyl ) - 2- phenyl mal onic acid

di et hyl ester, {3-dinethylcarbamoyl-4-[(Z -trifluoronethyl 20

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 2-ethyl -2 phenyl -butyl
ester, {3- dinethylcarbanoyl 4- [(4 -trifluoronethyl

2;F2$ny£52 carbonx % Sﬂ§£°£ Phen % ace%kgf%gggoéegﬂggykcgclogiogylnethyl
{3-di net hyl I § r I onyl:)s am noj - phen
VI1-acetic §§%§8g9§) ém%&é] bhb& F? 9%%%%&&9%QB§&¥ a1 681 ROB¥

{3- dlnethylggbgagyylegtgg4 -trlfluoronethyl
bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 1-phenyl 66

cycl opentyl net hyl 2ephenyl { 3- dRr€tRh{( ¢ar bambyhodonédhylrbfiphengielhyl
bi phenyl - 2- car bonyl ) - anlnoﬁ phenyl% acetic acid 3-hydroxy

2- hydro%@nEFﬁVPOQY&heﬁVPnB Opypngg gicetoxymethyl)-malonic acid

{3- dlnethyl arba ¥|1 ﬁ%% -trifluoronethyl

bi phenyl - 5388 Sf phenyl } -acetic acid 3-acet oxy

2- acetoxynethyl 2 @hFPX‘ 9f99¥ﬁ0§§ﬁéfhyl blphenyl-z—carbonyl}—amino]—
2-(2-{3- dlnethylcarbannyl- 4-1 (4" -trifluoronethy

bi phenyl - 2- parhghyacatino] - ppedyl } 2acebdsydsbbyltyl2ai®amoyl-2-phenyl-
t hi ophen-2-yl -mal onic acid diethyl ester,
2- (2-{ 3- di nétRyLc&Fbskoyl - 4- ((4' -trlfluoronethyl

ot phetyl 2 oar DonyL 41 noks PRSI ELL 9651 SEYBELIVL) 22 LDLORYSS: B hoel onl
phenyl}-acetic acid 2, 2 b1s (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}-

25 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,



%SDELgCFnyI[Z-QarbopéILTanLnF]-pyridin-2-y|}-acetoxynethy|)

- -mal oni ¢ aci i ethyl ester,

2- (2-{3-di met hyl car bamoyl - 4-[ (~' -trifl uoronethyl
b|phenyl-?-carbonyl)-anino]-phenyl}-acetgxynethyl)-Z-(B

met hyl - t hi ophen-2-yl)-nal onic acid dietﬁ&l ester, 20

2- (2-{3-di met hyl car bamoyl -4-[ (4" -trifl uoronethyl
blgﬂery{hZ-Cﬁrbogyl?-anino]-phenyl}-acetoxynethyl)-2-(5

me -t hi ophen- 2- - mal oni j i

2-( 22 13- di net hyl c{azxﬁa'%ﬁgﬁ) ma Sageny L4 ?#teﬁt%%ﬁ‘%’%‘fhyl‘biphenyl'2’

Chi azol - 2-yTFRTON & AR BRESY Lo FERt oLt )2 Bots-

2-(2-{3-et h@fﬂ?fﬁifﬂém&{iiiuﬂﬁ@ﬂﬁl hythpl phenyt ; 2

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

estgr, f3-hydroxy2442(@B~is¢j¢QleﬁﬁﬁW®41tﬁ rqmet@Wl—biphenyl—X-

car bon -am no] - phenyl } - ti ' - bi = 2- -

ester)y5) carbgnﬁﬁ)—gﬁingf?pﬂgngf gagégo£§£g£Q¥£?9£p8ﬂ2X§l~%aEg§E¥| ethyl

{3-methoxy-4-[ (4 -tyrifluor t hyl - bi phenyl - 2car bonyl ) - am no] - phenyl } - acet i
acid 2,2-bi§cgée?ﬁ9f%%ib%%§§$i 2- phenyl - et hyl este¥,) J-phenyl}-acetic
2- (2-{3- et hoxy- 4{%(&11%11 i1 pos ot iyl udigfiertyyt 20iphenyl-2-

car bonyl ) - am no] - phenyl’} - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
estgr, ??-ne@hbdyyﬁ){ﬁTinoﬂiphenybheahgtibiphéﬂvaé-QQS-

car bonyl ) -am no] - phenyl }-acetic acid 2-pheny| -2, 2-bi spropyl car bbanoyl -eth
ester, {3-n@thﬁiyanbfmqylr?rPPEBYBnEFﬂ9§le R&hy! - 2 Propy Y Y
car bony} - ari no] - phenyl; ARt 4 ¢ ) 031 A1 b SoRb bit) £26 bHDNYy1 S2pheny! - pr opyl

{ 3-et hoxy- 4zL{Bon{ih LhHOneMebh¥hyhl phesyic2car bonykgidam no] - phengkpiaeet i
acid 2,2-bisethy|%a?banoyl-Z?phezyl-ethyl ester, verd J-p Frpiacetic

{3- et hoxy- 4ethglearbéapl eRephghybr phbry| eg€&Fbonyl ) - ani no] - phenyl } - aceti c
acid 3, 3-bis20 et hyl car bano I-B-ghgn k-pro ester .

f-(2-§3-|soFLopoxz=hi (3 18PPYFVLT hﬁ ﬁyT§g¥%ﬁgﬂ§?3§E%¥%6H§P ?gﬁ%ﬁ%f-phenyl
- acet oxyne - 22PN - B ' o]l ' Hep, - i

57 sopr opokdt Ao I Pl Aan g e SR t33) ©2-phenyl-matondc

car bonyjy - agkng] apbenyh}eaeeki,c acid 2, 2-bis ethyl carbanoyl - 2- phenyl - et hyl

ester,
{3-i sopropoxy- 4- [ 242t £ 3fchbevaethy( 4 br pabRyropeBReEBRY r PIBREA%T- pRenyl } - ace

tic acid 3’géB%En?E?YE%EQQ?qgﬁghgieh%ggkb§§83¥hyiﬁtatphenyl—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-z-carbonyl)—amino]—phenyl}—acetoxymethyl)—
2-phenyl-malonic acid diethyl ester,

25 {3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-z-carbonyl)-amino]-phenyl}—acetic acid 2-phenyl-
2,2-bis-propylcarbamoyl-ethyl ester,

{3—methylcarbamoyl-4—[(4'-trifluoromethyl—biphenyl—

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



68 {3-propoxy-4-[(4'-trifluoromethyl-biphenyl -2

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

ester, {3-benzyloxy-4-[(4'-trifluoronethyl-biphenyl-25

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

et hyl car banoyl - 2- phenyl - et hyl ester, b7

2-(2-{3-benzyl oxy-4-[ (4 -trifluoromethyl-biphenyl -2

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

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

car bonyl ) - ativiojcasthana sl atReaEt HAYL 2$Fhy| - mal oni ¢ acid di et hyl

ester, 2-{2-[3-neth%%%-§-’g4'-trif AT (4" -trifl methyvl-

| uor onet hyl - bi phe{n"y'l - o]rﬁﬁwqyp]h"eny[l(] - acelfloxyun%ﬁ yﬁ% phenyl - mal oni c

acid 15 m‘%#ﬁﬂeﬁiﬁﬁ% carbo Yl)—amino]—phen 1}-acetic acid 3,3-bis-

{3-di methyl amno-4-[ (4 -trit1uoromethyl-biphenyl -2carbonyl)-am no] - phenyl } -

acetic aci e hyrddso&idyl c3f bleemyl - 2tiphengstet hyl ester,

{3-piperidin-1-yl-4-[(4"-trifluoronethyl -bi phenyl - 220

gg{ bonyls) - ani no] -Pheml 3 -Gl carkpovl 1 sl &4 Ky‘fl&ja%lé%w@@%‘enw - et hyl
er,

{3-pyrro|icF#PH?%ﬂlﬁzI?%Fb??Y}?U%W%ﬂ%ih@??%Y%héﬁﬁ?E9%%?%gﬁg%i:%ﬁino]-phenyl

}-acetic acj - Dl y b 52" | - et hyl ter, 25
) Bhenyl - 2 RSt A GRS PaTB Y BReR T

T e e A st
trifluor ome2 hyarippnkhysmnehrboayy} I adf bl Cphenyl } 2¢169 2,2-bis-
2 (270 A0 bl G mas 1 - SRERY Y U Fiwe: hgber
{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'—trifluoromethyl—
biphenyl—z—carbonyl)—amino]—phenyl}—acetoxymethyl)—2—
phenyl-malonic acid diethyl ester,

2-(2-{3-diisopropylcarbamoyl—4-[(4’—trifluoromethyl—
biphenyl—z—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—



bi phenyl - 2- car bonyl ) - ami no] - phenyl } - acet oxymet hyl ) - 2 phenyl - mal oni ¢ aci d
diethyl ester, 5 (2-{3-norphoiin-4-yl-4-[(4"-trifluoromethyl biphenyl-

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

blphenyl 2- car bonyl ) - am no] - phenyl } - acetéxynethyl) 2 10 phenyl - nalonlc acid
diethyl ester, 2-[2-(2-{2-methyl-3-[(4'-trifluoronethyl-biphenyl-

car bonyl ) - am no] - phenyl } - acet oxy) - et hyl ] - 2- phenyl - nalonic acid diethyl
ester, 2-phenyl-2-(2-{3-[(4' -trifluoronethyl -bi hen

car bonyl ) - awe Fhey L piple Y hot GagReR ih%/hafﬁh‘TY%hu d?%?ﬁ?ﬂ‘Y’EEFB}’“'

2- phenyl - 2- ‘-triflu n I 2carbon ) -am

atet oxy) - A RATHET B @ e 4 TTB AL, S ERET V1) -amnel-phenyt}
{3-[ (4 -trifluoraomes Méhﬁnmx@aﬁ@anwwj )4 ani ool L phenydorethyt- aci d

3, 3- bi s- et hyl car banoyl phenyl” propyl ester,

{3- [(4'-triﬁipmémyﬁthyéabb@mgny+aﬂim@lbphghylhﬂaoeipmeﬁyt%iace?bé-héﬁd

2, 2- bi s- et hyl car banoyl - 2- phenyl - et hyl 25 ester ,

{3-[ (4" 5t xi ¢ thupkomebayoybi phRRrehY D @B BbnGF e Eni no phenyl} acetic acid

PR 50 B PR EELRER PR EF L (4o thporonmetihyn

ca 2?;“"2) 3 359(@9% feﬁ‘yé%rgs?%maﬁm(i )pl@eﬂ?fﬂﬁyécgﬁi@mé‘cf&l d diethyk-
met hy - -trifluoronethyl - bi phenyl
ethylcarbamoyl-3-phenyl-propyl ester,
{3-(piperidine—l-carbonyl)—4-[(4'-trifluoromethyl—

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

ethylcarbamoyl-2-phenyl-ethyl ester,
{3—(pyrrolidine—l—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)-aminol-phenyl}-acetic acid 2-ethyl-
carbamoyl-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—(piperidiné—l—carbonyl)—4—[(4’—
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

acetoxymethyl)-malonic acid diethyl ester,



carbonyl ) - am no] - phenyl } - acet oxy) - et hyl ] - 2- phenyl - mal oni ¢ aci d di et hyl
ester, {3-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-am no] phenyl}-acetic
acid 3, 3-bi s-i sopropyl car banoyl - 3phenyl - propyl ester,

{2-methyl -3-[(4'-trifluoronethyl-bipheny] -2 10

car bonyl ) - am no] - phenyl }-acetic acid 3,§¥%is et hyl car banoyl - 3- phenyl - pr opyl
ester, {2-nmethyl-3-[(4'-trifluoromethyl-biphenyl-2 15
ca{bonyl)-anlno]-phenyl}-acetic acid 4, 4-bi set hyl car banoyl - 4- phenyl - but yl
ester

{2- met hyl - 3- [(4' ﬁ?T@#WRﬁQV%ﬁ?ﬁ@amﬁﬁkeﬁyl(%caf%%ﬂ§??r%m?ﬁgylphenyl} acetic

?glﬁefhggsn ??én f ??%%§¥Icagﬁy?m §H¥L§§§t85etlc acid 2-phenyl-2-

carbonyl) % i3 aggg g ggtg 3 3-bi s ethyl car banoyl - 3- phenyl - pr opyl
ester, aﬁ%gﬁ %nggﬁoxg 3- -tr|¥fuoronethyl bi phenyl PRENYE-prony

2-carbony|) anlnod3pﬂﬂmytﬁyhc@tnam¢yb%hy[]42 phéﬁyvonamehhzlacid di et hyl
ester, {2-ethoxy-3-[(4'-trifluoronethyl-biphenyl-2
car bonyl? - ahipbenphedyc3TheBYi & - ABLAC BhﬁpgléfﬁﬁFEéPbﬁﬁﬁgl23P8ﬁgﬁ§rgﬁropyl

g:ﬁggnyﬁ)[gﬁéﬂBioﬁﬁiﬂ9?¥ a8£§§%§%g %%;FiogELEgLyFIgQFg%:C aci d di et hyl
ester, 71 2-[2-f ?cﬁgmé@ iemaméyi(é [tar ftuoeoaBtbybthyl -
bi phenyl - 2- car bonyl') - am no] - phenyl }- acet oxy) - et hyl ] -2 phenyl -mal oni ¢ acid
di ethyl estghiphény2- QZcéibaﬁym@xymanbonpheﬁyﬂGAacetubluoa@néthyB-SZ 5-
bi phenyl - 2- car bonyl ) - am no] - phen¥l} acetoxy)-ethyl]-2

dioxo-pyrrolidin-1l -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,
2-[2-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-

20 biphenyl—z—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-



phenyl - mal oni c acid diethyl ester,
2-12-(2-{2-ethoxy-5-nmethyl-3-[(4"-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxy) -et hyl ] -2 phenyl - mal oni ¢ acid
di ethyl ester, 10 4-[(4'-trifluoronethyl-biphenyl-2-carbonyl)-am no] benzoic
acid 2-[9-(2,2,2-trifluoro-ethyl carbamyi®) - 9h fiuoren-9-yl]-ethyl ester,
4-[ (4" -trifl uoronethyl - bi phenyl - 2-carbonyl )-am no] benzoic acid

2-[9h-fluoren-9-yl]-ethyl ester, 15 n-biphenyl-2-yl-terephthalamc acid
2-19-(2,2,2 trifluoro-ethyl carbano Il-9h-f|uoren-9-y|]-ethy| ester,
4-[(4'-trif&@@ﬁﬁ%@mh9¢=%T%%%%Wl=?t%& b®RYEY - ani no] benzoi ¢ aci d

2-[ (bi phenyl - 2-car bonyl ) -.am nol.- et h S ) . _
4-[(4'-trifIuoroAgﬁéﬁh%ﬁq#iﬁﬁgbﬁﬂ%%iB§h§f§-a%¥%%}u%fPT%$E%}c acid

2- (2- bi phenyl s2:x1 1 ase L9P) - e - - - -
4-[(4'-triP?%%%%%%%hgl§%%%ﬁ%g€?-%ﬁggé%o§§§§¥é%i%gTEéﬁzoiczﬁﬁﬁ? ?
3- napht hal epidy¥t3m{Re 22 2phényl uetny et bytear banoyl ) - propyl ester

4-[ (4" -trifluoronethyl-bi phenyl -2-carbonyl)-am no] 25 benzoic acid
3-[2- (252, 2-trif 2ot 2= €3 Hyinetabhesthamepht hal eh- 1tyifleepyetester,
4-[ (4" -trif]luoromethyl -bi phenyl| -2-carbonyl ) -am no] . benzoi [

3, 3- di phenyPiRREBY S~ :?ﬁ‘?ﬁ”&}# L'%‘PH}? ia?%‘a%r%?? 5?6%68§5¥m8*§f‘§??"9'72
4-1(4" -trif E -bip | 532+ n 2@am no] benzoic acid
3-biphenyl-é¥§§§g?%%¥é?g§t????u%%%gg¥£§l%g%%ghnyl)-propyl ester,

4-[ (4" -trifluoronetdydrdpahenyd 2 2¢ Zaf bodithe tlayl catbabenros el ael d
3-phenyl -3-(2,2,2-trifluoro ethyl carbanoyl)-propyl ester,

4-[ (4 -triftodf bweropethybhehphenyta? beayPPoEH) naPbeAZoPReRELd
2-[8-(2,2,2-trifluoro ethyl carbanoyl )-naphthal en-1-yl]-ethyl ester, 10
o[ (o F FoGi0F GRITRERY b RGLGR T9- YEIBORPF ot R8FBbnrol ¢ aci d

3-[(

2, 6-di chl or o-phefiy] dned 2 2- €21 {3 LA 1RE Onpl By 6aRORIDYL | (Br OpYl ester,
trifluoromethyl-biphenyl-2-carbonyl)-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—ZACérbonYl)—amino]—phenyl}4
acetoxymethyl)-2-phenyl-malonic acid diethyl ester,

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



4-1(4' -trifluoromethyl -bi phenyl - 2- car bonyl ) -am no] benzoic acid

3-(2-chl oro-phenyl)-3-(2,2,2-trifluoro 15 ethylcarbannyl)-propyl ester,

2- phenyl -2-(2-{4-[ (4" -trifluoronethyl-biphenyl -

car bonyl) - an1no] benzoyl oxy}-et hyl)-nmal oni c aC|d di et hyl ester,
2-(2-{3-methyl -4-[ (4" -trifluoronethyl -bifphenyl -2 20

car bonyl ) - am no] - benzoyl oxy} - et hyl ) - 2- phenyl - nalonlc acid diethyl ester)
2-(2-{2-chloro-4-((4'-trifluoronethyl-biphenyl -

car bonyl ) - am no] - benzoyl oxy}-et hyl ) - 2 phenyl - nalonlc acid diethyl ester, 25
2- pheny! - 2-gipieny k-2 -qarhonpk branttne L thhgrny} -gcetic acid 2-

car bonyl oxy nzo et hyl Ionlc acj ester,

4- [(4'-tr|f%ﬁﬁhQﬂﬁgﬁﬁﬁQQﬁ%ﬁmﬁké é?hﬂﬁ?%ﬁl h%éL {Q5Enzoic aci d

3, 3-bi s-ethyl carba R v IR AR m AL 4'-Frifl thyl-
4'-tr|fluoronethyl blpheny -2- carboxyw;c aC|J( rl u%fome Y

bi s- et hyl casfisanst -3 phertydnpr pmm&armwﬁyﬂ}c&b@tmphemyﬂmmym, 4" -trif
| uor onet hyl - bi phenyl - 2-carboxylic acid 4-(3,3

bi s- et hyl cartemioi@-gihiechye thiy bprsd®ear bonyl ) - phenyl ester, 5 4'-trif
| uor onet hyl - bi phe

bi s- et hyl car bam) I3y| -ﬁﬁgﬁ{xbo%%@gar%o[n%aj 3?%%?%“6??%enyl ester,
2. (2-{3- et rﬁ"caf‘rlic} %J'f.j ré r%) % t%y?g?f?lc acid - (methyl-

bi phenyl -2 c r o am no acetoxy 10 phenyl mal onic acid
di et hyl estgﬁopibdji{éhihdmﬂig@néﬂimugmﬁyﬂ-éiﬁér;rifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - pr opi onyl oxynet hyl ) -
2-[3-(2-{3-dimethylcarbamoyl-4-[(4’'-trifluoromethyl-

10 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,

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)-aminol]-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 di-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-fluoxo-4-[(4'-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

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



phenyl - mal oni c acid diethyl ester)

2-{4-[(4"-trifluoromethyl-biphenyl -2-carbonyl) 15 am no] - phenyl }-propionic
aci d et hyl car banoyl - phenyl nethyl ester,

5- (2, 2- bi s-et hyl car banoyl - 2- phenyl - et hgxycar bonyl

met hyl )-2-4-[ (4' -trifluoromet hyl - bi phefiyi - 2- car bonyl ) ani no] - benzoi ¢ aci d
benzyl ester, 20 5-(2,2-bis-ethyl carbanoyl -2-phenyl - et hoxycar bonyl

met hyl )-2-[(4' -trifluoronethyl-bi phenyl -2-carbonyl) am no]-benzoi c acid,

5- (2, 2- bi s-et hyl car banoyl - 2- phe | - et hoxycar bon
met hyl ) - 2- ((4f-t%1&31kﬁ1ﬁﬁRWﬂﬂ %%ékﬁ%ﬁ#%ﬂ% bt ‘St noJ - benzoi ¢ aci d

t hyl t bi
el byl ) - 2 FEE T SRRt P bf%%éa%@*ﬁfﬁo R o ¢ aci d
met hyl est g 5at%;0¥%@?§§y£>?nzy péﬂfﬁrmié déda-a1éthyoreseehyl 74

bi phenyl - am no] - phenyl } - acet oxynet hyl } -2 phenyl - nalonlc acid

di et hyl est er, 2{@ {3 ctiboxy--dime tHyl dd rivanoogel hi/4 F bt p-henyl
car bonyl) - an1no] phenyl } - acet oxymnet hyl ) - 2- phenyl - mal oni ¢ agld dlethyl

est er, 52- (Re{Blicopnopexychipeeryl 42 {¢arbenyl| uapsnel nphenyl

blphenyl 2- car bon hen facel oxyne h h I

gg et hyl | e;?%?tZ?Y%%%?%ﬂeghggﬁ%%i i n’zlc[%ﬁlétér(#%ﬁ%?o%ﬁrpalgm ¢ actd
| pheny! - 2- car bopy PReryd aww Hyl eqyl - mal d

di et hyl ester, {g acetylanlnoli [ (4 -thglﬁoégﬁ%Eﬁylyblgﬁeﬁgic ac!

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

10 2-(2-{4-(3'-chloro-4'-trifluoromethyl-
biphenyl—Z—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—24yl)—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—z—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-z—carbonyl)-amino]—phenyl}-acetoxymethyl)-2—0—



2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 15 2-(2-{3-nethoxycarbonyl am no-4-[(4'-trifluoromnethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } =acet oxymet hyl ) -2 phenyl - mal oni ¢ acid
diethyl ester, 2-(2-{3-(4-methyl-thiazo|-2-yl)-4-[(4
trlfluoronethyl-blphenyl-2-carbony|)-an@%o]-phenyl} 20
acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester,
2-pBeny:;2-(2-{?-L(4'-trifluoronethyl-biphenyl-2
car bonyl ) - am no] - bi phenyl - 3-yl } -acet oxynet hyl ) -nal oni ¢ acid di ethyl ester
2-( t2)- { 3|- ; otapylamplenicy peido ddeeta SHitsenyl -2 25 Y ’
car bonyl ) - am no] ; phgnyl.} -ace = 2-ph . - ral: @Rl ' Iiet hyl
gstﬁr, f-52-{3édFn?iﬁiPaﬁ%ﬁ8%§?%§E%§¥k%X§-?r??%uo?%ﬁgFﬁﬁfgﬁbqw$l Y

i phenyl - 2y.Gag hany ) aipelviaherwihod—deeingy)reldat ok yhepigy) —2vad-oni ¢ aci d
di et hyl este?, 9?5 2-(2-{3?ﬁéthoxy-nethylcarbanDyI)-4-[(4
trifluoromebhyl-Riapkenyd atidadietyly)l- &steo].,- phenyl } -3
acet oxynet hyl ) - 2- phenyl -mal oni ¢ _aci d di et hyl ester,
2- (2-{35i sobut yr gF{ 2-(B4dimeithydeashemeyil-Bi-piény|t r§fluoromethyl -

2- car bonyl ) - am no].- phenyl } - 3- acet ax t hyl ). --2- phenyl l.qni i.d dieth
ester, and I%?”%éffﬁﬂﬁ§ﬁiﬁw93Zﬂﬂﬁﬁ%ﬂzg %ﬁ%£%4%£%%é¥§ﬁaéﬁyfﬁfiﬂﬁi e
L1 11 or omeLig- el cahaibaiyr Al pheny| )

acet oxymet hyl' y- 2- phenyl - mal oni ¢ aci'd diethyl ester; 10 (24) The ester
conpound or a predreg dhherechhenyld -Ehdrr{Cedimedhiyy cagbapoatl ¢ sal t  of

ei ther according to the
[(4'-trifluoromethyl—biphenyl-2-carbonyl)—amino]-phenyl}-
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—Z—carbonyl)—amino]—phenyl}-acetoxymethyl)—2—
phenyl-succinic acid diethyl ester,

20 2—(2—{3—dimethylcarbamoyl—4—[(4’-trifluoromethyl—
biphenyl-Z—carbonyl)—amino]—phenyl}-acetoxymethyl)—2—
(2-methoxy-phenyl)-malonic acid diethyl ester,

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

25 (3-methoxy-phenyl)-malonic acid diethyl ester,

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

2—(2—{4—(5,4'—bis—trifluoromethyl-biphenyl-2—



?gor?4(12,_r?ich Is selected fromthe group consisting of

-[ (4" -trifluoromethyl-biphenyl-2-carbonyl)-am no] 15 phenyl}- ' '

3,2hb|s[eéhggc?rbﬁgoyl)-2-pheny| et hyl estea, ] phenyl}-acetic acid
-phenyl -2-{2-[4-[ (4" -trifluoronethyl -bi phenyl - 2car bonyl o - -

ynmet hyl } - mal oni ¢ aci d di et hyl ester, 2@4p d yhoxy)-phenyl] -acet ox
2-(%-{3[;Ethyl-f-[ﬁ4'-trifluoronethyl-biphenyl-2

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-(2-{4-[methyl-[(4 -trifluoromethyl-biphenyl - =

car bony| ) -eaw}y phenginjnatet ity 5222 HRdAyTR ?%ﬁ?é 25 acid di et hyl
ester, {3-ethé%&4-[(4'-@r#jluoro Eh%%ébigh%8¥é'§‘e hvl ester

ga{bonyg)-?fﬁ Y@@?@%% T -%R%R¥ Aty oo 2- I's"e ﬁch%rbanDyl5pheny|-ethy|
s gr, l-p enyl -22_-4122_-w_-Mflcﬁigfctiyor@f@fmér&h@heﬁylbfpher?ﬁl—2-

car bonyl )-am no]-p en }-acetoxymethyl)-nmalonic acid diethyl ester,

2- phenyl - 254 254 dyl { 4amihé | | woaonethylebipapoyl-phenyl} -

carbonyl)-an1no]-p enyl}-acetoxynethil): mal oni ¢ _acid_5 diisopropyl ester

{4-[ (45t radébaxgmethyl) b2 ppeenyl smahebbAypFianfheF BRENGFFeEceti ¢ aci d

2- phenyl -2, 2-bis-(2,2,2 i fl - 3
R et (i Lk
onyl) - am - nyl.1 s ¥ ' Tt '
el bper o ESbe SORRLLY L PEELAAKYEL B bhlphgn) camthddorenbin oot o
bi phenyl - 2;cat byMk L nami nal ppbRPY - haaoat oxpnetihdlipthallorsteaei d di et hyl

ester, 2-[2-(2—{3-dimethylcarbamoyl-4-[(5—methyl—4'-

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

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'—

25 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,



15 2-phenyl -2-{2-{4-[(4' -trifluoronethyl-biphenyl -2

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - mal oni ¢ aci d di cycl ohexyl ester,
{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] phenyl}-acetic acid
2, 2-bi s-cycl ohexyl car banoyl -2 20 phenyl ﬁthyl ester,
{4-[(4'-trifIuoronethyl-biphenyl-2-carb§ yl ) -am no] phenyl }-acetic acid
2- phenyl - 2, 2- bi s- phenyl car banoyl - et hyl ester,

{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] 25 phenyl }-acetic acid

2, 2-bi s-isopropylca - 2-phenyl ethyl_ ester., i

S bentyl -2 (20 LA A AT Py (4 -methyL-biphenyl-2-

car bonyl) - am - - c i i i I 77
CBony ) RS PETM s GPSOE] Tl aOh PPl A P L R SLe

car bonyl) - adé @] a byl tesest oxynet hyl ) - 2- phenyl - mal oni ¢ acid di et hyl
ester, 4'-trifluoronethyl-biphenyl-2-carboxylic acid 4-[2 5

phenyl - 2, 2- bi s- ( 2 X 2~ ¥ Fimedrhylatandaerbiay(d-ethyl-4-

et hoxycar bony| met hyl ] - phenyl ester, biphenyl-2-carboxylic acid
4_[2_phény|tgggg%ﬁgpqgﬁhyl—benzoylamlno)—phenyl]—acetoxymethyl}—z—

2 ey el ohexy AL S L Y e Y 1 2 chrbonyl ) “am no] - pheny!
}-acet oxymet hyl ) -amgl 200 £ Gl Hi 1B an®S{1er4- [ (4 ' -ethyl-biphenyl-2-

{4-[ (bi phenyl - 2-car bonyl ) - am no] . - phenyl } -acetic aC|g

2- phenyl - 2,cathienyR) Zanking j foherol etdryd taryeety ) } €2 tphertfl gsd bonic
2-phenyl-2- {54 Gl dlng PeE Y 4L

10 2-(2-{3-dimethylcarbamoyl-4-[(4'-isopropenyl-
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-

15 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-

20 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,

25 {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 1-phenyl-



trif luoronethyl-biphenyl-2-carbonyl)-am no]-phenyl} acetoxynethyl}-malonic
acid diethyl ester, {4-[(4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] 20
phenyl }-acetic acid 2,2-bis-nepprlcarbanoyl 2- phenyl ethyl ester,
2-pyridin-2-yl-2-(2-{4-[(4"-trifluorome
biBﬁenyl-2-cgrbon§l){anggo]-phenyl}-ape%gxynethyl) mal oni ¢ aci d di et hyl
ester, 2-pyridin-3-y|-2-(2-{4-[(4'-trlfluoronethyl . . .

biphenyl carbonyl) am no] - phenyl ) - acet oxymnet hyl ) - mal oni ¢ aci d di et hyl

ester, flo h -2-carbxy|ic acid .
4- (2, 2. bi sEgb cargﬁhgxhyazg % - et hoxycar bonyl net hyl ) 78 phenyl

ester. 2-phenyl - 3(dihdth ILEEH%R G0yl 149l (4rie1 th
trifluoroﬁethyl glphényl g car bonyl) - angﬁo -pﬁén ”fISEEtonnethy|) mal oni ¢

aci d di et hhipbenyd-25carbonyl)-amino]-phenyl}-acetic acid 3-hydroxy-
{4-[(4"-trif]luqroneth I-blﬁhen yl - 2-car bonyl ) - am no] phenyl }- acetic acid
2, 2-bi s- bu?yPXéFBﬁﬁBﬁ%thp cRYERFLhpropyileester,

: - etic
SRS TS §P¥keﬁy%?é§€£¥'l%m2?h9°]- phenyli-ac
o - BTSN RO Sherise i, >-scoron-
2- (2-{4- [(21-amtbnmebhpmenybhanganp@aym amte@l
phenyl }- acetoxynEthg 83 dlggiggiggigg$gyfcad[?Leigglfiiéggmethyl—

biphenyl—z—carbonyl)-amlno]—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—z—carbonyl)—amino]-pyridin-z—yl}—acetoxymethyl)—
2-phenyl-malonic acid diethyl ester,

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

biphenyl—z—carbonyl)-amino]—phenyl}—acetoxymethyl)—2-(3—
methyl-thiophen-2-yl)-malonic acid diethyl ester,

20 2—(2—{3-dimethylcarbamoyl—4—[(4'-trifluoromethyl-
biphenyl—Z—carbonyl)-amino]—phenyl}—acetoxymethyl)—2—(5—
methyl-thiophen-2-yl)-malonic acid diethyl ester,

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

biphenyl—z—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—



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-carbonyl)-am no] phenyl}-acetic acid
3-pheny|-3,3-bis-propy|carbanny|-propyk 20 ester,

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

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

2- phenyl -2-(2-{4-[ (3" -trifluoronethyl - bi phenyl -2

carbonyl') - am no] - phenyl } - acet oxynet hyl ).- mal oni ¢ aci.d, di et hyl aster
4'-trifl umammnyW)-—tﬁ"ﬂWMWp.@w&rrEE@é%% Cacid Wi 2% B

4- (2, 2-bi s-et hyl car bamyl ).- 2-phenyl - 0 onyl net hyl ) 2-chl or o- phenyl
ester, 2- CENYAGETOANS] 1-%7Pﬂ%é¥%lﬁm>onet ylgbiphenyI-Z 79
carbonyl)-aninokgpgﬁﬁﬁgkyaqqumym&&@ﬁiho%oﬁb&m#l~mmpmdnyLﬂﬁ{idiethyl
ester, 2-(2-{4-[cyclohexyl-(4"-trifluoromethyl-biphenyl-2 .

car bonyl ) -amswlyphemido rastengiietand Yi- phenyl -a#®ni ¢ 5 ack P dEihyl
ester, 2-phenyl-2-(2-{4-[(4"-trifluoronethyl-biphenyl-2

car bonyl ) -ertiyiojanieeny - sahsietdhyL (i i ¢ aci d di propyl ester,

2-phenyl - 2- (2-{4-[(4' -trif] - hi - piphenyl-2-
phenyl - 2- (2-{ Z'B%é rﬁﬁt }rﬂ{_eat&ﬁfxzyo-%w#w'?d_rﬁarﬁqg‘\dr&"étg&’l biphenyl-2

carbonyl ) - am no* . X nic acid diisobutyl ester)
(LG | PP oGSy - Sos coayihd e 2 ptesyf 3 -ssen o act d
{4-[ (4" -tridiaodoemeiyyl edig@benyl - 2- carbonyl ) ani no] - phenyl } - aceti ¢ acid
2, 2-bi s- (3-net hyl _
{3-methoxy—4-[(4'—trifluoromethyl-blphenyl-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—z—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—z—phenyl-ethyl ester,

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

ethylcarbamoyl—B-phenyl-propyl ester,



but yl car banoyl ) - 2- phenyl - et hyl ester,
2-(2-{4-[ethyl-(4"-trifluoronethyl-biphenyl -2

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ 20 aci d di et hyl
ester, {4-[(4' -chloro-biphenyl -2-carbogyl) am no]-phenyl}-acetic acid

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

{4-1 (3" 4" -dichl oro-bi phenyl - 2-carbonyl ) 25 am no] - phenyl }-acetic acid

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

3-nmethyl-4-1(4" -trifl t hyl,- bi | -2 yl. i -_ph |} - tic.
gci (rjre 2-);;heny|[f2,{Q.—rg;rgpggzgrg%égiﬁbé%gEigx%éﬁﬁn%gs gp?élbh%(ﬁ){yaoh phenyl } - aceti c

{4-1(4"-trifluor t_hy.l - bi -2- ) -am i | } - acetld-biaci d
2,2-bis-(fﬁﬁgFH8§9?é“ﬁﬁf@é&%&%ﬁ?ﬁ)fgﬂﬁﬁgﬂzl2e?ﬂ;Fﬁg§?:PY oa =
2-(2-{3- etehcx,!y-l sdrdhnidyil § | ugieRiNd et pleartyde 2 5

car bonyl ) -am-noj - phenyl } - acet oxymet hyl') - 2- phenyl - mal oni ¢ aci d, di et hyl
ester, {3-benzyloxy-4-[(4’-trifluoromethyl-biphenyl-2-

{3-isopropyl-4-[ (4 -trifluoronethyl-bi phenyl - 2car bonyl ) - ani no} - pheqwl } - acet
ic acid 2,@@@3@&W%ﬂd}%¢ﬁfgﬁn&1—% 1%t hyl estae‘%l,é/,, 10 4P

2-(2-{3-isopropyl -4-] (4 -frifl o) | s i Hhenyl - 2

carbonyl)-%g%Xﬂﬁ%ﬁﬁﬂA1 %3%5% %&@%ﬁgﬁbpgfﬁggﬁghyl-nalonic aci d diethyl
ester, {3-ethy|-fkdiff3Igéﬁﬂ§43gyuﬂJDM41ﬁﬁﬁmﬂmﬂoﬁbmethyl—biphenyl—2—

car bonyl ) - am no] - phenyl }-acetic acid 3,3-bis 15 ,

et hyl car basawh oy Phenylnl opyéngk} eacetoxymethyl) -2-phenyl-malonic
{3-isobutyl-4-[ (4" -trifluorornethyl-bi phenyl -2carbonyl ) -am no] - phenyl } - acet
ic acid 2,&blsdemytaedbddyl - 2- phenyl -et hyl ester

2- (2 {1 sobutyl '4(;1%( 3 Hc{; Tl ﬁbylf:pimém@tﬁ}gl-biphen}?l—z—
car bothI ) -am no]z_-p nc:f }ﬁ%ce %Eyrrenf yi) - 2- phenyl - mal oni ¢ |
carbonyl)-amino]—phenyl}—acetoxymethyl)—2—phenyl-malon1c
acid diethyl ester,
2-{2—[3—methoxy—4—[(4'—trifluoromethyl—biphenyl—2-
carbonyloxy)-phenyl]-acetoxymethyl}—2-phenyl—malonic aciad
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—l—yl-4—[(4'—trifluoromethyl—biphenyl-2—
20 carbonyl)-amino]-phenyl}—acetic aciad 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-z—carbonyl)-amino]—phenyl}—
acetoxymethyl)-malonic acid diethyl ester,

2-phenyl—2—(2—{3—pyrrolidin—1—yl—4—[(4’—
trifluoromethyl—biphenyl—2—carbonyl)—amino]—phenyl}—



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

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 25 2-(2-{3-brono-4-[(4'-trifluoromnethyl-biphenyl -
carbonyl)-anino]-phenyl}-acetoxynethylé 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-(2-{3-dinethylcarbanmoyl-4-[(4 -tr|fluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2 81 phenyl - mal oni c
acid di et hyl ester {3 dinethylcarbanoyl 4-((4' -trifluoronethyl

bi phenyl - 2- carbon nol.- phenyl ci
2- phenyl| 2 25 aWEQﬁ&VI %}qa Eﬁyi brer,

{3- nethylcarba yl [~( I qh l(4bi-phepthdroaielRerml-) - am no] - phenyl
}-acetic acid g? (2 {3 %hm%gg %gﬁ%§¥£2 géenyl et hyl estermZL

{3- dlnethyhggﬁggmgﬁ d&ﬂud%yﬂy4émnnvknpﬁdqyl} -acetoxymethyl)-2-

bi phenyl - 2=car bonyl ) - am no] - phenyl }-acetic acid 3,3-bis 10

et hyl car bameyly13-melemjlc @raipy |diesiharl, ester,

2- (2-{3-di et hyl car banoyl [ trlflu neth -

bi phen§! - 2- carbdﬁ&ﬁ??ﬂﬂr@3Pléﬁbﬁyﬁ?'acgﬁoxyne ufrfmﬁ$ﬁxﬁ mal oni ¢ acid

diethyl e tzﬁphrﬁl_{r?é] be%}eny yAmi%Jﬂ‘bhéﬂjfj%@f@iﬁb@t@DW' 15

2- car bonyl etlc acid2,2-b

et hyl car bayau y 2-nmesiyi c e&dmd &yl ester,
{3-di met hyl carbamoyl -4-[ (4" -trifl uoromethyl bi phenyl - 2- car bonyl ) - am no] - phen
20

yl }-acetic acid 2 @-Hi% dtehpydantiaoy - M%Hérﬁﬂilblﬂ%ﬂmeé%’t S,
- acet PZ'&%&%%@S@M%&% PREERA Gogolpiy1  am nol - pheny
S AR S il o i
ethylcarbanvyl -EﬂJMBtH¥ﬂ+3—[(4 -trifluoromethyl-biphenyl-2-
2-(2-{3- dlethylcarbannyl a-[(4-trifluoromethyl . . @ lonic
carbonyl)-amino]-phenyl} acetoxy)-ethyl]-2-p v
acid diethyl ester,
2—phenyl-2—(2-{3—[(4'—trifluoromethyl—biphenyl-2—
15 carbonyl)—amino]—phenyl}-acetoxymethyl)—malonix:acidcliethyl
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

25 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-



bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
di ethyl ester, 2-(2-{3-diisopropylcarbanoyl-4-[(4'-trifl uoronethyl 82

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

- bi phenyl - 2- car bonyl ) - ani no] - phenyl }-acefic acid 2,2-bis 5

et hyl car banoyl - 2- phenyl -et hyl ester, 2-(2-{3-(ethyl-nethylcarbanoyl)-4-[(4
trifluoronethyl -bi phenyl -2-carbonyl ) -am no] - phenyl }

acet oxynet hyl ) - 2- phenyl - ma)] oni ¢ acj d di ethyl ester, .
{3-(ethyl - n%#mrbiglr bﬁ%’b’ﬂ?lﬁkﬁwl}‘r???%’f‘ nethyt 102 -phenyl-malonic

bi phenyl - 2- onyl J,-.am -phenyl }-acetic acid 2,2-bis

et hyl car ban%%é)Z@%%%hrﬂﬂ%ﬁﬁp' ester, _ _
{3- (et hyl - net hy! carjoaroy) )z 4ndidy r 151 f { 4ror@mmi e Rimheyd -2 easipnyd ) - ani no
] - phenyl }-acetic acid 3, 3-bis ethyl carbanoyl - 3- phenyl - propyl” ester, 15

{3- (pi peri dtarHomyl panyine B-gHehiyl ¥ + 4 erosoyet dyhyl phenyhe2y Landbowyid - ani noj
-phenyl }-acetic acid 2, 2-bis ethyl carbanoyl - 2- phenyl -ethyl ester)

{3- (pyr Pol i 2F¥ 19%keEHohyggtex (4" -tri fl uor omet hyl bi phenyl - 2- car bonyl ) - anmi no
] - phenyl } -acetic aci Zuﬁibi 20 et hyl carbanoyl -2-phenyl - et hyl_ester,

{3- (met hyl - propyl aﬂbéhp Fﬁﬁ}ﬁ%ﬁf%%?ﬁ#fﬂﬁﬁéﬁ%ﬁ%ﬁ”5)Céf%ony y'amlno

bi phenyl - 2- g ldcai §10] - phedyid - aceti g, achfs 25 LopPkSpylcarbamoyl-3-

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

{3- (et hyl -pheapyl cardpyyegtele [ (4' -trifl uoronmet hyl 25

bi phenyl - 2- car bonyl ) -. am no] - phenyl }-acetic acid 3, 3-bis

et hyl car banoyl - 3- hydr |(4sttgrifluoromethyl-biphenyl-2-
{3-di hyl car.ba -A-1(4 -trifluoromethyl . e
bi phenyl- 5- S BOML ) A St RS acia  acia 3,3-bis

2- et hyl car hammyl c L sV - R n Bl ®Fopyl 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]-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,



??_?Iphenyliﬁ-fzb{Shpyrrolidin-l-carbonyl)-4-[(4'

i f I 'uor onet hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl } acet oxynet hyl ) - i
acid diethyl ester, 2-pheny|-2-(2-{3-piperid?n-lyc;rbonyl)¥4-[(i')5na|0nlc
trifluoromethyl-biphenyl -2-carbonyl)-anino] - phenyl} acetoxymethyl)-mal onic
acid diethyl ester, {3-dinethylcarbano ﬂ-4-[(4'-trif|uoronethy|

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

propi onyl am no- et hyl ester, 10 {3-di nethyl carbanoyl-4-[(4'-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet [ -
dioxo-pyrrolidirﬂﬂﬁ%ﬁ921i%éﬂékﬂzghgﬁﬁ'%%¢é&ﬁg%é&gﬁ&g%ghethyl_
{3-di met hyl car banpyl - 4- [ (4’ - {i ’

biphenyl-ZbigPﬁﬁﬁ T%:%ﬁ$ %EY%Lé%@¥§§32@%?%§%%?%C?%°§Yéiﬁ§?§é3Béﬁoy|-benzy|
ester, {3'9hg§%ﬂ¥h§@69§EDX&Id4diéﬂhy1réﬁf@ﬁfOnEthy|

bi phenyl - 2= carbonyl ) - am no] - phenyl }-acetic acid
2-ethy|CarbanDyIme[my(2bemzyétmnxymarbonyl—3—[(4’—trifluoromethyl—

{3-di met hyl carbanmoyl -4-[ (4" -trifluoronethyl 20
glphenyi-Zrtahbnmyk?=aﬂfh@TYbheﬁ?F?Q&CEFﬁﬁyégfacetoxy)'ethyl]'2'

-i sopropyl am no- 2- phenyl - et hyl . e h chl ori de,
§;[ﬁ-(2[{gPHPﬁEF59F§8P5§n89%849i?i£§@rF%?égfonetLyf

i phenyl - 2- car bopy| ) - a5l p9l s PRERYL 5 - REEhPXYI - Bt by} tr2f phenyhe Ay DA i
di ethyl ester, 2? E-(g-{g-d?net%¥lcarbaﬁ%y¥?4?§(2'%¥lugrg?gighe%yrlg actd
car bonyl ) - gabRehyRbengkkbangl oxumehby - phenphdngcetakyii-e thyild -diet hyl
ester, 2-(2-{4-[(4'-brono-biphenyl-2-carbonyl)-am no]-3
di net hyl capbenyy-mphenjr} agdét 8i¢hBYhy PFESTphenyl - nal oni ¢

10 4-[(4'—trifluoromethyl-biphenyl—2-carbonyl)-amino]—
benzoic acid 2-[9-(2,2,2—trifluoro—ethylcarbamoyl)-9h-
fluoren-9-yl]l-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—z-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-l-yl—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,



84 acid diethyl ester, {3-dinethylcarbanoyl-4-[(4'-trifluoromnethyl

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

2- acet hyl am no- 2- phenyl -et hyl ester, 5
{3-di met hyl car banoyl -4-[ (4" -trifluoro hyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet’i ¢ aci d

2- but yryl am no- 2- phenyl - et hyl ester,
ﬁ;(ﬁ-{S;d;neth%Ica{bannyl-4-[(4'-trifluoronethyl

i phenyl - 2-car bonyl ) - ami no] - phenyl }.- t oxymet 10 2- nyl = onic acid
di rr]\celt hyl ester, ?%{&I'O%AVFQ@%?&?@%@WJ;%%%%% Qﬁff'(%‘%”m_
trifluorongthyl:bi phenyl_-2-carbonyk) 1 epylLk_aeebo ] | oni c
acid dietﬂ@?nég%%r, 2-cf% 5ﬁexy|-2§(2??%$§%%g?hg¥cgrEgh%9?¥g?%?£hbfga
tr!fluprong%ﬂyicgfpgﬁ@%ijnga Pongkteam no] - phenyl } acet oxynet hyl)-mal onic
acid diethyl ester, 2-(2-{4 %4'-chloro-biphenyl-2-carbon | )-am no]-.3
di et hyl car banoy4 - phehyt 3 i et vomeet h+ Hiphemehy? - eatbenyl hca®ine ét hyl
ester, 20 2-(2-{4-[(4'-acetyl-hiphenyl-2-carbon h)-aqin 1-3, .
dlgethyzc?gﬁﬁzﬁyF-phenyl}-a@%%@xynethyl)-%fﬁﬂﬁﬂ§ :HélanﬁczéEF&f&P8Fﬁy|
ester, 2-(2-{4-[(4 -cyano-hi yl-2-¢carbonyl)-am no] -3
dlnethylca?Béﬁﬁé%FB%%% ?f-gﬁggggyéggﬁgr)-z-phenyl-na%onic 25 acid diethyl
ester, 2‘(2‘{3‘d4ﬂﬁ(byl@ﬁibﬁ@@f&métﬁfﬂ=Bﬁﬁmaﬁyﬂl2—carbonyl)—amino]-
trifluronethyl-bi phenyl -2-carbonyl)-am no] - phenyl }
acet oxynet bgh¥e2ephenyl - mal oni ecadi d di et hyl eskel8-(2,2,2-trifluoro-

2-(2-{3-dineth{Icarbannxl-4-[(5-nethyl-4
)-naphthalen-1-yl]-ethyl ester,

ethylcarbamoy
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]-benzoyloxyl}-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-



85 trifluronethyl-bi phenyl -2-carbonyl)-am no] - phenyl }

acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester,

{3-di met hyl car bamoyl -4-[ (4" -trifl uoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 5

2- met hanesul f onyl am no- 2- phenyl - et hyl edber,

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

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

ester, {3 di et hyl car bano (4" -trifluoromethyl 1

bi phenyl T?C%W %%/ﬁ TT%@H?“@C&?@%Y%P@‘(%% ng1chloro-

pr opi onyl et hyl ester,
[3(2{3ﬂ$%&%%caramwl -H4UtHfIwomﬂhw

-blphenyl 2- carbqny&kﬂyndaﬂomaﬁﬁyﬁbeyﬁadygoz4aéﬁbaﬂ Zidheowd -4l dmc aci d
di ethyl ester, 15 2-(2-{3-dinethyl carbanoyl -4-[(5- neeaoxy 4'

trifl ur omethyd —dtilprieratbamaal i enyld priod pgeiyeytBonyl) -phenyl ester,

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

2-(2-{45] (5- chloﬁo~¢rﬂﬂ%Wbnqmﬁthﬁﬁﬁaﬂphﬁqﬁ#n%dc§¥boxyllc acid 4-(3,3-

;2;?82§L€t manalas m'“%qﬁ%iﬁ? Eﬁﬁ?&yi} %%§x¥gﬁ¥9?nyl)—2,6—dlchloro—

2-(2-{3-di@Ekﬂ%hp%ﬁﬁgﬁpyl 4-[(6-methyl -

trifluoromet hyl™-bi phenyl - 2-carbony|)-anino]-phenyl}

acet oxymnet hyl ) - 22pHemyi3—redhoxiye sadichydi -ett-Hy(| 4 ‘estreirf luoromethyl-
2- (2-{3-di net hyl car banmoyl - 4-[ (4' -trlfluoronethyl

ablphenyl PAQH%ﬁﬁﬁn?]%%ﬁqﬂﬂY%ﬂﬂﬁﬂﬂ Qﬁ@ﬁrﬁ?ﬁiﬁ?iﬂ?ﬁﬂ%@q %nl?rlc acid
2,2 2' - -4
220 G, 51y R By car byl [(2- 1 voro

trifluoro car bon -'phenyl }
acet oxynet hyl ) 22Flh%ﬂ){|3- f&h@ﬂrﬁ:ﬁ%ﬂa&mc@tﬂw O & 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)-
aminol-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-



86 2-(2-{5-dinethyl carbanoyl -Z-fluoro-4-[(4
trifluoronethyl-bi phenyl - 2-car bonyl ) -am no] - phenyl }
acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl ester,
2- (2-{3- brono- 5- di net hyl car banoyl -4-[ (4}, 5
trifluoronethyl-bi phenyl -2-carbonyl)-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

trifluoronethyl-biphenyl.-2- bonyl )+ am -ph o
acet oxymet R erbjb'ﬁ%n%%lr-?é?}gﬁbgg%%] ‘ﬂ%% Pé%?%#%x%ethyl} 2

2- (2-{ 3- di gt ] GaL Py | adrd (BletnpOrdster,

trifluoronethyl - bi phenyl - 2- car bonyl’) - am no] - phenyl }

acet oxynet hyl ) - 2pleenid ~cmattoniye- 4di (d ‘ditstifluesimgthyl-biphenyl-2-
2-(2-{4-[ (3" -chloro-4"-trifluoronethyl -bi phenyl -2 .
car bonyl ) - bR ¥ B AmEr Rt RheBehbACHHRYMe thyl ) -2-phenyl -malonic
acet oxynet hy| ) - 2- phenyl - ppl oni ¢ acid diethyl ester,
2;(2-{§-di?r’%’t%ﬁlc‘g{¥8{;¥ro§/g‘?%[ (4" -trifluoronethyl

bi phenyl - 2- car bozlyd):):{agu N RPN darrdfdityyaet (Wil e Riorome thyl -
nitro-pyridin-2-yl)- malonic acid diethyl ester,

2- (5- am np Ptiérly - 2- yarbany P} {antharpiplyd eyl baawgtoR@nethyl) -2 -
4-[(4' -trifluoromethyl -bi phenyl - 2-carbonyl ) -am no]

phenyl } - acehenxgiretdlon it ohd cd%ﬁ:ﬂéh”di%?g@ﬂl?' ester,

gféﬁé%i[?E?2;?%gﬁig%Eﬁggﬁéﬁh%#igéﬁéééiﬁggﬁgxgi%%ﬁ3€%?%ﬁﬁw%ﬁ%¥%i)M-nalonic
aci d diget | piest T -+ 2 20220 éréy 1 P- &M 15 P- P i 9ES hyd ses Rpndyhy 2y £ 4 uor 0- 4- ((4'
trlfluoronef%y -fgphenyl-2-carbony|)-an1no - phenyl }
acet oxynetptydny P-mpdibmyl e nat odi dieihyl destéyl ester,
2- (2-{3-brono-5-di met hyl car banoy| - 2-f| uor o-4-[ (4 X
trifluoromethyl -4 (A 1@%ﬁ§%%%ﬂﬁﬂﬂji?ﬁﬁQﬁﬂtﬁﬂéﬁﬂﬂﬁomethyl’blphenyl'
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-yl)-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-yl}-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,



87 acet oxynet hyl)-2-phenyl-mal onic 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 )-2-0 tol yl -mal onic acid
di ethyl ester, 5 2-(2-{3-dinethylcarbanpyl-4-[(4" -trifluoronethyl
biphenyl-2-carbony|)-anino]-phenyl}-acgﬁoxynethyl)-z-n1tolyI-nalonic acid
di ethyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4'-trifl uoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acetoxynethyl) 2-p 10 tolyl- nalonic

acid diethyl ester, 2-(2-chloro- pheny a&'ﬂ 3 d| rret h,yI car banoyl -
[(4'-tr|fluorom&1ﬁﬂ tﬁjﬂﬁiﬂﬂxXP 5b

acet oxynet mal onl CI d. di S )
2- (3-chl or%ly ‘%’ ktKy? ca‘%‘r’%"w&gﬂf) frrygmo] phenyl} 3

[(4 -trifl ?d;ﬁ}nhl:y Cahdosd d - Ml rohefy | dster,
acetoxynet#gg mal oni'c aC| dlﬁ% ester, e
2- (4-chl oro- phemyJ()2-2{3(-2Ls[d33whyrej]hy4—c[a(rdaa-mz;a]f]ﬁaoromethyl biphenyl-

[ (4" -trifluoronethyl-biphenyl -2-carbonyl)-amn no] - phenyl }

acet oxﬁnetitm&)rmibhl AR mreqrmyl}eh@etwme fyL)22 phenyl-

2-(2-{3- dlrret car ba 4' -trifluoromet hyl

bi phenyl - Iéﬁﬁ ‘gﬁ¥ e F?raé%?%xynethyl) 2 phenyl -succinic acid

di et hyl ester jf%_lﬂuﬁ lﬁﬂﬂg@ I ¥y £4 upog pret hyl
bi phenyl - 2- car bonyl% {am noj }g#enyl} acet oiffg/np1(:}tdoh1§/§lﬁ))| 2- (2(r 25

met hoxy- phefiy Jusedmet 1oy Bch Dplokef hy? - @stieonyl ) ~amino ] -phenyl} -
2- (2-{3-di net hyl car ba yl-4 [(4"-trifluoromethy

bi pheny| - 22eeirdxiTye jhwhi o] Pheriy P2 bRet @ X3Pt r@ﬂre}ﬂzﬂ gester;
met hoxy- phenyl ) - mal oni ¢ acid di ethyl ester,
2-(2-9 -dinethylcarbanDyI-4-[(4'-trifluoronethyl

(24) 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]-

15 phenyll}-acetic acid 2,2-bis-ethylcarbamoyl)-2-phenyl-

ethyl ester,

2-phenyl-2-{2-[4-[(4'-trifluoromethyl-biphenyl-2-
carbonyloxy)—phenyl]—acetoxymethyl}—maionic 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-



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

car bonyl ) - am no] - 3- di met hyl car banoyl - phgnyl } 5

acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di'et hyl ester,
2-(2-{4-[(6-chloro-4"-trifluoronethyl-biphenyl -2

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

acet oxymnet hyl ) - 2- phenyl - mal oni ¢ id diethyl,K ester . . .
2-(2-{3-diﬁéF%9PXEPbéﬁb?g?aPP%%YiﬁaéPﬁiﬁxy%ﬁtgyi?‘mal°nl"aCld‘ilethYl
trifluoroneg? %-biphenyl-2-carbony|)-anino]-phenyl}

acetoxynetﬁy %-Z-phenyl-nalonic acid diethyl ester,

2-[2-(2-{3-di net hypganparmmy| 2 4¢ 4 { b¢ get fiyl £ Bhoromethyl-biphenyl-2-
trifluoromnethyl-bi phenyl -2-carbonyl)-am no] - phenyl } ]
acetoxy)-ebhybbnilphemyhemapbﬂhyl&cBdeubbvm9thﬁégermalgnic acid
2-(2-{3-di net hyl car banoyl - 4-[ { 5- et hoxy-4

trifludr onBiA§PPEPBH&N§FE®Tcar bonyl ) - ani no] - phenyl }

acet oxymnet hyl ) - 2- ph | - pal pni j | € er, —amid -
2-(2-{3-dinethy|&gFEg¥nyf?hf??§F$§%g?g%g§£§5?§§i 2+carbonyl) -amino]
trifIuoronﬁhgxylngEg@yg-2-carbony£m1anino]-phe@nbhyzgz,z-bis-(z,2,2_
acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl ester,

2-[ 2- (2-{4tE5fduobbsethiylitaobemeyhyebhpheagter,

car bonyl ) - am no] - 3- di net hyl car banpyl - phenyl } - acet .
et hyl | - 2- pheny! - AePBAPELa¢ 1 §2af At h{f éEFé¥}&°r°meg§¥i'blphenyl‘2'

2 P P B B i masonsc s

acet oxynet @yhbtAyhesykrial oni ¢ aci d diethyl ester,

2- (2-{3-dinet hyl carbamoyl -4-[(3-nmethyl -4' trif

| uor orret hyl - bi phergirc2opanbphy?y {anmi Ao] { phehyifluoromethyl-

aCEtoxynEt%%L é%&ghgq%gigghggsga%%%%]qgg%g¥H}ggggE%xymethyl)—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)—malonicaciddiethyl

ester,



89 2-{2-[4-(2,4-bis-trifluoronethyl-benzoyl 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-dinethylcarbanmoyl-4-[(4"-mnethyl -bi phenyl-2 5
carbonyl)-anino]-phenyl}-acetoxynethyl;-Z-phenyl-nalonic acid di et hyl
ester, 2-{2-[3-dinethyl car banoyl - 4- [ (2!t hyl - 4
trifluoronethyl-benzoyl am no) - phenyl ] - acet oxynet hyl }-2 phenyl -nmal onic acid
di et hyl ester, 10 2-(2-{3-dinethyl carbanoyl -4-[(4'-ethyl -bi phenyl -2

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni.c. aci i et hyl
ester, 2-(2-{3- r&@rﬁ%r@aitba%nf}ruﬁ[ (E?f-lff%glﬁifeﬁeﬁi?wl'glphenlf 9.

bi phenyl - 2- car bonyl ) - am ﬁ%—phe | }-a %ﬂ | ) henylsy® onic acid
di et hyl e&@& P“?L%zﬁﬂéﬁ ﬂ' Pﬁ?ﬁ@ﬁrﬁﬁﬁb%&8§¥ﬁﬁ '¥i§b§F%%?ﬁ o
biphenyl-%kg%rQgg*%&qaggqgthhenyl}-acetoxynethyl)-Z phenyl - mal oni ¢ aci d

di et hyl ester, 2-{2-[3-dinethyl carbanmoyl-4-[(4'-trifluoronethyl 20

bi phenyl - 2- car banykexy¥)uphemgithyacetiphengilh2l-Ea2bpkydyiic- malcddi ¢ 4adizt
diethyl ester, {3-dinethylcarbanoyl-4-[(4"-trifluoronethyl

bi phen§| - PheavBody|2-Pdm- @ 2pRety IEla0a9-¢ tAyii¢axbamepl 2= phenyl - but yl
ester, 25 {t'g-di met hyl ¢ rbg:rm - 4514 - trifl uoronethyl

bi phenyl - & Eﬁﬂ%{)—ngﬂf"'i’? ]h-yéﬂeﬁ)y Yaceti ¢ dcid 1- phenyl cycl opropyl net hyl
ester : ; i - - -bis-

L biphenvyl-2-carboxylic acid 4-[2-phenyl-2,2-bis
{3-d|nethylcarbanByI-X-[(4'-trlf uor onet hyl bi phenyl - 2-car bonyl ) - am no] - phen
yl }-aceti q23@,¢ -2 £ 103 Hetigydardidmdy 19stesthoxycarbonylmethyl] -

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-yl1-2-(2-{4-[(4’'-trifluoromethyl-
biphenyl—z—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) -



{3-di et hyl car banmoyl -4-[ (4" -trifl uoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 1-phenyl cycl opentyl net hyl
ester, 5 {3-dinethylcarbanoyl-4-[(4"-trifluoromnethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - ac %ic aci d
3-hydroxy2-hydroxynethy|-2-pheny|-prop3 ester,

{3-di net hyl car banmoyl -4-[ (4' -trifl uoromnet hyl bi phenyl - 2- car bonyl ) - am no] - phen
yl }-acetic acid 10 3-acetoxynet hyl - 2- phenyl - propyl ester,

2- (2-{3-di net hyl car bamoyl -4-[ (4" -trifluoronethyl

bi pheny! - 2PB@RHbrGF¥€ani no] - phenyl } - acet oxymet hyl ] - 2 t hi ophen- 2-yl - mal oni ¢

aci d di et hyl estfngggéf £3(p|p§t 4 gaibasmytndr L4 4{ ¢4rifluoronmethyl 15

bi phenyl - 2- car bon phenyl } - acet oxynethyl | - 2 t hi ophen-3-yl -mal oni c

aci d di et h%hfﬁ&@fom@tﬁﬁl{ﬂlgwﬁynyt casPaonyl ) San{db 1t phéhubd eret hy!|
bi phenyl - 2- car bonyl ) - am no] - pyri di n- 2-yl } - acet oxynet hyl ) 2-phenyl -mal oni c

aci d dlethabeesiymetﬂﬁl2 -121¢8idi apidyftarhahogstarf (4' -trifl uor onet hyl

bi phenyl - 2- car bon am noj heny acetox nmet hyl ] -2-(.3 . _

met hyl -& hi ophen- Z 4 rra%h#ﬁ %i/';'cal(bmy“ -amino]
2-(2-{3-di th arba o Ly 1- 2 h l-ethvl

bi phenyl - %% ?fe nlnofcgéenyr? é%gtggggegﬁ amoy g enyL-ery
nethyl-thlgggg -2-yl)-malonic acid diethyl ester,

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

bi phenyl - 2- car boty+petiryhol - phéhytFitteovspetny/+piphenyhzaf - 2- yl - nal oni ¢

SR NET A R I T e T
?gtﬁ;d}%xy APPRRYLf FPV&OFSﬁgthyI bi pheny! - 2car bonyl ) - ami no] - phenyl } - aceti ¢
acid 2,2-bis 5 ejhybcasbpmylnetpiienyipeéhyl - estarbonyl)-amino]-
{3- nethoxy 4-1(4' -trifluoromethyl -bi phenyl -2
phenyl}- -acetoxymethyl)-2-phenyl-malonic acid diethyl ester,
2-(2—{4-[(4'—methoxy-biphenyl—z-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—z—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)-malonicznxuidiethyl

25 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—biphehyl—2—



car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bi s ethyl carbanoyl - 2- phenyl - et hyl
ester 2-(2-{3-nethoxy-4-[(4'-trifluoronethyl-biphenyl-2 10

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

ester,
{3-nethoxy-4-[(4'-trifIuoronethyl-biph@%yl-anrbonyl)-anino]-phenyl}-acetic
aci d 2-phenyl -2, 2- bi spropyl car banoyl - et hyl ester, 15

{3-met hoxy-4-[(4'-trifluoromnethyl -bi phenyl -2

car bonyl) -am no] - phenyl }-acetic_ ~ acid 3,3-bis.., ,_ _ .

et hyl car b&ABYPPYL3nEy: 96F88§PYé§f8F?%°Xyme%hyl) 2-phenyl-malonic
{3-ethoxy-4-[.(4.-trikl t hyl - bi phenyl -2 carbonyl ) -am no] - phenyl }-acetic
acid 2,2-8F§E2él§%hgﬁc§%%§%§yl-2-pheny|-ethy| ester,

{3- et hoxy- 4-[ (42:tbifhuor9BRbARkYhL phenyki21eatbaeyhyl -biphenyl-2-

am no] - phenyl }-acetic acid 3, 3-bis ethyl carbanoyl - 3- phenyl - propyl ester,

2- ( 2-{ 3- | zapbopgly)—4nind ]-phiehiyldremetioxymeitiydny|2-phemyl-malonic

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

{3-isopropoxy-4-[(4' -tritlugrone E l: - Bi ooty bndmkiab-phenyl } - ace
tic acid 2,2-biSe HﬁPé&yEaE%y??SE %en?kgggﬁékoeste?? l@z %?ﬂ

{ 3- i sopr opaXy Ayl ()4 anfirid’) - pRlepRR R cetioRRaRtyAc A Jc ardied] - phenyl } - ace
tic acid 3,3-bi s ethyl carbanoyl - 3- phenyl - propyl ester,

{ 3- pr opoxyi$ropd 1- tastfdxyor onet hyl - bi phenyl -2 5

car bonyl ) -am no] - phenyl }-acetic acid 2, 2-his ethylcarba | - 2-phenyl -eth
ester,y{é-bepzy£0;@3@§ﬁ%4“i@rﬂﬁrdéféﬁ@FH§PPBFﬁﬁE%§WﬁZ%fggénf&J%' g g
carbony’ L ATesAly AR s Rpteny13¢ sttt RNV Ik AB o pheny! - et hyl

ester;

2- (2- { 3- benzWim~Ar- [dekext r i f1 uor onet hyl - bi phenyl - 2car bonyl ) - ami no] - phenyl }
- acet oxynet hyl ) - 2-phenyl - mal oni ¢ acid diethyl ester,

2- ( 2- { 3- hydr oxy{4-{[((4 'ttmiff lyoremetiyl-Biiphempl2cH4BRANY)ani no] - phenyl } - a
cet oxynet hyl ) - 2- phenyl -mal onic 15 acid digthyl. ' ester o

2-{2- 3- nEFHARL 2R YL 13981 me e bi Freni =D Boh; J()%(?/Slzapl?'u%%lyli - acet ox
ymet hyl } - 2-phenyl - i id diethyl ester,

{3- di met hﬁ“gerﬁynrlo-%- (12%{5%1 uor onet hyl - bi phenyl - 220

car boryl ) - am no]-gahgny| Jrragatd o oaritthyd, -B-ilphe ratina -cardiamgpd }--2- phenyl - et hy

ester, {3-piperidin-1-yl-4-[(4"-trifluoronethyl-biphenyl -2
car bony! ) -eaminm] ~prred }-~aestic acid 2,3His et hyl chrbar§T (2 PRERA - et hy

ter, 25 {3- lidin-1-yl-4-1 (4" -trifl t hyl - bi ph | 2-
L L

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 aminol}-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,



et hyl car banoyl - 2- phenyl - et hyl ester, 2-phenyl-2-(2-{3-piperidin-1-yl-4-[(4
trifluoromethyl-biphenyl-2-carbonyl)-am no] - phenyl } 93 acet oxynet hyl) -

mal onic acid diethyl ester, 2-phenyl-2-(2-{3-pyrrolidin-1-yl-4-[(4
trifluoromethyl-biphenyl-2-carbonyl)-anino]-phenyl} acetoxymethyl)- malonic
acid diethyl ester, 5 2-(2-{3-dinethyl & no-4-[(4 -trifluoromethyi

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxymet hyl ) - 2 phenyl - mal oni ¢ aci d

di et hyl ester, 2-(2-{3-norpholin-4-yl-4-[(4"-trifluoronethyl

bi oh oo L ' ’ - . .
e 2o O Sl S SR SRy e et
bi phenyl - 2-car yl ) -.am no] - phenyl } -.acet oxy, - = i id

di e'ltohyl I )eﬁhé?-‘yb]g{]'[azge(tfl‘z 2%%?%??3%[ %lﬁ%{%ﬁﬁ : EI%%%fﬂ g?igm

car bonyl ) - - < t oxy) - et hyl ] - 2- phenyl - mal oni id diethyl
ester, 2- ;f%{egr{w 2%%3-5[1(3‘%?’4” fl uor)c/)rrl:t hylp- bin);;heggl op °acte dethy

car bonyl ) - am nol2phenyd Jetdogt -oxyiniet ‘i ni-fial corame gl - dipdtengt 1 &t er, 20
2-phenyl -2-[2-(2-{3-[ (4" -trifluoromethyl -bi pheny| -2

car bonyl ) -canveiy bheamino hrehensd } 26T QX ¥g B L) st RP R e iR L eR1 8,

{3-[(4"-trif]uoronethyl-bjiphenyl-2-carbonyl)-am no] phenyl}-acetic acid
3, 3- bi s- et/ a‘?b%i-%s-%%éhyl 25 propyl ester,

{3-[(4 -trifluorofeidily ¥ ¢ o fronddowtnel - wiieregr-apet i ¢ aci d
3- phenyl - 3, 3- bi s- pr opyl carbanoy
carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-Z—Qhenyl—ethyl ester,

10 2-(2-{3-isopropyl-4-[(4’'-trifluoromethyl-biphenyl-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—



propyl ester, 2-[2-(2-{4-nmethyl-3-[(4"'-trifluoromethyl-biphenyl-2 94
carbonyl)-anino]-phenyl}-acetoxy)-ethyl]-2-pheny|-nalonic acid di et hyl
ester, 2-[2-(2-{2-methyl-5-[(4"-trifluoronethyl -biphenyl -

carbonyl) am no] - phenyl } - acet oxy) - et hyl ] - 2- phenyl - mal oni c aC|d di et hyl
ester, {3-[(4'-trifluoronethyl-biphenyl-% carbonyl)-amni no] phenyl }-acetic
aci d 3 3-bi s-i sopropyl car banoyl - 3phenyl - propyl ester,

{2-methyl -3-[ (4" -trifluoronethyl-biphenyl-2 10

car bonyl ) -am no] - phenyl }-acetic acid 3, 3-bis ethyl carbanoyl - 3- phenyl - propyl

ester, {2- nﬁbﬁywlsmﬁé@nlprPﬁﬂdoﬂaﬁﬁpw}|ﬁ5¢5ﬁeny| 2 15

car bonyl ) -am no] - phegy} L AGEb hfofiby a4t bk oot YL R6RaNBYL 4 pheny! - buty

{2-met hyl - 3b£§ﬂen§&tﬁLea&ea&&ﬁyLahhaeqnxhe39§§bae&khcaﬁbeah phepylehyaceti c
aci d 3-phenyl - 3, 3-bi spropyl car banoyl - pr opyl “ester

{2- met hoxy- 3; pEBistprbpubecanbhhplyibephenyks2e2)

carbonyzz an1no] henyl}-acetic acid 3, 3-bi s ethyl carbanoyl - 3- phenyl - pr opyl
ester [2-(2-{2 %emﬁb&ylganamoylr#fubﬁbnﬁrhylubrpmghyyl biphenyl-

st or) {3+ bR RORGBUERYa S0 PP CBPSHELAPLBEpeny| -3 2800 - 2;2-bis

car bonyl ) - a@%ﬂ9lc9989%h§}a§e%h8n?§LQtﬁ yd BLseet hyl car bamoy| - 3- pheny! - pr opyl

ester, 2-[2-(2-{2-ethoxy-3 ri fl'uor onet hyl - bi phenyl -

carbonyl) am no] - phe@ymétnyféamyameyhyh}f24ph6ﬂyf1ﬂakomeﬁhyl—
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-

10 ethylcarbamoyl-3-phenyl-propyl ester,

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-



acid diethyl ester, 95 2-[2-(2-{2-isopropoxy-3-[(4'-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxy) -et hyl ] -2 phenyl -nmal onic acid
di et hyl ester, 2-[2-(2-{2-nmethoxycarbonyl-3-[(4'-trifluoronethyl 5

bi phenyl - 2- carbonyl) am no] - phenyl } - acetgxy)-ethyl]-Z phenyl - mal oni ¢ aci d
di et hyl ester, 2-[2-(2-{2-ethoxy-5- neth 3-[(4"-trifluoronethyl
biphenyl-2-carbony|)-anino]-phenyl}-acetoxy)-ethyl]-z phenyl - mal oni ¢ acid
di ethyl ester, 10 4-[(4'-trifluoronethyl- biphenyl 2- car bonyl ) - am no]

benzoi c aci d 2. [ (bi phenyl - 2- car bonyl ) -ani no].-et ester
4-1(4 -trif mﬁj%lt*r%n CaF e ~Ing lidiha arf}d/i]t%&ﬁ%ﬁfb Y i 4r

2-(2-bi phe aﬁgﬂ tyI amlrao)d tr}éjlbester

4-1 (4" - trlf enyI ony€3 ‘am no] 15 benzoic acid

3- napht hal en- 1 yl (33 ﬁ%o%m%pvll-mé&w@a%a%we)ml[)( @V-Qﬁiﬁ.'leﬁiermethyl
-[ (4 -trifl uororret hyI bi phényl - 2- ¢car bonyl ) - am no] benzoi ¢ acid

-[2-(2, 2, ZfHﬂpHdn;ﬂr—@-eidnﬂar@rlb)a{mwhjo]nqpmnleemcbmq pEopy| 2s521-6ris-20
[(4'-tr|fluoronethyl bi phenyl - carbonyl) am no] benzoic acid
3-

di pﬁenﬁﬂaﬂ(@@@q}ﬂﬂm RANSEr BERRA ) - propyl ester,

4" -trifl | - b d
bl phenyl - 2-y1 - 332 B AR e a0 Bt opyl _ester
I[O( 4'-tri fﬂ(f% QR ﬂylplﬁrpﬂ -r%flaaémwanﬂn)‘ rg?alm]z%rfemﬂ
- [

henyl - 3 2,2-trifluoro éthylcarbanoyl)-propyl ester,
(4'-trlfddﬂﬂdxgﬁdnﬂyﬂm4ﬂuyndnyl<mﬂﬂnnmd)aamﬂlﬂﬂethyl ester,

{3-(ethyl-methylcarbamoyl)-4-[(4’'-trifluoromethyl-

bwbwbwbwb

10 biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 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,

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-

25 biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyl-propyl ester,

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

2-ethylcarbamoyl-2-phenyl-ethyl ester,



96 benzoic acid 2-[8-(2,2,2-trifluoro-ethyl carbanoyl ) napht hal en-1-yl ] -et hyl
ester, 4-[(4'-trifluoronethyl-biphenyl-2-carbonyl)-am no] benzoic acid
3-(2, 6-di chl oro-phenyl)-3-(2,2,2-trifluoro 5 ethyl carbanoyl)-propyl ester,
4-1 (4" -trifluoromethyl -bi phenyl -2-car bonyl ) -am no] benzoic acid

3-(2-chl oro-phenyl)-3-(2,2,2-trifluoro hyl car banmoyl ) - pr opyl ester,

2- phenyl -2-(2-{4-[ (4" -trifluoronethyl-bi phenyl -210

car bonyl ) - am no] - benzoyl oxy}-ethyl)-nmal onic acid diethyl ester,
2-(2-{3-nmethyl-4-[(4'-trifluoronethyl-bi phenyl -2

car bonyl ) - am no] 2behebyloy] 2ef Rypyrrophdapt lnapshpreyadird-di ét hyl ester, 15
2-(2-{2-chlorg-4-1(4"-trifluoronethyl-biphenyl-2 |
carbonyl)-5ﬁ?£6P9géW?SbVBXg?PbFHyﬁY¥296H§H9V¥ﬁﬁﬁwﬁpe]égpﬁnﬁﬂéfhyl ester,

2- phenyl - 2; A4, N t Oyl <bi -

carbonylox?%ggéﬁgééFgg3f é?%%ﬁ?ﬁngﬁggiggggﬁ ld%éFﬁ§V ester, 20

4-[(4' -trifluoropephyhyblphepyl32pepeboayh)1ashpBbnpenzael ¢(acid

3, 3- bi s- et hyl car banoyl - 3- phenyl - propyl ester,

4' -trifld uotoEl hygrobephghybipheaybolykacbaoyd )4am3nd ] -phenyl} -

bi s- et hyl car banoyl - 3- phenyl - propoxycar honyl ) - 2-chl oro phenyl ester, 25

4' -trifl uofEREPRYMEbIBhenPrIond Sy B Adeibyd ester,

4- (3, 3- bi s-et hyl - 3. - - t
et A R e i
bi s- et hyl ceipashyh - 3- phebyhyp)opAA63L BRENK)I2a6ediehbera- p-ph3ayheny

ester, 2-(2-{3-ethoxycarbonyl-4-[(4"-trifluoronethyl
propionylamino-ethyl ester,

10 {3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2-(2,5-
dioxo-pyrrolidin-1l-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 acid
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



bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
diethyl ester, 5 2-(3-{3-dinethyl.carbanoyl-4-[(4'-trifl uoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - pr opi onyl oxymet hyl ) 2-phenyl - mal oni ¢
acid diethyl ester, 3-{4-[(4'-trif|uorogethyl-biphenyl-2-carbony|)

am no] - phenyl } - propi oni c acid ethylcarb‘%nyl-phenyl 10 met hyl ester,

5-(2, 2- bi s-et hyl car banoyl - 2- phenyl - et hoxycar bonyl

met hyl )-2-4-[(4' -trifluoronethyl -bi phenyl -2-carbonyl) am no]-benzoic acid
benzyl ester, 5-(2,2-bis-ethylcarbanoyl-2-phenyl - et hoxycar bonyl 15

net hyl ) - 2- 2ci@4d1ietp¥ilu68EREY hyl - bi phenyl - 2- car bonyl ) ani no] - benzoi ¢ aci d)

5'(2,2'biS'ethy|??[$§H8¥h%€%§PE%¥%¥§!QQnga[ngﬁhF?rometh

met hyl)-2-[(4' -trrfluoror nyl car y anlnoy}ﬁenzoic acid
et hyl ESteBigﬁ@n?}Q%r%aQbSnghhybﬁihbq ylenz1pheegliet hoxycar bonyl acid

methyl )-2-[(4'-trifluoromethyl -bi phenyl -2-carbonyl) am no] -benzoic acid
met hyl esterac2th@ilpaBiben2ypbbrpgdrbahyll- ésited’,-trifl uor onet hyl
bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) 25 2-phenyl - mal onic acid
di et hyl5 ester, 2{g2d{methy 6§§bﬂmf¥l“4riiﬂlGBF&%%PH?PmEFgHéﬁyI-Q
Co L) STl AR SRR, s ¢ bt
b!phenyl-22ggﬁggg¥hgmggbnglpggggiLgtgggtggxg&ghyl)-2 phenyl - mal oni ¢ acid
di et hyl ester,
2-(2-{3-dimethylcarbamoyl-4-[(4'~trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl)}-acetoxymethyl) -

10 2-phenyl-malonic acid dimethyl 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"-

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-met hoxycarbonyl -4-[ (4'-trifluoronethyl
bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynmet hyl )- 2 5 phenyl -mal oni c acid
di ethyl ester, 2-(2-{3-acetylam no-4-[(4'-trifluoronethyl

bi phenyl - 2- car bonyl ) - ami no] - phenyl } - ace{ oxymet hyl ) 2-phenyl - mal oni ¢ acid
di ethyl ester, 2-(2-{3-nethoxycarbonylaffno-4-[(4"-trifluoronethyl 10

bi phenyl - 2- car bonyl ) - ami no] - phenyl } - acet oxymet hyl ) - 2 phenyl - mal oni ¢ acid
?le¥ryl esteL I2b(2h{3 (4- nethyl-thiazol 2-yl)-4-](4

rifluoronet i phenyl - 2- carbon anlno henyl -

2. pheny! - nﬁlrdi)%l@régledﬂéﬁle‘t hegtle ty} “amio PERRT )

2- phenyl - ( 2- i or net hyl henyl

car bonyl ) - e&(ﬂ%@]eﬁ%ﬁ' talce a@')?;./ne ﬁj)zd dlﬁthr:lylc eésctledr di et hyl ester,
2-(2-{3-fornyl - 4- bCﬁlmk&h§h%%&%%ﬁb§ﬂl1bWRheﬂkE1%luoromethyl—

car bonyl ) -am no] - phenyl}-acetoxynethyl) 2- phenyl - mal oni ¢ 20 aci d di et hyl

ester, 2-( ZiphetiyiBtdndamonyist-tapind J-{pHertyl ¥{aseonet hyl acid
bi phenyl 2- car bonyl ) - am no] - pherg;lég- acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
di et hyl 5est2eme Qretliady *rahetfaflb-aﬁwl) SEYe 25

trifluoronethyl - Rg 3%"2 C%ﬁgqﬁ%Féﬁqu qn%ny%klfluoromethyl—

acet oxynet hyl ) 2- ester,

2- (2-{3-isgh 42;]&a4:bc¥rf f)|_Lg?d’Q{H3_|tJM§y§} phenyltox y)-2-phenyl-

2- car bonyl ) m n enyl } - acet oxynet hyl) mal oni ¢ aci d di et hyl

ester, and pro%eloan(oz -dc¥d lethydr egtex ret hyl - propyl ) -4-[ (4
trifl uororret hyl - bi phenyl - 2- car bonyl ) - am no] phenyl } acet oxyrret hyl ) - 2- phenyl -
mel oni ¢ aci d di et{yldigstéylcarbanoyl-4-[ (4" -trifluorometh

10 biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2-(methyl-

propionyl-amino)-2-phenyl-ethyl ester,

2—[3—(2—{3—dimethylcarbamoyl—4—[(4'—trifluromethyl—
-biphenyl—z-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)-aminol-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"-
trifluoromethyl-biphenyl-2-carbonyl)-amino]-phenyl}-

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



5 (25) 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-cardgonyl)-am no] phenyl }-acetic acid

2, 2- bi s-et hyl car banoyl - 2- phenyl -et hyl 10 ester,
{3-ethyl-4-[ (4" -trifluoronethyl-biphenyl-2 carbonyl)-am no]-phenyl }-acetic
acid 2,2-bis ethyl carbanoyl -2-phenyl -et hyl ester,

{4-1(4' -trifluogopet hylsbi ybaZpsmbbonytFiaarael-164phenyl }-acetic acid
2-pheny|-2,2-bi%-?§,g?2q$???ﬁgor%ethylgarbannyl)1ethyl ester,
{4-[(4'-tgggkggbgaﬁéhuyibbpbﬁany122eaabbnvwﬂ4aﬁmﬁﬁP]pﬁ@ﬁyﬁ?Jécetic aci d

2, 2-bi s-cycl ohexyl car bamoyl -2 phenyl - et hyl eStﬁﬁ’ 0 ster

{4-[ (4' -t stekoeymeehiry) - Br phenyl-padepgsn o) da 'ﬁ&%ﬁﬂeﬁ&ﬁ}-dcetic acid

2- phenyl - 2, 2- bi s- phenyl car banpyl.et h S _4- '
{4-[(4'-trif|uoﬁohﬁrﬁgrbBPﬁﬂéﬁyP}??¥§V§8%§F??8X3n3]6ﬁ3ny|}-acetic aci d
2,2-Dbi s-isopr | car 3,25 |l Ll t-@mino]-phenyl}-

PRIt S S S e

4- [ 2phenyl 2.+ 2:0hS 16213 - 2~ bhichlyucmeisiniy earidamte thatlh®8ksd bonyl met hyl ] - ph
enyl ester, biphenyl-2-carboxylic acid 4-[2-phe§ét-2,%-b|s 100

(2,2, 2-trifl uor a-¢hyBeahbamoybydémedydsardancrat iy ohenyl ester,

D ohsey SR esme T e RS e,

Pl ot o PRSP BT g Teisc aoid orethyl o ety ) -l oni

aci d dpet hyl ester . {4-lifetbyilidatarammetind ~ HiphdierR thrbonyl ) - ani no] 10

phenyl'}-acetic acid 2, 2-bis-nethyl carbanoyl - 2- phenyl - et hyl ter,

4" -tTi T uarmmdoydonts ieiny i Bhesr ok yF RO GRY ) Telo] “ordny £5°

(o[ (4 raaerorEamniA L T AR Sk poay 1 A RPN P 1 i o

2,2-bis- butyl Cai’_b(%‘r_tty‘ll —’[%’?h—eé}ﬂdﬂfw‘l o5t efluoromethyl-biphenyl-2-
carbonyl)—amino]—3—dimethylcarbamoyl-phenyl}—

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

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



{3-methyl-4-[(4"-trifluoronethyl-biphenyl-2carbonyl)-am no] -phenyl }-acetic
acid 2,2-bis 20 ethyl carbanoyl - 2- phenyl - et hyl ester,

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

3, 3- bi s-et hyl car banoyl - 3- phenyl - propyl ggster,

{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] 25 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

2, 2-bi s- et hyl.car bamyl.-2--p et hwl &loid diethyl ester,

A trifl u&%ﬁﬁqwq%&?enzylrﬁ%}ﬂgér wﬁnﬁ? acld 4-(2.2° ‘10l

bi s- et hyl car bamyy|-2-(Bhen e tdiN@ay damogny 4wty |-fer2-fdhlcaramegieilyd  est er,

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

2,2-biS-iEﬂﬂpﬂeﬂyIHZHnaghoﬂ&kﬁﬁanmnqﬁ+nheHYk%nﬁﬂ%tOXYmethY )-2-o0-

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

2,2-bis-(BtQthnmalﬁR%H(ﬁﬁ%ﬁuﬁﬁﬂghiﬁ'§ﬁ§ﬁ§¥ ethyl ester,

{4-[(4'_-chloro-hi phenyl -2-car | )= 13NQ_-rAe W g1 £1Q: Acstd thyaci d

5. 2+ bi & o hyl carhiey e S T ey o ot il

{4-1[(3, 454 O ) 2t Renyll) Ted trenyhg tizge) + Z-mei d
il pr oz phgtiv p-detiony)

2,2-bis-et anoyl ) - 2- phenyl - et hyl ester,
{3- et hyl -do{¢ A md Yoriiacaaidtdie thy pressdr 215

e T P

bi phenyl - 2- car bonyl ) - ani : { c aci e o

5 et hox3LBReST et T B pridhirc B RpEf Lfocygryme fnyl) -2-p

{3'iSpgfgpg$£§1£$ﬁiéﬁiéféé&ﬁﬁﬁ&%iﬁ%ltgéﬁgmyl-2carbony|)-anino]-phenyl}-acet,1
[ L 2-

ic ac set hyl car barmoyl - phenyl - et hyl ester,
{3-ethy|-4-[(4'-1{1i4¢nﬂ¢nnnﬁh¢nylkﬁ%ﬁkﬂnﬂ35§%Wqﬁﬁ§4§@%@ﬂmﬁql:4_

[3-1 Sobut y[ (4" FRLELROFomREBRLL PO B Bhety 1 5RaP ORy T anT hETEhenyi ) - acet
€ 2 BaPS R o PIEoh el ssister.
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-z-carbonyl)—amino]-phenyl}—acetoxymethyl)—2—
phenyl-succinic acid diethyl ester,

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

25 methoxy-phenyl)-malonic acid diethyl ester,

2—(2-{3-dimethylcarbamoyl-4-[(4’—trifluoromethyl—
biphenyl—z—carbonyl)-amino]—phenyl}—acetoxymethyl)—2—(3-
methoxy-phenyl)-malonic acid diethyl ester,

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



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

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

{3- et hyl car banmoyl -4-[ (4" -trifl uoronet hyl - bi phenyl 2- car bonyl ) - am no] - phenyl
}-acetic acid 2, 2-bis5 ethyl carbanoyl - gphenyl-ethyl ester,

{3-di et hyl car banmoyl -4-[ (4" -trifl uoronethyl -bi phenyl 2- car bonyl ) - am no] - phen
yl }-acetic acid 3, 3-bi set hyl car banoyl - 3- phenyl - propyl ester,

{3- benzyl carbanoyl -4-[ (4" -trifl uoronethyl -bi phenyl -210

car bonyl ) - ai ol - phenyL L 3661 ) CaRthd) 2pRehl 851 BubEBKYARRKY 13- BORY - et hyl

ester,

{3-di net hy, ugk9ges hythyphegykr2- car bonyl ) - am no] - phen
yl}- acetlc$g€$§§gnéh%ﬁggéﬁ??%g?%gnggl 4- phengl butyl ester, 15

{3- d.ethy|carbanpy(24f4(ﬂtstarﬁbug¢unthq¢r@mphnmy+blphenyl 2-

2- car bonyl ) -am no] - phenyl }-acetic acid 2, 2- blsethylcarbanDyI 2- phenyl - et hyl
ester, carbonyl)-amino]-3- dlmethylcarbamoyl phenyl }

{3- d||sopropylcarb i fluoroneth Ib| h arbonyl)-am no]-p
henyl } Paceffet %ﬁYﬂeEhélB|§2gthﬁ F@giﬁgﬁﬁy?c ﬁgﬁ$F S% %ster
{3- (i sopropyl - nEthﬁceabﬁppy&ﬂlér£(4 Iffi£y959aﬁéhuyibbﬂﬁﬁauy122carbonyl) a
m no] - phenyl }-acetic acid bi s- et hyl car banoyl - 2- phenyl -et hyl ester,
{3- (et hyl - petbyhgay bamwyib) ~4~fikethylthnbanoglhyhed§1} -
biphenyl-2-carbony|)-anino]-phenﬁl} acetic acid

bi set hgteboymeyphy2)pReppeng hvﬁ1@§%§raCld diethyl ester,
{3- (et hyl -nmet hyl car banpyl |f u y _
blphenyl 2- car bofyl ¥- éﬁ1ﬂ%TeB%éﬁ§ 3@%¥ gtig Fluozo-4-

bi get h h pYLc8sbehy1) -AA3no] -ph
{3 (plggrlg%%? ng? il ? EEFhea??rlfcuorongtr)ly blgoén§I82 cgrbonyl) am no]
- phenyl } - aaaétaxgﬁedhglz bk@ﬁbhyncmamanmylaalnhénﬁkhqﬂhﬁbtester

{3-(pyrrolidin-1-carbonyl)-4-[(4'-trifluoroneth ¥
blphenyl 2- carboﬁy[? éﬁrﬁé}dbﬁéﬁpY}CQEE?WEYécﬂd (5-methyl-4"-

blseth bano r .

{3 (nethyl BVPES%S&EB@F%—% fFZHXP %Fggpgnéfﬁgﬁgfaﬁgﬁfpy%géarbonyl)-anin
o] - phenyl}aegegk?)agkﬂya]Zngﬁ%h iLﬁﬁﬂBﬁEEYEcadpﬁﬁ@khyQIb&keﬁster, 10 _
{3- (et hyl - propyl car banoyl ) -trlfluoronethylb|phenyl-2-carbony|)-an1n
o] - phery/l } - acetig- azkd33¢3mbtheﬂhytbambmha§kl35phéhyk¥pﬁopyl ester,
{3-hydroxy-4-[ (4 -trlfluorone%hyl hen¥l-2carbon%gh a@ n%h}phenyl} acetic
?g|gefhgxbtgiSlépﬁpm@frﬂgggypt2nyﬁeﬁyFa€ wa ?P@P I : Q- phenyl } - acetic
Lord 2. 5 bRCBERTTERI BE Ay PoT St MedORY 2ERE MR Bty Pheny

{3- nEthoxy 4-1(45= YQLEbua&ﬂgﬁhblbabbaheﬁlL422Q5 isopropoxy-4'-
car bonyl ) - am no] - phenyl }-acetic acid 2-phenyl -2, 2- blspropylcarbanoyl et hyl
ester, trifluoromethyl-biphenyl-2-carbonyl) - amlno] phenyl}-

gglgegagx%Pge%(4 _trlféﬁgrfggkﬁéﬁn Hﬁpgyl@?c rgPéﬁf§q§n1Q%L.phenyl} acetic

{3-ethoxy- 4 [(4 5Lblkyorgneehyl - plghenyl dosamaenyh) raghealyanhenyl } - acetic
acid 2,2-bis ethyl anDyI- -phenyl - et hyl ester,

{3- et hoxy- éa&bényunL%hu@kqnemhmhemmwnamﬁbamaqupn@ﬂglxﬂaauﬂOﬂgnenyl} acetic
actd 3,3 bgihyl] 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,
{3-1sopropoxy-4-[(4'-trifluoronethyl-biphenyl -
car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bi set hyl car banoyl - 2- phenyl - et hyl
ester, 5

. . .89 .
{3-|sopropoxy-4-[(4'-tr|fIuoronethyl-bﬁphenyl-anrbonyI)-anlno]-phenyl}-ace
tic acid 3, 3-bisethyl car banoyl - 3- phenyl - propyl ester,
{3- propoxy-4-[ (4 -trifluoronethyl bi phenyl - 2car bonyl ) - am no] - phenyl }-aceti c
acid 2,2-bis10 efhylc f%#ﬁ% ngt 1 8fenzoylamino)-3-

é% broﬁé? hyl -bi p 1

{3- benzyloxy 4-[14 enyI carbonyl - am no] - phenyl } - acet

ic acid 2 Eﬁéﬂﬂé Ybhenplenyte €bRyheesy el 2-phenyl-malonic
{3- dlnethyﬁéﬁ$ﬁ§§g¥£ ??f#uo?gnethyl bi phenyl - 215

car bonyl) - aalaoﬁléhnpylhsaeetlc acid 2, 2-bi set hyl car banoyl - 2- phenyl - et hyl
ester,

{3-pi peridin-1-y2= @2f(ﬂfd%m¢¥mikﬁﬁﬁﬁﬁmﬁylb?ph@ﬁmi%E%¥£d%§??e%%%no] phenyl }
-acetic acid 2 2- seth s 0

{3- pyr rl i #FRP oy aav%éo tP ?Pﬁob 28$¥%6%hgnylg %gégo%y??lgﬁﬁﬁo] phenyl

}-acetic agi ¢t Bkegr banoyl - 2 phenyl - et hyl ester,
{3-]1(4 -tr% ?ﬁo?%ﬁg? -bi phényl - 2- car bonyl ) - anlno]phenyl} acetic acid

3, 3- bi s- ethylcarbanpyt33dpmeﬂyY1panpgm025 ¢sf é2;ethyl-4-
{3-[(4"-trifluoronethyl henyl - 2- car bon anlno enyl }-acetic acid
3- phenyl - 3t3lbl§°ppmpyh&érB&ﬁﬁ9V16W6B9P Bé?é? XY%ekhyi% 2

{3-[(4"-trifluorone .- bi |, r ) - am noj 105 phenyl }-acetic
acid 3, 3- bP§eP¥&p9559¥&§rBgﬁgyﬁlg%hﬁgng é%opyl ester,

{2-net fﬂ%' -3- ((4 2t(isz§oa%8£ﬂ§hcbrehﬂayh 2-¢anbosyhylabipbpnghedyl } - acet i c
acid 3 bis 5 ethyl carbanoyl phenyl - propyl ester,

{ 2- met hyl - %a&bényunlhhumbdﬁphbpwlbrphempkymeéawédn?kph&HWHGFalonlc

phenyl }-acetic acid 4, 4-bis ethyl carbanoyl -4-phenyl -butyl ester,

{2- net hyl - 3cfldsdiethyluGEEREthyl - bi phenyl - 2 10 car bonyl ) - ani no] -

phenyl } -acetic aEL??F#?G% %EtﬁH§FgggaﬂgggyhcqqQangng959gM&lester,

{2-met hoxy-3-[(4 2 carbonyl)-am no] -

phenyl}-ac%,tl[p eﬂyﬂi23é&ﬂ@dinghﬁhg@bha@mkhya}ph@@ﬁbxgmeﬂwwiésﬁhf 15
{2- et hoxy- ? “trifluoronethyl-biphenyl-2 carbonyl)-am no]-phenyl }-acetic

aci d 3,8- biphestylly-mearddrn\dci® ghermlylpes@r est er,

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—z—carbonyloxy)—phenyl]-acetoxymethyl}—z—
phenyl-malonic acid diethyl ester,

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

25 {3—dimethylcarbamoyl-4—[(4'—trifluoromethyl—
biphenyl-z-carbonyl)—amino]—phenyl}-acetic acid 1l-phenyl-
cyclopropylﬁethyl ester,

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

biphenyl-Z-carbonyl)—amino]—phenyl}—acetic acid 2,2-



4-1(4' -trifluoromethyl -bi phenyl - 2- car bonyl ) -am no] benzoic acid

3, 3- bi s- et hyl car banoyl - 3- phenyl - propyl ester, 20

4' -trifluoronethyl - bi phenyl -2-carboxylic acid 4-(3,3
bis-ethylcarbanDyI-B-phenyI-propoxycarbgyyl)-Z-chloro 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 - bi phenyl -2-carboxylic acid 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 n@&f@&ﬁﬂ§1ﬁfﬂﬁﬁényl-ethoxycarbonyl

et hyl )= 2- [ (4' - piyf Ly g 0oahegany- 13403k 2aRtkubrombdfiyam no - benzoi ¢

acid benzyl este

5-(2, 2-bi sbqtﬂ?ggng,qr@awbﬁwghemhﬂ]h@h}&@mnomdmmyI@c—iZi [ (W phenyl-uor one
t hyl - bi phenyl- 2- ¢ar bonyl ) am no] - benzoic acid, 5
5- (2, 2- bi s-ogidlydpeartdydmethy2- gsdrep .- et hoxycar bony

QFLSY'LgfgLf4a;§QB[%E%Zﬁﬁgﬁﬁékbghﬁgﬁqﬁtl%2Qq%9%§¥5%%%h%%k§99“2°'° aci d

5-(2, 2- bi s- et hyl car hamoyl.- 2- phenyl.- ef;h Ol t s 8- [{ dhvdFdst uoforre
t h3(/l - bi pheﬂﬁp-}%nggr'%gﬁy%boﬁﬁagm%oﬁn?}b]egz0| c3 1?(:%&4%5‘&%3)3:&5 Ea%; 1226) }‘}I'he

ester comPoURd, Ho:@mdtaffud iheimalf-prapyl pharermceuti cal |y acceptabl e salt
of either according to the above (1), which is selected fromthe group

consi sting of 15 {3—@hemthy2-daztamoyd -4t-li ({4 rdrdfdiuepons thydny | - 2

car bonyl oxy) - phenyl ] - acet oxynet hyl } - mal Qni ¢ _aci d di et hyl ester, .

2-(2-{3-neﬂﬁmhﬂﬂqkiﬂ=Q%FQQEK%kﬂﬁﬂ%ﬁéfaﬁﬁﬁﬂﬁéh1%&%1%ﬁww1)-anino]-ﬁﬁ%ﬁ%l}-ao

SO T P s P el et o

car bonyl ) - am no] phenyl 3-aeRitreirmanoyA--phenyd -t idiio moiak i et hy |

ester) 2-phenyl-2-(2-{4-[(4"-trifluoronethyl-biphenyl -225

car bonyl ) - anigtadnyphehyt 3= et biyanmig] IR oht taert eranetingt 1-2-
thiophen-2-yl-malonic acid diethyl ester,

2—(2—{3-dimethylcarbamoyl—4-[(4'—trifluoromethy1—

15 biphenyl—z-carbonyl)-amino]-phenyl}-acetoxymethyl]—2-

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

20 2—(2-{3-dimethylcarbamoyl-4—[(4'—trifluoromethyl—
biphenyl-z—carbonyl)—amino]—phenyl}—acetoxymethyl]—2-(3—
methyl-thiophen-2-yl)-malonic acid diethyl ester,

2-(2—{3-dimethylcarbamoyl-4—[(4'—trifluoromethy1—
biphenyl—z—carbonyl)—amino]-phenyl}—acetoxymethyl)—2—(5—

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

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

2-(2-{3-ethoxy-4-[ (4’ -trifluoromethyl-biphenyl-2-



ester,

2- phenyl -2-(2-{4-[ (4" -trifluoronethyl -bi phenyl -2car bonyl ) -am no] - phenyl } - ac
et oxynet hyl ) - mal oni ¢ aci d diisopropyl ester, 107
2-pheny|-2-(2-{4-[(4'-trifIuoronethyI-Q;phenyl-Z
carbonyl)-anino]-phenyl}-acetoxynethyI)JnaIonic acid dinmethyl ester,
2-cyclopentyl -2-(2-{4-[ (4" -trifluoronethyl-bi phenyl5

2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -nmal oni ¢ acid di ethyl ester,
2-phenyl -2-(2-{4-[ (4 -tritluoro hyl - bi pheny] - .

car bony| ) - GHERBFY phaALRo AcBRBRY Het RGP FoRUFOHRE LhP aPhPEYErBRARPECest er, 10
2- benzyl - 2; {4x UL or onet hyl - bi phenyl -2
carbonyl)-géggo?}%ﬁéx%lE%g%gfoxynethyl)-nalonic acid diethyl ester,

2- (2-{2- et hyl - 4¢ §(Byat ok ! vor paet byl biphenyth@l-biphenyl-2-

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ 15 aci d di et hyl
ester, 2-cgekbheyy)-amife]4phédyifratbbbeconet hyl - becplenyl 2- cakbdnplifp-

am no] - phen I}-acetoxynethyl%-nalonic acid diethyl ester,

- phenyd - 25¥bY10atPARPYSr anBRAYYIASERYL oBter

11 uor orrethy - bl phepyl -2 £a PNyl ) LAk DEYL 1 Bgh Py gt hy!) -l oni ¢

aci d diethyl est

2-pyri di n-2a¥boRyl 2-M1h64-phenfhyosegeibyl - bi pheayid- car bonyb) 2agiigo] - phen
yI}-acetoxynethy?)-nalonic acid diethyl ester, 25

2-pyridi n-8thyigafBahpdyl¢2-phenyluetbydt 6gtebi phenyl - 2-

car bonyl ) - am no] - phenyl } - acet oxynmet hy| )- nal oni c aci d_ di et hyl ester,

- phenyl - 2- (2. { 2111 SOPHREYT 43l {4 4° EriElucromethyl-bipnenyl-2-

trifluﬂfOnggp¥5ﬁ9&9hgﬂ¥£6?3ﬁﬁé99ﬂ¥Lgéggggg$éPH§fyli-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]-phenyl}-acetic acid 2,2-bis-

ethylcarbamoyl-2~phenyl-ethyl ester,



108 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'-nethoxy-biphenyl-2-carbon%b)-anino] 5

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

2-phenyl -2-(2-{4-[ (3" -trifluoronethyl-biphenyl -2
gazgo?ZI%;anlno]-Phﬁzyl}-a?Ftoxynethyl)-nalonic acid diethyl ester,
-(2-{4-[isopropyl-(4' -trifluoropethy]-biphenyl - .
carbonyl)-anino]gﬁh%%??ﬁq%%§¥b 9ﬂ§%h¥#5}%f%%ﬁﬁv?g%%gbﬁf heRYa & et hyl
ester, 2'(gé£éé%§¥§L8HF§¥h:ﬁﬂéh§ithHQEQaﬁthy"b'BBQHY!'Z 3,3-bis-
car bonyl ) - am noJ = phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl

ester, 15 2tphesytbdméb¥i{sd-phénylrpibpglossthyl, - bi phenyl -2

car bonyl ) - am no] - phenyl } - acet oxynet h IL-nannic acid dipropXI ester,
2-pBeny:;2-(2-{f{¥ﬁﬂr0p¢XY+ﬁ0Ebﬁéth¥¥f ReFReRgEhyl-biphenyl-2-

car bonyl ) - am no] - phenyl } - acet ox thyl)-malonic acid .20 diiso .
2-(%-{4%%e?ﬁ?PDPXE)rPWFPB rBHﬁPﬁgﬁrﬁﬁﬁ%éﬁy|-2 acid orhagater

car bonyl ) - am nol - -gcC e - 2z nyl -mal oni ¢ acid dieth

ester, 2-(§¥¥§$é?%§$@§§%(2'§%§§¥Fﬁ%?§g%t%?P?%V%henyl-2 25 Y

carbonyl ) - am no] ¢ pbeaNty1e£et aXy (Bt hyk) £ 2uphengthyil-dipbeagild2di et hyl

ester, 2-(2-{3-isopropyl-4-[(4"-trifluoromethyl-biphenyl-2

ca;bonyl)-aarbohy@heayﬁpodceh@myﬁéthybﬁiz-phenyl-ﬁ&ﬁ@nic aci d Zdietiyi-

ester,

ethylcarbamoyl-2-phenyl-ethyl ester,

10 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

15 acid diethyl ‘ester,

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

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

20 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,

25 {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—l—yl—4—[(4'—

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



109 2-(2-{3-isobutyl-4-[(4"-trifluoromnethyl-biphenyl -

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 -

carbonyl) am no] - phenyl } - acetoxynethyl) 2 phenyl - mal oni ¢ aci d di et hyl

ester,

2-(2- {3-bronD-4-[(4 -trlfluoronethyl-blphenyl-2carbony|)-anino]-phenyl}-ace
t oxynet hyl ) - 2- phenyl -mal oni ¢ acid diethyl ester, 10
2-(2-{3-dinethy|carbann¥ -4-1 (4 -trlfluoronethylblphenyl 2- car bonyl ) - am no]
- phenyl } - azee toyTee tHyy ) ) 2 m1¢mﬂQﬁﬁc§%ﬁﬁQVhl%ﬁ¥®4 est er,

2h( 2- I{f di e% hyl ca{ barm%z_l%_ %4{@1’[ ri%% g'ﬁlr(ﬁlmt h llgltlortﬁ%yl 2t car bonyl ) -am no] -
pheny ace oxy e aci e ester,
2-(2-{3- dlﬁ;}%& FDM%%ﬁ &&fk2Iéééﬁéﬁ&iﬁ“ﬁ&mﬂ@Lp$@@N§l? carbonyl ) - ani

no] - phenyl }-ace oxyne enyl -mal oni ¢ "aci d di et ester,

2-(2-{3- (e£@W%o£§ﬁéWE% 2y ba@yblid-§&4d -d1éthybredter,
met hyl - bi phenyl -2- carbonyl ) - am no] - phenyl } - acet ox nethyl)2-fhenyl-nalonic
aci d diset hyl estzr(2-{{3-{pymediyfiaelmocchr y191¥ﬁf&QFQWQWhY -

| uor onet hyl bi phenyl - 2-car bony| ) - am np] - phenyl }-acetic a .

2, 2- bi set hRREBEhT TCQFBﬂ%$¥$ ol e%ﬁ%ﬁyy£59cet°xyme€hyl) 2

2- phenyl - d 1 Véd ér (4'trifluaromethyl -bi phenyl -2-c
ar bonyl ) - g%ég%if ﬁ%%é%?%c%?ggyﬁgéﬁgf onlc acid diethyl ester,

2- phenyl - 2- ( 2- fEb(qn4%34mbf§hdiiﬁu4xymdq B¢ 4 (4t 1f Tdaroomoerethly4 - bi phenyl -

ar bonyl ) - am no] - phenyl } 110 acetOX{ thﬁbi mal oni ¢ acid dlethyl ester,

2- [ 2- ( 2- { 3piphenhyt 2achuhoyylt- gpinoi rpheppt h-acetoxymethyl) -2-

met hyl - bi phenyl - 2- car bonyl n acet oxy) ethyl]-2-phenyl-nmalonic
aci d dV%th9m6%§%eWal%nfc(?é%gné+ﬁ£Pﬁ£ % %ﬁnnyl 4-[(4' -trifluoromethyl

bi phenyl - 2- car bop yé?{gg}?fgfﬁyg igoagﬁgp%yr%%imdadggﬁg@ﬁyi mal oni ¢ aci d

di et hyl ester, no- bi phenyl - 2- car bonyl ) -am no] - 3
dinethylcabbgﬁ@yyipheﬁakkoﬁgﬁbeamﬂﬁbmybheﬁyphemqétuaWMethylm aci d diethyl
ester, 2-(2-{3-dinethylcarba | - 4- i4 -trifluoronethyl
biphenyl-thanbbnwa}oaﬁﬁnéfléhé hgtbyacesbRynet hyl ) -2 phenyl - mal onic acid

diethyl ester, 2;cygl opeps yhafif?:43; fl oLVt FREPHRMLy -1 fheny1-2-

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-



15 trifluoronethyl -bi phenyl - 2- car bonyl ) - am no] - phenyl }

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

2- cycl ohexyl - 2- (2-{3-di nmet hyl car banmoyl -4-[ (4

trifluoronethyl -bi phenyl -2-carbonyl ) -am no] - phenyl } acet oxynet hyl)-mal oni c
acid diethyl ester, 20 2-(2-{4-[(4"- chPbr o- 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, 2-(2-{4-[(4' -acetyl-biphenyl -2-carbonyl)-am no]

3-di et hyl car banmoyl - phenyl } - acet oxymet hyl ) - 2- phenyl_ 25 mal oni ¢ acj d di et hyl
ester, 2-€2xpbenyll -aminfoRhsis -aﬁ%?&%h-ﬁﬁhﬂnf'r?ojphewl‘malonlc

3-di net hyl car.banmoyl. - phenyl } - acet oxynet hyl ) - 2- phenyl mal oni ¢ aci d di et hyl
ester, 2-@5993%&ﬁﬁgpﬁyfgéf anoyl - 4- [ (4- met hyl - 4' 111
tr'f|UOVO”Ethy|qu@hqQlkgzh@%EQQH%LgiimJﬂﬂiﬂﬂﬁyﬂﬂﬂethyl—biphenyl—2-

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

2- ( 2- { 3- digarbhwlyaar-anind T -4HdbrIetdud tokty ) ~ethyl]-2-phenyl-malonic
trifluoromnethyl -bi phenyl -2-carbonyl ) -am no] - phenyl} 5

acet ox§neEeild) dethanlylesteoni ¢ aci d di ethyl ester,

2-[3-(2-{3-di methyl carbamoyl - 4-[ (4 ~trifl. t hyl .
bi |[ohe§1y| iz- C;?EéR;iﬂ;:(%;m%?#.lﬁﬁg%ﬁtﬁggﬁb&%e?ﬁ’ 6%‘|°Ja-ri’°&¥elr?y‘|aimnlé1°o]n'i ¢ acid

di et hyl e r - (2:4:3- di met hy] ¢ banDyI343{g§§1ggggygﬁ H cadih 1-3-
trifIuoro%&%ﬁyléb%gﬁéﬁff-2-car(%ﬁil)-aninb]-phenyl} fiodtbamoy
acet oxy nmetghank12: -amdeani ¢ acid diethyl ester,

2-(2-{4-[(5-chloro-4'-trifluoronethyl-biphenyl-2
car bonyl ) - am nol(23mgithenima-ddrb arksiiflipesippgthyl-biphenyl-2-

acet O)ixmtc%t)o_n%r_l%h—eaw{ﬁorﬁa-l p%ne!ncylaj)cwi agce iieé hyl est ea(cid 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]-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,



15 2-(2-{3-di net hyl car banoyl - 4-[ ( 6- net hyl -
trifluoronethyl-bi phenyl - 2-car bonyl ) -am no] - phenyl }

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

2- (2-{3-dinet hyl carbanmoyl -4-[4" -trifl uqgronet hyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acépoxynethyl) 2 20 phenyl-malonic acid
di-2,2,2-trifluoroethyl ester, 2-(2-{3-dinethylcarbanoyl-4-((2"-fluoro-4'
trifluoronethyl bi phenyl - 2-carbony|)-anino]-phenyl}

acet oxymnet hyl ) - 2- phenyl - mal oni ¢ aci d dleth | este

2- (2-{5-di met hyl%'a[r% yﬂZ-ZJ-f’fCrRRﬁRQWﬁ strlfluoromethYl‘

boet oxymot ROPYeBT bherortngrEh] tahind] d?r?é%%? §0dtdxy) -ethyl]-2-
2-(2-{3- br&?ﬁn?l%&?&ﬂ}{écéémn@i{ét o1 (4ster,

trifluoro bi phenyl - 2- car bonyl’) - am no] - phenyl }
acetoxynethyl) 22 pheng - ﬂuﬂmﬁhhnxynarbbmylwﬂ st 'ertrif Ihj@romethyl -
2- (2-{3-chl oro-5-di met hyl car banoy!| -

trifludroneipyeryl phepgroonyht b@ﬁwaamwl e Texy) -ethyl]l-2-

acet oxynet h l-nalo di et hyl ester,
2-(2-{3-d|%‘?‘|}1&fc‘§?§ g1 aGt (§1 '%‘F%]o St

trifluoronethyl -piphenyl r2-caf AW Jndmyol 3 Pheiyl grifl thyl-
acetoxynethyl)-Z-pﬁ%ny '%alonlc aC|é“d|:$ﬁyl ester, Fifluoromethy
2-(2-{4- [(Blpnad:ploz4caﬂsd>fwypxammdslwplbe:pmhyaeétoxy)-ethyl]-z-
car bonyl ) - am no] - 3- di net hyl car banoyl - phenyl }

acet oxymet plyenyR= mﬁbﬁ910n®$h®|@l%b¢ﬂ1d$%¥%?} ester, 10

2- (2-{3-dinet hyl nD toifd met hyl., s _
bi pheny! - 2- car bo —?/]Ir?? i "% e‘?{%/erf}h %ene‘{k%y% jGarRepyl) -amino]

nitro- pyr'@éﬂz&1¥'30§@|@ngpbgﬁhgnfleih¥$r§§ﬁ 1) - amlno] ethyl ester,
2- (5-am no-pyridin-2 {3-di et hyl car banoyl - 4

[ (4 -trlfluor0n€4h&d4tHtﬂmﬁ@deﬁbm&ﬂﬁuﬁn@éphﬂnytﬂZTnﬁﬁngYl)-aman]-
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-
trifluoroethylcarbamoyl)-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-yl-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}-




15 acet oxynet hyl)-mal onic 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 pyridi n-2-yl -mal oni c
acid diethyl ester, 2-(2-{3-chloro-5-dijpethylcarbanoyl-2-fluoro-4 20
[(4'-trifIuoronethyl-biphenyl-2-carbonfﬂ§-anino]-phenyl}

acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester,

2- (2-{3-brono- 5- dinethylcarbanoyl 2-fluoro-4

[(4'-trif|uoronethy| nyl bopy a hen

acet oxymet RP$95¢ pheny? ﬁélonlc a@%a?g é yE}ég%BBroQékhylcarbamoyl)'
2-(2-{3-di a uor onet hyl

bi phenyl - Hggﬂﬁony%ﬁ ﬂﬁy%% ?£ %fté%etoxynethyl) 2-0 tolyl-malonic acid
di ethyl ester, &(?fiB-mm&wf&@émypwzﬁhéﬁi 2 ¥ &A e @Iet &xino | -

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetoxynethyl )-2-m 113 tol yl -mal onic

acid di et hly¢nesier @i(dz {3- 42 net Bytbiebanbhenyl) ¢ 3-{R: R Rubrofduhyb -

blphenyl 2- car bony -anlng$ henyl% acet oxynet hyl )-2-p tolyl - nalonic acid
di et hyl® es%lilylfsa-’éb?fsoxH BOPRENGF F€5+ ( 2-{ 3- di net hyl car banoy! -

[(4' -trifluoro 4h%L bl{%&%P%P€§¢?$Q€EY$%Pﬁ%%§Eﬂ2F@@?ﬁ$ﬁyl)—amlno]—

acet oxynet hyl ) - mal ohi ¢ aci

2- (3-chl orgephsny! ) - 2-d3-d 3- di getbytrasbarpPpbndl)-3-(2,2,2-trifluoro-
[ (4" -trifluoronethyl-biphenyl -2-carbonyl)-am no] -phenyl} 10
acet oxynet éihyloatoancyaltpropel hgbtest er,

(& 1171 ot omod RSB bTentH - 4 bl borbT oL SN FOpe iehyhipheny-2-
acet ox nEtQXf% ﬁ?i?néﬁlﬁ§ﬁdb?%%$9¥bx§?t§Eh m?lonlc acid diethyl

2-(2- { di et banoy -tri uoro
ester,

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

15 2—(2—{2—chloro—4—[(4'-trifluofomethyl—biphenyl—2—
carbonyl)-amino]-benzoyloxyl}-ethyl)-2-phenyl-malonic acid
diethyl ester,

2-phenyl-2-{2-[{4-(4"-trifluoromethyl-biphenyl-2-
carbonyloxy)-benzoyloxy]-ethyl}-malonic acid diethyl ester,

20 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,

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



15 bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - succini c

acid diethyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4"'-trifluoronethyl
bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxymet hyl ) - 2- (2

met hoxy- phenyl ) -mal oni ¢ acid diethyl ester, 20
2-(2-{3-dinethylcarbanDyI-4-[(4'-trifIﬁ%ronethyI

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

met hoxy- phenyl ) - mal oni ¢ acid di ethyl ester,

2-(2-{3- dlnet %Icarbannyl 4- [(4'-tr|fluoronethyl

bi phenyl - d%@'?ﬁan1no] phenyl } - acetoxynethyl) 2-(4 25

T R e
carbonyl ) g sz"iué%M WWATWJ)} -acetoxymethyl)-2-
|1 e

acetoxynethyl) phenyl - mal'oni ¢ acid ester
2- (2-{4- [ (fhexy Dfta Yorid i dd:iud rainet gyl énu&muud 114

car bonyl) - am no] - 3- di net hyl car banoyl - phenyl }
acet oxymet hyl ) 2 Mﬁ-@mwl@a&awwhﬂfyl(%stfe?lfluoromethyl-

2-(2-{3-di 6-f1
tr i(f | fjor oﬁiﬁﬁ lbfpﬁ fﬁﬁ]%lbcgl C]a)( uC?f aq%lennoxilz]p—rPernquJ}o%yloxymethyl) -
t t i ter.
gc[ezogn?g?ﬁﬂeg%yl car‘t%lrrcgs%&m Cdigé&ms %;‘%M erer
trifluoromethyl inqﬂuﬂnd-4&nﬂﬂﬂmundﬁethyﬂuﬂlgﬂuﬂnm&2 carbonyl) -

acet oxy)-ethyl]-2-phenyl)-malonic acid diethyl ester
2- (2-{3- diamsthy] CW@MPRPE[J(@H tRdA 2 thylcarbamoyl-phenyl-
trifl ronetq¥l enyl 2- car bonyl ) - am no] - phenyl }
aceto 1) mal oni ¢ acid diethyl ester,

2-(2-{3-di net hyl iﬁﬁuﬁd r-A-Hd SUUTRROXY> b henyl -ethoxycarbonyl -
trifluoronethyl - blphenyl 2- carbonyl ) -am no] - phenyl }
acet oxynetrwthy P} phesyl |4 et oinf uacone thist Higd pleengk ; 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)-amino]-phenyl}-acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

2-(2-{3-isopropoxycarbonyl-4-[ (4’ -trifluoromethyl-



15 2-[2-(2-{4-[(5,4" -bis-trifluoronethyl-biphenyl -

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

et hyl ]-2-phenyl -nmal oni c acid di ethyl ester,

2- (2-{3-di net hyl car banmoyl - 4-[ ( 6- met hoxy- 4’

trifluoromnethyl-Dbi phenyl -2-carbonyl) - anﬁﬁo] phenyl } 20

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

2- (2-{3-di et hyl car banmoyl - 4-[ ( 3- et hyl -

trifluoronethyl - bi phenyl - 2-car bony| ) - anlno] fhenyl

acet oxymet m:ah@xb]w&w TRATBAE & a&HIEPh‘@W bcgtoxymethyl)-2-

2-{2-[4-(2,4-hi Iuoromel no 3 25
di met hyl carpir‘frﬂilr ({]yéey‘%é}% p‘h)enyl )-mal oni ¢ aci d di et hyl
ester, 2-(2-{3- d'jﬁtzhw eQ@{H%bﬁ}ca"fo[c(rﬂzl-rH&t[WJ '-Iﬂﬂfﬂ%rcﬁneth 1-

car bonyl) am noj - phenyl -acet oxynet hyl’) - 2- phenyl - mal oni ¢ aci d di et hyl

ester, 135 phdridr 1 -3 G ams dny Cpr dwairy] - phe{r(ﬂmmétmymemmro 2-

nethyl benzoyl am no) - phenyl ] - acet oxynet hyl } - 2- phenyl nalonlc aci d di et hyl
ester, 2- (M@mﬁmlﬂnﬂe@rmﬁ)ﬂl@ﬁxh eyl - bi phenyl -

carbonyl) am noj - nyl net hyl ) P nalonl Q!d di et hyl
ester, 2- ( 2-{3-di e‘Zny{l% qﬂ%ﬁ" ZPO[ (44' L (|4soB:r openy rometch A

bi ph | - Igggy 1RYKPES I d
d: gt ﬁ3|y est era% j?)z(géa{%qﬁef% carﬁ—gﬁrmyl Méé?‘?’?@ﬂf%%f ﬂﬁl gﬂleﬁy?m

2- car bonyl )2-gA &0k pieivn de eazﬁi@marmﬁﬁwijes?tepnhenyl mal oni ¢ aci d di et hyl
ester, 2-{2-[3-dinethylcarbanoyl-4-[(4"-trifl uororret hyl

- bi phenyl - 2- car b&@myfI2oxy3~-Mstidrppy| casbandAREn A 4~ (X phdigd £ Luoromethyl -

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

phenyl-malonic acid diethyl ester,
2-(2-{3-(4-methyl-thiazol-2-yl)-4-[(4'-

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

acetoxymethyl) - 2—phenyi-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



15 malonic acid diethyl ester, 2-(2-{3-dinethylcarbanmoyl-4-[(4"-trif

| uor onmet hyl bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2

t hi ophen-2-yl - malonic acid diethyl ester,

2- (2-{3-dinet hyl carbanmoyl -4-[ (4" -trifluypronethyl 20

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acetoxynet hyl ) -2 thi ophen-3-yl- mal onic
acid diethyl ester, 2-(2-{4-dinethylcarbanoyl-5-[(4'-trif |uoronethyl

bi phenyl - 2- car bonyl ) - am no] - pyridin 2-yl }-acet oxynmet hyl ) 2-phenyl- mal onic

acid diethyl ester,,2 [44r¢h¥if luoronethyl
bi phenyl - 2- carbo%y §%1%%fh%£ ﬁQ%%pg&Pﬁ@P%@Y§y e E(&
nEthy"th'Qﬁfﬁﬂugrahétﬂyioﬂifhéﬁyﬂ QLQEben?§§eémlno] -phenyl}-

2- (2-{3-di net hyl car banoy!l -trif luoronethyl

bi phenyl - 2aceat bopyéihpin) A2} phbenythadorioxgokdhgi¢tRylSestet6

met hyl - t hi ophen-2-yl)-mal onic acid diethyl ester,

2-(2-{3- dinethylcarbannyl 4-[ (4" -trifl uoronethyl

bi phenyl bonyl )-a no] acetoxynmethyl.)-2 thjazol ~2-yl - nalonlc
ncrd et njPobar Bhe) 525EPS. ( BORPYERa T St Ak L PPV PR FonbREROE! ph@Ryl 2

car bonyl ) gﬂ%ﬁﬁh@@@ﬂ&éhf\%&eéwﬁww LaZe pagnxhtﬁakoabeoéemgdtst hug
ester, 3- net hoxy- 4 -trifluoronethyl -bi phenyl -

carbonyl) ahbﬁ@](phenWhiathbosyﬂebhyﬂ)ffemhthylgnahpncon&ﬂsamng diet hyl

ester, 2-(2-{3- |sopro {%L ‘-trifluoronethyl -bi pheny
2- car bonyl ) - ani n} i lé@mwmwuzh%y? WW%lbwalwbt hyl

ester, 2-(5ﬁé P?nzgeg g aégé rbiLngggﬁyTX rgaﬂ Eyh—%henyl—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,

{4-1(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-



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

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 20 2-{2-[3-nethoxy-4-((4'-triflygponethyl-biphenyl -

car bonyl oxy) - phenyl ] - acet oxynet hyl } - 2- phenyl - mal oni ¢ acid di et hyl ester,
2- phenyl -2-(2-{3-piperidin-1-yl-4-[ (4" -trifluoro

met hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) 25 mal onic acid

0 it eSte s, 2 RRe g ks bt LbudchARARCRIGEA.

met hyl enyl ="2-car aceto

di et hyl esprény2- edt&2-di net hyl am no-4-[(4'-trifl uoronethyl 117
biphenyl-2-cargonyl)-anino]-phenyl}-acetoxynethyl)-Z phenyl - mal oni ¢ acid
di et hyl ester, 2{42{{Bipbe@hb+2ﬂcdrw¢ny1[(amlno]#phenpm@thyétic acid

bi phenyl - 2- car bon -am noj - n % acetoxymet hyl )-2 5 phenyl -nal oni c acid
di et hyl estepPhepy 2 {é aﬂérhg n¥n riflparorethyhspshampyil) -ethyl

blphen%Q 2- g@éponyl) am no] - phenyl } - acet oxymet hyl ) -2 phenyl - mal oni ¢ aci d
di et hyl” ester, " 2-[2-(2-{2-nmethyl-3-[(4"-trifluoromnethyl-biphenyl-2 10

carbonyl)-anino]zppﬁgﬂ 1= @c@ﬁogy)tﬁiﬁyﬁ$rghg@ﬁ§yl4npt@nLc aci d di et hyl
ester, 2-phenyl-2-(2-{3-[(4"-trifluoronethyl-Dbiphenyl -
carbonyl)-aniﬁbmepbmeyhylabepbayyt%hytarbahpm)eammnd]dphéhyu}ester,
acetoxymethyl)-malonic acid diethyl ester,
{4-[(4' -trifluoromethyl-biphenyl-2-carbonyl)-amino]-

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-



15 2-phenyl -2-[2-(2-{3-[(4'-trifluoronethyl-biphenyl -

car bonyl ) - am no] - phenyl } - acet oxy)-ethyl ] -mal onic acid diethyl ester,
2-[2-(2-{4-methyl -3-[(4-"--trifluoronethyl-biphenyl -
carbonyl)-anino]-phenyl}-acetoxy)-ethylb-Z-phenyI-nalonic 20 aci d di et hyl
ester, 2-[2-(2-{2-methyl-5-[(4' -trifludPbnethyl - bi phenyl -

car bonyl ) - am no] - phenyl } - acet oxy) - et hyl ] - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-[2-(2-{2-methoxy-3-[(4'-trifluoromnethyl-biphenyl-2 25

b I - t h I | onj ,d _diethyl
carony,) B0 SOl LS 2N DA RaPE P JRRRDS 1T LoHLELY
car bonyl) HéHQ% Q?@Q | }-acet oxy) - et hyl ] - 2- phenyl - mal oni ¢ aci d di et hyl
ester, 1?8 2- ] 2- -%2-|sopropoxy-3-[(4'-trlfluoronethyl

bi phenyl - 2- car bopwy! ) ¢ ani ae] £ Pherythe tivgRt BXyhe Ry hyd }caripheyy) - amiesl ¢ acid
di ethyl ester, 2-[2-(2-{2-nmethoxycarbonyl-3-[(4'-trifluoronmethyl 5

bi phenyl - 2phenpbhyafe b ramdidRe 2y blisadstobaty-leanpamod Iplzemplenyd] ehhglaci d
di et hyl_ ester, 2-[2-(2-{2-ethoxy-5-methyl-3-[(4'-trifluoronethyl
bi phenyl - 2¢€8#Honyl ) - am no] - phenyl } - acet oxy) - ethyl]-2 phenyl - mal oni ¢ aci d

gg?hQ%;I?S;ﬁ:no]P%ehgger%ﬁl{i&%%éwﬁéég}on|%ﬁéHf T%%%é?§%£?§$¥iﬁg]_
2-(2-{3-mephyhy#3[hdetiei faama omer hylvbsplhenybtByl-butylcarbamoyl) -2-
car bonyl ) - am no] - benzoyl oxy} - et hyl ) - 2- phenyl - mal oni ¢ aci d
phenyl ethyl ester,
{4-[(4'-chloro-biphenyl-2-carbonyl)-amino]-phenyl}-
10 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
ester,
{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'-trifluoromethyl-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-



15 diethyl ester, 2-(2-{2-chloro-4-[(4'-trifluoronethyl=bi phenyl -

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
carbonyloxy)-benzoyloxy]-ethyl}-nalonicﬁgcid di et hyl ester,
2-(2-{3-ethoxycarbony|-4-[(4'-triquorJ' t hyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d
di et hyl ester, 2- (3 {3 di met hyl car banmoyl -4-[ (4" -trifl uoronet hyl 25

bi phenyl - 2- Qa bon hen - pr onyl.oxynet hyl ) 2-phenyl - nalon c
actd di et hprP Cefgﬁgygénééﬁﬁ9§' %BX }4é%6510¥r%FP98r s |

bi phenyl - 2-car. y L t t hyl)-2 phenyl nalonlc aci d
di et hyl es?e? qu ?}0 5;ELg-g%:g-gizﬁa‘é?%o%ﬁlg?[%?E-gt?:rlfIuoromathyl bi phenyl - 2

car bonyl ) - anlno]{phméyhyia&fb@myyrthyt142-@hﬂﬂ!hoﬂﬁh@ﬂh?lthﬁh@h?&hy|

ester, 2-(2-{3-isopropoxycarbonyl-4-((4"-trifluoronmethyl 5

bi phenyl - 22caﬁbbnyyﬂéaﬂmﬁopipnbﬂyV}JaceemiynethyI)azldhenyl medl,@ribd.saci d
- met hoxycar bo 4' -trifluoromnethyl

di et hyl _ester -& n
3|phﬁn¥§ 2665w58ﬁ§P? S¥-AT PP ﬁéﬂ}r?téXétﬁﬁ fEthyl )-2 phenyl - HB|ORIC acid
4'
il erer, Tt easylampey 45 Ll umcbrR b Bl

2-carbonyl)-amn n ace eny on
ester, 2-(2- EarﬁshFQxyaa&hamy BEhpR34datedictrifluopgmathyl 3, 3-pis-

biphenyl-2-carbony ) - am no] - phenyl } - acet oxynet hyl ) -
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-
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,



15 phenyl -mal onic acid diethyl ester,
2-(2-{3-(4-nmethyl-thiazol-2-yl)-4-[(4""-trifluoro

met hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) 2-phenyl - mal oni ¢
acid diethyl ester, 2-phenyl-2-(2-{6- [(ﬁﬂ trifluoromethyl-biphenyl-2 20
car bonyl ) - am no] - bi phenyl - 3-yl } - acet oxy ?hyl)-nalonic acid diethyl ester,
2-(2-{3-fornyl-4-[(4"-trifluoronethyl -biphenyl -

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - nalonic aci d di et hyl
ester, 25 2-(2-{3-.dinethyl ani nopet hy] - 4- r|fI I

bi phenyl - 2- carbon§8f(BﬁP%BTH%ﬂéﬂ?F?Xéegyiiyﬁe ﬁ%lf gﬂg ¥mﬁﬁP3ﬁrc aci d
di et hyl est 3- lc I 4 | ugr -
met hyl - b|phg&gP%5§§a%b8%gFBHgnlngﬁaﬁé] gﬁgﬁggétégéﬁéghyl%éi& % 2-bis

2- phenyl - mak@Rnytcacbamdiyet Bybheay@rethyl ester,
2-(2-{3-isobutyryl-4-[(4'-trifIuoronethyl-biphenyl

2- carbonyl) aninoI3phpmyt?lédénokyqerhynle phebhyl -taidhiroravethgilet hyl
ester,

. 2-(2- {3*%1 H}HPSRVlzZnEFﬁyPnBFép9P}nﬁJrehePVFﬂrGGPGﬁEtmﬁC{ﬁphénﬁlbﬁscarbon
yl)-am no] - 8@38!E§§83ﬁ8§¥”§tpﬁkh ﬁ'B@ﬁ?i'eQEEQ”'C acid diethyl ester; (27)

The ester co or a prod ereo or a 10 pharnmaceutically
accept abl e Salt ot3e(mbehyanﬁéﬂyngafsambylabQVﬁ(41)trmbnﬁbrbﬁeﬁﬁ&@cted
fromthe group consisting of

{4-[ (& -tribﬁpbaométﬁybabbphyhykamioaﬂbphyhylaﬁﬁnerghenyhyuhceﬂi@ -&disd

2,2-bis- ethylcarbann | - 2- phen eth ester

{3 et hyl - 4- PERY3 FPFP%@BY&H@fHéF“EFp%EHVP ?SéﬁFbonyl)anlno] phenyl } - acetic
acid 2, bIS et hy}gca Lgr; _

(o[ (2 FL7T T vor obt hRERYLrEROpPLLatb by BPL €1 L () it poronernyl:,

2- phenyl -2, Biphén{2-2- 3atbbﬁmeFﬁm260¢tbhbﬁ§l@aﬂﬁﬁklcethMLuEStGFB bis-
{4-[ (4 -trlfluoronethyl bi phenyl - 2- car bonyl ) - am no] phenyl }-acetic acid
2, 2- bi s- cycPbhekghchrbawbyP-phReH}IPEPRYL ester,

-] LT ororgtpyl by pheny) ;2 ear a1 pl. 25, hgpyj)-acet o aci
{42[1(3 4 -tri Lgyeaggﬁshxlnlhb?bsﬁxhyi?caaéemw) ami noLphgnyl } - acebi ¢ ggkd
i s-isopropyl car banoyl - 2" phenyl - et hyl ester,
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 ' -trifiluoromethyl-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-



121 {4-[ (bi phenyl - 2-car bonyl ) - am no] - phenyl } -acetic acid

2- phenyl -2, 2-bis-(2,2,2-trifluoro-ethyl carbanoyl)-ethyl ester,

2- phenyl -2-(2-{2-trifluoromethyl-4-[(4"-trifluoro5

met hyl - bi phenyl - 2- car bonyl ) - am no] - phen%5; acet oxymet hyl ) mal onic acid
di ethyl ester, {4-[(4'-trifluoronethyl-Dbfphenyl-2-carbonyl)-am no]
phenyl }-acetic acid 2, 2-bi s-net hyl car banoyl - 2- phenyl -et hyl ester, 10
{4- [(4'-trif|uoronethy| bi phenyl - 2-carbony|)-anino]phenyl}-acetic acid

{232rrglt ﬁyPUté‘{Pﬁﬁigﬁmﬁ? 9 leﬁrjre‘i’q%y? %b%%%ﬁﬁ e‘%éfc%ﬁ:bonyl ) -am no] - phenyl }-acetic

acid 2, 2-bis- et hyl3l5 LR - élﬂﬁﬁﬂn@rfﬁfﬁdrdﬁgfﬂ l b1 enyl-2-
{4-[(4'-tr|fluoronethyl bi'phenyl - 2- car bonyl ) - am no] p eny acetlc acid

3, 3- bi s- et hydaxiasighpydmirphestydén pr ppyde €bd er acid 2,2-bis-
{4-[ (4" -trifluoronethyl-biphenyl-2-carbonyl)-am no] 20 phenyl }- acetic acid

3- phenyl - 3, Sty kcartama ¥l car eyl - pFlipl | estaer
4-[ ( bi phenyl - 2-car bhon ani noj - phen cetic acid
g 2[éls%ethglcarﬂgh6ﬁ&5£ Jeﬁ( y1é‘}s‘t uoromethyl-biphenyl-2-

[l by car%my@%rﬁﬁ%n&f %%’H%'téram "dof® phenyl)s2pepig. act ¢

{4-[(4 -trléﬁmeYmWyﬁ—mﬁﬂny@tm no] phenyl }-acetic acid
2, 2-bi s- (3-net hyl - butyl carbanoyl ) -2 phenyl - et hyl ester, 122
{4 [(4'-ch|oro mﬁﬂnﬂﬂﬂDQEKm#ﬂdﬁyPﬁlaﬁlﬂQEQMﬁﬁﬂmqrhﬂnhQnYkﬂﬂﬁ

2, 2-bi h b | - 2-
{4- [(|3'S T %Efrccﬁcfr a]g)n_é 'Ipr%e :’j; cﬁﬁﬁe*istcg:n no] pHEA ) -aceti c? aRiRfS-
2, 2- bi gpet hyhardamiml oy Pl iy &8t

{3-methyl -4-[ (4" -trifluoronethyl-bi phenyl - anr ‘bonyl ) - ani no] - phenyl } - acetic
acid 2-phenyl -2, Z-3bitenzyloxy-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-1l-yl-4-[(4’'-trifluoromethyl-biphenyl-2-

carbonyl)-amino]-phenyl}-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

25 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]-



propyl car banoyl - et hyl ester,
{4.-[(4"-trifluoronethyl-bi phenyl -2-carbonyl)-am no] 10 phenyl }-acetic acid
2, 2-bi s- (2- met hoxy- et hyl car banoyl ) 2-phenyl -ethyl ester,
{3-isopropy|-4-[(4'-trifIuoronethyl-bipgggyl-Z

car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bi s-et hyl car banoyl 2- phenyl - et hyl
ester, 15
{3-ethyl-4-[(4"-trifluoromnethyl-bi phenyl - 2car bonyl ) - am no] - phenyl }-aceti c
acid 3; 3-hi _ yl =35 phenyl - propyl ester

{3-isobutyl ‘?Ff'f‘%ﬁ - {’?%??ggr%% hyl 3 b!? p‘ﬁle%%?%’é?%%??f baRORLT 3pRBAPYL-acet i
c acid 2, 2-pispel hyst&@P, car banoyl - 2- phenyl - et hyl ester

{3-di met hyl car bamoyl -4-[ (4" -trifl uoronethyl

bi phenyl - 2- car bonf2 Jmestrhyno] 3 -phiehyH §riafletd oneet 1y P-piyaiedy1 - 2 -

2, 2- bi s- propyl car banoyl - et hyl ester, ]

{3- net hyl c& 1_}1-_%@4;.1@ 1 1PReRBE brageidc mphdnyi 3 Isis-

2- car boryl )s8mM =D }sacetic acid 2 2-bis
et hyl ca?ba%%%%ﬂ%%@&iet%%h%ﬂgjérQIOPYZL ester,
{3- di met hyl car ban@ymedHg 324 -btciri@I%tJBGmetharl?;bgi_%}esnyl-z-

bi phenyl - 2- car bonyl ) - am no] - phenyl }-aceti c aci

et hyl car barmatba@yphergiinprs bpydheastEYy-acethizd acid 4,4-bis-

{3- benzyl carbamoyl - 4-[ (4 -trifl uoronethyl -bi phenyl

2- car bony| 2B RARGRA 14 Rhantwl Rty D extgs,

et hyl car banoyl - 2-.ph |- et hyl. ester,. .
{3-dinethylcarbaé%yﬁ@%?ﬁﬁneyéﬁgfr36F5&§PﬁﬂmQ§hyl'blphenyl'2‘
bi phenyo - 2ol ) -aadidto] - R Iy-2cidic adih 434pBbfiy1-3, 3-bis-
et hyl car banoyl - 4- phenyl - butyl ester,

{ 3- di et hy| EacPparhearbanfqyd ~podpiluersdmet,hyl - bi phenyl
2-carbony|)-anin? -Eheﬁyl -acetic acid_2,2-bis '

et hyl car banoyl - 21 gREAYPOSYy [d4t strifduoromethyl-biphenyl-2-

{3-di i sopr Qe AT 11 1L ( PrehPry YU Y 4 3 3-pis-
ethylcarbamoyl-3-phenyl-propyl ester,

15 {2—ethoxy—3—[(4'—trifluoromethyl—biphenyl-2—
carbonyl)-amino]-phenyl}-acetic acid 3,3-bis-
ethylcarbamoyl-3-phenyl-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-B-phenyl—propoxycarbonyl)—2,6—dichloro—
phenyl ester,

5—(2,2—bis—ethylcarbamoyl—2—phenyl~ethoxycarbonyl—
methyl)—2—[(4'—trifluoromethyl—biphenyl—2—carbonyl)—



bi phenyl - 2- car bonyl ) - am no] - phenyl } -acetic acid 2,2-bis
et hyl car banoyl - 2- phenyl - et hyl ester,
{3-(isopropyl - et hyl car bamoyl -4-[ (4" -triluoro

met hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 15
2, 2-bi s- et hyl car bamoyl - 2 phenyl -et hyl && er,

{3- (et hyl -nmet hyl carbanmoyl -4-[(4'-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl }-acetic acid 3, 3-bis
et hyl car banoyl - 3- phenyl - propyl ester, 20

{3- (pi peri@mheol-eerphg| 3cud [panzYti¢$1RF onet hyl

bipheny|'2'Carbg@%L%a@ﬂg{g%ﬁ#ﬁiiﬁ” §§%§§£5§f%ﬂé%§&3%4H5§YcarbonYl—

et hyl car banoyl -

{3'(pyrroéﬁggﬁg%%;?ﬁfPQPY{ %ﬁl&éféméfﬂ§i+%&ﬁﬁ@ﬁfwl2—carb%£¥l)—

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

et hyl car badiyho 2- péeylceadyd, ester,

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

bi phenyl - 2- car bohy( 3 -2k ¥o] e Preksagharet} 2 Rhen DL -Rifiexycarbonyl -
ethylcarbanpyl

-2-phepyl ;eth é ester g o )
{3- (et hyl™ %}5@?6%\? Béﬁpyﬁg Liozome PRy T LRt RINER Ry 1 2 - oqgeny )
biphenyl - 225 2L090YLAzG1E b1 @Netly] -esedic agad 3, 3-bis
et hyl car banoyl - 3- phenyl - propyl ester,
{ 3- hydr oxy-4-[ (45 -tz 44 n0s onriyyd ath guineyriyd 2 2bhenyl-ethoxycarbonyl -
car bonyl ) - am no] - phenyl }-acetic acid 2,2-bis 5
et hyl car baneyihy2) pReh{4 ethifleerepethyl-biphenyl-2-carbonyl) -
{3-nethoxy-4:%é4'-trifluoro th g-b'phe | -2
car bor! ) -3t iiBﬁ%ﬁﬁf?-%ﬁg$i%g %Y% %?ggﬁls et hyl car banoyl - 2- phenyl - et hyl
ester, {3-nethoxy-4-[(4'-trifluoronethyl-biphenyl-2 10
car bonyl ) - am no] - phenyl }-acetic acid 2-phenyl -2, 2-bis
(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,



propyl car banoyl - et hyl ester, {3-nethoxy-4-[(4'-trifluoronethyl-biphenyl-2

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

car bonyl ) - am no] - phenyl }-acetic acid 2,%-bis et hyl car banoyl - 2- phenyl - et hyl

ester, {3-ethoxy-4-[(4'-trifIuoronethyHLEiphenyl-z

car bonyl ) -am no] - phenyl }-acetic acid 3,3-bis 20

et hyl car banoyl - 3- phenyl - propyl ester,

{3-isopropoxy-4-£g4'-tr

carbonyl)-anino]-pB%ﬁ?Y;gggg%?gE%E¥éjg¥g£§£§gégﬂ9FE¥}bQﬁB?nglbﬁényl-ethyl
ester, {3-55985§99ﬁya§1%§41phéh§h99§e§%gg%§é9hgE?D%glén%%

car bonyl ) - am no] = phenyl } - acet i c” aci s ethyl car anoyl-S-pheﬁ?ngropyl

ester, {3-gimpexyidektdr;trifluoronethyl -biphenyl-2

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

ester, 125 {3-Derygleomgniyl {2 (2r {4t L0O4 Onbrhflubirphehhyyl2biphenyl -

carbonxg): ginoh-ghe_yl%:gcet&g acid_2,2-bis e%hylcarbago¥l-2-phe2¥£aethyl

ester, [ 3- 67 ARERGP&N n@T42P { aPRERY P uBFEHE¥KYPIBY hheRpionis

Cor B0 BILERPLERILYSCE L RELY, B E L St S ey -2 pheny et

car bonyl ) - am no] 2 phieayd} - 2cet i £4 api 4’ 2t 21 i SoLbhyHeRI baipbngl phenyl - et hyl

ester, 10 {3-pyrrolidin-1-yl-4-[(4" -trifluoronethyl-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 diethyl ester,

2-pyridin-2-yl-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,

2-phenyl-2-(2-{3-trifluoromethyl-4-[ (4"~

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



car bonyl ) - am no] - phenyl }-acetic acid 2, 2-bi s ethyl carbanoyl - 2- phenyl - et hyl
ester, 4-[(4'-trifluoronethyl-biphenyl-2-carbonyl}-am no] benzoic acid

3, 3- bi s- et hyl car banoyl - 3- phenyl - propyl ester, 15
5-(2,2-bis-ethylcarbanDyI-Z-phenyI-etho§%carbonyl

met hyl )-2-[(4' -trifl uoronet hyl - bi phenylX¥3- carbonyl ) ami no] - benzoi ¢ aci d
benzyl ester, 5-(2,2-bis-ethylcarbanoyl-2-phenyl -ethoxycarbonyl

met hyl }-2-[(4' -trifluoronethyl-bi phenyl -2-carbonyl) 20 am no] -benzoi ¢ aci d,
5- (2, 2- bi s-et hyl car bampyl - 2- phenyl - et hoxycar bonyl nethyl)-2-[(4"-trif

| uor omet hy 295 thyldar BEPPLCa RG] dBethgilc e§éed et hyl ester, and
5-(2,2-bis-ethy|5§

rbamyl - 2-p | ~ethoxycarbgnyl %5 s _

nethyl)-2-[(4'-tr|#Pug?ohéghyRggﬁgﬁe%§Pﬁép¥gr oé?F OgﬁFﬁofmﬁgﬁﬂoic acid
met hyl eSt@hbn@ﬁ@lAEQQoﬁgh%&h%qquuﬁﬂg%?lamaﬂgg&HgaEE%rﬁﬁhthQﬁ @ster,
pharmaceutical [y acceptable salt of either according to the | 26 agbve
(1)) which is seke¢ted4f{Om thethvaypbiphehsglingcatbonyl)-amino] -
2-(2-{3-nmethyl-4-[(4'-trifluoronethyl-biphenyl _ _
2- car bohyl Phgwﬁdrﬁﬁﬁéﬁw}neéé&ldxyn@bﬁywrQlaéﬁeﬁyl agafodiie thyild egiterhy|
ester, 5 2-(2-{4;[neth :%4'-gritl ropet byl - bi ph .
2-carbony|)-anin%]5§ gﬁgl : %e§6x§x§th F}£¥98ﬁ%ﬁﬁfﬂ¥£rBhPEGBX%aZaiethy|
ester, 2-pharpbnd1()2amdnbi4pnkhiihuaceret:mbtlyPheR%honic acid diethyl
2- car bonyl ) -am no] - phenyl } - acet Oxynet hyl ) -=nmal oni ¢ acid 10 di et hyl egfer,
2- phenyl - 2ec2ef4-[ (4" -trifl uoromnet hyl - bi phenyl

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,



2- car bonyl ) -am no] - phenyl } - acet oxynet hyl ) -mal oni ¢ acid diisopropyl ester,
2- phenyl -2-(2-{4-[ (4" -trifluoronethyl-bi phenyl 15

2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -nmal oni ¢ acid di met hyl ester,
2-cycl opentyl -2-(2-{4-[ (4" -trifluoronethy]-bi phenyl 2-carbonyl ) -am no] - pheny
| }-acet oxynet hyl ) -mal onic acid diethyl ester, 20

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

2-carbony|)-anfno]-phenyl} acetoxynethyl) mal oni ¢ acid di cycl ohexyl ester,
2-benzyl - 2- (2-{~- p(45:t5 yl - hen

2-carbony|)-anino% éﬁe% } acetgxy { 3 %hHPEOE@FHY§5b&PQPﬁVP -eéster,

2- (2-{2- met ghrbén ahfihblju yl It}g,mél

2- car bonyl ) - am noJ - gheny|%]a?§%§§32efﬁefg -pthXh) Rﬁ%EY%mﬂ%}%V¥ﬁhyl
ester, 2-cyekddexdyketBy(2efde(4' -trifluoromnethyl-bi phenyl 127
2-carbony|)-anino¥ phenyl } - acet oxynet hyl ) -mal oni ¢ acid diethyl ester,

2- phenyl - 2- (2-{2- r(?fﬁ%r@hﬁ@h9k44{K64 trufihunomethyl biphenyl-2-

met hyl - hi phen n phenyl } - acet oxynmethyl) 5 nmalonic acid
di et hyl bg’ tSF‘H’En@? af“ﬁxﬁ)l %) ECF(¥2“YWPFPV&ér8n§¥‘WW1 malonic

bi phenyl - 2 g@ggoayg{hgm1ggk ghenyl} acet oxynmet hyl )- mal onic acid di et hyl
ester, 2-pyridin-3-yl-2-(2 -f 4-[ (4" -trifluoronmethyl 10

blphenyl 2- car bonyt ) 2 i3 riotembeay| | 4 acet OXYGBEOME I hy MBLOPhENGEL @ di et hyl
ester, 2- pthrLényi§ aglﬁgafggg;ogﬁthylt4 [(4'-tr|f¥uoro
Y acetoxymethyl)-2-phenyl-malonic
acid diethyl ester,

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

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

15 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—

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

{3-(pyrroldine-l—carbonyl)—4—[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-aminol-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

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

2—phenyl-2—(2-{3-(piperidine-l—carbonyl)—4—[(4'—
trifluoromethyl—biphenyl—z—carbonyl)—amino]—phenyl}—



met hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynmet hyl ) mal oni c acid
diethyl ester, 15 2-(2-{4-[(4' -nethyl -bi phenyl -2-carbonyl)-am no]
phenyl } - acet oxymnet hyl ) - 2- phenyl - mal oni ¢ aci d di ethyl ester,
2-(2-{4-[(4'-nethoxy-biphenyl-2-carbony| - am no]

phenyl } - acet oxymet hyl ) - 2- phenyl - mal oni cldci d di ethyl ester,

2- phenyl -2-(2-{4-[ (3" -trifluoronethyl-bi phenyl-2 20

car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - mal oni c acid di et hyl ester,
2-(2-{4-[isopropyl - g4'-tr|fluoronethyl blphenyl

car bonyl ) - afeAORYFeERY] H@@fﬁ%ﬁh@@ﬁ@lﬁ Bﬁ&nfﬁtﬁEPonlc aci d di et hyl
ester, 25 2-(2-{ y X r|f L hyl, - bi

carbonyl) anlno]%pkg 3% ?g é H?F¥g§ gggh ¥(4 g%?gigcgg di et hyl
ester, 2- pﬁ%&%&lzb&%h%ﬁ (4- c%&%fh@qhogﬁhﬂbﬁ'%h@m%ﬂ»La%etoxy)
carbonyl) am nQJ - phenyl }-acet oxynet hyl ) -mal onic acid 128 di propyl ester,
2- phenyl - 2etiy{4~R2$henril-madioomet yidbidilechyll- 2ster,

car bonyl ) - ani no] - phenyl } - acet oxymet hyl ) - mal oni ¢ acid diisobutyl ester, 5
2-(2-{45[ ~~et hyl 2642 { B flmeitbwechybPappghedyll{2 ' -trifluoromethyl-

cater. 2. ( DApBebu R pa PO RS BRAT pRe eg he eyt )22 € Y]

carbonyl) 3%?%9h &qu%hh Q?kpﬁmgg%,nlgsgeghenyl nalonlc 10 aci d di et hyl

ester, i sopropyl -4 trifluoromnethyl -bi phenyl -

carbonyl) an1no]2phenyh}{aaebbxwmepbﬁbheﬂymhenyhrhahgancamino]-3—
dimethylcarbamoyl-phenyl}-acetoxymethyl)-2-phenyl-malonic

10 acid diethyl ester,

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

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

15 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,

20 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-

25 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"'-



acid diethyl 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-chloro-4-(4"-trifluoronethyl -bi phenyl -

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

ester, 20 2-(2-{3-brono-4-[ (4" -trifluorldethyl -bi phenyl -

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 } - acet oxynet hyl ) -2 25 phenyl - mal oni ¢ aci d
di et hyl esttefri,flgomm{eshmlefoﬁph@awﬁar?uyalarlpo[n(yzl) ~Bafminioy o pdeyHy -

bi phenyl - 2- car bonyl ) - am _nqg] - phen % acet oxynet hy phen I-nalonic aci d

di et hyl esfEFLtO¥ ?tP§13|?38 OBy & FB&HﬁyPC&d[F&Et%V F&hethyl 129
bi phenyl - 2- carbogy glagﬁ Pﬂﬁexh}Pgﬁg QXXH?REXR%Fﬁyﬂh nyl mal oni c acid

di et hyl ester, 2- car banoyl’) -trifluoro

met hyl - b'pﬂ@ﬂfﬂugrﬁﬁbQQQXLblﬂﬁbﬂ9h pheay¥bbngd gt amiielhyhkn 15 -
-phenyl -mal oni ¢ acid diethyl ester,

{3- (et Kyl - reelipkyaetbaydy-p- nhPO41'maﬂbhuar@méﬂhﬂhethyl ester,
bi phenyl - 2- carbonylé am no] - phen l acetic acid 2,2-bis
et hyl car banoy!| Zzph ﬁ&? é@hg}mgggg carbamoyl-4-[ (4 —trlfluoromethyl—

L5 oL et BBkl b EHASTER BB ooy -2

bi phenyl - -am no
ethylcarbaﬁﬁ&hfz QEQBMHCGEBXH a&behgl ester,

2- phenyl -2-(2-{3-(pyrrolidine-1-carbonyl)-4-[(4'
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-[(5-chloro-4'-trifluoromethyl-biphenyl-2-
carbonyl)-amino]-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 di-2,2,2-trifluorocethyl 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,



trifluoronethyl -bi phenyl -2-carbonyl ) -am no] - phenyl } acet oxynet hyl)-mal oni c
acid diethyl ester, 15 2-phenyl-2-(2-{3-(piperidine-1-carbonyl)-4-[(4'
trifluoronethyl -bi phenyl -2-carbonyl ) -am no] - phenyl } acet oxynet hyl)-mal oni c
acid diethyl ester, 2-[2-(2-{3-dinethylggibannyl-4-[(4'-trifIuoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - ace y)-ethyl]-2 20 phenyl - mal onic
acid diethyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4'-fluoro

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl -nmal onic acid

di et hyl ester, 2-(2-{4- '_- br ono- i nyl - 2- car banyl )-ami no] }-3 25

di [ret hyl2 c?r banoy!z-'ﬁr?éﬁﬁ["}%- é%%ﬁﬁ%ﬂ;%wjf;pﬁ%?ﬂﬁni | i% acid diethyl

ester, 2-(2¢ r ha = 4= _§§E% 1 -

biphenyI-Z?%ég%g%ylrgﬁﬁﬁﬁb]-gﬂgﬁ§¢g-acé?%§§ﬁ%%ﬁy - %Hgﬂi Yi%JoFLC acid

di met hyl  esd@dtoxymetthy?k oy shpeny Vi matdridrd Jachi dred dwtiopr hagoyd - 4- [ (4

trifl u)c/)rorret hyl?xgirrdnggr?.l ;ﬂz- car bolnyln)l -am rﬁ]&h(%\“yl } Ig}g](:at oxyze} ?ZI )-5mal oni c
id diethyl ester,(22- igtedhpt 1-ca i 1dh 4t (1Y | -FrndveraiA -4 - '

??:flugfon%th | - bi hen@Y-Z-Qarbonyl)-anino]-phenyl} -acet oxynet hyl ) -mal oni c

aci d di 8t hyi* %IPOH?I( 2Y-RIRheneh Hre Phehyi aieal dhsA YL i no] - 3

o et R A S TS PLE COBLED 5 gl 0 o et

dinethylcarbanoybzpheanh1@cekg%u§ngmﬂJtﬁ}ﬂﬂyyfgméﬂﬂyyﬁﬂiﬁg@ﬂ*ﬂﬁgﬂ:hyI

ester, carbonyl)-amino]-3-dimethylcarbamoyl-phenyl}-
acetoxymethyl)—2—phenyl-malonic acid diethyl ester,

10 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-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-o0-
tolyl-malonic acid diethyl ester,

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

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



2-(2-{4-[ (4" -cyano- bi phenyl - 2-car bonyl ) -am no] - 3

di net hyl car banoyl - phenyl } - acet oxynet hyl ) - 2- phenyl - mal oni ¢ 15 aci d di et hyl
ester, 2-(2-{3-dinethylcarbanmoyl-4-[('4-methyl-4"-trifluoro

met hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 - phenyl - mal oni c
acid diethyl ester, 2-(2-{3-dinethylcadbanoyl-4-[(5-methyl-4'-trifluoro 20
nmet hyl - bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 - phenyl - mal oni c
acid diethyl ester, 2-[3-(2-{3-dinethylcarbanoyl-4-[(4"-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxy) - propyl ] 2-phenyl -mal oni c acid
di et hyl estelyl2faRoefle{cidndiayhrlreaheyl - 4-[ (5- met hoxy-4'

gggzgggagpﬁ;ryl22pa£e§¥|-2 %ﬁgéﬁgﬁ%ﬁpﬁggfﬁ T Egterélfluoromethyl—
2 (2 o798 LR IRLIN BLIPRY a2 ommeti ) -2-p-

acet oxynet Jaai%ﬂmaio@ﬂyb aai@nageaﬁyﬂ dsegpyl ester,
2- (2-{3-di methyl car banoyl - 4-[ (6- et hyl - 4 -trifluoro

met hyl -5bi phenyl -2- ¢ ddohyt9 - phnmmq)ﬂheh&+§3a@EmQRWﬂk@hybémQthényl mal oni ¢
acid dlethY ester% 5 2-(2-{3-di net hyl carba 5 ‘-trifluoronethyl
bi phenyl - 2L t4r bBR¥ }U%ﬁPﬁﬁYh$%eh¥P?e%X%f%x?ﬁﬁ%ﬂ?y} 2amhHBAY FPHﬁPXﬂSC aci d

202,21 LSOLBRUNL 051 e 8L s ARLDKL Sokagy) 4 (211 uoro-4
acet oxynet hyl ) - 229@?“&&16¥6£§héh§$}5bd(Eihyldﬁﬁéﬁﬁylcarbamoyl 4-

2- (2-{5-di net hyl car banoyl | uoro-4-[(4
trifluoronethyttbipheoybm@tont bohphenpbi Aefaphenyl) -amino]-phenyl}-

10 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-dimethylcarbamoyl-4-[ (4 ' -trifluoromethyl-

15 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,

20 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-

25 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-



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

2- (2-{3-brono-5-di net hyl carbanoyl -4-[(2'-fluoro-4' 15
trifluoronethyl -bi phenyl - 2-carbonyl ) -am no] - phenyl }

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

2- (2-{3-chl or o- 5- di net hyl car barmoy! - 4- [ {44
trifluoronethyl-bi phenyl - 2-car bonyl ) -am no] - phenyl }

acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d diethyl ester, 20
2-(2-{3-dinethylcarbanpyl-4-[é3'-quoro-4

trifluor on@REYPLBL hhaninod- 3adbBatnylearheropheryenyll -

acet oxymet hyl ) - 2- ph smal oni ¢ id diethyl ester

o A (et gPa L) PP PRER s hLipEoB B Siethyl ester,
car bonyl ) - am no] 5 3; 41 pet §§Egyg- vi} - ro-4"-
acet oxynet hyl ) - 2% pgiein{gl?-%ljlnéc\;%?c aci dargdiggjt?hyl [ gitfe%l,m

2- (2-{3-di peihyhenchatnyl -Biphdnylr2ftapponel hyamino] -phenyl}-
bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- (5

ni tro- Pyriadceatoxyngthul dn?crhenyl irmvahgniesaeid diethyl ester,

4 [CamtrTt Phor ot Ry 261 Srefios trLEFERRyT oL ah g metifi-a -

DDy ASELERYBL B R G0t Ltk LUl ey ) phem-

bi phenyl - 2agat bepyt ¢ tBHl Nok - phenyl } -maeonxynathygl jidtbypyesten; 2-yl - nal oni ¢

acid diethyl ester, 2-(2-{3-chloro-5-dinethylcarbanoyl-2-fluoro-4-[ (4

trifluoronet hyl -bi phehytdmethpbearaney ho = bhengtpoxy-4" -

S0, O B RSOl TEL OB, 361, ShEbhi PohSlng) -omens)-

o b YL PRUCEPY) 5 apon L g o] e deny excor.

2- (2-{3- di met hyl za( bafiwyd ide {{ ¥l cdrbdrhapt o4rel hytisopropoxy-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,



bi phenyl - 2- car bonyl ) - ami no] - phenyl } - acet oxymet hyl )-2-0 tol yl -mal onic acid
diethyl ester, 15 2-(2-{3-dinethylcarbamoyl-4-[(4'-trifluoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl )-2-nm= tol yl -nmalonic acid
di et hyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4" -trifluoronethyl

bi pheny! - 2- car bonyl ) - ani no] - phenyl } - acét®dxynmet hyl ) -2-p 20 tol yI - nalonlc
acid diethyl ester, 2-(2-chloro-phenyl)-2-(2-{3-dinmethyl carbamyl -

[ (4 -trlfluoronethyl bi phenyl - 2- carbonyl) am no] - phenyl }

acet oxynmet hyl )-mal oni ¢ acid diethyl este

2- (3-chl or o- phen%f§22[@Qd{BeHPﬁé?%?p%@?Béhﬁy[(a ohyl-4-trifluoro-

[(4'-trifluor hen arbon I

acet oxymet fi§ FggﬁaP§HF8Y§8Pa éPﬁyPyE ¥e%e% xg%Lthﬁeyz}phenyl_
2-(4-chl'o. 191BheRYLYa 8- G2etAydl Btby| car bamoy -

[(4"-trifluoronethyl-biph eny? 2-car bonyl ) anlno] phenyl }

acet oxynet hyl ) - nnLQBLC3adiﬂeﬁMplharbambgl 4- [&83 ethyl-biphenyl-2-

2- (2-{3-di et hyl car banoyl - (4" -trifluoronethy

3lp?ﬁn¥} ZcoabbDH}D)amﬁﬂﬁd}P ﬁéﬁ}ﬂ}a§§§96Y?ﬁ§PH997ZZPBE@H}I "edO8ifi ¢ aci d
i ethyl ester i et hyl car banoyl -4-[ (4" -trifluoronethyl 5

bi phenyl - aEéPbSﬁ% ?ginFﬁafrphenyl} acgtoxyhéthyl) 2- (2 Y

met hoxy- phenyl) n . ) )
e e T L i

bi phenyl - 2pephbagyl-p-aairbohypheami hodcphexymdthyketoyf@thyl) - 2-
met hoxy- phenyl) -mal onic acid dieth% ester, 10
2- (2-{3-di pbenylcnaBandyl agip(diethyi| g6t6fet hyl

ey 2o bR R ks PP AL BB XY TR by osomeny.
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-
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-z—carbonyl)—amino]—pyridin—z—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-z-yl)—malonic“acid diethyl ester,

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

biphenyl-2-carbonyl)-amino]-phenyl}-acetoxymethyl)-2-(5-



2-(2-{4-[(5,4"-bis-trifluoronethyl-biphenyl -2

car bonyl ) - am no] - 3- di net hyl car banoyl - phenyl } 15

acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl ester,
2-(2-{4-[(6-chloro-4"-trifluoronethyl-bi phenyl -2

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

acet oxynet hyl ) - 2- phenyl -mal oni ¢ acid di ethyl ester,

2- (2-{3-di et hyl car banmoyl -4-[ (6-fl uoro-4' 20
trifluoronethyl-biphenyl-2-carbony|)-aninoL}Phqnyl}

acet oxynet meithyd -ghdepherel 2ol -aglendiceagid diiedhyl ester,
2-[2-(2-{3-di nmet hyl car ba | - 4-[ (5- et hyl -4’ . i
trifIuoronethyl-BF6ﬁéﬁ?rgg%ﬁipy&%?F¥%Eﬁ¥&dﬁfﬂHéniﬁflfluoromethyl'
acet oxy)-e - 2-phenyl i id _dj Iy 9.
2-(2-{3-di ‘f’r?'#%']ﬁn?&r %a%fﬁg?l‘l- ?5%3?%{8%?"5‘%%} Seloxyhiethyl) -2
- trifluor onehhylzoai-phenyhrad-oard eriild s vhe]l- Rwad ,}

acet oxynet hyl ) - 2- phenyl - mal oni ¢ aci d di et hyl ester,
2- (2-{35di met hyl eal BafSyetpoky54i-ddgr oppentflaporomethyl-biphenyl-2-

trifluoronethyl -biphenyl - 2-carbonyl ) -am no] - phenyl } 134 .
acetoxynetﬁ?F%P@yﬂﬁéﬁgﬁﬁm&7ﬂh%§$ﬁﬁq§Qﬁ e{iﬁh%iZ—phenyl—malonlc
i #gywanethyl-biphenyl-Z

2-[2-(2-{4- (5,4 +:hi.s= f
caEbogyl§-§%$ﬁ§f¥€£€§y#£fﬁi car banoyl - phenyl } - acet oxy)

et hyl ) - 2- phenyl - grl(oni{g -aeitth osiyelahy |( 4eStefi £ 1Moromethyl-biphenyl-2-

2- (2-{3-di net hyl car banoyl - 4- ( 6- net hoxy-4'-trifluoro

met hyl - bi pleemplong-ldamerdmgd J)-rdrenyd] -seerhpxvaieddtyxyrPetoheny I>-mehlandc mal oni ¢
acid diethyl ester, 2-(2-{3-dinethylcarbanoyl-4-(3-nmethyl-4"-trifluoro

met hyl 4Bi pREA Mo fA%%%ni no] - phenyl } - acet oxynet hyl ) 10

Do €280 . AL 1 pigomomethyi-bigheny 1

di met hyl carzbaaponghismdmimacetphenyatinddetdxyiretHy el 6phenyl-malonic
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)—éminoI—phenyl}—acetoxymethyl)—
malonic acid diethyl ester,

2-(2-{3~-dimethylamino-4-[(4’'-trifluoromethyl-



acid diethyl ester, 2-(2-{3-dinethylcarbanoyl-4-[(4'-nethyl-biphenyl-2 15
car bonyl ) - am no] - phenyl } - acet oxynet hyl ) - 2- phenyl - mra~oni ¢ aci d di et hyl
ester, 2-{2-[3-dinethyl carbanoyl-4-(2-ethyl-4-trifluoro

met hyl - benzoyl am no) - phenyl ] - acet oxynet hyl } - 2- phenyl nmal onic acid di et hyl
ester, 20 2-(2-{3-dinethylcarbannyl-4-[€ﬁ7-ethyl-biphenyl-2

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 oxynet hyl ) -2 25 phenyl -mal onic aci d
di et hyl estE%PhQD¥§=%BC@FH%Pﬁ§PC%?b%ﬂbyphﬂﬂ¥%h“@F§BB¥$B?EhY%¥bEényI

2- car bonyl ) -am no] - phenyl } - acet ox thyl ): 2- phenyl - mal oni ¢ aci d di et hyl
ester, 2-(29?%9%$h@529?%%r%3 yﬁ}%E$¥g'§%F?¥luoronethyl 135

bi phenyl - 2- car bonyl } 11 7S 1 Xy gt hip@figyr 2- y1 - mal oni ¢
actd diethyl estes. ?22?{@2%; di net%y?i%gbgn%g?-ﬂﬁi(ag?%ﬁf l uot oret hyl

bi phenyl - 2-saphenyl ) 2 agh A nPhEryhinaTeploxyyE} it t@xPmethyl) -2-

t hi ophen-3-yl -mal oni ¢ acid diethyl ester,
2- (2-{ 4-&di neleenyy tandbonie - &ci@4diethyl ues be®Et hyl

achd @ ethyl st el (3 (o BRI v Dy T Ay TR S P onet ny1 10

bi ph | - 2- ] - = % -9~
i phenyl -2 ﬁﬁ%ﬁg@?&%g?8599$n9b?Daﬁlnéfﬁﬁg%ﬂgggg%%ét3x§§ethy1) 2

met hyl - t hi op mal onic acid di et

2- (2-{3- di nphéyy Candaonit -dcjd4diéthil uesbael hyl
2-[2-(2-{2-methyl-3-[(4'-trifluoromethyl-biphenyl-2-

10 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,

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'~trifluoromethyl-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-

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

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

acid diethyl ester,



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

nmet hyl -t hi ophen-2-yl)-malonic acid diethyl ester, 15

2- (2-{3-di et hyl car barmoyl -4-[(4' -trifl uoronethyl

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-[@¥-trifluoronethyl-biphenyl -
carbonyl)-anino]-phenyl}-acetoxynethyl)-2-pheny|-nalonic 20 aci d di et hyl
ester, 2-(2-{3-nmethoxy-4- [(4'-trif|uoronethy| bi phenyl -

carbonyl) anm no] - phenyl } - acet oxynet hyl ) - 2- pheny| - nalonlc acid di et hyl
ester, 2-(2-{3-i%opb2opdx{24ifgmropexy ol bhet byl f bighemsthph-

2 carbon ) ninel. prenrt ) et o wﬁ“é?%w%ﬁ?%g%hﬁxk prgyEf-a.ct ety
cator.” )] @%”éaﬁzﬁﬁgﬁ%r%%%&%%%‘ﬁw%‘ FEB omet iyl - bi phemyl -2

carbonyl ) - a”‘nO]zphﬁﬂgi}{fmﬁ%€H%&§ﬁ5W$6nﬁlp@enyi ﬂafﬂﬂlﬁoﬂQmQtHYBthy|
ester, 2-phenyl-2-(2-{3-piperidin-1-yl-4-[(4" -trifluoro 5

nethyl{blphrpyénilearbanybyyaMTam}nphepyepyhkeaoﬁynnYhyeyhmﬁﬂoﬁkc aci d
di et hyl ester, 2-phenyl-2-(2-{3-pyrrolidin-1-yl-4-[(4"-trifluoro
net hyl - b|pﬁ%ﬁ??lZmééPﬁbﬁy?§lgn@h%fhﬁﬁeﬁ§F?racetoxynethyI) mal oni ¢ acid

o o) oo Py el AT A SR LA et
diethyl est@fnenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-ethyl]- 2—
phenyl-malonic acid diethyl ester,

10 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-
carbonyl)-amino]-benzoyloxy}-ethyl)-2-phenyl-malonic acid

15 diethyl ester,

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

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

20 carbonyloxy)-benzoyloxy]-ethyl}-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—benzyloxyca£bony—4—[(4'—trifluoromethyl—
biphenyl-2-carbonyl)-amino]-phenyl)}-acetoxymethyl)-2-

phenyl-malonic acid diethyl ester,



2-(2-{3-nmorpholin-4-yl-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-diethylamno-4-((4'-trifluoronethyl
biphenyl-2-carbony|)-anino]-phenyl}-aCf oxymet hyl ) -2 phenyl - mal oni ¢ aci d

di et hyl ester, 2-(2-{2-chloro-4-[(4'-t quoronethyI bi phenyl -2 20

car bonyl ) - am no] - benzoyl oxy}-et hyl)-2-phenyl -mal oni ¢ acid di ethyl ester,

2- (2-{3-et hoxycarbonyl - 4- [(4'-trif|uoronethy|

di einyl estor, 26 ErE R R téafﬁ EblE tht o fea%w“m‘i% %' ¢ e
bi ph I I
alclodeg?/et hﬁ%&ﬁgy )ﬁ%&? }gg}m oxycar ony#rgﬁy Sy |}ﬁ2uor omat%;]lqli onte

bi phenyl - 23 ca4 hprwny B fxdr phenyl } - acet oxynet hyI) 2 137 phenyl - mal oni c
acid diethyl ester, 2 (2-{3-carboxy-4- [(4'-tr|fluororrethyl bi phenyl -

car bonyl ) - anlnophﬂmemﬂqasngﬂqpqxnaanﬂqmyz.ﬁhdmﬂ -ratigiiuw rgiet Idilet hyl
ester, 5 2-(2-{3-isopropoxycarbonyl-4-[(4'-trifluoroneth
bi phenyl - Zb%%&h&‘l% -GRR BRI Jp)ne?ﬁ%f}ola‘dé"ted%?n%ﬂﬁﬁ O’EY%@%/K/“ Tl oni ¢ aci d
di et hyl est el %)énlé’reat ogy&agﬁwl ;A& d (4 -trifluoromethyl

i ony acet oxy

bi phenyl - 2= car am no hen ‘met hyl )-2 10 phenyl-malonic acid

diethyl ester, 2Z{(Z{Z-aahd:38a1®Ani1(-4 -4 TluaraRidone tiyheny|

2- car bonyl ) - am no] - phenyl} acet oxymnet hyl ) - 2- phenyl - mal oni c
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-yl)-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)-



acid diethyl ester, 2-(2-{3-nethoxycarbonylam no-4-[(4'-trif |uoronethyl 15
bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 phenyl - mal oni ¢ aci d

di et hyl ester, 2-(2-{3-(4-nethyl-thiazol-2-yl)-4-[(4" -trifluoro

met hyl - bi phenyl - 2- car bonyl ) - am no] - phen}/%o} acet oxynet hyl ) -2-phenyl -nmal onic
acid diethyl ester, 20 2-phenyl-2-(2-{6*4%(4' -trifluoronethyl-Dbiphenyl -

car bonyl ) - am no] - bi phenyl - 3-yl } - acet oxynet hyl )- mal oni ¢ acid diethyl ester,
2-(2-{3-fornyl-[(4'-trifluoronethyl-biphenyl -

car bonyl ) - am no] - phenyl } - acet ox rreth ).- 2- phenyl mal oni ¢ 25 aci d di et hyl
ester, 2- (ZH%MW%%% %P(JA '@§%S% | uor onet hyl

bi phenyl 2-car bor}y grg noJ ut%er%ﬁé} ‘it 04%1)%5) fn%&:‘% ic acid

di et hyl ester, 2- (rret thy— ar bamoyl uor 138

t hyl - bi RANRAUW Ne PPy Phand Phedv | oni
ggi dydl elt E;}Iaggsrt_bg 2) (2- {%O I sobutyryl - 4-%( ' -t%ﬂjﬁf)%l)c?ﬁeet@h%/l - bi pdhréﬁl ?m :

car bonyl ) - avi]aidiyl lestoat o>amtet hyl ) - 2- phenyl mal oni ¢ 5 acid diethyl
ester, and 2-(2-{3-(1-hydroxy-2-nethyl-propyl)-4 [l()
trifluoborethyl - Bi- rﬁﬁer{yﬂ -(Z-éla'ﬂl;@#yl-)l-mtﬁoql prepyI) -4-1(4" -

ompound. ot SRS Y SO b SRR G P HEl bl & sal t of
ei t her acc%ﬂﬂw{ﬁ&ﬁﬂiﬁ)&@\fﬁuéﬁl i Sy Sac%fa %ﬁte%ﬁ QJBEJ&G gr oup
consisting of 4" -trifluoronet hyl™-bi phenyl - 2-carboxyli'c acid 4-[2

(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-cérbonyl)—amino]-
phenyl}-acetic acid 2,2-bis-isopropylcarbamoyl-2-

phenyl-ethyl ester,



phenyl -2, 2-bis-(2,2,2-trifluoro-ethyl carbanoyl) 15

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

4-[ 2-phenyl -2, 2-bis (2,2,2-trifluoro-ethyl carbanoyl) - et hoxycar bonyl net hyl ]
phenyl ester, 4'-trifluoronethyl-biphenyl -2-carboxylic acid 4-(2,2 20

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

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

bi s- et hyl car banoyl - 2- phenyl - et hoxycar bonyl net hyl ) -2 chl or o- phenyl ester, 25
4' -trifluoromethyl-bi phenyl -2-carboxylic acid 4-(3,3 ) i

bi s- et hyl car banoyl4-3-FHaRanyprFrearmmdnyiamdal Re e Jodsedichy 12@kE er

4' -trifluoronethyl -bi phenyl -2-carboxylic acid 4- 3

o1 5 et hyl oo T o AT G CooR R Ot e T eRamsy ) - 999 hing

4' -trifluorgnethyl - bi phenyl - 2- carboxylic acid

4- (3, 3bi s- et hyl'car banoyl - 3- phenyl - propoxycar bonyl ) - 2, 6-di chl oro-p henyl
ester; 5 (30) The gy co@HE -AridE Judadmes Hyllersedf (4 ‘ortxaf luoro-
pharmaceutically acceptable salt of either according to the above (1),
which i $ selettelbipmnhe reanbaurs) saninp bfphenyl}-acetoxymethyl) -
2-phenyl -2-{2-[4-(4' -trif] uaronet hyl - bi phenyl - 210

car bony| oxyjadselsy | §<it et 5389 al oni ¢ aci d di et hyl ester,

2‘{2‘[3‘di”Ethy“%¥f¥¥§?df€¥éﬁﬂdééﬂéﬂ r{H¥§4%ﬁ§gJyugggﬁé?y§ngyhﬂ§vy)-phen

yl ] -acet oxynet hyl} - 2-pheny oni Cc acl ester, 1

2-{2- [ 3- netgreay By {dcetid f heasones hybibimphenyl c 2owahory DxphepfenytiyBcet ox
ynet hyl } - 2- phenyl mal onic acid diethyl ester, and
4-1(4' -tri fest@wmet hyl - bi phenyl - 2- car bonyl ) - am no] benzoi c acid

oL R L o e LA b ) 20 R S0 PR
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]-

256 phenyl}-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,



pharmaceutically acceptable salt of either according to the above (1),
which is selected fromthe group consisting of 25

2- (2-{3-di et hyl car barmoyl -4-[(4' -trifl uoronethyl

bi phenyl - 2- car bonyl ) - am no] - phenyl } - acet oxynet hyl ) -2 i sopropyl - mal oni ¢ aci d
di et hyl ester, 2-sec-butyl-2-(2-{3-di net#d/| carbanoyl-4-[(4
trifluoronethyl-bi phenyl - 2-car bonyl ) -am no] - phenyl } 140

acet oxynet hyl )-2-mal oni ¢ acid diethyl ester,

2- (2-{3-di et hyl car barmoyl -4-[ (4" -trifluoronethyl

bi phenyl - 2- carbomﬂﬁ[@ﬂﬁ1ﬂﬂlqnﬂﬁhﬂghanxiiﬁqqﬁﬂﬁqnﬂlx}aminnﬂjphenykﬁﬂc aci d
di et hyl® ester, éz {3-dineth Icarbam)yl [%4'-tr|fluorometh I
bi phenyl - 2 a(%f“rtti’cﬁ*lﬁ 1% o] R CRIER nAheny byl nesB¥F ¢ aci d

di et hyl ester, 2- di et A tr|fI net.h

bi phenyl - 2-car bon )[{(gsm 'noj 531)1%;1%1%% 5} ycia)rhf 1 rrf(y}/orr]ﬁfl onic acid
di ethyl estffeny2r Piddte (Zadid dlﬁﬁiiwiémétt}?imér&hr&c(ﬁ 2 -phenyl-ethyl
trifluoromnethyl-bi phenyl -2-carbonyl)-am no] - phenyl } acet oxynmethyl) - rral oni c
acid di éthdstester, 2-allyl-2-(2-{3-dinethylcarbanoyl-4-((4" 15
trifluoromethyl-biphenyl -2-car bonyl ) - am no] - phenyl } acet oxynet hyl)-nmal oni c

aci d diethyl estdd mMetErld. ‘dl(r‘ﬂet‘ﬁﬁlt,fd-r‘b& chY-]{ (dphenvli 1 Zor onet hyl

bi phenyl - toxy) - bi s
et hoxycar bon%b%q‘?%pp iR ampg%q}% etelrc 8" § = 2-phenyl-2,2-bis-

2- (2-{ 3- di pRidpi 1IN T4t etsrﬂef,} uororret hyl
bi phenyl - 2-car bonyl) am noj - pf?(‘ahnyl} acet oxynet hyl)-2-(1

net hyl - but yl') - mal{@nild 4dcitd idiletohpmeddiydr-biEd2nyA -2havariesitli Joamino | -
COWpOSIlEJI O% e"}@f}h accoerrcplrcI saecslé[ h2e Zest;[ls (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,



25 conpound or a prodrug thereof , or a pharmaceutically acceptable salt of
ei ther according to any of the above (1) to (31) and a pharnaceutically
acceptable carrier; (33) An MIP (mcrosomal triglyceride transfer protein)
141 inhibitor, which conprises the estef_conpound or a prodrug thereof, or
a pharmaceutically acceptable salt of &% her according to any of the above
(1) to( 31 ) as an active ingredient ; 5 ( 34 ) An agent for the
treatment or prophylaxis of hyperlipidema, which conprises the ester

conmpound or a prodr thereof , or a pharmaceutically .ac table salt of
ei?ﬁe? accorm!iﬁ%tﬁé%ﬁﬂ%ﬁaﬁbﬁﬂ%ﬂﬁﬂ&f{%ﬁITYF¥é%§°Eﬁp%§P¥£T ﬁ@h? edi ent ;
10 (35) A t f t he.t t i eri I is,
whi G rom?r Cetbongl 1o PR pR DARERY L aBLEPOYLBKAD, 20 BREET OSCl erost S

phar maceUtéfgﬂ(iéfaﬁﬁ%@%i‘bbepﬁé‘h&loétﬁﬂrlh@étéﬁgor ding to any of the above (
1) to ( 31 as an active ingredient; 15 (36) An agent for the treatnent

or prophyl axi s of 3 cormentiylcatsanoyll seéabes’ twhf thoxemgthsks t he ester
conmpound or a prodrug thereof, or a ?harnaceutically acceptabl e salt of
ei t her faccobidhenylo2angrbenyhe-apboel (Phepylh-pcalily geidndafiPid-
ingredient : 20 37 n agent_fo he treatment or prophyl axis of
obesity, mﬁt%ﬁlﬁéﬁB?Tégi'fhﬂhgg¥ FBE% foﬁﬁ “5f a prodrug thereof, or a

pharmaceutical | y; ac EasSEhitoP - 811 her - BeLo1 @bPemé EnP YL OphéMgl above
(1) to (31) as a%gagfgggp%n%redi%gt; ZEb(38) An agent for the treatnent or

prophyl axi g-ghrdbahel) eaminbil ephenppi-aestibeaesdie?, 2ehpound or a prodrug
thereof , or a pharmaceutically accegtable salt of either according to any
of the aboethylyarbamgy)-asrhanyerpiBYLngFEd ent ; 142 ( 39 ) An agent for

e 0o o 8 GELYRBE Ry Lo YRRELECEL Pt M oL RRR, L1 P2
ei ther accgfgdhBfyi028B%rBbnyl)-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—l—carbonyl)—4—[(4’—trifluoromethy1-
biphenyl-2-carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-2-phenyl-ethyl ester,

{3-(pyrrolidine—l—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-



5 the above (1) to (31) as an active ingredient; ( 40 ) An agent for the
treatnment or prophylaxis of hyperlipidema , arteriosclerosis, coronary
artery di seases, obesity, diabetes or hypertension, which conprises MIP

i nhi bitor selectively 10 inhibiting MIP.(m crosomal triglyceride transfer
protein) in the small intestine and a p maceutical ly acceptable carrier;
(41) The agent for the treatnent or prophylaxis according to the above ( 40
) , wherein the MIP inhibitor does not substantially 15 inhibit MIP in the
l'iver but substantially inhibits only MIP in the small intestine;, ( 42 )
The agent fliPhenykTaAarhAntk) B BRL B AR M 13F1hed aboRES 1 41),
wherein after, the adm nistered MIP inhibitor, 20 inhibits MIP in the snal
intestine, Y% %ﬂﬁﬁf%éiﬁh??¥ PRI T $Hiestine, blood and liver to the

amount at which the }ﬂy}j j | J 4 fl i orldt Hyhe d i ptnyeioes- not
substantial ly inh{rbel;ir{ thé&MTn% [M\?t hﬂgllivder; 25 (43) The agent for the
treat mrent ofafBapfy) Gan sha-asiehyD) tacdtisc above ( &@id ( where2n2ties-
remai ning MIP inhibitor in the liver is netabolized to the state where
TG r el easi rfthcksaghamaitl 13rephenek-eh¥xe @S t he | evel of about 80% or

more of the nor | evel ; 143 (A4) .The agent .for .the treatjrent or

pr ophyl axi s acc%’ﬁr&%"tyh'e‘l'a[b(o e"%rlzf%’%o"%’é“e(th@’gl_)b%p% ney‘ragiir;rﬁt he MIP

i nhi bitor i §E§E¥HHME il 1] easdr onesesd e, Posgds- 5 (45) The agent
for the tre%%ent or pr oﬁylﬁ;%@ajccor ding to the above ( 44 ) , wherein

after the corpaLEErb@vdyID- Bipheasl - ofieyEséetedbond exerts MIP inhibitory
activity, the ester noiety of the conpound is metabolized in blood to
become an i nacti Ve -1e tditst-aindel 4 (4l fioraRathvlorbiphen¥ead ment or

hyl axi ing tot b 40 )t 4 i MTP
ot o 0B TehEEL B St DR dodetn i therapendEr 2 oAV

phar maceut i 1 SdipyBabdtof  either nentioned in any of the above
(1) to (31)@8‘%1}/47 § A nﬁﬂlodk?%r the treatnment or prophyl axis of

hyperlipi dem a, ar3-etdtasniyer4sli( " coridhiaror awe tdryl B iggeses) - dbesi ty,
di abet es 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,

{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-

25 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,



or hypertension, which conprises adm nistering a conpound 20 sel ectively
inhibiting MIP (m crosomal triglyceride transfer protein) in the snal
intestine; ( 48 ) The nethod according to the above ( 47 ) , wherein after
t he conpound inhibits MIP in the small_intestine ) it is netabolized 25 in
the small intestine, blood and liver t%6°the anobunt at which renaining said
conpound in the liver does not substantially inhibit MIP in the liver; (49)
The net hod according to the above (47), wherein the 144 remai ni ng
conpound in the liver is netabolized to the stabe er seTGl:Tgl_easi ng
activity of the{Brbenzydorgpt-af 4 hETLELEPTEMCLBE L PaBYSBY *nbre of the
normal level; 5 (50) The .nmethod .accardi.ng t he ,abhavwe (47) to (49),

wher ei n tﬁé‘r@)(%‘ﬁ i eACB T DA NS els%t g%ﬁgo%d;ﬂ 1) The net hod
according to._t (@] WRSHRIIN edftle@r, t he conpound having at | east
ester bon&tgyéﬁ%ﬁ%ﬁ}%%lnrﬁs%ir%ecﬁyyl 10h§’|§ti vity, the ester noiety of the
conpound is net ghalyifedniyl ablined 4t-¢ (aéeams fanoroaetthyd -bibbeayde2-(52) The
met hod according to the above (47) to (52), wherein the conpound is the

est er Bonpambryl )a avicdr rphansildofaqetdc acisl ghartdSsutical |y accept abl e.
salt of either nentioned in _any of t&gﬁdab%ver (1) to (31); (53) The agent
for the tEdaHRTBIMHGATRREH% g td the above ( 40 ) to ( 46 )
wherein the agent, i . nty fAr_ 4.1 42Q +t4 @3t eTh v -G yleaxils 26f
hyper | i pi dem a &t% ip%sr}lg%gld]i C(;Irrrt;[iqr?at itgﬁ wi th ot herygant :@hfg}g‘rl i pi dem ¢
drug(s); (Hfpoiiel pasiind prpidiey1y-aaierid aridropgmiisd s according to the
above (53), wherein other antihyperlipidemc drug is a 25 statin-type drug;
(55) The agantldarbanmyr2ahemilortiprlopfiedki s according to

10 {3—pyrrolidin-l—yl—4-[(4'—trifluoromethyl—biphenyl-2—

carbonyl)-amino]-phenyl}-acetic acid 2,2-bis-
ethylcarbamoyl-Z—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)-z—[(4'—trifluoromethyl-biphenylf2-carbonyl)—
amino]-benzoic acid benzyl ester,
5—(2,2—bis—ethylcarbamoyl—2—phenyl—ethoxycarbonyl—
methyl)—z—[(4'-trifluoromethyl—biphenyl—2—carbonyl)-
20 amino]-benzoic acid,
5—(2,2—bis—ethylcarbamoyl—2—phenyl-ethoxycarbonyl—
methyl)—z—[(4’—trifluoromethyl-biphenyl—2—carbonyl)—amino]-
benzoic acid ethyl ester, and
5—(2,2—bis—ethylcarbamoyl—2—phenyl-ethoxycarbonyl—
25 methyl)—z—[(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



t he above (54), wherein the statin-type drug is one or nore drugs) sel ected
fromthe group consisting of |ovastatin, 145 sinvastatin) pravastatin,
fluvastatin, atorvastatin and cerivastatin; (56) The agent for the
treatment or prophylaxis according to 5 ége above ( 40 ) to ( 46 ) ,
wherein the agent is an agent for the t M8t nent or prophyl axi s of obesity
which is used in conbination with other anti-obesity drug(s); (57) The
agent for the treatnent or prophylaxis according to 10 the above (56),
wherein oth ntj;pbesity drug i zindol or/and orlistat; (58) The agent
for the trea %é%tt%f'd&%b%?l%ﬁigeiﬁgg?@iﬁﬁoTot?ﬁegﬁﬁBPec?nﬂBS§196 efa6 ) |
wherei n the agent;.is) . an ggeil {04 v ] ﬁ@%ﬁ&p 0 r ophyl axi s of

di abetes which is Jgé In co&%gnatqgﬁ &??%fo her %ﬁ#i%Eﬁ%ékgﬁgfarug(s);

(59) The agentarfiwsnyhp-dmbnd MEfthedyl P OREYbRMhStREEPL L P4 P1 LS ShPye ( 58
) . Wwherein other anti-diabetic drug is one or nore 20 drugs) selected from
the group cd®sd siieighywk esikendi n preparations, sulfonylurea drugs, insulin

secr et agogues, sul fqonan de drugs, bjquanide drugs, a-glucosidase inhibitors
and instlin resig?éﬁkgﬁ' qﬁﬂéif&ﬁLé%ﬁl%ﬁPRrQﬂFShYﬁﬂP%ﬂﬂﬁﬁY¥Dr t he

t r eat ment - ﬂ%%} d Jglel 3 ve wher ei n. ot her

anti - di abe'?ziv c&{jr ug i%y(oénréﬂgfprf%}e 5Eirﬁgg[s g%%?ﬁ%?%}gyffb%ﬁ@h%néﬂﬁ%l%%i sting

of insulinagld kencdaf dastd®) but ami de, gl ycl opyram de, acet ohexam de,
glinmepiride, tolazam de, gliclazide, nateglinide, glybuzole, 14G
met f or mi n hydr ocR-®hiegy, 1 42uf (@r-rfidn [HyAdd r-doil fidni coeymetamyt i high e raglar bose and

pi oglitazone hydrochloride; (61) The agent for the treatnment or prophyl axis
accor di ng '[Eo'qo"yrtq)r?é‘y o'@%%'ﬁ%?ﬂ@ja%@w&hﬁé”a’g@ﬁoﬁ%c an agearid or
the tregt mefite 1y 1PrQiyl axi s of hypertension which is used in combination
wi th other anti-hypertension drug(s); (62) The agent for the treatnent or
prophyl axi s accordiphgntyd -26 (Rhe 4ajque - rG% Duoromensiin tiginy1 -

anti - hypertension drug is one or nore drugs) selected fromthe group

consi st i ng 2ofCar®ORYdi ) madiines] - phafi vt lerasi et astymedrity INg nexizymies | nhi bidairds,
angiotensi%ikgore%gg,oré&ptagonists, cal ci um ant agoni sts, (3-bl ockers,

a, (3-bl ockers Sha Fm 58t 15 (63) The agent for the treatnent or
prophyl axi s accohkdi -bhe-,abqyv 162 ) £ [ t her . anti.- hypertensi on
drug is one or n%rgﬂngg 5 gz)Qgeﬁégteér%Féﬁl %@%égggpgg %§F§9Tng of

f ur oseid de 2delaapecyilel-easiao |cabledyl }-aceademdthydsl-meadriel ease, 204

enal april nul eate, alacepril, delapril hydrochloride, silazapril,
IisinoprilFlﬂéﬁéiépﬁﬁﬁeﬁydrochloride, i mdapril hydrochl oride, tenocapri

hydrochl ori de, qui i oghl gride, trandolapril, perindopril erbum ne,
Ipsartan_potassignggggﬁéggégﬁa% é?lége{#ﬁ,'ﬁf&ﬁﬁgfﬁfﬂégﬁy&FB&RPSPV&e, 25
ni car di pi n@-bpretbeakhgraae neal-pned vigl-aase oxPhlead Lﬂ%&pﬁﬁked'p'n%bid
ni f edi pi ne del ayed rel ease, benidipine hydrochloride, diltiazem
hydr ochl or Adethglil| es&zam hydrochl ori de del ayed rel ease, ni sol di pi ne,
nitrenﬂSpine, nagidﬁgin hy?rochloriQe bar ni di pi ne hydrochl ori de,
-phenyl-2=(2-{4-[(4 —trlfluoromethyl-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—



147 efoni di pi ne hydrochl ori de, amn odi pi ne besyl ate, fel odipine,

ci |l nidi pi ne, aranidipine, propranolol hydrochloride, propranol ol

hydr ochl ori de del ayed rel ease, pindolol, pindolol delayed rel ease,

i ndenol ol hydrochl oride, carteolol 5 hyﬂgochloride, carteol ol hydrochl oride
del ayed rel ease, bunitrol ol hydrochlori g, buni trol ol hydrochl ori de del ayed
rel ease, atenol ol, asebutol ol hydrochloride, netoprolol tartrate,

nmetoprol ol tartrate del ayed rel ease, nipradilol, penbutolol sulfate,

tilisolol drochl or.i.de, carvedilol.,. | U hisopral.ol..fungrat.e, betaxol.o
hydr ochl ori é{a%qydr)da&lerpg’cﬁrﬂYc}T}l'@éz,e &ﬁrﬁa yoll)'ﬁ%%c?r?éltde, bevaarﬁlod ol

hydr ochl ori b hydr ochl ori de, arotinolol hydrochloride,
anosulalolCﬁ%ﬁ?b?hﬁ%ﬁ%aé, prazosi n hydrochl ori de, terazosin hydrochloride,

doxazosi n nesyl atephkurazaeci(n -fydreghkhobiréme thy1bundazaci-r fydreetsl-or i de
del ayed rel ease, urapidil and phentol am ne nesylate; ( 64 ) Use of the
agent for trethyledtimdrenydr- Zoragetbdrani s ardaor Idipienyd tteeedisgmetad ))- to (
46 ) and other antihyperlipidemc drug ( s ) 20 for the treatnent or
iehiy L eTFhe use according to the above (64),

hyl 8xi $'3gfoHfp&rd ,
3L2Pe¥n é;her ;ﬁiﬁ ;ELBQQQ ;%_qbuq4L§(q.ggggkqhgxgﬁeqhgg; 25 (66) The
bove (gﬁ;, wh i ru

use according to't abov erein the statin-type g is one or

nmore drug( pipheiiect-et fiydiplhentimaUp phisi 1St - dte tofx yntasilatd malonic
sinmvastatin, pravastatin, fluvastatin, atorvastatin and cerivastatin; 148
( 67 ) Useagfid Weeddgedt efsdrent,he treat nent or prophylaxis according to the
above (34) to (46) and other anti-qbesity drugs) for the treatnent or

prophyl axi s of oBe®¥Eydin-Geal —nd 2048 -dddor Frig 1OTPAEtR¥dve (67), wherein

th ti- ' | ' I / | i ' Use 0Of s
agent 1r TR O e o DRy TS TRt oS e Do R o (

46 ) and otdegla &ildtidiinkaiies- drug( s ) for 10 the treatnent or prophyl axis
of diabetes; (70) The use according to the above (69), wherein other
anti-di abeti c dr gg®hgnylore (@r {Fota ifdygreme thydeldedt(dd -frdhliie&ogr oup

COnSL oL 9 Bl B P A UL AR MG I SR
and i nsul i g 1G53 3NGR 1IN Sster,

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



drugs; (71) The use according to the above (70), wherein other 20
anti.-diabetic drug is one or nore drugs) selected fromthe group
consisting of insulin, glibenclam de, tol butam de, glyclopyram de,
acet ohexam de, glinepiride, tolazam de, gliclazide) nateglinide, glybuzole,
met form n hydrochl oride, buformn hydro ori de, boglibose, acarbose and
pi oglitazone 25 hydrochloride; ( 72 ) Use of the agent for the treatnent or
prophyl axi s according to the above ( 34 ) to ( 46 ) and ot her
anti-hypertension drug( s ) for the treatment or prophylaxis of
hypert ensi H:PTOPWAD §SEBT .The use according to the above (72), wherein other
anti-hypertension drug_I.S.0 r re qru S lLected .from the group
O R o8 2 gH e ISR & e 14

consisting of |lo ngi-ot ensi-on<con i‘hhi bitors,

angi ot ensi %&ﬂdoﬁggc)e%ﬁrnﬂmmlsﬁacé@@mm RGN S heid- bl ockers,

al pha/ beta bl ockérs and al pha bl'ockers; (74) The use according to the above

(73), wher eiinsthary1l@suds,- hypertension drug is one or nore drug ( s )
sel ected fromthe group consisting of furosen de delayed rel ease,

capt oprbl, capt opgri(2-ddl-dgddrviel(dasd riddarogeme thydl-ddphendlacepri |,
del april hydrqchl qride,, silazapril., lisinopril enazepril. h ochl ori de,
i mi dapri | Iﬁﬁﬁ%ﬂﬂﬂ riqﬂ%DQkﬁﬁhéhﬁ%%'éﬁ? rWﬁﬁﬁ%#ﬁ{E;ﬁﬁ%ﬂxﬁﬁﬁggonlc

hydr ochl orige,q tds 1BRdder Perindopril erbumne, |osartan potassium
candesartan cilexetil, nicardipine hydrochloride, nicardipine hydrochl oride
del ayed rel ease, 2ni(l2vadi-pithe,1 -ai-f(adi-pirie, 1 voiroadi thiyile bdgdayrad 121 ease,
beni di pi ne hydrochl oride, 20 diltiazem hydrochloride, diltiazem

hydr ochl or icehpsivaylethmigl adlagahe i lskol aft g3 iy mefi sl by et o i e

hydr ochl ori de, . bar ni.di_pi ne hydrochl ori de) efonidi pi ne hydrochl ori de,
an1odianeqﬁ%ﬂﬂé%%;hﬁ%ﬂ%é%%gae, ci | ni di pi ne, arani di pi ne, propranol ol
hydrochl ori de, propranal.qlsydpeahlsaride [delayed-ome thg1easghdiyada ol ,

pi ndol ol del ayed rel ease, indendlol hydrochloride, carteol 6l hydrochl ori de,

carteol ol hyedttaatylor- aokel nabell -gyhesch ywle) -esarseet; o xtyume tthryal Jod 2 o rgciH noac L alei.c
buni trol ol hydrochl oride del ayed rel ease, atenolol, asebutol ol
hydr ochl or iafeld fEtedpyYd Askeditrate, netoprol ol 150 tartrate del ayed

rel ease, nipradilol.,_ %Qq%%%hgg?ggLQ%Lq%gﬂ%#&uyaﬂﬁqﬁqgﬁﬁgyﬂgﬂé¥9%_

carvedi |l ol , bisopral®l"~f amarat bet'axol 0l "hydroc celi"pr ol ol

hydr ochkor i dg:b RA1 NRH o MEHHIALE), - Mkl n I DG iy Hanal @bet al ol
hydr ochl ori de, 5 arotinol ol hydrochl oride, anosul al ol hydrochl ori de,
prazosi n hydriot Wigtilgd, essreazosi n hydrochl oride, doxazosin nesyl ate,
bunazoci n hydrochl ori de, bunazocin hydrochl oride del ayed rel ease, urapidi

and phent ol ani ne 2rd&y{3r&hLegor A5y 4a -Fdflaosameddy ic %151 conpri si ng
an effectiv ty af K cqg;ggqy& rody | o ' a
phar maceut icgaai | y gac)cceld];%l;r&e]e%z}aq{ylo}f el the fc%ﬁf%lﬁoéi%qﬁl?rﬁiec above

(1) to (3l)acia Hiastmaewdtaat |y acceptabl e, appropriate anount of ethanol

and propyl ene glycol fatty acid 15 ester; ( 76 ) The pharnmaceuti cal
conposi2fi on accordti(?g (8o biiemoadod 4( -3 Df Ieremeddygribdeh ey -2 35~ by

2§ig?§ gg‘¥§¥%E¥yfyyﬁé§%éflﬂﬁzhéﬁﬁfgﬂéﬂgxéﬁe %%3”5¥E%éﬂ9§¥¥a gg{g acid

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-



(77) A capsule fornulation conprising the pharmaceutical conposition
according to the above (75) or (76); (78) The capsule formul ation according
to the above (77), 25 wherein the capsule formulation is a hard capsul e or
soft capsule; (79) A biphenyl conpounde presented by the fornmula (100)

151 R2" , 04, | ~CH2)~0-R50 p la / N ~7(100) HR3., R-' wherein R~ is
hydr ogen, Cl1-C6 al kyl, hal ogen, halo Cl1-C6 al kyl or Cl1-C6 al koxy; 5 Rz ~ ~
~ is hydrogen , Cl1-C6 al kyl , halogen , halo Cl1-C6 al kyl or CzZ-C6 al kenyl ;

R3" ' is - I Rl 2 wherein R | a,and 2a ar o
independen%?§5%§gﬁégé%?£Eﬁgzg)EFW§P??6BPFBX;PF?cgg%§?WFﬁg¥g?Cg:C14 aryl ,
optional | ypaHRSiL 1 &z ; , z al koxy, 10 or Rila and R aa
may be takgﬁ tgge?ﬁgﬁgﬁfiﬁg%ﬁeaﬁgkg%geﬁg%ggﬁhich they are attached to form
-N) p (i n which2p(2s{an(eétlippatethylcatbanoy Ri=4s[ (wdr egepubabogen, Cl-C6
al kyl or halo Cl1-C6 al kyl; 15 RS is hydrogen, Cl-C6 al kyl ( optionally
subst i t ut efletBytidiphenydr 2operboayly-asnbsei t pheny L) - at6taxminkyhyldnd la is
an integer o thereof , or a pharnaceutically

1to 3, or a prodru
accept abl e™8 ??Y%Tm%}?%é?;aghg Qﬁgf%ﬁ} §REebi phenyl conpound according to
the above (79), {3-(ethyl-methylcarbamoyl)-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-

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-1l-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,



152 wherein RL ~ is hydrogen , RZ ~ ~ ~is halo d-C6 alkyl , R3 ~ ~is
-CON( RIb) ( Rzb ) wherein R1b and R zb are each 5 i ndependently
hydrogen or Cl-C6 alkyl , or Rilb and R 2b may be taken together with the
nitrogen to which they are attached to form-N) P (in which pis an
integer of 0 to 2), R4~ is hydrogen, antf’10 RS is hydrogen or Cl-C6 al kyl

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. "Cl-C6 al kyl" refers to a strai.ght- qr branched-chain al kyl group
having 1 to 6 carbGNCCRsRtyly 2-(gnd 3 9‘\?} Céribﬁ&odﬁéé‘ﬂgt%w, et hyl ,

propyl, isqpt. |, ,_Ses- . terdt - but tyl,

i sopentyl, %%ggrﬂryq%fé%]t ebr%'(r)p?%e tlylzst;%(ré]%ebx Il,) eat(?{:lﬁ&pr%#eenrlgﬁly a straight-
or branchedi i ymlte1 PP hiayidtd d diethysardaeaton( s ) , nore
preferably methyl”, ethyl or isopropyl. Preferable exanples for Rl, Rz , RZ
~ and R2~ i ncl ude -mgichyhexvyat-i2yl( 26 3i-gdmedpyll carpaeiogrlaldl-d (@Xanpl es for R3
and R include nethyl, ethyl, propyl, 25 isopropyl, butyl or isobutyl; a

pr ef er abl e t&ddiplox Mt s - IREheny 1R 2 -igfdbpdest JmamHyo 1 jheamstlabl e exanpl es
for R8 and R9 incl ud t.hyl .or .et hyl,; eferabl e exanples for Rl include
net hyl , I?fe&%{}’lmegﬁhq’ﬁs)o'élﬂ&ﬁﬂl,c %@@e%&tﬁ%@x%e&s’ for R11 and R12

i ncl ude net hyl, QLQ»L{4quQyLCQQOE%QQ&%Bﬁhylpbek%&%gh@l Xames -fsar R13 and
R14 include nethyl or ethyl; a preferable exanple for R15 includes

i sopropyl ; dumeftdryalsebexreyll -gdh enyrl IRBE ecrock yRE t hiyidc) -UdeHengtmd lariet hyl ;
preferable exanples for R18 and R19 include nethyl, ethyl, propyl,

i sopropyl , asidy|digtdydueAtesec-butyl, tert-butyl, pentyl or isopentyl,

more preferably ethyl . preferabl X gs _for, RZ incl ude hyl .. _et hyl,
propyl}gisopropy? 2% ﬁéoﬁgﬁylécﬁgyé %ggkgpgélf SFE?PPYQ pfgﬁé% bl’e 10
exanpl e f org iRk NG R dYal-pien yIB- e t AishdRA16r-Bhlh dxanm Lo D

i ncl ude ethyl, propyl, isépropyl, butyl, isobutyl, sec-butyl, sec-pentyl,
et c. Exanplagsidofditethydulesttietruent for "optional ly substituted CL-C6 al kyl"

i ncl ude hal ogen, carboxyl, hydroxy) amno, nitro, 15 cyano , Cl1-C6 al koxy)
C-- C16 aral kyl ox¥ (@z1é= Ak o5yeRrhoipherylcs carprnyed-é8iRody 3 rhi o; Cl- C6

al kyl sul fi nyl - | kvl sul_f Gl 1,NO, _ m t he

l'i ke, am)ngr@éL %t%%ﬁg%ﬁs p&%@&é?ab%%gwg}g\r?&%ﬂe)r %oquﬁ-]éﬂsu stof}{l%ent S is
1 to 5;35pr efar@liethylio ested) "C3-C~ cycloal kyl" refers to a cycl oal kyl
having 3 to 7 carbon atons, specifically cyclopropyl, cyclobutyl,

cycl opentyl, cycRol@xyB,-dimeshinticeybambaityl - dcyeltdiydptiy |- trifdfugrabl e
exanpl es the&§§%1include a cycloal k havi ng 3 carbon ato

speci fi cal M RS L -&Araas |5'?@%5f|wﬂﬁ§%£%}<ﬁ°%ﬁﬂﬁ¥ﬂ%£ﬁﬂ¥’ﬂ%re

preferable_$ﬁ fﬂﬁéhQ%h%P%.ﬂaﬂd¥$%h§MC%%E%9pyl or cycl ohexyl. A preferable
0 | O r

exanple for "/R1 and RZ i ncludes cyc exyl; a preferable exanple for R o
i ncl udes cycl ohexyl(2-43paaemerapleaevanplyd -4or (Btiheahg 1R1I -itrdlfudeso-
cycl ohexyl; a preferable exanple for RZ includes 154 cycl ohexyl ; and

pr ef er 8Bl e Metiyd & phenydi7g cerberiydde agyigiod p@iey 1o aSRBHBEHRY 4 )t~
al so preferable th_%]t RB .an%cgir‘ai e tglagen Sttoe%et her to form cycl opentyl or
cycl ohexyl . pi’@fy& BHeSRY A% e Y &8 ght - or branched- chai n
2-[3-(2-{3-dimethylcarbamoyl-4-[(4'-trifluoromethyl-
biphenyl-2-carbonyl)-amino]-phenyl}-acetoxy)-propyl]-
2-phenyl-malonic acid diethyl ester,

25 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 al koxy group having 1 to 6 carbon aton{(s), and its exanple includes

nmet hoxy, ethoxy, propoxy, isopropoxy, butoxy, tert-butoxy, pentyloxy,
tert-pentyl oxy or hexyloxy, etc., preferably an al koxy having 1 to 4 carbon
aton(s), such as nethoxy, ethoxy, isopropoxy, butoxy or tert-butoxy, and
nore 10 preferably methoxy or ethoxy. Pleferable exanples for Rl, R2, R2~
and Rz~ include nethoxy, isopropoxy or butoxy; preferable exanples for R3
and R4 include nmet hoxy, ethoxy, propoxy or isopropoxy; preferable exanples
for RS, R6 and R include nethoxy or_ethoxy; a preferable exanple for Rl1

and R12 i nctERIERXTRG HokY) - A oPheRy bried Bonht cdekdnpleshybresder ncl ude

met hoxy, ethoxy, propoxy or i.sqopropgxy. "Hal ogen" refers taq chlorine,

brom ne, fluori nezoor the fﬁr&eet%ﬁcea’or&?%%qyel@xaﬁ@?e@e&o‘ﬁ =) iiiﬁ:llh{lll&ém?(? uorine

or Chlorirmmeﬁﬁfj£ﬁf§ﬂéhﬁ%a@$&£§béﬂ¥lf&gmfﬁgh ~éﬁpg*ude fluorine, chlorine
0

20 or brom ne; preferabl'e exanpl es r R3 and include chlorine or
brom ne; ankcgtetwiatiel pxanphasy-aia RmidGeand ®ietimgl usketdd pyori ne or
chlorine. "Halo C1-C6 al kyl" refers to said Cl-C6 al kyl substituted with
sai d halfogen, and-it% e R arhesnad o -dnfet mt o i 8 anameshathy | |

fl thyl, trifl thyl . trichl t , _trib t hyl
Lri chi or oot RSB S 4T S bhyAG1o ETbrbBL JACe LPBme Bes L 2!
chl or omet hydy e A3y 0rmpmRs d ,aéi&%wwéiﬁidéﬁéé'&ﬁﬁyfé%r trifluoroethyl or

trichloronethyl”, and nore preferably trifluoronet " 155 preferable
exanpl e for Rl, Rz (2RZ3-anicheRhyldarbates,i44-f[ (@Or-Amidnd-4'a preferabl e
exanple for R3 and R4 includes trif luoronethyl ; a preferable exanple for

RS , R6 andiREIjupgampsridigirheninetdngarhanssel o ekaignsl ¥or R16 and
R1' incl.ude 5 triflutq1 h ef er abl e exanpl es

ronethyl or trifluoroethyl; . an
for R18%and RAPHHY uc]’g”t_ril]fqlheo Bt AT S atcr%gl%?%@%ﬁs.teﬁ-(al o Cl-C6
al kyl oxy" refers 2.q,2 (G- Et@HHyAc N HRTRILNE 10000 - qrmyret hyl oxy,
fl uoronet hyl oxy, trifluoronethyloxy, trichloronmethyl oxy, tribrononethyl oxy,

10 tri chl ortoeitftiyd anome eyt -af d phesmodr-ogpydavbo orl chdmiroblHpHengy, } et .
preferably chl oronet hyl oxy, bronmonet hyl oxy) fl uoronethyl oxy)

trifl uor onEtIRABAFRY ) hiRSreoriet A kenic Al drotie Prek sy
trifluoronethyloxy. A preferable exanple for Rl .RZ Rz~ and R2~ i.ncludes
trifluoronethyl oéy.(zig%" %f &% 5a g‘%r/{g’lyﬁﬁa’rbra&d&lsét o[r%n al ué’f)?alﬁ(yl of
whi ch  abk oxyr imiinbnttash ey i5aEnh YIe 3N i b vwid) Chndl dPpOp iy 1@ Kyl noi ety

has the sanme neaning as said al kyl, and its exanpl e includes nethoxynethyl,
et hoxymet hyace meypedhst Jnd - pHanydeyrestdnilc  queit \d ieahiet ledterhexyl oxynet hyl
et hoxyet hyl or 2Q Rethxyethyl, etc. A preferable exanple for R18 and R19

i ncl udes net hoxy &t iy~ L 3-ERIET oz Priagthytrarbagodils 4-d (4cet vyl , propi onyl
butyryl or iVl QW omettry1 L qﬁg pref Al & 12 and Rzz

i ncl udes acetly . 25?“‘1' Cllrf-\yc~ bei'] y r%lfh f%rﬁr'%tyrﬁlflgfr(s toneorr]eg{lhan sJI fonyl,

et hanesul f crodtoxgmemyaul fomHenvamd 1w fomdia rEyHyEuldaad, or

hexyl sul fonyl, etc. , and a preferable exanple for Rzl and R22 incl udes
met hyl Q1 fonyl . '2cX2c4 3ziIddawbalisempamoyaf-drd (30 -£A ugitieody car bonyl of 156

L S B T A S
i sobut oxy c A ymd 8y RUW - BHEGRIINM M on RE %%d))@icéaﬂ’}mnﬂ ster,
2-(2-{4-[(3'-chloro-4'-trifluoromethyl-biphenyl-2-
carbonyl)-aminol-3-dimethylcarbamoyl-phenyl}-
25 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 tert-pentyl oxycarbonyl or hexyl oxycarbonyl, etc. Preferable exanples

t hereof include nethoxycarbonyl, ethoxycarbonyl, propoxycarbonyl or

but oxycarbonyl. A preferable exanple for R2 includes butoxycarbonyl; a
preferable exanple for R5, R6 and R includes nethoxycarbonyl; a preferable
exanpl e for R13 and 10 R14 incl udes neﬂﬁ%xycarbonyl and a preferable
exanpl e for D includes ethoxycarbonyl. "Cl-C6 acyl" refers to fornyl having
one carbon atom or an al kanoyl having 2 to 6 carbon atons such as acetyl,
propi onyl, butyryl or pivaloyl, etc. , and its preferable exanples |nclude
15 fornyl, 4a¢éﬂyktGifbuoapm9thYA-biﬁhéﬂzbré éﬁﬁgppﬁlﬂoﬁmRQOdnd R2~ i ncl udes

acetyl; a preferable exa i n¢l udes a preferable exanple
for R5, R6PRABYR’-PREEQH eﬁE@%;rmaéoﬁFEféFAGI 1E¥EH6|§SF8F 'R13 and Rl4

ncl udes acet vl 2a0d. 2o Daeherabl £apugRBL e L Of (R2L 2981 ReZohbehydes acetyl.

20 " Al kanedi yl " efera rbon ato Its exanmple
i ncl udes ”BEBMES?QrzeEB@BGn§12 dm!ho]ebhéﬂ9i} Lcditylymeragane2l, 3-diyl,
but ane- 1, 4-diyl, pentane-1,5-diyl, hexane-1, 6-diyl,

1,1- dlﬁbthpYEuﬂane21y2 maybplg acddeﬂhytbyhanst@rz din 25

2-di net hyl et hane- 1, 2 di 2-di et hyl et hane- 1, 2-di

1- di met hyl pr opang? 1{3= H¥§Pr°151dHT%F ¥15?553ﬁ8yi 3 gFVPrO 4-[(4"-
2-d

2

1,

2, |neth a e n di

3. 5. di met nyFBEuaRgntt A b oen gL segbt pBheRaan Shbeny 105,
Preferab'ea@é@ﬁﬁ&ﬁétﬁ?l)Ahkbhéﬂ?lAhklohﬂ@|Hd@d”ﬁﬁb%h@ﬂeestei57

et hane-1, 2-diyl, ethane-1,1-diy propane-1, 3-diyl, etc. "Al kenediyl" has

preferably 2 to 5 Carbaﬂbapmnfé)dlmﬂﬂhYlsaEhampYé RnEludee-4-[(4"-

et hyl ene-1, 2-diy ene 2-pro di yl,

bt oo 1ER3 A1 proneRhyonBLEnanuLyS -3 BOpuLanenthg Igppehy1)-

orl, 3-buta L, ~€ e nd Al k2
include et%hﬁene§Té§ﬂg¥}lz ﬁen§%e&§i§95§dlé??pgggFggénég%E§adlyl etc.
"C6-Cl4 aryl" reﬁe(s { 9- phweyhyl 8apbahyy1on - bkphenyhflebcometnyeierably
phenyl. 10 In the "optionally substituted C6-Cl4 aryl", the substituent ( s

) is/are nbippenviicdhapirponyditeaninaddrhapyhbe -eretoznmeshydiPefent each

ot her and |s/aﬁ bltrarll Eos%h ned, The nunber of substituents is not
parti cul ar FPLFLAP 8“%8 PSﬁé §© 8@ §P&®Eheni cal |y acceptabl e, while the
nunber,ds 15 preﬁeténg &iﬂeeﬂ ic&Pb§mo§Pe@LFKQaLE¥1f§ﬁéﬂBh€§h9ﬁ -the

substituent include ¥ (e: g. nethy et hyl, propyl, 1sopropyl
butyl , teptiphehyhl-2- ehﬁbonyl) Bydnoy yph€hy@f -akktoxymeahyld—2 -met hoxy,

et hoxy, propoxy, butoxy, etc. ) , halogen (e.g. fluorine, chlorine,

broni ne, etely}l-pajgenie, aé}én@leEﬂyéﬁe§§9F +(e. g. fornyl, 20 acetyl,

proplonyl etc.) r X Konyl oxy,

etc. , nercapt% F%lggﬁg ¥E§$¥ﬁ£%r?gmoyf HYL ?thl%E%&ﬁR¥FFE£89hpropylthio
butylthlo bhﬁaeﬂnybhbarbshglbraamhaq pkén&l yakkyhamvie the1)g2-met hyl ani no,
et hyl am no, propylam no, butylam no, etc.), di (Cl-C6 alkyl)amno (e. g. 25

d|nethy]antn@yldmeﬂbyhanan@d diptbpyl estro, di butylam no, etc.), carboxyl,

CzZ- C~ alkoxycarbon . nmet hoxycar |, .etho ar bon
pr opoxycar bonyl , ¥8 ?hlaﬁPchePYF raoE né?ﬁQFmeéﬁggﬁa5PR§P¥6FFonyl(e g.

nEthylSU|f??¥"t%EQ AL3UCh MR 1. pEbfenyh -2 RELABEN) OB no SBrERyA4E) 02 V!

( a. 58 'cyclopenty cycC etc.) acy
acetaﬁldo,aEEQBk9ﬂ£Eﬁ§uq0ma§bﬁlb aﬁddtﬁﬂekhﬁﬁ,eéﬁﬁﬁg whlch hydroxy, Cl-CB
al kyl, Cl1-C6 al koxy, nercapto, Cl-C6 al kylt hal ogen, trifl uoronethyl,
Cl-C6 acyl, C2-Cz-é&Bkok}ompbphghyvyahd25(2cyBadidethydcprbamoubl-dé- A
preferable exanple for Rl and RZ includes phenyl mhlch ma be sub tituted
with hédo ti4cstapﬁ}P°EQme§hYﬂrPPPB&P&&e?h&Prbepal) -apingd -phepy ds. .
met hyl , eth ele | orine , bromne , etc .
) , Cl-C6 3¥E3x ekhyﬁg %%EQP&% agl ngEh?ﬁ %f%%g ‘acyl (e. g. acetyl,
etc.), CZ-C6 alkgnyh ehaorog heh§mpt9p@nyk3 dghethy)lcakbeMage-4-a
preferable exanple for Rg and R includes phenyl which may be
substltute@(maPhrﬁ&ﬂmo@bm@&hgukphpbeayl @ - catrbiohiyildreménioyl-pheatyd. }- )
Cl-C6 alkyl ( a. g . methyl , etc . ) , halogen ( a. g . chlorine ( etc .
) or Ci- cﬁagpmgxym@tayl)gmalonlc acid dlethyl ester,



15 nethoxy, etc.); a preferable exanple for R8 and R9 includes phenyl; a
preferable exanple for R11 and R12 includes phenyl; a preferable exanple
for R18 and R19 includes phenyl; a preferable exanple for R43 includes

bi phenyl; a preferable exanple for ring A includes phenyl; and preferable
exampl es for ring Cinclude 20 phenyl @&#3naphthyl. "C7-Cl16 aral kyl" refers
to an arylal kyl, of which aryl noiety a.s phenyl (which nmay be substituted
with 1 to 3 substituent(s) nmentioned in the above description of aryl) and
al kyl noiety is alkyl having 1 to 6 carbon atom ( | es 25 thereof

s.).. Exa
i ncl udﬁh _benz%l, %méﬁew%ﬁm?hwh Iﬁwsr-}tpﬁehlw bU'E??-%%‘?O{)‘PI‘B‘gEFH%XyIi e]Ec.,
anong i ch, benz r n is.preferabl e, re e.exanple for
Rl and R2 pﬁehﬁaéi'géﬁ§§g?xxféré?é?86r8§8§§§§|80?§?9¥EE%Q§SBRFZ i ncl udes
benzyl; an e bl.e.exaim! 8iEPhyii 89+Eri ncl udes benzyl. 159 "C6-C24
aryl oxy" rg?g?gitéﬁgﬁenogy)_naph%hy!%xy, etc. (where the phenyl group or
napht hyl group nay(pe{su@shéetnybdarbarmoitlto- B(4Ubstifleatoteshylaentioned
in the above description of aryl ) , preferably phenoxy. A greferable
exanpl & f obiphenydi-3-Rarbaoyldesmphehorhenshd-acpterenabhileéxdmble for R15
i ncl udes phenoxy. "C%-Cl? aralkxlox " rgteraﬁéo an _aryl al koxy of which
al koxy noi BeyhAX¥-pPeRY4) z3RLBR atﬁﬁfds FeERKEr 8SERE-aryl group may be
substituted with,1,t0,3_ j _fept honed; Fubhemabayve- 10
description of a%yf%,{gnéyﬁég%%¥§g%ﬂé$€% ?ﬁg¥udes %enzyloxy,ﬁ%henethyloxy,
phenyl pr opyh pr¥nyphenybbubyil,0xyameho ] -phealefabbytbegmpkbyy )—A-i8ef er abl e
exanple for RL and R2 includes benzyl oxy, a preferable exanple for R3
i ncl udes bmazhpyxyphanila-prépeigbpeidxdaptBYfoPSReS i ncl udes benzyl oxy. 15

(o e AL (Lheb Lo Db abyn NGB ROV FiSorpbERy e Pheny

ment i oned abo hRL} f - Lemakbhyihenzoyl . A
preferableﬂéggﬁgﬁé ?o%gﬁgsggg)R%h?ﬂg uggéxgé%28§F%82g "C%¥C?5 ?

aryl car bonytaAbR9-phehels -malphepyhcadbangkhginester,

napht hyl car bonyl am no, et c. (wher et he phenyl groug or na hthxl group may be
substituted with21(2o{4-5(bs#i thénttriflyorenetbrédbintenElaBove
description_of aryl) r ef er.all. nzoyl efer _exanple for ring C

i ncl udes pﬁ@ﬁé?EXiBéﬁ?gﬁﬁﬂﬁéfgééegggiﬁ§§b3@8§&y ggsggﬁylanino" refers to
benzyl gar bgpykai-netnyaphbhyheayhonyh af Boaceticaiethgieekerphenyl group or
napht hyl group nay be substituted with 1 to 3 substituent(s) nentioned in

t he above descriptipr{of[ab6ythlopoedérbbiflbenepethybohybhenyd-2A -
preferable exanple for ring 160 C incl udes benzyl carbonyl am no.

"het er ocycFarbpayap samgng 153 -damgthyiGereamR¥LsPYsPENatic ring, a 5- to

6- menber ed t ed. het 3l ted
et or ocycl BOhRTBE Chidh CRAEareritphLE doRal Batran EFPRECC o 11 om

nitrogen, oxygenzapd-syliune8fy@Badbafbgdnst((etEDgorbesri-ng ot her than
carbon atom or a fused heterocyclic ring .in which said heterocycle and
benzen® ri hgifileotrosedhy3pddphesalli-¢ -caryoaydnprained -gdesyifi-ophen- 2-yl ,

acetoxymethyl)—2-phenyl-malonic acid diethyl ester,
2-[2-(2-{3-dimethylcarbamoyl-4-[ (5-methyl-4'-
trifluoromethyl—biphenyl—2-carbqnyl)—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}-



t hi ophen-3-yl, furan-2-yl, furan-3-yl, pyrrol-1-yl, 10 pyrrol-2-yl,
pyrrol-3-yl, imdazol-1-yl, imdazol-2-yl, imdazol-4-yl, imdazol-5-yl,
pyrazol -1-yl, pyrazol-3-yl, pyrazol-4-yl, thiazol-2-yl, thiazol-4-yl,

t hi azol -5-yl, oxazol -2-yl, oxazol -4-yl, oxazol-5-yl, isoxazol-3-yl,

i soxazol -4-yl, isoxazol -5-yl, pyrlnldlh D-yl, pyrinmidin-4-yl, 15
pyrimdin-5-yl, pyridin-2-yl, pyridin-3-yl, pyridin-4-yl, pyrrolidin-2-yl,
pyrrolidin-3-yl, benzothiophen-2-yl, benzot hi ophen- 3- yI benzof uran- 2-yl ,
benzofuran-3-yl, indol-2-yl, indol- 3 yl, benzi m dazol -1-yl,
ben2|n1daz@¢6Q°&Ymeb@ﬂkbth1Eh@ﬂYh-W@lO%@%z@%EQd@lqt@yl aﬁtﬁébln 2-yl, 20

?gbgalhg|?ny2 ylwfg%xi}é%yéﬁfﬁz I%%Ifiﬂﬂﬁhﬂﬁﬁnéif Illlr] szreferable

exanpl e fog ugle §§&@g% I hes for ring
A i'ncl ude |r§§Pﬁ%?) +H@£ é&@éﬁ)- - é%%%¥}£#§é§§f? %?ggég?olldln 2-yl;
a preferabéﬂ:ﬁp«nmlﬁuéwl%lmi@o@@m M:Béﬂhyﬂ ¥sternd preferable exanpl es
for ring Cinclude pyridin-2-yl, pyridin-3-yl, thiophen-2-yl, thiophen-3-yl
or thiazol-2-yl 2-\/6’2-h(EﬂiglanathxdcaamﬁMYliﬂefﬂﬁmﬁthp{YUhaﬂlyl%l}mw ut-ed
161 heterocycle , . the sanme substituents as those nentioned in the above

descri pti JRCERY hrdpheRY be? Sarpp iyt bpmipe] ARy L b1actbXYPatRY L) Ts not

particularly cally acceptable) while the
nunber is %r%#%ﬂ%%ﬁgagﬁ%%%gg%ﬁi %IE%?§ici§§§P;Ikenyl refers to a straight-
or branched- chain @ ke ing1up it b 2L 10 @ -G oL -af OnBri fhebid s exanpl e
i ncl udes vinyl, n-propenyl, isopropenyl, n-butenyl, isobutenyl,

sec- butenyhetmelfbmm@wl quyetmmml/) ammcblsrm@mbhwaccﬁé@agﬁn@bwn—
1- net hyl pr openyl eer% iy$ , 1- di met hyl but enyl ,
2, 2- di et W7 Tma%"%l i |5 %‘e’:‘a di met hyl pr openy! ,
2- et hyl butenyl , zet&z @l f@rﬁ@-%ﬁﬁfm&ﬁ&hﬁ%mmamﬂ%rd@s
e era 15

n- propenyl , and A pr | e exanpl e D I ncl udes n-"propeny

"Prodrug" @fméfiey Coapeansly I eiessy 1 P- acelesxynd tivel pf2 thleecphpoabendé t he
present invention, which has a group capable of being chemcally or

netabolica¢¢¥dc@@ﬁ%ﬁdeB%M@rshoms pharmaceutical activity after it is
hydrol yzed or so] vol yzed or verted de Si ol C ondi

For exanple, thetd é'ﬁjemfei aar"%?é'?‘?)(r}]at‘{v[g(h%/n ’W#gf‘il ab]sé}'b%]i‘ﬁugnt such
as - CQpCl- LB-3b &Y ) - aflds o fl KVacet 2l fydnyr GRa£3n L6 al kenyl,
o CG%keljr%l) aifite - lpiehs? L asete Siphetily £ 2 lefaﬁr{yllay 002- C6-Cl4 aryl .

- CONH- C6- Caélarqiethﬁx)éuméwpwycle - 002- heterocycle 25 - CONH- het erocycl e,
etc. (wherein any of said Cl-C6 al kyl -C6 al kenyl, C6-Cl4 aryl and

het er ocycl e nay %ﬂﬂﬁnq%WﬁRRY%ﬁQWPQﬂHXiﬁﬁT(%IF?ﬁy%ﬂﬁqﬂrl@%Rﬁ%&y, Cl- C6

al koxy, carb anln ) 0,

- CO pol yetIPl e%eg ?/rclz% reS| &%C%&ig +ggf%y¥£gagfyco%§ &l;gsl%ue 162

- CO pol yethyl eneg! ¥e04 dgg@ﬁ&kyés@gﬂer resi due or -CQZ-pol yet hyl enegl yco
nonoal kyl ether residue) is attached to the hydroxy group of the conpound.

Al so, 2othere may el 2xEplinfe Wy lecakdramaty e [ (M ‘Whe By la- Bl ghasy 1 t2rent such

as -CO Cl1-C6 al kyl, -CQz-Cl-C6 al kyl, -CO Cz-C6
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-



al kenyl , -CQz-CzZ-C6 al kenyl , -COz-C6-Cl4 aryl , -CO C6-Cl4 aryl

-CO heterocycle, -COzZ-heterocycle, etc. (wherein any of said Cl-C6 al kyl,
CZ- C6 al kenyl, C6-Cl4 aryl and heterocycle may be substituted wth hal ogen,
Cl-C6 al kyl, hydroxy, Cl1-C6 al koxy, 10 carboxyl , amno , am no acid
residue , -PO3Hz , -S03H , -CO polyethld%enegl ycol residue,

- CQZ- pol yet hyl enegl ycol residue, -CO polyethyl eneglycol nonoal kyl et her
resi due, -CQz-polyethyl eneglycol nonoal kyl ether residue or -PO3H2, etc.)
is attached to the am no group of the conpound. 15 Furthernore, there may
be exenpl itimteray ted i Gahony § - ai el Phemst | tarskoxret el L1206 al koxy,
C6- C14 aryl oxy, etc . (wherein said 9¥; g%koxy or C6-Cl4 aryl oxy may be
subst i t ut dehi@RME A oheta kRS agig | ,l%ﬁ X33 €= 6 al koxy, ~car boxyl ,

am no, am no acid residue, - - _Aal yet hyls i due 20 or
pol yet hyl enegl yczgl(zﬁg{lr?g;ﬁkmyﬁ&%rbr esl ued,oo[e(tf. ;%ill?lgﬁﬂg%etdﬂ o the
carboxyl gfQ3Hepf1 1he LmoEnd. am NG 1Ereent i rad ot aepmptiapl p-zal t" i ncl udes

various inorgani'c acid addition salts such as hydrochl oride, hydrobrom de,
sul phate, ot -e3-grl-makenis atid ;diefhplusePEeBr ganic acid addition

salts such as acetate, propioQnate, succinate, glycolate, |actate, mnalate,
oxal at e, taftrzﬂ%i(%ﬂﬁ%?ﬁ%ﬁéqﬁﬁ¥ﬁﬂ§£qqﬂﬂﬁ?ﬂ?£(é%ﬁﬁﬁﬂélﬂﬁ??ﬂﬁﬁQXf{
benzensul fonate. pP-40 g r 184 € t Cee heus_salts
w th an art T ge i A ARG LR PpPEREER B P dee s OkmiBth il <16s"

is not |imigtbdPEIRitonidtaddy et adetecpnpound, hydrate or solvate
dependi ng on the circunstances. "MIP Iin the small intestine" refers to the .

MIP exi sting in Zned-{3rdiesstihplcashanastd o - bed | strsfwmonethnk- | i ver "

fers to the MIP existing in hepati R tivel
i bi 10 VTR STATOT LLTFRERS FedherTh Tever CBTC W BT 1 b 1 5 at

| east aboul. 641 MBs: Qualier. prplErAllyC Ao d0eigEseBbgRer [ han MIP 10

S
inhibitionTh such as liver and heart, especially
liver. To be nore- gperd fdime iy Idwerixasirl -of - [ netebblucretethylty test |,
it nmeans that in the test using human or hanster S9 the remaining rate of
unal t er ed Hiphenyl n? nearkoryt bramieo i rekeneht -afe FoXyme thyhisdr e S9 is

about 10 tines 15 or re hi r than,that.in.thg case t he treatnent
with Iiverm%%PY%EEPﬁ%ﬁﬁé%&gﬁg?g'm%#?“ﬁ%ea%ﬁér%%%?%%f"??Q%E'netabolized to
the angunt at Wwhj cy, I e 4 SRELHY N M dPIi D { Of * 1 fir 4 A otRsLIdPES not
substg%tially rﬂ%i ithfhe ngg{n theﬁ”%ﬁg" ng%ns that al nost all of the
orally 20 wdphéngl ez ecadMiGhyhhi dhioo $-phenyk} abodterymebhrh)-Aacti ve

met abolite before arriving at the |iver or at the nonent of arriving at the
liver and thbdarelbdtehtPaleyiaoa®id dhethytop§teEtivity in the liver, i.

e.
the MIP i nhibitofs are, conver) ef {0y Lhgsee 1 alofiOuipl -SHpRLApLLaL Iy | nhi bit
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,



25 liver. Mire specifically, it nmeans the condition where TG rel easing
activity of the liver is kept at the | evel of about 80~ or nore, preferably
about 90% or nore, nore preferably 100 of the normal level. In terns of
metabolism it means that the ratio of i active nmetabolite to unaltered
formin portal vein 164 ,blood is app imately 8 or nore to 1 one hour
after the oral admnistration to hansters , i . a , about 80 % or nore of
the agent ( compound) is metabolized before arriving at the liver ( see
Test Exanple 6

) , 0or on the basis of ,[liver S9 netaholic¢ stability test , 5
it means that 10 4fi{futles BRdm=% e [t(é"st‘tﬁﬁfﬂgl%q’é’rl'ﬁ’ééﬁeéwlsﬁy't he

remai ni ng rat né ed | S_ 0% 5 f ¢ . about 10%
or |ess, noc%elebpoﬁlfe%lg)r g%‘?ié{oagoé}?é@%}(S)rdac}jegégsxl%geeee&leis? Eha%ﬁﬁe 7; . r*hcg
expressi on 7 MIP did¥ft Astdaes not substantially 10 inhibit MIP in the
liver" has essentially the same neaning with the above "it is netabolized
to the anobunt at 2wiphemytlhe +(@vei riprigevidinrityilt-adr- [i(rt ‘t-He dflweradoes not
substantially inhibit the MIP in the |liver" , and neans the condition where
TG r el efisi Mf BB RABPGY ke $3RANT 1) 1a8hn ok - RERP Y el C o 8% or
nore, 15 pref.erably aboui. 90%.or re, nore preferably 100% of the nornal
level . As "Fhartc ity ca‘%ll%/tq“%geepstn%bﬁe'e carrier", various organic or

i norgani ¢ carri en_mejials (which pAie-caqrMenti-gnald-y (used asifiyrgd ation
material are used, ‘and’it is formulated as 20 excipient, |ubricant, binder,
di si nt egr atniatthEganitphesnt - garseingtl ) - aveim o syspsrl haegerymd isotlont zi ng
agent, buffer, soothing agent, etc. |f desired, pharnmaceutical additives
such as pr &G \AeiditieshiarftSte%ol ori ng agent, sweetening agent, etc.
may be.al so used., Prefer ahl es qf sgi.d el jqncl ude | act ose,
sucr osé,8 D- manni tzol(,2 sﬂ%ﬁgﬁ“,%tm@ﬁﬁ (r%‘e [33 I tﬁgg?ﬁaﬁgﬁ&a}nlhydr ous silicic
aci d, etc. FHigHatable @xaiaEes) Qfmisa 10 gidicadcd tuswa HpgResi um
stearate, calciumstearate, talc, colloidal silica,- etc. Preferable

exanpl es ofph=aivil tmedderid rdidtialistystlaldstee, 165 cel | ul ose, sucrose,
D-manni tol, dextrin, hydroxypraopyl cellulagse, hydrqoxypropyl

met hyl cel | ul ose, ZdIAnki3A ingdnal-&rd (4prdfrafdmogo Hes of said
di si nt i t, | t Yo
car boxy et IR ARE o Afrho CHBMTRIIN R G5 -

car boxypet hHeryr-Gialatic dyef eralmexmes of said sol ventinclude water
for injection, alcohol, propylene glycol, macrogol, sesane-seed oil, corn
“oil, propyl ene glard@- {Batdihye tawilamdsoer - [diic - tRidlaoziome thydmpl es of said
sol ubilizer ,1Q include | yet.hyl enegl.ycol , pr.opyl enegl |_,. .D-annitol,
benzyl ben?d‘f?’be,nyét't%rﬁfrr?o%/ Xl’s%rﬁ ’ngr?é’,ﬁc}h'cﬁycees oé%ﬁe?tq}yr]i Yet4ianol ami ne,
sodi um car banake - AU ddiPidietly JFi@erabl e exanpl es of said
suspendi ng "agent include surfactants (e. g. stearyl triethanol am ne, sodium
l auryl 15 sul f at e, (I2ayry¢lchdmire@r-q[{i4c rite i&d e r omedihtylli-m i phemxdl-kkoni um
chloride, benzethoniumchloride, glycerin nonostearate, etc), polyvinyl

al cohol0 pelarERaRy yrawin lorien 2o3r T 1del 3 whadw sppLppic acid

met hyl cel | %1.051% hydr.oxynet hyl cellul ose, etc. Preferabl e exanples of said
20 i sot oni 21g Rgent” 1Mc! ude” sodi um chl oride, glycerin, D-mannitol, etc.
Pref erabl e exanplag xff 35t d3didagbonal-udg (Rhogphztieordsritala,- carbonate,
citrate, etc. Preferable exanples of said soothing agent include benzyl

al cohol ) etcipHerefler2ats aa exarip) -eanigfo Js-gihe mrlgseraedtaxyme tigt ude2 25

par aoxybenzoi c acid esters, chlorobutanol, benzyl al cohol, phenethyl

al cohol , deMeITDaERiRiLiaridHRtbYdcisftedic. Preferabl e exanpl es of said

ant i oxi%gant i ncl QSR?L{!Sf idltig%,eth Sl%%%aﬁlo??‘iggggﬁt‘lci-t@rieff}%%#n%t%@- g{)l es of

sai d sWeet eni ng ag i"nc spartang; arin - sodium stevi etc.
166 Pref er a3l AR L5195 i YL 501 Y 1 - B8N It AR, T RQFheRQ AN S such as
f ood yeIIowlﬁgq. 5, foodorr%gi)dN-o. Za%foog’[tﬁft}?m. 27, Ial?gl)i_olorsfor

food, iron -@dplesnydi-tnalorBastacintlelfetthydaregtierg out the invention Detail ed

description is given below with respect to various substituents.
2-(2-{3-benzyloxycarbonyl-4-[(4'-trifluoromethyl-

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



R~ is preferably hydrogen; Cl-C6 al kyl such as nethyl, ethyl) etc.; Cl1-C6
al koxy such as net hoxy, isopropoxy, etc.; 10 hal ogen such as f luorine ,
chlorine , etc . ; halo Cl-C6 al kyl such as trifluoromethyl, etc. ; or

CZ- C6 al kenyl such as isopropenyl, etc. R2 is preferably phenyl (whi ch may
be substituted with hal o Cl-C6 aIkyI suéf’as trifluoronmethymethyl, etc. ;

a-C6 al kyl 15 such as nethyl , ethyl , etc . ; halogen such as quoro ,
chlorine , bromne, etc.; Cl-C6 al koxy such as nethoxy, etc.; Cl-C6 acyl
such as acetyl , etc . ; Cz-C6 al kenyl such as |sopropenyl , etc . ; or

cyano); Cl-pBeavkynhasgohcagcéfdh¢ieth¥bpedpgr; etc.; C3-C~ cycloal kyl such
as cycl ohexyl , etc . kox uch_as. but ox 2 hal o Cl-C6
al kyl such as trl?Tﬁ%rgﬁé?%ﬁgoxy"?'y(E;'ﬂﬁf 1%ﬁr%%¥5?¥€r8&9hiﬂ¥% 9
trifluorome c LK¥L + SUGReRBvRE03YhnEnSt Cmalon$e- Cl4
aryl oxy suc%ggéxﬁ g o?ml?g] S&E g%?ary% nn?ge %a? bebsuggtlFStgg"mnth hal o
Cl- C6 al kyl asughadethyif kyeeenethyl, etc.), etc C~- C15 aryl carbonyl such
as 25 benzoyl ( of which aryl noiety may be substituted with hal ogen such
as chlordne, etc.3;(2t€3+ lh@PE@@@&2¢@rb®@ﬁlaé f bt opheht Bugrometkyi-cz- C-

| k bonyl such as but b 4 wher ei
Ra and Ru1 BYEDSHEA-EnaBhBADKNS F SRYRI 6BBR B SREPSRAIG IR Prlted

phenyl ). éﬁerggryhzygﬁsfgé%alafg¥gg99 gtgﬁyhalogen such as chlorine, etc.

R2~ ~ is pr rogen such as trif |uoronethyl
etc . ; Cl1-C6 al kyl (such-methBkwarboRyhyk- [ (£t ctriflbohahegrplsuch as
fluorine, chlorine, bromne, etc. ; C--C6 al koxy such as nethoxy, etc .

Cl-C6 acyl BupheaglﬁéthytbanbéhyhmlneﬂcphenY¢2 éﬁeapxﬁm?thyédhzas
hgogggﬁgP&LPﬁghgﬁeﬂgﬁoggaegﬁéglggﬁﬁhﬁiegﬁgég;ab;ylQM%?L?L;ébli Océrfr,~-& (
Rl ) CO. o -CON§ [ Is-abubgigninflal pRYOELOeDotdnéRnl kil phEsD1AS
met hyl , |sopropyl etc C~ cycl oa kyl such as cycl ohexyF etc. ) ,
anong Mhlchz GEEbahyicﬁhhhnbs pEpagilalbygepoeimetbgl )13 -BhegyB-malpndter abl y
acid diethyl ester,
2-(2-{3-methoxycarbonylamino-4-[(4'-trifluoromethyl-

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

phenyl-malonic acid diethyl ester,
2-(2-{3-(4-methyl-thiazol-2-yl)-4-[(4'~trifluoro-
methyl—biphenyl—2-carbonyl)—amino]—phenyl}—acefoxymethyl)—
-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-



168\ \ / / ~N- NN=I \ ~N . or nore preferably \ ~N or nost preferably 5 N
or N~ or R3 is preferably hydrogen; hydroxy; hal ogen such as chlorine,
brom ne, etc.; Cl-C6 al kyl such as methyl, ethyl, isopropyl, isobutyl,

etc.; substituted Cl1-C6 al kyl such as Ei?bUtyl substituted w th hydroxy,
etc.; Cl-C6 al koxy such as 10 net hoxy, hoxy, propoxy, isopropoxy, etc.;
hal o C1-C6 al kyl such as trifluoronethyl, etc.; C~-Cl6 aral kyl oxy such as
benzyl oxy, etc.; Cl-C6 acyl such as fornyl, etc.; optionally substituted

het er ocycl e _suc s 4-nethyl -thi azol < 2-yl tC,; - R1 Rl erein
Ri1 and’ RiBeEhELcRER PR ERGRR PV 15 AP agehne i B Er Ry R A het hy!
et hyl, propy. | SOP. i ~CLGia as 4 such as phenyl , etc . ;

C~- Cl16 ara?ké?egighﬁggx éﬁz%ﬁl? %%%§?§% %5?%%'alkoxy such as net hoxy, etc .
, or R11 and R12; npy- bs-1iekenc¥oget her (i ttrihbucidiogen toipRenyl-169 -N )
p (wherein pis an integer of 0 or 1)); -N(R13)(R14) or -CH2-N ( R13)

R14 ) ( whearbonyl Ri8mand] RoHenyk}eacatoxvepthvbht2y bgenpgemalonics al kyl
such as nethyl, ethyl, etc. ; C2-C~ 5 al koxycarbonyl such as
nethoxfbar%%h?l?l%F%Y? e3te6- a®9¢ such as acetyl, etc.; or RL3 and Rl4 may

be taken togethey wth the i n, t il e ached to form-N ~
) P -N-O or (mhe%e n QBhQE %%éféﬁgi?Iﬁﬁﬁﬁgﬁgq%gﬂﬁﬁ%fnﬁdﬁg ove ) ) ; or -CO (
Ris ) 10 (whefehdr&nsthgl Bipherykyb-s8£bongl) s@pinpylphehgl}- Cl-C6 al koxy
such as net hoxy, ethoxy, propoxy, isopropoxy, etc.; C7-C s aral kyl oxy such

as benzyl oagetexymetbylhydrphe)ylAnatonici geiq¢, dR3thnd ®stany be taken

together with the nitrogen to which RL is attached and ring Bto form/ /
-N-Nor . 15 R4 is preferably hydrogen or hal ogen such as fluorine,

chioring. Psoyt Mfnecl CorbtkidohfoRh8" 680! X "BEONLEY® PhefbBRNC-dcl-diV!. 1
is preferably’O, or 2.
pharmaceutically acceptable salt of either according to the
above (1), which is selected from the group consisting of
4'-trifluoromethyl-biphenyl-2-carboxylic acid 4-[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 bis-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,



20 Alk12 is preferably nethylene. mis preferably O or an integer of 1 to
3. 170 Dis preferably Cl1-C6 al kyl such as ethyl, propyl) isopropyl,
butyl, isobutyl, sec-butyl, sec-pentyl, etc.; Cz-C6 al kenyl such as

n- propenyl, etc. ; CZ-CT al koxycarbonyl such as ethoxycarbonyl , etc . ; -N
( R42 ) -CO( R43 ) ( wherein R4z is hﬁlwogen 5 or C1_C6 alkyl; R43 is
C6-Cl4 aryl such as biphenyl, etc. ; or C~--Cl6 aralkyl); or a group of the
formul a shown bel ow RsR5R~ ( wherein ring C, RS, R6 and R each has the
same neani ng as defined above). 10 Rng Cis preferably C6-Cl4 aryl such as
phenyl, naptlhyl, etc.; C3-C- cycloal kyl such as cycl opentyl, cyclohexyl,

etc.; 0_C16 aral kyl h as be et.c cl e

pyridine-3-yl, t %/“o wia b:‘rpréerﬁl Oiet%%'lb%)ﬁwn%t?égﬁ? r| ng C may

be take toggl h&n;‘(]i‘%&ﬁ%m@ﬁi 5%6&;% ﬁ?éﬂbf%icéﬁb&ﬁfi?r@bbydﬂ&ﬂlﬁﬂﬁnp Cl- C6
thy - S

al kyl such as etc koxy as net hoxy, etc hal ogen
such as chhédyneesed€; ; nitro;, amno;, C6-Cl4 aryl such as phenyl, etc. ;
20 or -CON ( R16 ) ( RL' ) or -CHz-CON ( R16 ) ( R1' ) ( wherein R16 and
R1' aré each independently hydrogen Cl-C6 al kyl such as ethyl, etc. |,

171 or halo Cl- C6 al such as 2- trlfluoroe |,
pr ef er abl y(3QUr obR$ o%sﬁ%Tog%ﬂPB%%ﬂdasoﬁhl%rlﬁe %% Eﬁgféoﬁfeferabe

hydr 0gen. 5o i eﬁ&‘?ﬁﬁcé‘i_ﬁy °aCBebodERENdENt | ¥r péfiﬁéebwcbydmﬁeﬁo Ehe 06

al kyl suc etc aryl such as phenyl, etc ydr oxy- Cl- C6
al kyl suchagsveydl pxywEifly| ises€lect EDNEfoR1Bhe ¢r&IP FofismhtinrgnoR18 and
R19 are each independently hydrogen; Cl-C6 al kyl such.as nethyl , ethyl ,
propyl , isopropdiphenyltirt{2- [4sbbu19¥lf%%QF9mQEﬁY§fQ& &Y ky? - such as

cycl ohexyl, e suc t ,
etc . K)C2°%ﬁ9°%¥%%§¥gTR@?“%ﬁEhaﬁg %?hyTalg 10? ; éiéxi§&§€hp such
as phenyl %g ; -COO ( R2 ) or - ( CH2 ) n- OCO ( R2 ) ( mhereln R2 is
hydr ogen; ol 'aIkyI such as nethyl, ethyl, propyl, isopropyl, 15 isobutyl
, etc . ; or C3- iﬁ{zypi{dﬂﬁ@%hglmﬁrbmm@yb+eheky+t¥iﬁi@0r0meehﬂln is an
integer of O or 1) ; -N( ﬁ wherein R21 ée each
|ndependenbiyhﬁ?ﬂioaeﬂartﬂni%oﬁkaPhgﬁl I3 §°ﬁ%?ﬁ¥?etP¥6§r6p9p o

Cl- C6 acyl ch,as_acet o] nyl , butyryl , etc . ; Cil- 5
aIkyIsuIfdﬂ??ogﬁﬁhaﬁégnéfﬁyPgélgoﬁy% etc . ; or R21 20 and R22 may be
taken fsoget her %Iﬁgl e_Mi £ K QLe04 af HM £6i MbsFohdeny BFBiphéaghed-to form 0
-NO ), or R8 and taken together may form C3-C~ cycl oal kyl such as
carbonyloxy)-phenyl]-acetoxymethyl}-2-phenyl malonic acid
diethyl ester, and
4-[(4'-trifluoromethyl-biphenyl-2-carbonyl)-amino]-
benzoic acid 3-[12-(2,2,2-trifluoro-ethylcarbamoyl) -

20 naphthalen-1-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—z—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}-



cycl opropyl, cyclohexyl, etc. 25 Preferred enbodi nents of various
substituents and the 172 substitution site will be illustrated below R1
is preferably hydrogen) halo C1-C6 al kyl or Cl-C6 al kyl, anmong which
hydrogen is especially preferred. RZ ig preferably phenyl (which may be
substituted wth 5 halo Cl-C6 al kyl suc% as trifluoronethyl, etc. ; Cl-C6
al kyl such as nethyl, etc. ; hal ogen such as chlorine, etc. ; or Cl-C6

al koxy such as nmethoxy, etc.). R2 ~ is preferably hydrogen . Rz~ is

preferably hgg gggF%%Ei 2C%a£§nf£kgéi hgiggﬁgl ég §l-Co al kyl or C1-C6

al koxy, ang® S especra erred X is preferably -COO

or -CON(R1) - (Rlzhéi?-{i]fdﬁﬁé@ﬁ'f@é‘tw% d@frgedmmor&ﬁ@ﬁgymhlch - CONH-
is especially preferred. 15 R'ng B is preferably phenyl. R3 is preferably

Cl- C6 al kybipkdngh- 2l kaxyony CONGRIAY ] { Py WhacetoxRidtlapll) R12 are each
i ndependent|y preferably hydrogen or Cl1-C6 alkyl ) or -CO ( R15 ) ( wherein
R15 i s pretecbbtrylateni¢kexyy. dpetivaliespeesf erably hydrogen or nethyl,

SPS; er z:“ya'nétyhy# T e TP
G oup of L RePTeri 2 CRea Y] la““ﬂ%%i%kfmﬁﬁ%?%?%hﬁ%?Ey' R%r "re

and R eacprbpglthelsaie aehdi djetisyleésted, above). Ring Cis preferably
phenyl, pyridin-3- t hi ophen-3-yl, 5 thiophen-2-y| and thiazol-2-yl,

I
anong whi ch phen%rY?s{%Eﬁkmﬁ%bY%PﬁﬁQ§@9Y¥xﬂ He ' - el P TemeER A 1 s
preferablybhgdrogfnz cagboggf) amlnogxghenyl} acetoxymethyl)-2-ethyl-

10 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"'-
15 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
20 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
25 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)



al kyl , anong which hydrogen is especially preferred. R8 and Rg each is
preferably hydrogen, Cl1-C6 alkyl, C6-Cla 10 aryl , -CON ( R18 ) ( R19 ) (
wherein R18 and R19 each is preferably hydrogen or Cl-C6 al kyl ) or -CQOO (
RZ) ( wherein R2 is preferably hydrogen or Cl1-C6 al kyl ) , anmong which
-CON ( R18 ) ( R19 ) . ( wherein R18 andl R19 each is preferably hydrogen or
Cl-C6 alkyl ) or -COO( R2 ) (wherein Rz is preferably hydrogen or Cl-C6

al kyl ) are 15 nore preferred, and -COQ(R2) (wherein Rz is preferably Cl-C6
al kyl) is esgecially preferred. The substitution site of - ( )

: [ CHz 1- on
the benzentPRiRgtePH. t HBiEHr FOFRTEPES ey SF AT ROWRS PF of. PEEFHE
conpounds the_present ipnv i inacl e L. sol vat
dependi ng g%e’fﬁgf(:asoer, %ngﬂﬁ%&%ﬁ%ﬁ%%%%lﬁ’c!%%ge%%% n%tagtgolﬁ eg?ﬁ:ﬁer
Furt her nor goc5P81 £§HRPMES £0fnd BBoREESENLO I (BMSMAE @R dE]l Helengaearahes and
optically active conpounds. The optically active conpounds are preferably
25 those wherein one of enantioners is in enantioner excess of 174 about
90~ or higher, nore preferably in enantionmer excess of about 99~ or higher.
When t He cbApodmdagent e bredasetmepd @y BRCRPELa¥ds AShyPERLlagdAE™ 8 t he
treatment or . prophylaxis of hyperlipidem a.or_arteriosclerosis,.they _can be

89 %‘ﬁ? Ie%c (g ﬁih cffy'.

admi ni st er ¥81€hs THP RS e 1880 FOTRSENSr 8FI 9 RO PR ent st h&ugh

the dose Mpy.¥ALY-AEPERTHLHh Ml fb PdGa1R08Y dMRIIM actbRIiRFE Lo A8y dReuti C
effect, etc . ( the daily dose per adult is in the range of 0 . 1 ng to 1g
10 per onetHesaband ¢ap be &dm)nast enedcbheet dbngeediehtti nes per day. Al so,
t he conpounds of the present invention can be adm nistered to human bei ngs
as well as aninmals other than human bei ngs, especially mammals, for the

t r eat ngnt reyention of said diseases. _Th onpound esent

i nvention géﬁ?be 5 Jgﬁﬂﬁin ?%5 sgﬁg wgfe EP Pﬁe ngatﬁﬁﬁﬁh%?gﬁgéveﬁgion of
coronary api-eLy;dkeeas68is0beilch cbhsifss 0Otnby RN EMNpodda t b2 a
formul ati on of the conpounds of the present invention into solid

conposi ti opsodnadgl itheiréoEgnposi &i pharfaceotdlcaddyl rietaptalwke osalhj edt i ons,
etc., for parenteral 20 adm nistration, there nay be added appropriate

addi tives §E§He§saﬁ?PH@h?%,t%ﬁ%ﬁéf&%ﬁ@?,aBB¥8rb%XtE9 SHHLIRT iFePEEi8EC. In
addition, the €aupQ ition of the present invention nmay take the known form
such as tablets, pil'fs, powders, granules, suppositories, injections, eye
drops,jssol utions, capsules, 25 troches, aerosols, elixirs, suspensions,
enmul si ons, syrups, etc. Wien the conpounds of the present invention are

f ormul at ed(B6) o Asolaigenr épar dtliconsrearens ¢mbbrephybaklis, ofowmeErsary

granul es, etc., exanples of such an additjve include
artery diseases, 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;

20
(37) An agent for the treatment or prophylaxis of obesity, 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;

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;



175 | actose, mannitol, glucose, hydroxypropyl cellulose, mcrocrystalline
cel lul ose) starch, polyvinylpyrrolidone, nmagnesium al um nonetasilicate or
powdery silicic anhydride. In the case where the conpounds of the present
invention are 5 fornmulated into tablets %é pills, they may be coated with a
gastroenteric or enteric coating filmcd ai ni ng a substance such as
sucrose, gelatin, hydroxypropyl cellulose or hydroxynethyl cellul ose

pht hal ate. Furthernore) the tablets or pills may be nmulti-layered tablets
conprising two or nore 10 layers . As the pharmaceutical conpositions of
the present invention, there are also exenplified capsules in which are
filled Iiquj L & i i . j i ng. the
compounds of ¢ he o SEBh T nyanr T ore et 85, RESRPLEE. SRS RGBT e
thereto . BExaigh esomprisadd t9el werbks apRppunaf beth WRITuLtharebs vegesabl e
oil, etc., anpng which ethanol or a mixture of purified water and et hanol

i s pref er abidhaxmaeeuitihya htyliadoees abdmmeal y af ed thert Aecprépag atd anyods
capsule% c%glbe used w t hout any particular limtation. Such 20 additives

i ncl ude? fortex@hpie, (bt opy I Ehk) A5 RP FGk1Ye abnrgredienrts: | ow nol ecul ar

wei ght pol yet hyl ene gl ycol s such as pol yethyl ene glycol 200 to 600, etc.,
glycerine fatty acid esters thereof, and nediumchain fatty acid
triglyceridesoyharepfnt abeatel 6£88LMEh S cTUSFoBiSy BLLRE W 1 SOPD] p1 &&hARO0!
25 pol yet hyl ene glycol, etc., or esters thereof; |ipids such as sesane oil,
soy bean oidrtemwiamalerdsisoceronaryhgdtegenbtisstssd , opasatfi, ndtatbetes

bl eached wax; fatty acids such as triethyl citrate,triacetin, stearic
acid,palthQ:QX?%g%ﬁﬁ§%??c whigh epppriggg HF Vahikitamherelbtct ivrke
addi ti gs af8, sS4k faor. _prepaci Liqui 1-sSolid contents
In thewgap?h é?ﬁéﬁﬁgﬁzmﬁ}iégﬁfﬁsﬁggﬁt?%%993F8%§anggaﬁ§§%F PP ?l%Ei%P

esters are feebRrabl nB6s U atld A drinesedsdiHAl 185 a8ke b B8O RERYHENS- gl yeol
fatty acid esters are propyl ene glycol nonocaprylate 5 Capmul PG 8 (

Brand name ) , Sefol 218 ( Brand nane ) , Capryo 190 (Brand nane),

propyl ene gl ycol_.nonol aurate (Lauroglycol FCC (Brand nane), propylene

gl ycol non é%‘aﬁgmiﬁﬁ@@ﬁo?oﬁ-gée(EFgﬁﬁmﬁﬁﬁe?f,PfﬁQRX4%ﬁﬁ§gﬂ%ﬁﬁﬂ Wit ate,
propyl ene ghcoloPRNAH e RE o 1 RLARMERE gl l4&d t my
(Brand 10 nane))? p?opylene g??cg?ﬁﬁﬁca%?%héggkaf%%%ggkgE%H%%%gﬁxmﬂi%

( Tr adenar k)inkG0b i(tBrMapd imatkk) 1prepybetes@bytant dhl Byr aiiei b Pf &M Bpama ycol
di stearate and _propyl ene glycol dioctanoate (Captex (Trademark) 800 (Brand
nane)). Al tRoddte Seld jintest@esi cular limtation to the nmaterials
constituting the 15 capsules of the present invention, they include, for
exanpl e, pol ysaccharides derived fromnatural products such' as agar,

al gi nic aci ¢433! fnest ﬁh,fa&a&tﬂaaQreqﬁhmnoreﬁf@w%ﬂé\Saéét%%%Oc%' atin,

casein, etc.; chemcally processed products such ‘as” hydroxystarc

pul | ul an, hyer ebppeolil )cewhakesn, aRbehyihe xadmplyd t s dMTreliniosea,or
polyvin§l al cohal or derivatives thereof, polyacryl derivatives,
I'p

pol yvi AYI pyPPIOIdSnHTE 10eths atnalds itesddme palty 26 e ereo i 5edlin dhe | n

t he case rq .t r.-naceyt, cal itiqgns . of the 25 present .inyention

ar e quui3@§€§%Uﬁ§f%%%§ dr%&éﬁa andH9¥eY %% f%e amoué% at ﬁ%lch m%e
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;



adm ni strati on such as pharmaceutically acceptabl e enul sions, solubilizers,
suspensi ons, syrups or elixirs, etc., diluents to be used include, for
exanple, purified water, ethanol, vegetable oils, enmulsifiers, etc. In
addition to such diluents, 177 auxiliary agents such as wetting agents,
suspendi ng agents, sweeteners, condi menl® flavors or antiseptics may be
added to said liquid fornulations. In the case where the pharnaceuti cal
conpositions of the 5 present invention are parenteral fornulations such as
injections, there are enployed sterilized aqueous or non-aqueous sol utions,
sol ubilizers, suspending agents, enulsifiers, etc. Exanples of the aqueous

solutions, solubilizers and suspending agents include distilled.water for
10 inj ect| ik 'R T e SR RE=odpRneasR. PFRPREIA IS FOSSTOLRY: Fer eof
organi ¢ amies UG fgol rﬂ&%ﬂ%ﬁ?!@ﬂé?ﬁiﬁx@ﬁ‘é ﬁ%?oix_‘?ﬂlﬂftom@%t SGRPL&Ra e,
triethylam ne, etc.; and inorganic al kaline solutions. \When aqueous

sol uti ons a8l oyetdadOromxaddter wompyl ene gl ycol, polyethyl ene glycol
15 or vegetable oils such as olive oil, or alcohols such as ethanol nay be

furtherbadded. Further, surfactants (for mxed mcelle formation) such as

pol yoxyet hyl ene hydrogenated castor oils, sucrose fatty acid esters, or
Poct hi n ofl 4 HieRBett F68 Hhen CEPBETRRb0SEnRT PBRALEFbH) SCRPEALRENt Be
used as a StQ‘leu Iblolvée 44%9 #}&Ef@fﬂ Wier ‘é’h%hc&‘ﬁg&gﬂdtﬁ)aé R i@%@'ﬁ:%ne
formul ati ons of the present Tnvention, they may be fornmulQated 1nto

enul si oNs GY¥Er Hond BREragUerRIS nhdbilidriyzeesigtieh, athy egaicabheieitkSof
together with | ecithin, polyoxyethylene hydrogenated castor oil or

pol yoxyet hyitenec e guxg pkoppeeaboyiyed| inebdoogds touaname tde pragehve

i nvention prqvides a novel agent for the treatnment or prophyl axis of
hyperlﬂﬁidéﬁ%ﬁtQHQ%ﬁiosclerosis, coronary artery di seases, obesity,

di abetes or hypertension with new functions that have never been known
before. The agents of the present invention for the treatnent 1~s or
prevention (of6 sahd GgeeAasEdratbechaeatinentzed phophalakbeyasebedinyety
inhibit MIP (mcrosomal triglyceride transfer protein ) in the snal

i ntestine .th&ehevenés8)atentsd) . whexgdmt thai¥RP dgdsiigior dissthat¢atey
inhibit MIP in the |liver ile 5 inhibits only MIP in t smal |_jintestine
2 es! r abISSTRYIEE] PFELPFG e et P it BRPKRP RS o R SR I fhe
agent 1§ theld ¥ dScrapP i tBdfdy i Il d€Sthe MRS a0y 44 1091 pr | ess
when conpared to that in the snmall intestine as estimated in terns of EDso
or EDZO. As one preferred enbodi nent of ‘the 10 therapeutic or prophylactic-
agents of the present invention for said diseases, they inhibit MIP in the

smal | i nt estded matdachegr dhe tReatherhins PreRhY et he oShypey hirkiemta .

bl ood, and |iver. to .t u i esli rriyvi t he
liver does T0 ee%lu Sscilaexolsgji?’y%hl{%bg:é? %#ﬁélltf dtrl%eeaﬁqsll‘&"\?e'r 8QEEEF§ 1@_5*&9{:3&
particul arlgr pheperabheibhat wnaken MY 4k OhahheiseapoHygd 0f céisopr@sent
invention is admnistered orally, the rate of liver TG rel ease inhibition
exert e@0by seieegtgsiedizalinddripddumy MERC hinhgrohempilverigliyeadoiude 2008msferss,
preferably | ess than abqut 109? nore preferably about 0% Specifically, it
i s desirabl®FGRA 201 NS GEMR L haP HTW%0% or | ess, preferably about 20%
or less inhibition rate of liver TG rel ease when assayed by the nmethod of
Test Exanple 4 which will be hereinafter nentioned. The pharmaceuti cal
conposi ti onu &y ThgeRtshoel ddcopdBseiio 2hel aVENé i 17 Camhbeeisedft8r the
conbi nation with other pharnaceutical conpositions, or agents. As other
agent s) t heramprmypndaénbiéapisiMTRdndtygsnfadil Ltheestdnensiit ismetapbldzed s of
hyperli pidem a, arteriosclerosis, coronary artery disease, obesity

di abet €8, o™ APSerPBhdi thteshine ndtacathaps Ligarshe difp amppgtopt|ghich

conmbi nati o ith it . [, ndls i S10e SXAP

anti hyper| &fmd%lﬁlcnvggrsﬁ%ls&r%c %& e a Jg{ a@n%%‘%&g roueg, nmor esqg%%%?ﬁ]%%ﬂ%/,

| ovast ati n,ifHimsas tvitp Nnin ey asiwdd,n, fluvastatin, atorvastatin or

cerivastatin. Exanples of the 5 anti-obesity drugs include mazi ndol or

ol ristat. Exanples of the anti-diabetic drugs include insulin preparations,

sul fonyl urea drugs, insulin secretion-pronotor drugs, sulfonam de drugs,

bi guani de drdfys, The gMetEed RECITHINSA t BP s thenARIYE r 41 &1 abeheHY oWi%hg

drugs, etc., nore specifically 10 insulin, glibenclamd, tolbutam de,

gl ycl opyram de, acetohexam de, glinepiride, tolazam de, gliclazide,

nat egl i ni de) glibuzol, nmetform n hydrochloride, buformn hydrochl oride,

vogl i bose, acarbose, pioglitazone hydrochloride, etc. Exanples of the

anti - hypertension drugs 15 include | oop diuretics, angiotensin converting

enzynme inhibitors, angiotensin Il receptor antagonists, Calcium antagonists
, (3-blockers , a, (3-blockers and a-blockers , and nore specifically,

. T S e e - S S o



180 anl odi pi ne besyl ate, fel odipine, cilnidipine, aranidipine, propranol ol
hydr ochl ori de, propranol ol hydrochl ori de del ayed rel ease, pindolol,

pi ndol ol del ayed rel ease, indenolol hydrochloride, carteol ol hydrochl ori de,
carteol ol 5 hydrochloride del ayed relegzg, buni trol ol hydrochl ori de,

buni trol ol hydrochl ori de del ayed rel ea atenol ol , asebut ol ol
hydrochl ori de, netoprolol tartrate, netoprolol tartrate del ayed rel ease,

ni pradilol, penbutolol sulfate, tilisolol hydrochloride carvedil ol ,

bi soprol ol fumarate, 10 betaxql ol hydrochl qri de, eI| %I %fh hIorlde
bopi ndol ol TREPSAANE, CERPSHPE! P ﬁ?&r&&ﬂ?drﬁdemeﬁ 89&?8 %ﬁdF P&AEe,

ar ot i nol ol Q drOﬁFIQE%QSSag §é%f¢f :f%ﬂ&ph deelspﬁgégig 1%%or|§%horlde

terazosin Wy rochlori 0 azosrn ate unazocin

bunazoci n Brdh%mtoebdeoée}nay@do%:Sthel ﬂ@&ﬁialuﬂém&dl , and_phent ol am ne
nmesylate, etc. There is no particular limtation to the timng for the

adm ni stration of pharmaceutical conpositions or agents and other drugs for
conbi nati on use according to the present |nvent|on and t he

adm ni st er é§04i %?t‘&ﬁ‘éﬁﬁgl Jcepripng n?‘ér?ﬁ? aRAYsy . (4 té%rdd‘r?%/ 0W¥’§68Prndr ugs
for conbination use c n, be deternm ned n.their clinical doses, and
can be chogéﬁ 888888? ghgﬁ Fﬁ Egagt wel %%qe%oﬁ ?lon medi cati on tine,
dosage form nethod of adm nistration, conblnatlon etc. 25 There is no
particular limtation to the dosage fornrof t he drugs for conbi nation use,
and it may (be)sTihé inedtddd bleabridiegpharthes elfoveall 500npesete bnsafreragdet s and
ot her drugs for conbination use according to the present inventiqn are
conbi ned aFOWE@uP?mQQﬂlWﬂﬂﬁ?n%??éFlSﬁter.E?Pq«ﬁﬁer%ﬁpMBBe%?hFGFtﬁngarlng

an estgy couRouRd.” gﬁgsggrgﬂ RYLL0e d@rfﬁ%%émrp]o&nd’“:l.lé i U

bel ow as an exanp e process of sent invention Is not

limted 5 phepat 20 bBcbhe BhogAaEtARAEL rsgagdaa@leew Dis a group of the
formula (2): Rs RS R- (2) ( whereinring C, RS, R6 and R7 each has the

same neani ng as def fined above) and mhen Dis Cl C6 al kyl, Cz-C6 al kenyl,
Cz-C~ 10 alkoxycarbong or -N ( % R43 ) R42 and R43 _each has
the same néardinghgsmg ]PPﬂe%IC%l%@%‘)’g ¢ h@‘%cﬂﬁ%‘{%d 4c7a)n e (prdpaMbETEd™ he

o oSl S el S oS A0S ARt s encted

be opti onal pro previ ous ‘ected in an
appropij at Qhéﬁrﬁrg@eulfﬁlbhh@fy atbept &BTE i1 H 6faatthat aentAyne@d cardrwadfout in
the usual manner, and separation and purification nay be conducted by the
appr opri at sheekbrboveorlor teofBilnati on of conventional nethods such as
crystallization, 20 recrystallization, colum chromatography, preparative
HPLC, etc.

(53) The agent for the treatment or prophylaxis according to
the above (40) to (46), wherein the agent is an agent for the
20 treatment or prophylaxis of hyperlipidemia which is used in

combination with other antihyperlipidemic drug(s):;

(54) The agent for the treatment or prophylaxis according to
the above (53), wherein other antihyperlipidemic drug is a

25 statin-type drug;

(55) The agent for the treatment or prophylaxis according to
the above (54), wherein the statin-type drug is one or more

drug(s) selected from the group consisting of lovastatin,



Process 1 Anong the conpounds represented by the formula (1), a 25 process
for preparing conmpounds in which Xis -CONH (CHZ)n 182 will be
illustrated below. Process 1 R2 0 A'oH (2) R step 1I-1 RR0OAc !l (3) R
RZ0ORa ROOAN (CHz) nB (Al k ~) ~ 79" R23 (6) HR step 1-4 R2 0 Ra
OAN (CH2) nB(AIl k~) ~~-OHHR "Step 1-3 (7) Rs Rs R7 C step 1-5
(AFk2YMRB RO RR RSR~-RR 0O RBRa CO AN(CN2)Nn g (A k~)~~0-(Alk2)yma H
R~ Rs (8) In the above reaction scheme, Rl, R2, R3, R4, R5, R6, R, R8
, 1, m, , X A and ri e has R4 0
(C}iy)sﬁmgﬁ€£ﬁ+1$'~)P§ﬁiQﬁ£§g€n(4)£LTQ%SEéEl¥B Reggrvas%agl agg

cerivastatin;

Rn
HO-
R

R9
Oz N-

(56) The agent for the treatment or prophylaxis according to
5 the above (40) to (46), wherein the agent is an agent for the
treatment or prophylaxis of obesity which is used in combination

with other anti-obesity drug(s);

(57) The agent for the treatment or prophylaxis according to
10 the above (56), wherein other anti-obesity drug is mazindol

or/and orlistat;

(58) The agent for the treatment or prophylaxis according to
the above (40) to (46), wherein the agent is an agent for the
15 treatment or prophylaxis of diabetes which 1is used in

combination with other anti-diabetic drug(s);

(59) The agent for the treatment or prophylaxis according to
the above (58), wherein other anti-diabetic drug is one or more
20 drug(s) selected from the group consisting of insulin
preparations, sulfonylurea drugs, insulin secretagogues,
sulfonamide drugs, biguanide drugs, a-glucosidase inhibitors

and insulin resistance-improving drugs;

25 (60) The agent 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,



Ol NN (CHZ2) n B (Al k ~) ~ ~0- R3 (5) 5 the sane neaning as defined
above and R23 is Cl1-C6 al kyl. 183 Step 1-1 A carboxylic acid of the
formula ( 2 ) is reacted with oxalyl chloride or thionyl chloride in a
solvent to give an acid chloride of the fornmula (3). 5 The solvent used in
the reaction includes , for exanple , ﬂgrs such as diethyl ether,

t et rahydr of uran, di oxane, 1, 2-di nethoxyethane, diglyne, etc.; hydrocarbons
such as benzene, toluene, hexane, xylene, etc.; hal ogenated hydrocarbons

such as neth ne chloride hl or.of o car bo 0 tetrachlorjde, .

o i ohl orbytRarREn BrasSeniSrEhg, SblkerRLE ByfippbRLRRItE" heBhiPosEer ate,
butyl acetaj@ayBbEe: aRBIpiHEY i FBY0RE H?SgoéﬂiS*ngF i n conbination thereof.
Preferred solvents in the present reaction Include nethylene chloride,

chl orof orm or toluene, all of which contain a catalytic anbunt 15 of N,
N-dinmethylf ormam de . The reaction tenperature is about -20C to 120C,

pref erably abbutTE agenboint aipertataatmentherr pxophyd akilseacsoadong o

mnutes to 8 hours, preferably about 30 mnutes to 4 hours. 20 Step 1-2
This stép i RN a(|4°r)ecﬁ?ct(i4é§ pPBELEdDs Bhe 3ot 119 Ay 895 £9EhERe
directly t i.C I nt the.f.ar IS
hydr ogenat Ce)td{. %tlgégg?%gn# %Oﬁyﬁe&pl;yeséﬁcgﬁg%@ggggtgé ygqt?1 *t gl gg vglsge(go%r%ound
of the formdmbibatid® Wiehsethent ansedhipettenseost 80ag( 8¢} udes , for
exanpl e, ethers such as tetrahydrofuran, dioxane, 1, 2-dinethoxyethane,
etc.; al cohols such as nethanol, ethanol, isopropyl alcohol, t-butanol,

etc.; and eﬁ e{s such as eng¥l acet at e, neth%I ace ate,_butél agetate,
etc.; and t %%/ aree RPN R tosatmedt O5nBFRRPYIA*LReAEGPTIERE! EPr ed

sol ventyg i tr 1.QR. i .C S

thanol"? | Sabt SubT S RBL o AL ETn A Gn2RIBes coliET T G W iBhe o

al cohol solnvetd @rdidgi(el)r abydeotdaarmnd/ e Wair@up Scdheistinlyif usedpi n
the reaction includes, for exanple, palladiumcarbon, palladium hydroxide,
Raney- Ni , plEirethfoxi dengirtemphy weoayeFaiingdi ugnéamgon dprhikdte®d.iron
is preferred. The reactiqgn tenperature . is about OC t.o 120C _preferaply 10
about roomTIHHAFSRTIL 14 DA PEAEBPBRSEP me G35 GitBl 23BAHPRIT LS t o 8

days , pref jgggék@p@ytag?gbfgﬁgﬁ£g éﬁhrﬁ%ﬁ%ﬁ?%%f%'l-s This step is a

general condensation reaction ween acl rides and ami nes. An acid
chloridé of the formula (3) is condensed with an am ne ~of the formula ( 5

)~ in a solvent in the presence of a base to give a conpound of the fornula
(6). The sol&EhtTheapant ther rtdxc (tired tMedituaEsPrPBhY2R&AS| BCCRTAERS B@ch as

drethyl etgl, Jetyaouds ol ane, 1 Sanes 29 fyged aRLaNYEL ban, oLy

etc.; hydrocarbons s €nzene, "tol uene, Xane, ene,

hal ogenat edhdpelraRf (RONS I8t &S FEBIMWHENR- Y @binéa s tGRIOHEf HliFd s &Rl dON
tetrachl oride, 1,2-dichloroethane, etc.; and esters such as ethyl acetate,

met hyl acetdglaayddit yrebeasat e, captoprihd t¢myt@brihn delaped soékéysor in
conbi nation thereof. Preferred solvents in the present reaction_ include

net hyl éfle EMOrRELL chMal6esem t 31 aeRT1bt hyAed@@rdtle oPYRERFRIRAAYE ur an

sEﬁngLgst ﬂs&%ﬁﬁfﬁ% U%%g}%%%?f, %%@&Qépiﬁ’ SN ALIch IGHEEE, O BAR S PASES
hydrochloride, temocapril hydrochloride, guinapril
hydrochloride, trandolapril, perindopril erbumine, losartan
potassium, candesartan cilexetil, nicardipine hydrochloride,
25 nicardipine hydrochloride delayed release, nilvadipine,
nifedipine, nifedipine delayed release, benidipine
hydrochloride, diltiazem hydrochloride, diltiazem

hydrochloride delayed release, nisoldipine, nitrendipine,

manidipine hydrochloride, barnidipine hydrochloride,



N- net hyl nor pholine, etc.; alkali netal hydroxides such as |ithium
hydr oxi de, sodi um hydr oxi de, potassi um hydroxi de, etc.; and al kali netal
car bonat es such as sodi um carbonate, potassium carbonate, sodi um

bi carbonat e, potassium 5 bicarbonate, etc., anong which
triethyl am ne, sodi um hydroxi de or sodi utt’bi carbonate is preferable. The
reaction tenperature is about 0OC to 80C, preferably about 0OC to room
tenperature. The reaction tine is about 10 mnutes to 48 hours, 10
preferably about 30 mnutes to 24 hours. In the case of a conpound of the
formul a ( Sfpnidpéng Rysyochd ofjdeog@mlodd rddyphafy It e h& sldhning. 7 )
can be prepared hy .one step of .condensati on_bet wee n amhocar.boxylic acid
and an aci BIERTGRBABE sororeBtaERTENn r edRTTRRIRO R8T Al PR ady
conmpound o iyl N NS4 nt
R o s B L Rt RN A e R e
conpound ofietlb§eldor mtled e@sk., Fulihidenolad1Conpeidit il ddidd,or mdard{dnidmy be
provi ded by converting a conpound of the fornmula (2) into its m xed 20
anhydr i 2e, hvdroghd @riddet, he ceaieriled . hydrieshdroaddsiece deflayeshsaelstage .1- 4
This step | s_a_ general ester hydrolysis reaction_usin | kal.i .. A conpound
of the forhﬁpétgo O}iq¥§%ﬂﬁQﬂ%%ﬁﬂfﬁrP%P%Eﬁ%%ﬂ? Pﬁafﬁgthﬁégﬁc§9ﬁa¥? ase
to give a S‘:%FE%%@O,' 0h +bR8 168" Mbdebutohor 2% Eligzc?h lofarfe ,US Gl ddpAdi®a
reaction includes, for exanple, ethers such gé I et hyl ether,

t et r ahydr ofcetf-&fra tdi, OXR @ prolyldi tet thrawet deneyedi geygaseet e ipradi 1@icohol s

such as nethanol, ethanol, isopropyl alcohol, etc. ; and they can be used
sol ely or pPrRnbutbileadti snlfpteeoftiPiedket edta@ntaride .t hearveds Jnlesent
reacti i ngl ude i xgure of tetrahydrofuran and et hanpl or t hanol

Beanpl 80 oPirEEadeds EiBEnAhR oLt SR T the IO WA TR ol SEABOMAES such
as sodi um ﬁ?&h}gﬁﬁtl%ri,ﬁ@lMﬂﬁ&f&:@ﬂﬁib‘ﬁat@,Cbevaﬂfol?&i'%gzla%o%@hlbtﬂiﬁbs, of

al kali metal 5 hydroxides such as |ithium hydroxi de, sodium hydroxi de,

pot assi um hgdedrilde, hyedicoch Tominde Waroh isodiolnhhgdecixlceide , lamdsulalol
hydroxide is preferable. The reaction tenperature is about 0C to 120C,

pr ef er abl yh¥BEAChAO8ACenper aPTR20$H 80C. My kzkde on ti enagosiout 1
hour to 24.hqurs referably _about 2.5 hours to 12 hqurs. Step.1-5 This
Crep 1< a BUAEPER1BERahe ArkaRoRdhc s Iaren Earpaelin. AR OT T

al cohols 1Buhacdbhaxyhiverdeid cfidde dardgdd (Fe1b8s&0ndapapdawht h A

al cohol of the fornmula” ( 8 ) in a solvent in the presence of a base and a
condensi ngpagemnblamigeveeaytatpound of the fornula (1-1) which is one of

t he obj ective conmpounds. The solvent used in the reaction includes , for
exanple ) 20 ethers such as diethyl ether, tetrahydrofuran, dioxane,
1,2-dinmeth than | . .0l uene,
hexane, xy?gﬁz, et§?{ghgkég§ﬁ£§%§tﬁ§§¥%%ar@6ﬁ§%§ C a§?%%$ﬁ€%§%§ﬂgﬁﬁﬁfide,
chl or of or meocetideibdvel (3ahl 061 (ds) dnd-stEdt rpeihaia:] @ idemBsdeig (gych as
ethyl 25 acetate, nmethyl acetate, butyl acetate, etc.; polar solvents such
as acetlbnefoN, khei freepyhtotmanm deoplviekhgl ofuhfpeirdépidemia:and t hey can
be used solely or in conbination thereof. Preferred solvents in the present
reaction include tetrahydrofuran, acetone, methylene chloride or 187

N, N-di met hylEor dfge EXA I%J iy fcge'éi&%s?ébaégd (et )t Ne M SACT ) 0 +haG] ude
organi ¢ bases such as triethylamne, pyridine, dimnmethylam nopyridine,

N- et hyl nroaphahiyperleps demagoagughiigehadsmathyl-agpaogytigdi ne 5 is preferred.
Exanpl es of the condensing agents used in the reaction include

1-et hyl - 3- (3" -di net hyl am nopr opyl ) car bodi i m de hydrochl ori de (WSC. HC1),

di cycl ghexyl carbodi i m de %DCC%,_etc. anmong which .

1 o by 5 Y5830 TR i HOBPBRIT st Bodian gBove (64), wherein tne
statin-type drug is one or more drug(s) selected from the group
consisting of lovastatin, simvastatin, pravastatin,

fluvastatin, atorvastatin and cerivastatin;



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 anhydride and then reacted with dit8al cohol of the formula (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 0Il 02N-(CH2)n B

150 g B AR B bl e
(S DGR B AR D e B IR P,

the treatment or prophylaxis of obesity;

5 (68) The use according to the above (67), wherein other

anti-obesity drug is mazindol or/and orlistat;

(69) Use of the agent for the treatment or prophylaxis according
to the above (34) to (46) and other anti-diabetic drug(s) for

10 the treatment or prophylaxis of diabetes;

(70) The use according to the above (69), wherein other
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;



Rs Rs R~ R34 0B (Alk~)~0-(Alk2) Rs Rs (8) (1-1) 189 In the above
reaction s chere , RI, R, R3, R4, RS, R6, R , RB, RO, R, 1 ( m
, h, ALkl ( Alk2 , ring A, ring B and ring C each has the same neani ng as
defined above. 5 Step la-1 A conpound OH éhe formul a (105) can be prepared
froma conpound of the formula ( 4 ) in &%sinilar manner to Step 1-4 of
Process 1. Step la-2 10 A conpound of the fornula (106) can be prepared by
condensi ng a carboxylic acid of the formula (105) with an al cohol of the
formula ( 8 ) inasimlar manner to Step 1-5 of Process 1. Step la-3 15 A
compound of the fornula (107) can be prepared frop1a conpound g{ t he " A
formul a 1 | I r p ce e a-
corrpound(of Pt@%e flxglrea ?één a%EO%& 1%1<5)| ?hgneajb%%) é%g "obje e]]i(?lvne (8:8% ounds

can be prepaneil- hypeﬁﬂd@@som@m amd}ee ok hdree M@Ylsd Se 1Ot daWldh #Aeaci d
chloride of the formula ( 3 ) in a simlar manner to Step 1-3 of Process 1.

Process 2 25r¢mnngonﬁestbm@o@ﬁdkomppdesEﬂtedsbyangbotensnba cadnveatpngcess
for prepari conmpaounds .in which X is -C00- CH2 ) n- will be illustrated
bel ow. 9%:‘9 CeddBbiiong .0 ppgioterrypn BWAH@C)ep@qr antagonists,

calcium antagonists, beta-blockers, alpha/beta blockers and

alpha blockers;

(74) The use according to the 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, lisinopril, benazepril

hydrochloride, imidapril hydrochloride, temocapril
15 hydrochloride, quinapril 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



step 2-1 Rs Rs R~ (8) HO (Al k2 mRe RR RS R5 RL R3 4 0 Rz4-0-(CH p)" B
(Al k~)~0-(Alk2)m Re (10) Rs step 2-2 RS RS R~ R3 4 0 HO(CHg)~ B
(AIk~)~0(Ak2)mRBs20C]—I(2)~step23R RER RS R~20RaacCo
0O-(CH2)n B (Alk~)~0-(Alk2)mRe (1-2) Rt ~ Rs In the above react ion schene
R ,R,R,R,R,R, R, RB®R 1 m, n, Akl , Ak2,

1ri ng A, ring B and ring C each has the sane neaning as defined above) and
R24 is a 5 hydroxy-protecting group (for exanple, benzyl, p-methoxybenzyl,

tert-butyl, trialkyl |, etc.). 191 Ste Thi te
condenga%/l oﬁaF:’égéF)réorsﬁeo{aYacha5F%%§9F?c éﬁpdfé\%laﬁjlan él%%%‘?\%‘?llgf m%Iu&Wfatt(? ‘St ep

1-5 of Pr oce C g!mg f 0) e

condensing a ca%ggg%l ﬁjgip am%g #&thee%gy%gﬁao(l' Sfﬁ?lﬁ%ﬁia% %gat%f t he
formula ( 8pkthRodoIUWEchIbiitee Presepee1oh wydaseh Boh de ¢ WRBPLATIONS 1
agent. The solvent used in the reaction includes , for exanple , ethers
such as di embybnattlaerbeVQntahtyl;Irwdnmhl@wmaabb@mmﬁmlnme
dlglyne etc.; hydrocarbons such as 10 benzene, tol uene, hexane, xyl ene,

etc.: ha ogéﬁQFéBOFW&rBE’&F‘B%%OQ:@ﬁ Ao A oh dydnosh I 1dey HrerosH
Carbon tEtrgﬂglogcePgﬁee %%PESEQ?tFgﬁ%bcﬁ&8rid§5tﬁ%§ %%qnageﬁhﬁgte

acet at e, ace vent S

acetone, N pudhzethyl fﬂyaﬁ&ﬂﬁorﬂwet munéwéﬂw I8 arbrhaelde elgelayaad
they can be used solely or in conbination thereof. Preferred solvents in

t he present redeaeseonuraplidd® 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)



tetrahydrofuran, nethylene chloride or N, N-di nethylformam de. Exanpl es of
the bases used in the reaction include organic bases such as triethylam ne,
pyri di ne, dinmethylam nopyridine, 20 N nethyl norpholine, etc., anmong which

di met hyl am nopyridine is preferred. Exanples of the condensing agents used
in the reaction include 1-ethyl-3-(3"-dPhethyl am nopropyl)carbodiinide
hydr ochl ori de (WSC~HC1), dicycl ohexyl carbodiimde (DCC), etc., 25 anong

whi ch 1-ethyl -3-(3"-di net hyl am nopropyl ) carbodii m de hydrochloride is
preferred. The reaction tenperature is about 0C to 80C, preferably about 0OC
to roomtemperature. The reaction tinme is about 2 hours to 48 hours ,
preferably 92 about 6 hours to/iﬂ\hours. Step 2-2 This step is a general

deprotectio hod for hydroxy grogps. For exanple, when Rz9 is benzyl in
a conpound Rl a ( hg*% , th gonpound of the fornmula ( 10 ) is
hydr ogenat ed a sol vel™ jresence of a catalyst to give a conpound
of the fornul . solvent used in the reaction includes , for
exanpl e, et S P ahydr of ur an, difﬁgne, 1, 2- di et hoxyet hane, 10
di gl yne, et s spch as nethanol, e %ol, i sopropyl al cohol

t - but anol and?esters such as ethyl acetate, nethyl acetate, butyl
acetate, et@~N"and they c®n be used solely or in conbination thereof.
Preferred sBl'vents in the present reaction are al cohols such as net hanol,
et hanol, 15 isopropyl alcohol, t-butanol, etc. Exanples of the catalyst
used in thgnheeaghi on include palladi um carbon, palladi um hydroxi de,

Raney- N, platinum oxide, etc., anong which palladiumcarbon is preferred.
The reaction tenPerasredicgemowh -0Caléyd0Chappeeer abhyo 20 -FoditkydCoro r oom
tenperature. The_reaction tinme is about 1 hour to 16 hours , preferably
about 2 hofitsCe BLEKBirs. Step 2-3

5 R’*""" is hydrogen, C:-C¢ alkyl, halogen, halo C;-Cg alkyl

or C,-Cs alkenyl;

R®" is -CON(R'?®)(R'?®) wherein R''® and R'*® are each
independently hydrogen, C;-C¢ alkyl, optionally substituted
Ce¢-Cisaryl, optionally substituted C,-C;¢ aralkyl, C,-Csalkoxy,

10  or R*® and R'?*® may be taken together with the nitrogen to which

they are attached to form

—N O)p

(in which p is an integer of 0 to 2);
R* is hydrogen, halogen, C;-C¢ alkyl or halo C;-Ce alkyl;
15 R is hydrogen, C;-Cg alkyl, optionally substituted C¢-Cy,
aryl or optionally substituted C,-C;¢ 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),



This step is a condensation reaction between a carboxylic 25 acid and an
al cohol simlar to Step 1-5 of Process 1. A conpound of the fornmula ( 11 )
is condensed with an al cohol of the formula ( 2 ) in a solvent in the
presence of a base and a condensing agent to give a conpound of the fornula
(1-2) which is one of the objective com®unds. 193 The sol vent used in
the reaction includes, for exanple, ethers such as diethyl ether,

t et rahydrof uran, di oxane) 1, 2-di net hoxyethane, diglyne, etc.; hydrocarbons
such as benzene, toluene, hexane, xylene, etc.; hal ogenated 5 hydrocarbons
such as nmet™hA%&I& chl oride, chloroform carbon tetrachl oride,

1, 2-di chl oroet hane; etc.;.esters such as ethyl acetate, nethyl acetate,
butyl acetate, e c.;l%;hy ol 4T sol vent's such as acet one,
N,N—dinethylforn@ﬂfdeisdﬁgggh@b¢§ugip%}ge, etc. , and they can be used
solely or in conbination 10 thereof. Preferred solvents in the present
reacti on are tetRAhydi®f ucan(RrMEY) Rl 8ne whidmrirdeR™ di maidhyr'For seri dsclet c.
Exanpl es of the bases used in the reaction include organig bases such as
tri et hybamimslepspdeditdy, hudnes ey carf npwlkdiineor R meatd Rnompibberiekes c. |

anong whi ch di met hyl am nopyridine 15 is preferred. Exanp]es of the
condensirm;%ﬁﬂggi?rﬁgé&hiﬁgghﬁlFE%%??cﬁPiQ%EFﬁHJ%eY'are EPEEna £d%orm

1-et hyl - 3- (3" - di net hyl am nopr opyl ) car bodi i m de hydrochl ori de (WSC. HC1) ,

di cycl ohexyl car \imde (DCC), etc., anong which

1- et hyl - 3- (3—pdi ne€ )y ami nopr opyl ) car bodi i m de 20 hydrochloride is
preferred. The \reagdtion tenperature is about OC to 80C, preferably about 0C
to roomtenperature. The reaction tinme is about 2 hours to 48 hours ,

preferably about .6 hours to 24 hours. As alternative process of
Process 2, ‘@ pRaH&"® & I&h 2l c’lf‘ntcﬁge(feﬂf\zlg)t it\?eaz{}e'ri ved from a conpound of the

formula (9 ) (wheregdd f%rgéerp; migoxybenzyl and the carboxyl group is
protected by benzyl ester) i's subjected to renoval of the p-nethoxybenzyl
group Wt h 2, 3- dirchlior trpdifogen e K1diCe yedikahienzoqui none (DDQ), etc.
,followed by condensation with a conpound of the fornula After

>
renoval of 9Thé BRYSEMY gHans Ih o Rkt B PIEENAT MY TMpb aFGePtRR 18ePR b F ed

conpound isjﬁﬁpdensed with a conpound of the fornula ( 8 ) to give a

conpound of* the Fornul a ( 1-2 ) which is one of "the objective conpounds .
Process A

The definitions of each substituent used in the present
15 dinvention 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,

25 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,



The following is an exanple of the process for preparing 10 a conpound of
the formula (1) wherein ring Bis R4 (CH2) i; 31 (wherein R4 has the sane
nmeani ng as defined above, R31 is Cl1-C6 alkyl, and 1' is 1). Process A <
COOEt X COCEt 4 COOEt (13) | w COOEt 02 N/ step A-1 ~~N R3~ (12) (14) step
A-3 R25-X2 ( 16 ) COOEt R25 ~COOEt v/ 02lsRay (17) 4 ~COOH 02N / step A-2
R~~ (15) 25 4 v ~COOH ON / step A-4 Ray (18) In the above reaction schene,
R31 and R4 each has the sane 15 nmeaning as defined above, Rzs is ClL 6

al kyl, X2 and X3 each is hal ogen, and Et is ethyl. |95 Step A-1 A
compound of etthglf 95%@;)140&41) pTak R pilep2hffl1 bY f@@q@m Nfhd mem

the formula (12) wth a maloniC acid ester of the fornula (13) in a solvent
in the presaeedyaf, @lh@se propiticosdlamiopisiedpirefeableackanplésndatdrs, for
exanpl e, ethers such as diethyl ether, tetrahydrofuran, dioxane,

1, 2- d|nethoﬁ?étRanGHQiqﬁayméthaﬂcor ﬁybwécaﬁbﬁﬁsfgﬁéhlasebéﬁ@éﬁefOFoRuene

hexane xylene et c. alcoh S su net hanol , et han |509 qpy!

o eonol . - BacaneRS bederomRy e;férfr%lseoﬁef@meéuéﬂr 1 and ¥ 206 1uae
N, N-di e h m.de | I de, th C

solely o% Yh gglﬁgth%&?ﬁeE¥eF§EkBg§e %Pr %goFggﬂ?vlnggﬁeﬁgrgggﬁ%%%

reaction i smbitNvydi, nethyl f yredldeisopropyl, butyl, isobutyl, sec-butyl,
tert-butyl, pentyl or isopentyl, more preferably ethyl:
preferable examples for R?® include methyl, ethyl, propyl,
isopropyl or isobutyl, more preferably ethyl; a preferéble

10 example for R?*! and R?? includes methyl; and preferable examples
for D include ethyl, propyl, isopropyl, butyl, isobutyl,
sec-butyl, sec-pentyl, etc.

Examples of the substituent for "optionally substituted
C.:-C¢ alkyl” include halogen, carboxyl, hydroxy, amino, nitro,

15 cyano, C;-C¢ alkoxy, C;-C;¢ aralkyloxy, C,-C; alkoxycarbonyl,
Cs-Cyq aryl, C,-C¢ alkylthio, C:-C¢ alkylsulfinyl, C,-Cq
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 R
includes cyclohexyl; a preferable example for R'® and R'

includes cyclohexyl; a preferable example for R*® includes



Exanpl es of the bases used in the reaction include alkali 15 nmetal hydrides
such as sodi um hydride, potassiumhydride, etc. ; alkali netal al koxi des
such as sodi um et hoxi de, sodi um net hoxi de, potassiumt-butoxide, etc.;

al kali metal am des such assodi um am de, |ithium bistrinethylsilylam de,
etc.; and al kali netal carbonates such 138 sodi um carbonate, potassium 20
carbonate, etc., anong which sodium hydride is preferable. The reaction
tenperature is about 0C to 120C , preferably about roomtenperature to 100C
The reaction tine is about 30 mnutes to 24 hours, preferably about 1 hour
to 12 hour gyc28nskel ; A-2ndhisrst it Se a Rpaipalesi Soreagingn ©f iesles,
fol |l owed by decarboxyl ation. A conpound of the fornula (15) can be prepared
by stirringyalopepayidonfcybbohexydl a Xt 14 plsedprefiexebig that Rolapght in
the presencg of a base. 196 The solvent used in the reaction includes,
for exanpl B af¥dekakerchogetiest kgl FRTReFYCRPERRYHr 8F uFER1CRE¥YAne)

1, 2-di net hoxyet hape, . di ne, etg¢.:. alcohol as o ol)

i sopropyl al cohol, 1"&%6?!&%3?’, 5?%??%}% %a EF;%H'%&_S Ot?aré[)%%c%?r?ege%h%egl

sol el'y pr Eﬂkeggbiﬁ%th%am%rgleOﬂ‘ to Ps eé£Fbed s0bMERYS bRl AR sPlesamle
reaction are mxtdres of an al cohol and water. Exanples of the bases used

in the reaghcandesc| ndehalkkal i etivekgl, carbpoalyessuclhpaepodiyum butoxy,
car bonat e, pot assi um carbonate, 10 etc., and al kali netal hydroxi des such as
li t hi um hydeskrBatosydi BRSO detepbr BEREUAPKY Ik BeXYePEY : afdiFy -whi ch

sodi um hydr oxi_de pot assi.um_hydr.oxi de is_pkefer . [.gac
tenperaturBrF§e§8§3? GE & Eﬂﬁﬁfh%ﬁ%ﬁ%ﬁhbﬁ% %b%%fgggcéggﬁffgc %§%$h55
reaction tpERhbgyabathok@, M 88H8EpbRY 120 hesk S, 0P e ef Akl o8P0 Wn BehdHenut es
to 6 hours. In accordance with the Steps la-2, 1la-3 and | a-4 of the Process
la, conpoupdefefrabiig petsexy dmedhiodyn cBrneferpbépaeramplesm tox&ipdkind of
the formula, ( 15 ) ,pbtained in the above Step 20 A-2. An exanple in the
case wher eRAl land R’ 3 IHaEdf delinoribdi i ORFORANIE M RAtAFY | DLk at ed

oot ! SRR e PO ST oSl BB e o,

(16) in a sabpebboky ; (e M AHENE exahpd ebase: RThR® sRldVRNingsede me thivky

reaction includes, for exanple, ethers such as dietﬂy[ et her,

t et r ahydr oburetrhoxly 0xapres £4dr2b e restampdyref buRe, adidgR yninckades mekdozxyar bons

such 8?5 and preferable examples for R'® include methoxy, ethoxy, propoxy
Or isopropoxy.

"Halogen" refers to chlorine, bromine, fluorine or the
like. Preferable examples for R! include fluorine or chlorine;
preferable examples for R?" and R?" include fluorine, chlorine

20 or bromine; preferable examples for R® and R* include chlorine
or bromine; and preferable examples for R®, R® and R’ include
fluorine or chlorine.

"Halo C;-Cg¢ alkyl” refers to said C;-Cg alkyl substituted
with said halogen, and its example includes chloromethyl,

25 bromomethyl, fluoromethyl, trifluoromethyl, trichloromethyl,
tribromomethyl, trichloroethyl, pentafluoropropyl or
chlorobutyl, etc., preferably chloromethyl, bromomethyl,
fluoromethyl, trifluoromethyl, trifluoroethyl or

trichloromethyl, and more preferably trifluoromethyl. A



197 benzene, toluene, hexane, xylene) etc.; alcohols such as nethanol,

et hanol , isopropyl alcohol, t-butanol, etc.; and polar solvents such as

N, N- di et hyl f or mam de, di nmethyl sul foxide, etc. , and they can be used
solely or in conbination 5 thereof. Preferred solvents in the present
reaction are N, N-di net hyl f or mam de, etc}5@xanples of the bases used in the
reaction include al kali netal hydrides such as sodi um hydri de, potassium
hydride, etc. ; alkali nmetal al koxi des such as sodi um et hoxi de, sodi um 10
met hoxi de, potassiumt-butoxide, etc.; alkalj netal carbonates such as

sodi um car bBR&ferapbe as $HFMPLEr bdrRdt e, R'sodiRim biar béR&t e R pot a8§iLuges

bi carbonate, _etc.;_ alkali_ nmetal hydroxides such as |ithiu dr.oxL de,

Sod um hyclr SETELUOFEEEEY i Py BT ST HED L6y EXaME Raf ¥ iy AREE bORSTIRES such
as 15 sodi up-aeehatEme PAY RS Pre2eehBlie, extlfpie 20¢ RY KRF ianER Bl nBhQERRAt es
such assodi um phosphat e, pot assi um phosphat e, etc., anong whi ch sodi um

hydri de is prefeuoedmefheli eactifenabkapexampiesi Soab®if &GatR*"120€1ude
preferably about roomtenperature to 100C 20 The reaction tine is about 10
m nut es & o Qniﬁbu%?mfatbggr%tyié%mfost;hmnlﬁr@sp{ref@:zahéer@sarmle% Box | n a

simlar manpgr t bep A-2,. a_cqonpound of .t he formul 18 an be prepared
froma conp un&ng‘f ﬁt héPFRRT z}r(l%%‘]pr?g‘eltﬁy c&Fr &érﬁ'dfg"‘\gﬁrﬂ)’?t?’ﬁ’g“St eps la-2 ,
| a-3 and la-4 of ife Progesg, lag it npoggg%f% thg pr t LRuaRyEoON can
be prepared froma conpouﬁd of thép %%%ula ( 18 ogtéine In %ﬁe g%%&e
Step A-4. cA98rbhetrgIoByThe f ol bovhtgetsydoxexanpl e efubhempthgessyf, or

preparing a conpound of the formula (1) wherein ring Bis CH) ~" 5
(wher ei n R3tahflmaremehhiasxY he tdm heremetdvdextof | hEdbrpBoBe thHdOoXY is 2

or 3). | 99. Pr cessEg i n_case oﬁ %":2 Ra_Ra ~~Br [ 1~ "1/ N ~ QzN
R3 st eploB_ 1?%0%2%0? yiwe %ueff)propy%xy or chlorobutyloxy,
etc., preferably chloromethyloxy, bromomethyloxy,

fluoromethyloxy, trifluoromethyloxy or trichloromethyloxy,
and more preferably trifluoromethyloxy. A preferable example
for R}, R?, R? and R* includes trifluoromethyloxy.

15 "C;-Ci1; alkoxyalkyl” refers to an alkoxyalkyl of which
alkoxy moiety has the same meaning as said alkoxy and alkyl
moiety has the same meaning as said alkyl, and its example
includes methoxymethyl, ethoxymethyl, propoxymethyl,
butoxymethyl, pentyloxymethyl, hexyloxymethyl, ethoxyethyl or

20 methoxyethyl, etc. A preferable example for R*® and R!® includes
methoxyethyl.

"C,-C; alkylcarbonyl” refers to acetyl, propionyl,
butyryl or pivaloyl, etc., and a preferable example for R*!' and
R?*? includes acetyl.

25 "C.:-C7 alkylsulfonyl” refers to methanesulfonyl,
ethanesulfonyl, propylsulfonyl, butylsulfonyl,
pentylsulfonyl or hexylsulfonyl, etc., and a preferable example
for R** and R?? includes methylsulfonyl.

"C,-C; alkoxycarbonyl” refers to an alkoxycarbonyl of



----- step B-2 Ra COOv Ra _ COOve / COOBn OzN ~ HzZN / R3 step B-3 R3 (22)
(23) a.n case of 1"=3 a CCOOMe R Br COOBn / (21) ° N step B-2' R3 (20')
Ra COOve COOBn Ra ~ ~COOMe / ---i / 02N HaN R3 step B-3' R3 (22') (23') In
t he above reaction scheme, R3 and Ra each has the sane neani ng as defined
above, Me is nethyl, and Bn is benzyl. é@ep B-1 5 A compound of the formula
( 20 ) can be prepared by reacting a conpound of the formula (19) with a
brom nating agent in a solvent in the presence of a radical initiator (for
exanpl e, 2,2'-azobisisobutyronitrile or benzoyl peroxide), The solvent used
in the reawvhilgh | abkuledlo¥efy ef@spl &, t0 260 H?HgBBar%B% (8dchS¥EP bdfzene,

etc., and hal pgenate rocar bon such a hyl ene chl ori.de hI oroform
car bon t et F‘&@H EWFS‘EgOI’Q' +di chl of @Pﬁgﬁ’@ %Qflé(rl yand tﬁ’a?Pé’é‘P(dEe Bt 'sol el y

i n conb%%?ércg Og{gg%_ec%fogglgr ef erg@ﬁ?@égm int hgsgbplq:%g@@arrﬁﬁﬁ; ion are

rret hyl ene car tetr oride e brom nati ng agent used in
the reacti earitneutdgycarbeny@xanpl e, brom ne, N bropestgiosydaisomstic, |
anong whi ch N-bronmosuccinimde is preferred. 10 The reaction tenperature is
about rfoomtee,rmrpeeattuﬁexnr@ax@@@ylppéf@%}blvxa%‘abowb tebtqoo@rﬁdf@rraéb?& i on

time s about 10 m nut es t urs erabl bo mnute to 4
hours. St eﬁme? &5 IW%{r%‘?ﬁ\ IlérlrC nerf’)’f ’éY%% j;f BrHeFYELaK 0zilyclb’rrpound

of the forpula,6.2arhon3l BE BLEBRLEL BYnfeacCtA %&m@{ﬂpw@&or mul a
(20) with Eycg gund ?‘ he forrru?g %21).
Rzincludes butoxycarbonyl; a preferable example for R°, R® and
R? includes methoxycarbonyl; a preferable example for R'® and
10 R!* includes methoxycarbonyl; and a preferable example for D
includes ethoxycarbonyl.

"C,-Cs 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;apreferableexampleforR3includesformyl;
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-1,2-4diy1l,
ethane-1,1-diyl, propane-1,3-divyl, butane-1,4-4ivyl,
pentane-1,5-diyl, hexane-1,6-diyl,
1,1-dimethylethane-1,2-diyl, 1,1-diethylethane-1,2-diyl,

25 2,2-dimethylethane-1,2-diyl, 2,2-diethylethane-1,2-diyl,

1,1-dimethylpropane-1,3-diyl, 1,l-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 B-2' In a simlar manner to Step A-1 of Process A a conpound 20 of

the formula ( 22' ) can be prepared by reacting a conpound of the formula (
20" ) (prepared froma conpound of the fornula ( 15 ) and a conpound of the
formula (22) via several steps) with a conpound of the fornmula (21). Step
B-3 25 A conpound of the fornula (23) can be prepared by hydrogenating a
conpound of the formula ( 22 ) for debenzylation in a solvent, followed by
decar boxyl ati on. The solvent used in the reaction includes, for exanple,
ethers such as diethyl ether, tetrahydrofuran, dioxane, .A A AY?. Ay. A@GE
A5, Ay. A ActApAcAYA2AA AN, A@LABHeAYA 1A AN ., ApAldbafieh 1A3AA1AS],. AEL.AU. ASh. A@
CAF{. Ay. AAC A Ayh. A, AF{. A A@GN. A. AU. A(. Ayh. Af{. AU. A A A . AS{. AyU A AS. A{. A A
. A AS. AU. AU. AyU. PALKEReASYA” Apap@ e erably A2 A A@ AGARNARNESA(.. AGJA. A. A,
CAF{LUACA L Ayh. AHY, Al LA n_AS. ASh. A A@A A A A AAS A AAAAAA_.AAAAD
A@ Au. A. Al IASagramBlea) PCAUe R GRARY IRBPA L AGHAYA . ASPREREREAS -ASAINIA A,
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CA{l.A ASE. A U A . ASA Ay. A@\r. A{f). Ay. Af hi: 4v4t @5 v4C
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are fused.

thiophen-3-y1, furan-2-vy1,

10 pyrrol-2-yl, pyrrol-3-yl,

imidazol-4-yl, imidazol-5-yl,

pyrazol-4-yl, thiazol-2-yl1,

oxazol-2-yl, oxazol-4-yl, oxazol-5

furan-3-yl,
imidazol-1-y1,
pyrazol-1l-yl,
thiazol-

_Yl’

Specifically, its example includes thiophen-2-y1,

pyrrol-1-yl,
imidazol-2-yl1,
pyrazol-3-yl,
4-y1, thiazol-5-vy1,

isoxazol-3-yl,

15

20

25

isoxazol-4-yl, isoxazol-5-yl, pyrimidin-2-yl, pyrimidin-4-y1,

pyrimidin-5-yl1, pyridin-2-yl, pyridin-3-yl, pyridin-4-y1,

pyrrolidin-2-yl, pyrrolidin-3-yl, benzothiophen-2-yl,

benzothiophen-3-y1, benzofuran-2-yl, benzofuran-3-yl,

indol-2-yl, indol-3-yl, benzimidazol-1-yl, benzimidazol-2-y1,

benzothiazol-2-yl1, benzoxazol-2-y1l, gquinolin-2-yl,

guinolin-3-y1, quinolin-4-yl, isoquinolin-1-y1,

isoquinolin-3-yl, isoquinolin-4-yl, 1,3,4-thiadiazol-2-yl,

morpholin-4-yl, etc.
ApreferableexampleforR}andRzincludesthiophen—3-yl;
preferable for include imidazol-5-yl,

examples ring A

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
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chemically acceptable, while the number is preferably around

5 1 to 3.

"Cy-Cg 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,
isobutenyl, 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;-Csy alkyl, -C0,-C;-C¢ alkyl,
-CONH-C;-C¢ alkyl, -CO-C,-C¢ alkenyl, -CO0,-C,-C¢ alkenyl,
-CONH-C,-Cg¢ alkenyl, -CO-Cg~-C1y4 aryl, -C0,;-Cg-Cig4 aryl,
-~-CONH-Cg-Cy4 aryl, -CO-heterocycle, -COz-heterocycle,

25 -CONH-heterocycle, etc. (wherein any of said C;-Cg¢ alkyl, C,-Cq
alkenyl, Cq-Ci4 aryl and heterocycle may be substituted with
halogen, C;-C¢ alkyl, hydroxy, C;-Cs alkoxy, carboxyl, amino,
amino acid residue, -PO3H,, -SO3H, -CO-polyethyleneglycol

residue, ~-CO;-polyethyleneglycol residue,
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residue, -CO- polyethyleneglycol monoalkyl ether residue,
-CO;-polyethyleneglycol monoalkyl ether residue or -POzH,,
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;-Cq alkoxy, C4¢-Ci4 aryloxy, etc.
(wherein said C;-C¢ alkoxy or C¢-C;; aryloxy may be substituted
with halogen, C;-C¢alkyl, hydroxy, C;-Csalkoxy, carboxyl, amino,
amino acid residue, -PO3H,, -SO3H, polyethyleneglycol residue
20 or polyethyleneglycol monoalkyl ether residue, etc.) is
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
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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. 1In terms of metabolism, it means that the

ratio of inactive metabolite to unaltered form in portal vein
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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
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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.
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halo C;-Cg alkyl such as trifluoromethymethyl, etc.; C;-Cs alkyl
15 such as methyl, ethyl, etc.; halogen such as fluoro, chlorine,
bromine, etc.; C;-Cs alkoxy such as methoxy, etc.; C;-Cs acyl
such as acetyl, etc.; C,-Cqs alkenyl such as isopropenyl, etc.:
or cyano); C;-C¢ alkyl such as ethyl, isopropyl, etc.; C3-Cy
cycloalkyl such as cyclohexyl, etc.; C;-Cq alkoxy such as butoxy,
20 etc.; halo C;-Cg¢ alkyl such as trifluoromethyl, etc.; halo C;-Cq
alkyloxy such as trifluoromethoxy, etc.; C,-C,5 aralkyl such as
benzyl, etc.; Ce¢-Cis aryloxy such as phenoxy (of which aryl
moiety may be substituted with halo C;-Cs alkyl such as

trifluoromethyl, etc.), etc.; C;-C;s arylcarbonyl such as

25 benzoyl (of which aryl moiety may be substituted with halogen

such as chlorine, etc.), etc.; heterocycle such as
thiophen-3-yl1, etc.; Ca-Cy alkoxycarbonyl such as
butoxycarbonyl, etc.; —N(R4°) (R“) (wherein R*® and R*! are each

independently hydrogen or optionally substituted phenyl).
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10 among which phenyl is especially preferre

X is preferably -COO-, -N(R'?)CO- or -CON(R'?)- (wherein
R is hydrogen; C;-C¢ 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
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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;-C¢ alkoxy such as
10 methoxy, ethoxy, propoxy, isopropoxy, etc.; halo C;-Cs alkyl
such as trifluoromethyl, etc.; C;-Cy¢ aralkyloxy such as
benzyloxy, etc.; C;-C¢ 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
15 hydrogen; C;-C¢ alkyl such as methyl, ethyl, propyl, isopropyl,
etc.; C¢-Ci4 aryl such as phenyl, etc.; C;-C;¢ aralkyl such as
benzyl, etc.; C;-C¢ alkoxy such as methoxy, etc.; or R* and R'?

may be taken together with the nitrogen to form
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(wherein p has the same meaning as defined above)); or -CO(R!®)
10 (wherein R* is C;-Cq alkyl such as isopropyl, etc.; C;-C¢ alkoxy
such as methoxy, ethoxy, propoxy, isopropoxy, etc.; C;-Cie
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

s
or
15 0 _ 0
R* is preferably hydrogen or halogen such as fluorine,
chlorine, bromine, etc.
Alk1l! is preferably methylene or ethane-1,1-diyl.
1 is preferably 0, 1 or 2.
20 Alk1? is preferably methylene.

m is preferably 0 or an integer of 1 to 3.
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Ring C is preferably C¢-Ci4s aryl such as phenyl, naphthyl,

etc.; C3-C; cycloalkyl such as cyclopentyl, cyclohexyl, etc.;
C,.Cy¢ aralkyl such as benzyl, etc.; or heterocycle such as
pyridine-3-vy1, thiophen-3-y1, thiazol-2-yl, 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,-Cs 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'7) (wherein R'® and R'’ are

each independently hydrogen; C;-C¢ alkyl such as ethyl, etc.,
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are each independently hydrogen; C;-C¢ alkyl such as methyl,
isopropyl, etc.; C1-Ce acyl such as acetyl, propionyl, butyryl,
etc.; C1-C¢ alkylsulfonyl such as methylsulfonyl, etc.; or R
920 and R*? may be taken together with the nitrogen atom to which

they are attached to form

0

—N

H—
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
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alkoxy).
20 R* is preferably hydrogen or methyl, and especially

preferably methyl.
Alk' is preferably methylene.
Alk? is preferably methylene.
1l 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:
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alkyl, among which hydrogen is especially preferred.
R® and R® each is preferably hydrogen, C;-Cg alkyl, Cg-Cy4
10 aryl, -CON(R'®)(R'®) (wherein R'® and R'® each is preferably
hydrogen or C;-C¢ 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;-C¢ alkyl) or
-CO0(R?*) (wherein R?° is preferably hydrogen or C;-C¢ alkyl) are
15 more preferred, and -COO(R?*°) (wherein R?*° is preferably C;-Cg
alkyl) is especially preferred.

The substitution site of -(CHy):- 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
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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, dranules,
suppositories, injections, eye drops, solutions, capsules,
25 troches, aerosols, elixirs, suspensions, emulsions, syrups,
etc.
When the compounds of the pres.ent invention are

formulated into solid preparations such as tablets, pills,

powders, granules, etc., examples of such an additive include
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As the pharmaceutical compositions of the present
invention, there are also exemplified capsules in which are
filled 1liquid, semi-solid or so0lid 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 o0il, etc., among which
ethanol or amixture 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 o0il, hydrogenated
oil, 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
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Ss10% $& (QBréiﬁd 1%63& prop¥3ene glycol monooleate (Myverol P-06 (Brand

name) ), propylene glycol myristate, propylene glycol

monostearate, propylene glycol lisinolate (Propymuls (Brand

10 name)), propylene glycol dicaprylate/dicaprate (Captex

(Trademark) 200 (Brand name)) propylene glycol dilaurate,

propylene glycol distearate and propylene glycol dioctanoate

(Captex (Trademark) 800 (Brand name)). Although there is no

particular Jlimitation 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 oxr

derivatives thereof, polyacryl derivatives,

polyvinylpyrrolidone or derivatives thereof, polyethylene
glycol, etc.

In the case where the pharmaceutical compositions of the

25 present invention are 1liquid 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. In addition to such diluents,
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y3y 10/$&i$12)rg¥21§f10/§.%a&)1ney solutions. When aqueous 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
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said diseases, they inhibit MTP in the small intestine, and they
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 1liver. 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

256 invention can be used in combination with other pharmaceutical
compositions or agents. As other agents, there may be
exemplified drugs for the treatment or prophylakis of
hyperlipidemia, arteriosclerosis, coronary artery disease,

obesity, diabetes, or hypertension, and they can be used solely
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captopril delayed release, enalapril maleate, alacepril,

20 delapril hydrochloride, silazapril, 1lisinopril, 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,
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y810%$&f()t¥l¥§olol hydrochlorlde, 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.
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above), and when D is C;.C¢ alkyl, C,-C¢ alkenyl, C;-C,
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,

90 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-(CH;)p-
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l step 1-4

RZ R R4 .
7
R

RS R7
(8)

step 1-5
HO—-(AlkD) RS

R2 0 R3 R4

0
Mﬁ‘“’“’“<A'k'>.k0~<Alk2>m e
R

RO
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?% ig C;-C¢ alkyl.
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benzene, toluene, hexane, xXylene, etc.; halogenated
hydrocarbons such as methylene chloride, chloroform, carbon

10 tetrachloride, 1,2-dichloroethane, etc.; and esters such as
ethyl acetate, methyl acetate, butyl acetate, etc., and they
may be used solely or in combination thereof. Preferred
solvents in the present reaction include methylene chlo:ide,
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
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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 1l,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,
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In the case of a compound of the formula (5) wherein R??
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,
l,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
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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,
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.; 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
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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
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Step la-2
10 A compound of the formula (106) can be prepared by
condensing a carboxylic acid of the formula (105) with an
alcohol of the formula (8) in a similar manner to Step 1-5 of
Process 1.
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-(CH;y)n- will

be illustrated below.
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0
(2)
OH —_— > step 2-3
R
Y
/é/“\o (CH), #(Alk‘) o (Alkz)glé. (1-2)
In the above reaction scheme, R, , , , R®, R®, R7,
R®, R®, 1, m, n, Alk', Alk?, ring A, ring B and ring C each has
the same meaning as defined above, and R?* is a
5 hydroxy-protecting group (for example, benzyl,

p-methoxybenzyl, tert-butyl, trialkylsilyl, etc.).
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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-dichlorocethane, 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, methylene chloride or 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 1l-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
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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.
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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.
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The reaction temperature is about 0°C to 150°C, preferably
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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,

1l,2-dimethoxyethane, diglyme, etc.; hydrocarbons such as
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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.
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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,



" #$UR' ()*+,-./0123456789: ;

<=>? @GABCDEFGHI JKLMNOPQRSTUVWKYZ[ \ ] ~_" abcdef ghi j kl mopqr st uvwxyz{| } ~

" #$UR' ()*+,-./0123456789: ;

<=>7?@A\BCDEFGHI JKLI\/NODQ?STUVV\XYZ[ \]~_"abcdef ghij kl mopgr st uvwxyz{| } ~

" #$UR' ()*+,-./0123456789:

<= >’>@\BCDEFG—|I JKLI\/NCPQ?STU\/V\XYZ[\]’\ abcgef ghi j kI mopqr stuvwxyz{|}~ 6Ti nes
New RomanAri al Courier New' h Root EntryWr dDocunent P

I"#$UR' ()*+,-./0123456789: N

< ;Q%BF?EE%}*%M?, 45g$§glé\6w2[éi "_baRGdgEgh idydmopag s UV zilhatea
<=>? G\BCDEF Bk KEWNOBRBSEUMHKYE( Inb thyakadetahbirkhanopan stevwn { Ehzoon
" #$UR' ()*+,-./0123456789:

<=>7? @\BCDEFGEIFJKEMQP@STWMZ{M}IOr@@w@ﬁghiqﬁd nnapdr sheyveanr {del used

" R’ * 3456789:

!< ing(C%)EEIEﬂ‘ i SGI‘PWWH?“ tharward ghifPeferdiss sedvemEs( Lp~the
" 0/ * 3

e ?é‘%ﬁ : V2 BEEREFERS| 1 SRS Ly 2 FREPOD

| " #$9%& () * +tet+Q3RB4HHISY: ; ) B
<=>7?@A\BCDEFGHI JKLM\ICPQRSTUVW(YZ[ \]~_"abcdef ghi j kl mopqr st uvwxyz{| }~
L"#SUR () *+, - ./ 01D D@ P8E.nating agent used in the reaction includes, for

<= >’>@\BCDEFGHI J ST_UVV\XYIJ\]’\ “abcdef ghi j ki rmopqr st uvwxyz{| }
| #SYR () * xam€£?34 ﬁmyne bromosuccinimide, Cc., among which

|<" >°(@\?CDEHQ‘EQWMMYA\$ref3P§9§f ghi j kI mopqgr st uvwxyz{|}~
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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,



