" DESCRI PTI ON - DI BENYLAM NE COVPOUNDS AND PHARMACEUTI CAL~USE THEREOF
Technical Field The present invention relates to a novel CETP activity s
inhi'bitor, particularly a therapeutic agent or a prophylactic agent of
arteriosclerosis or hyperlipidem a. Background Art Regarding the

rel ati onship between arteriosclerotic diseases and .serumlipoprotein, it

has -been considered for ~~ sonme ti mpgshateprgiertain rel ationship exists
fromthe results “of nmany epi dem ol ogi cal researches. For exanple, Badinon
et al. (.J. O i nPTHENFXLAMINEGEOMEOSNES 139D PRARMATENITT GAYy, USE (THERECF

I ntravenous injection of fracti onspde@tainigi@idgboL (hi gh den5| ty
| i poprotein) and VHDL (very high density |ipoprotein) u
chol est er ol - | oaded ThFabpfiasgnt esiHaddor nreladegbsery Zeveh C@F['P ABELivditly

prevention of uﬁl{l(iﬁﬁzgﬁshﬁﬁltﬂéul%rrﬁ.ﬁré Q&%Egﬁ&lﬁl‘é Ja@é’ltoar b%roﬁh??aéﬁgr essi on
t hereof, and HDL and VHDL are consi dere have an anti-arteriosclerotic

action in the298arf HSSEROSHEERBEN 4 PEPSILPLE?WE-c di seases and serum
Ilpoprote| n. zD In recent years, thgRhRusace©f a protein that transfers

| i pi d between bl ood :lipgproteins, or CETP (chol éesteryl ester transfer
protein), has beenReIHGippethe TRiatoRshir FeretEPPtertesF eretioi nted out
in 1965 by N €ivelase$ 3 kbrdm llbbﬂ’die:.geslt hls B, 396k redntht hereaf t er
its cDNP. was cl oned |n zs 1987 b‘%/ Drayna et al. The nol ecul az wei ght
thereof is 743950 PR Hetqt FEsHRt dietahRPRiBUE* 58 S0BRP DA RNESFLESar chai n
i's- conpl et el ¢ elafavesidehis: DKL Canshsttedl AKEGxaAsIdUBSaARGr c€NEOES 476
amno acids follow ng 17 signal tides. Since about 44~ thereof consists
of hydrophobi ¥ affi i~ d&'885-i £2h alszp ole%t rdnP)) eERT A Bphobi city and is
easi |y inactiuairadedyus axjdatiofos |ftadeibrs eamtamlhgsmeqm@onfl rmed that

CETP is prodyuced in the or s such as liver, p een, adrenal gl and,"
adi pose ti ssUEEPS&FaIY*PPRER I“E "% VEREy (VeT¥ P9t AeREETY glp‘ipmteg

15 to. cholestercl-loaded rabbits resulted in the observation of
not only prevéntion of progression of arteriosclerotic lesion
but also regression thereof; and HDL and VHDL are considered
to have an anti-arteriosclerotic action in the relationship
between arteriosclerotic diseases and serum lipoprotein.

20 In recent years, the presence of a protein that transfers
lipid between blood lipoproﬁeins, or CETP (cholesteryl ester
transfer protein), has been Clarified-'rThé presence of CETP
was First pointed out in 1965 by Nichols & Smith (J. Lipid
Res., 6, 206, 1965), and thereafter its cDNA was cloned in

25 1987 by Drayna et al. The molecular weight thereof is 74,000
Da as glycoprotein and about 58,000 Da when sugar chain is
completely cleaved. Its cDNA consists of 1656 residues and
encodes 476 amino acids following 17 signal peptides. Since

- about 44% thereof consists of hydrophobic amino acids, it has

30 extremely high hydrophobicity and is easily inactivated by
oxidation, In addition, it_has been confirmed that CETP is
produced in the organs such as liver, spleen, adrenal gland,

adipose tissue, small intestine, kidney, skeletal muscle,
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heart nuscle and the |ike, and produced in cells of the cell types of
human nonocyt e-deri ved nacrophage, B | ynphocyte, fat cell, smal
intestinal epithelial cell, CaCo2 cell, hepatocyte (exenplified by human
i ver cancer cell-derived cell line, s Hep& cells) and the |ike. Besides
t he above-nentioned tissues, it is present in cerebrospinal quid and

senen, and its presence has been confirnmed in . cultur uman
neur obl ast oneheatd MeEFSgPPOdec d1kS: a(?ﬁo?’b‘?ddlcﬁfle&'bfeéi ?Fdég afttthe |ike_

10 It has beeey;?éssef%@rahf;h&%cwai-d&li_wdl:ﬁadrra.ysabg@d Bi Dybpecynef akal i sm of

any lipoprotein in living organisns, and h e In_fhe reverse
chol est er ol . t FaHsf 8Pkl dPERFEINAePES thegish "r?&g dw S?f et PBA AY 5

nmechani sm f or (&E&&S@Bfié&ﬂby@ﬁﬁd&lﬁuhﬁ&éﬂl&aﬁéeﬁhﬁhe%ﬁmbdl cejpenipberal cells
and preventlng I s arteriosclerosis. $ #L q:to HDL haV|ng an
i nportant rol BeRG? FRiLS)r 8DErSE &ﬁﬁ?espﬁ?’b g Fﬁﬁs °vesy§’? 2red SHENEEr of
epi demi ol ogi cgt iIepeadHitesn hﬁt&bs&qyﬁau.hﬁlu:ai adecsfmse ami @Es(chol esteryl
ester) of HDL in blood is one factor qgronary artery

di seases. |t PRERSSBEEM3R 5’8”2(@8?%1?’??"1 éB ? PR RSERTB AR ty vari es
dependi ng on jQ@obanstEia SEEGiRToglt@betal By ,t ehbrosicl plesiss ofushdep

chol esterol - |oading i.s hardly induced in animals with lower activity, “and
in reverse, e%@?ﬁ?elhﬂﬁ%ed in animals with higher activity, . and that
hyper- HDL- emi a andibypg- bbka (d1ew @Iﬁrﬁtﬂiyd 2shalti pOTE atsems)olemiailartélel nduced
in the case of CETP, defi_ciency ren rin t he

arteri oscl er o7 @Pg% & ?n—vcl bﬁﬁf%"ﬁ’lflnl? urn - dofgg g egré%@ggﬁlsf i‘on of the
si gni ficance mfjorbkend inDthe a&vwké cnelesgandli coarcdeof sYGEER. t Mamehedi at es

transfer of CE.in HDL jnto blo LDL. so_Free.choles )- synt hesi zed
in and secret &t o B T“ﬁ?é‘ 1R 38y eﬁeﬁlba“ﬁsmv%ecgry%%%n&gﬁ ity |ipoprotein
(VLDL) .  Thenacdim@lididrheragidlentefoll iipopsoipbenal iqedde a(rLdDb)feaﬁdilnlgepat ic

triglyceride l}&rlosémosls ¥1|Tq'a0t w1thabr%!g|az_zc?q:ol Bo? having an

important role in this reverse cholesterol transfer system, a -
number of epidemiological researches have shown that a
decreasé in CE (cholesteiyl ester) of HDL in bloed is one of .
the risk factors of coronary artery diseases. It has been also

20 glarified that the CETP activity varies depending on the
animal species, wherein artericsclercsis due to cholesterol-
loading is hardly induced in animals with lower activity; and
in‘reverse, easily induced in animals with higher activity, .

~ and that-hyper—HDL—emia and hypo-LDL (loﬁ density

25 lipoprotein)-emia are induced in the case of CETP deficiency,
thus rendering the development of arteriosclerosis difficult,

" which in turn led to the recognition of the significance of
blood HDL, as well as significance of CETP that mediates
~ transfer of CE in HDL into blood LDL.

30 " Free cholesterol (FC) synthesized in and secreted from
the liver is taken up by very low density lipoprotein (VLDL).
Then, due to the action of lipoproteih lipase (LPL) and
hepatic triglyceride lipase (HTGL}, VLDL is metabolized in
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bl ood into LDL via internmedi ate density |ipoprotein (IDL). LDL is taken up
by peripheral cells via an LDL receptor and FCis supplied to the cells.
Conversely fromsuch flow fromthe |liver to the peripheral- cells, there
exists a flow of s cholesterol from peripheral cells toward the liver,
which is called a reverse chol esterol transfer system In other words,  FC
accunul ated in_the peripheral tissues is drawn b further esterrfred

on HDL by thePlRad dRtHILPLCAR drderrasiinte rsidxt Hﬂpr%?/’rrt rdR& er 18%) to

form CE, and {gankberdifoyt feriblethe d&ydéopiholahcm&ecepf&r @haHEL 1 swher eby
HDL matures into_ spheric HDL particles. in HOL is transferred by CETP

present in bl HRPHEE g BREOFRIAEN] r‘FQnY?WoiEE‘i’%sgus:Bcﬁl‘ﬁ’s veBLPe | DL, LDL

and the like, 1804 8 1 YePiphb@al SedinanstmddecdxiocdiRl rigd oF nol ar ratio of
1:1. CE trapsferred to apoB-containing is |ipoprotein is taken up by the

liver via LDLhdeEptTrl thot ReriPheRAdr Celitolore i &EYESr tPARRTS ri ng

chol esterol teaitiRa a ddvéeke dHRLEONHOI- th@iFekrSspstRChami sihen walkish HDL

takes up apoprotein E secreted from macrophage and the |ike to becone

apopr ot ei n E-TFoRCSPHRFeADn MRenPsiPBET2L 1 seRgt 5% 4rart &% FP-2D taken up

by the liver ﬂix&hbDLesrteeeﬁi&r ofl HV IS yathe [RE&RPH OFE Lcihenecaltsmexr sts a

path i.n whi ch HDL Eartrcles are _not taken_ up byaﬁge Irve[_r only CE in
s eaﬁ‘a

HDL is sel ectFRPEEY T KeACYH- B IHEFAY ot EE™ Fiir t h&r path

exi sts in whigah H@hmphobparddrel Partilg HOKE Whepelly dmepzaimyetsemw a what is
called an 25 HDL recepto n.the |jver. Nanel t he, sta of enhanced
CETP acti vi t ySPREFAG Paf‘i’aﬁ’r?Fer CFr Y H0H 17 n%'i(“élﬁg%'sre‘jc% '%ﬁi—PIDL decr eases,
and CE in VL;DIe,sehﬂ.lrﬁbdod:th:ol BpSEBaBAsa 1NN 1§ pderottpind slulah andrzbDl,. by t he
| iver increas down-r e uI a%r on is.i osed op.t.he LDL rece %18£ and

LDL in bl ood Hcr&%‘seaé’d e ddfitr £8° Pt s lsde'f'acr en Ik

draws chol estar al m&Imaerd pheral. cet Itscan\slféfretdheoaanbeef:ohﬁ&’ﬁ,mgr adual I y"

noreases s size.and s2cgyiies, WOk 1L vAPLOE HLalh P takken up by
liver, thereby indirectly transferring cholestercl to the

liver. Moreover, there is a mechanism in which HDL takes up
.apoprotein E secreted from macrophage and the like to become
apoprotein E-containing HDL rich in CE, and then is directly
20 taken u? by the liver via LDL receptor or remnant receptor.
There also exists a path in which HDL particles are not taken
up by the liver and only CE in HDL is selectively taken up by
hepatocytes. Furthermore,‘another path exists in which HDL
particles are taken up by hepatocytes via what is called an
25 HDL receptor in the liver.

Namely, in the state of enhanced CETP activity, since CE
transfer from HDL increases, CE in HDL decreases, and CE in
VLDL, IDL and LDL increases. When take up of IDL and LDL by
the liver increases, down—reguletion is imposed on the: LDL

3¢ receptor, and LDL in blood increases. In contrast, in the CETP
deficient state, HDL-drawslcholesterol from peripheral cells
with the aid of LCAT, gradually increases its size and

acquires apo E. Then, apo E-rich HDL is taken up by the liver
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via LDL receptor in the liver and catabolized.. However, since this
mechani sm does not function sufficiently in hurran |arge HDL dwells in the
bl ood. Consequently, chol esterol pool in the liver becomes snaller and
up-regulation is inposed on the LDL s receptor, thereby decreasing LDL.
Accordingly, selective inhibition of CETP can |ower |IDL, VLDL and LDL that
promote art gk osaherosls and, | Aer $858, Hok Lialo3el & SURRISSE] Valnt

t hereon, and produces expectation for the provision of unpreceaented
prophyl acti c ®his h@lcapemm coagamit fencsionastificdsotir doi Eurmn large

hyper i pi.dem g t ts 3! e ar o]

devel op a drug %\rqég{ﬂ?ﬁﬂﬁg %ﬁéc?r% acc?’lgélg?g&gpygg% , egt%:%%p %delqhgf’/%ng a
satisfactory aévewibegohes spelldeenddavalegpbatipat is Mepowkd @ thanyPlr eport s
have been fegu nt t un at_Jdynh i ng such -
actrvity of CE%%épec‘lé? £%exr%9 W %g%:lﬁgom%gal q‘%ﬁg*%nc%gﬁysslécal lc%u';sear ch
Comuni cat i onsnhmlonzlﬁﬂﬁt%@) lover | I§&esVidit Ahd D3y Ehalt meodets vat i ves,
substituted diphl.dbBenzene el iikaklass pBRdulie ki dGupsrefaTREYNds t hat

i nactivate CETP&lb y| ng cy St e%ne rgsiﬂdue 50 HO\}\J/E%? thiﬂ'él reference
does not cont ﬁh?if%?ﬁy @eis@urp@\ewmespecttal’feoemﬁha RﬁOV?HEOprésem i nvention,
not 10 Menti OfngrocdBSftdP Lok AHERESdY enlhgliole ddinadgdd fon, WOBS/ 06626
di scl oses W edendi ol -A and edendi ol -B as CETP activity i nhi bi t ors.
However-, tRf saptenigbrliermsiaronidepenbipigeiai n any description suggesting
the compound of thg;fy %@ﬁptaﬂﬁmgeyme DOLLRUBE i r) ReBafiD 34132,

JP- B-45- 2892, JP-B-45-2891, JP 45-2731 and JP-B-45-2730 di scl ose

mer capt oani | i frselopyp siugutear By iife suehtaqr ity ofuEhTBes 2pceppound

i sost ear oyl am ARty QPHANQk800 vt BEL1VikG ndS R CAIRPWRGe TEPEaNGe+ AN action to
prevent arteriosclerosis. However, theSe publications only nention the
presence of an ef f Heanwhd Lpr dvAsit FeRATEST PRYR PEFBSTngnEeFoRd] Ydwsdtept i on of

Experi ment aj Wh@s 4iming at inhibiting such activity of CETP. For

- example, Biochemical and Biophysical Research Communications

223, 42-47 (1996)'discloses dithiodipyridine derivatives,
substituted dithiodibenzene derivatives and the like as
compounds that inactivate CETP by modifying cysteine residue.

'20_However, this reference does not contain any description of
the'compound of the present invention, not to mentibn a
description suggestive thereof. A

In addition, W095/06626 discloses ﬁiedendiol—A and
Wiedendiol-B as CETP activity.inhibitors. However, this

?5 publication does not contain any description suggesting the
compound of the present invention.

Moreover, JP-B—-45-11132, Jp-B-45-28%2, Jp-B-45-28%1, JP-
B-45-2731 and JP-B-45-2730 disclose mercaptoanilides
substituted by higher fatty acid such as o-

. 30 jisostearcylaminothiophenol and the like, as a compound having
an action to prevent arteriosclerosis. However, these
publications only mention the presence of an effect to prevent

arteriosclerosis and lack description of Experimental Example'
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that support the effect, nmuch | ess a description of inhibition of CETP
activity. Moreover, no description is found that suggests the conpound of
t he present invention. JP-T-2001-.512416 (W98/04528) discl oses .a biaryl
compound s that inhibits CETP. However, this publication has no
descriptiion that suggests the conpound of the present invention.

W000/ 17164, W00/ 17166 ar%e\ll\%}/ 4¥0190 discl ose 4-

car boxyani no- 328b5¥WPPHE € oY PATH dRVar ddth R e e w i et =

i nhi bitor. Howevertr bhese publMozabirans noodéssiriphion ideSemdpthan t hat

suggests the congound of theogr sen invent{an. . the ot her hand, various
tRe %

conpounds haviH§IE St FRR T % BSipound of “the present invention

have been report ed.jp-7s20arsexars | (@02 9442 2D Cli-st06656 aahtaiil0 EHROBRE
di scl ose car.bapate derivatjyves characterjzed in. t |, group has an
S r%&&k rC,ET?h e% is &u#ﬁléar@ogﬁlgfy*o

oxi me et her ~gr8tp.* &ORpouUnds ese i cations are
conpounds uselekcBiptadh i thatr shggedstagen sofvpoundigfi the Pyeeeny gar deni ng, and
they lack a di,scl osure of 2n useful ness as a CETP activity inhibitor, or
even a descri pPY8N“Buggestive thereof. W00/ 69810 di.scl oses conpounds such

as 3- (4-{[ N-[ 3- (2, Groody Thisar ombmsnyLl ) 66 randoWdqL/M01 20 tdkisclose 4- |
butyl benzyl ) am_ no] met hyl }.oenzoyl.am nc Pl oni | ihe 2s like.
However, the ESE%%)WI?&J’(X)? lfﬁl ss%lutt')llmiega '%%'Fs{guts%ggﬁ‘?ggg@go lgﬁucggon 7

ant agoni st ,29 adTe hihipidi.c dtdwenet acihesa plikddcatians coftaigenal ness as a

CETP activity jinhibitor, .qor ey Ll BL suggestLyg, hereof .
W09/ 67204 di s‘i‘%?%’s?s“%%r%phgﬁn%‘ége%ﬁgﬁ g‘?%"i"ﬁé‘%’? of EP
chl or obenzyl ) ihvéidiNndi net hyl car banoyl ) am nomet hyl | - 4- '

guani di nomet hyl benzgng, and, L he |i K&, {0eUGEouhEE ERIRGUID Rhictd
publication is useful "as an analgeéesic, and this publication |acks a
di scl osure of lukeftllenegecmsdaciCENR Bresent invention have been reported.

15 For example, JP-A-2001-106666 and WO01/10825 disclose
carbamate dérivatives characterized in that phenyl group has
an oxime ethef group. However, the compounds of these
publications are compounds useful as antimicrobial agents for
agriculture or éardening, and they lack a disclosure of

20 ysefulness as a CETP activity inhibitor, or even a descriptidn
suggestive thereof.

WOD0/69810 discloses compounds such as 3-(4-{{N-[3-(2,6-
dichlorophenyl)acryloyl]-N-(4-tert-
butylbenzyl)aminc]methyl}benzoylamino)propionic acid and the

25 ljke. However, the compound of this publication is useful as a
glucagon antagonist, and this publication lacks a disclosure
of usefulness as a CETP activityiinhibitor, or even a
description suggestive thereof. '

| W099/67204 discloses compounds such as 1-[N-(4-
.30 chlorobenzyl)-N- (N,N-dimethylcarbamoyl)aminomethyl]-4-
guanidinomethylbenzene and the like. However, the compound of
this publication is useful as an analgesic, and this

publication lacks a disclosure of usefulness as a CETP
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activity inhibitor, or even a description suggestive thereof. W»X9/44967
and 056, 218, 426 di scl ose conpounds such as N

(4-tert-butyl benzyl)-N-[4-(guani di nonmet hyl ) benzyl ] benzam de and the |ike
useful as a gonadotropi n-rel easi ng hornone s antagoni st/ agoni st. However,
this publication |acks a disclosure of usefulness as a CETP activity

i nhi bitor, or o2 5 Lpt i LYEs e USD, 4. and
JP-T-0- 512556a%\%5t 2@16;17%2%?[!:5?'30 oSR tegﬁg’l%é%g{’hﬂgé’ﬁi de %gtfrriﬁg%%fcfs such as
N- benzyl - N- (2, 4 ~~W@Peht4f8dband PISFchl bridacdisatiode cambobnds |sukh. as av-usef ul

as LI IR PrOU@ERG-ABhLY iMooy Ik OfiankRYRYRI Ry | RS RIDL.CRIAONS Tack 2
di scl osure of usefulness as a TP activity |nh|%|tor, or even a
descri ption sagdedts déke wosebol as POIWRPIeepih-sel eadiqg2hemmiang- het er ocycli ¢

COMPOUNTS SHClneddorftsc Nl 2udicldft by BEBEN k- {4aigel hoxypheny ) ur ea

and the like. However, the conpound of this publication is useful as a
| eukot ri ene s¢asPiesize|ofhuppfwinegadas i SEPRIAGtéEt FoARhiREYCer aoHievsinosur e of

usef ul ness as ag R afdd \éh%“yesgiggig{etrg_gf. or even a description suggestive
thereof : 20 W96/ 10559 di scloses urea derjvatives such as 1- benzyl -1 -

[ 3- (pyrazol - 3-yl ) b&fi2y434.31¢ 2angd GPrFAMELRAYIOHERYPIAP6E) aHipcilpee thake.

However, the goimQuAg:Ofi dehbsngddbhl GRIdNORs I peas)iln-48, 420
acyl - CoA: chol esterol “acyl transferase inhibitor and this publication | acks

a di scl osur'® gichisaphenrydd chlerpacemmisie ard jtet JiknREBi tatvlors ehba

description spgagskeVe-tiReEfUnhib b2 HRB%eH] ShlosasutiRaltila1capounds
such as 1- benzyl-1|-(2, 4-dichl orobenzyl)-3-(2, 4-di met hyl phenyl )urea and
the |ike are BsefSFlosdreacy|uTFAlenst &6t er FiTPaegriridusiehidddor i bitors.

However, thisepiblal §84daRtl &Cksiggesiine! esdkr0f so useful ness as- a CETP
activity inhibitor, or even a description  suggestive thereof. US4i1473’ 579

di scl oses - ur ea CO”ﬁg&ﬁﬁ%gSg%C4;%§§o§eq 2—amino-hefterocyclic compounds suc

di benzyl - 32¢ 2a§‘bﬂh@l$bﬁl,ﬂh@ﬂﬂéﬂlb§?mmﬂ Weqflaiﬂgt}{ob@phéﬁﬁﬂ.-) urfa and
E the like. However, the compound of this publication is useful
as a leukotriene synthesis inhibitor and this publication
lacks a disclosure of usefulness as a CETP activity inhiﬁitdr,
or even a description suggestive thereof.
20 WO96/10559 discloses urea derivatives such as l-benzyl-1-
{3-(pyrazol-3-yl)benzyll-3-(2,4,6-trimethylphenyl)urea énd the
-like. However, the compound of this publication is useful as
an acyl-CoA:chelesterol acyltransferase inhibitor and this
publication lacks a disclosure of usefulness as a CETP
25 activity inhibitor, or even a description suggestive thereof.
UsS4,623,662 discloses that urea compqunds such as 1-
benzyl—l—{2,4-dichlorobenzy1)-3—(2;4—dimethy1phenyl)urea and
| the like are useful as acyl-CoA:cholestercl acyltransferase
inhibitors. However, this publication lJacks a disclosure of
30 usefulness as a CETP activity inhibitor, or even a description
sujgestive therecotf.
U54,473,579 discloses urea compounds such as 1,1~

dibenzyl-3-(2,4-dimethylphenyl}-3-phenylurea and the like.
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However, the conmpound of this publication is useful as an

acyl - CoA: chol esterol acyltransferase inhibitor and this publication |acks
a discl osure of usefulness as a CETP activity inhibitor, or even a :
description suggestive thereof.. s US4, 122, 255, US4, 064, 125, US4, 151, 354 and
U4, 127,606 discl ose conpounds such as N-[[2-] 3- ' :
(di met hyl am no) pr opoxyJphenyl ] net hyg- 3- phenyl -N- | : :

(phenyl met hy| foveysrophe roaeodt of hehis publ Bris pg8ful 3%pBlnds of these
publications are;usaf thoRstapdl iaklharamirakysd Qnageidey and dhey | ack a

di scl osure of usefulness as a CETP_ activity inhibitor, or even a .

descri ption sBggbigatien tinskeot dispEpres0feithitvdretegsati @8 car boxylic acid

conpounds suchcas,@iNyindikbtYler3eldn (2 akbBebRiavh - {uboRYtivl Rhdreof.
yl ) am no] et hoxy] phenyl Ja&ri%g'l onate and the |ike_havi [l?gfiusef ul

- _
| i pi d-1 owerfng act iUSA e U54%854 HArevEF¢ - 1 339 i%%ﬁ'iltgﬁ'?iscks a

di scl osure of dusefddenesspandsd SdehPasai-ipfktys4 nhibitor, or even a
description suggest ive thereof. Moreover, this lBubl i.cation lacks a
di scl osure of (Gimefthylenincd PEeRAFYABR e Ime B daraP BT AR present i nventi on,
or even a desgphdiy1ABtidfl)SUISaHen i dd1@h80the NIkE ONHEGGIer , RO/ 16724
di scl oses a conmpound having a structure simlar @0 tha{r_. .onff t he resent
i nvention and SMREEPSS 9hPEPE AWPLAGRTIARSY 2T $SBECS FEC PPHE AT S owi ng
formul a isiodpg&diasetld thadpbladi(t~difiosure dZ uBefXiddssas[ReRIA g /Z-Ri s
R~ (CR3FI) n- i ReRZiY~U /Ra R74 11 '3 . : )

activity inhibitor, or even a description suggestive thereof.

7 W099/18066 discloses amide carboxylic acid compounds such

as ethyl 2-butyl-3-[4-(2-[N-benzyl-(4-pyridin-2-

yl)amino] ethoxylphenyl]propionate and the like having useful

15 iipid—lowering action and the like. However, this publication

lacks a disclosure of usefulness as a CETP activity inhibitor,

or even a description suggestive thereof. Moreover, this

publication lacks a disclosure of a structure such as the .

compound of the present invention, or even a dggc;iption

20 gsuggestive thereof.
In contrast, WO00/18724 discloses a compound having a
-structure similar to that of the present inventiocn and a CETP

inhibitory éctivity. To be specific, the following formula is _

disclosed.



Ria DA\~ ~~Rn R12 Wen RZ and R3 forma hetero ring or cycloal kenyl in
conmbi nation, the conpound is structurally simlar to the present

i nvention. However, this invention |acks a concrete s disclosure {Exanple)
of ring B as shown in the present . invention. In addition, this invention
is distinct fromthe present invention in that the invention always has Rl
{hal oal kyl , hal oal kenyl , hal oal koxyal kyl or hal oal kenyl oxyal kyl). 10 In

ot her - words, this invention does Rot disclose a concrete structure as the
conpound of the present inventionl not to nention a description suggestive
t hereof. Disclosure of thefkﬂyepﬂﬂgp,IHb present invention ains at

provi ding a novel conpound isythat Jsel ectively inhibits the activity. of
CETP. The pregent invention agfoa”ns at providing a conpound useful as a
prophyl actic of erapeutiq{jnj 2arteriosclerosis or hyperlipidem a,

whi ch i ncreases HIpL chol est'drol d siTtul taneously decreases LDL
chol esterol and tgiglyceride by 20sdgctively inhibiting the .activity of
CETP, and whi af (ﬂmigﬂ—ay P impi bitory effect.. The present inventors

have conduct ed ingfnsive studigs in| B an attenpt to achieve the
above- mentioned obfects and fotqd Ahat iHe conpounds shown in the

following [1] to [13] havePRan efffect U9 selectively inhibit the activity
of CETF (hereinafter to be refeqﬂed t@ as a CETP inhibitory effect), s and
I

are useful- pharmaceuti cal agen%g:4 @rly, prophyl actic or

t her apeuti c agents of arteriosclerggis.or Thyperli pi dem a. Mreover, they
have found that a structure such ad the formula (1] provides a potent CETP
inhibitory effect, which resulted iR t he conpl etion of the present 10

I nvention. - I\/Q}I;e:en Qgra;[nidcﬂi %rolrx’a thba%e]::gl rllqlvt\gn gg iylélo%,l(?kin?}ﬁ‘] ig‘r e
combination, the compound is structurally similar to the
present invention. However, this invention lacks a concrete

% disclosure (Example) of fing B as shown in the present
invention. In addition, this invention is distinct from the
present invéntion in that the invention always has R;
thalecalkyl, haloalkenyl, haloalkoxyalkyl or |
haloalkenyloxyalkyl) .

10 In other words, this invention does not disclose a
concrete structure as the compound of the present'invention,
net to mention a description suggestive thereof.

Disclésure cf the Invention
The present invention aims at providing a novel compound

13 that selectively inhibits the activity of CETP. The present '~
invention alsc aims at providing a compound useful as a
prophylactic or therapeutic agent of arterioscleroéis or
hyperlipidemia, which increases‘HDL cholesterol énd
simultaneously decreases LDL cholesterol and triglyceride by

20 selectively inhibiting the activity of CETP, and which is free
of a CYP inhibitory effect. -

The present inventors have conducted intensive studies in

B



provided. [1] A dibenzyl am ne conpound represented by the formula (1) -~
(R nB N(1) R/ A \'I RS R4 wherein 1s RL and RZ .are the sane or
different and each is a halogen atom a nitro group, a cyano group or a
Cl_6 al kyl group optionally substituted by hal ogen atons; R, R and R$ 20
are the sane or different and each is a hydrogen-atom , a halogen atom . a
Cl_6 alkyl.group .optionally substituted by hal ogen atoms, a Cl1_6 -

al kyl thi o group optlonal |y substituted by hal ogen atons or-a Cl _c al koxy
group optionally substituted by hal ogen atons, ss or R3 and R -or R and
RS may form drogétémpt wot hchmbmhe aﬁhmm—mmmweﬂh@rj@tc@ts end:aflobu@ycl | c ring
9 optionally havyi substlt ht

havi ng substi u\eén{g% com)Roun E"M‘ 1(r]?e ? gi;oé'ﬁ{f Ega]gr%tgbghe same or
- different arﬁfeeactn |$1ach:§mhrlggenh:aimmha mti&lairkqﬂ CETgr oup (wherein Cl_6

al kyl 9roup [ go98thonald ¥, subsELLuLed Dy, Phelky SLAUR. oL, LB n CORS

(wherein RO Kyl ~group

i nt eger of 51 atmi Eié wefal ﬂ&maeyu:tmllkybeﬂxWI pgroigulankes ei n CQ | 10
cycl oal kyl aI 'R_Ill s _opt.iaonal I subsH__‘é Utfegr\t.’é’ri%scﬁgrg’si%UbSt i tuents
from hal ogen at 8n¥ rcooﬁr ape“ ic agents o ' ‘

hyperlipidemia. Moreover, they have found that a structure
such as the formula (1} proﬁides a poteﬁt CETP inhibitory
effect, which resulted in the completion of the'present'

10 jpvention. - More particularly, the following [l] to [76] are
provided, ' | '

[1]1 A dibenzylamine compound'represented by the formula (1) -

(R&) n

1.

o (1)

wherein
- 15 R' and R? _
are the same or different and each is a_halogéh atom,
a nitro group, a,cyano'group or a Cys alkyl grouﬁ
optioﬁally substituted by halogen atoms; ' -
'R3, R" and R® ' l E
- 20 are the same or dlfferent and each is a hydrogen atom,
a halogen atom, a Ci.g alkyl grppp,opt1onally
i substituted by halogen'atOms; é Ci-g alkylthio group
opticnally éubstituted by haiogen atoms or a Chs
alkoxy group optionally substituted by halogen atoms,
25 or R® and R' or R‘ and R® may form, together with

carbon atoms bonded thereto, a carbocyclic ring

9



am no group, hydroxyl group, cyano group, acyl group, Cl_6 al koxy group,
Cl s alkyl group (wherein C1L_6 alkyl group is optionally substituted by
hydroxyl group, C -s is al koxy group or phosphono group) , -(CHZ)y-CON(Rz)
(Rzi) (wherein R20 and R21 are the same or different and each is hydrogen
atomor Cl_6 alkyl group and g is O or an integer of 1 to 5) or - (CH?

r- COORL0 (wherein R10 drogen ato up gmr is 0 or
an 20 integer of 1 to%")")’ﬁ‘zt&yly %g(ﬁ?ﬁ) “{Pﬁg%ug%’ﬁi%ﬁi J?whe%%n Ri, Rz and R13
are the sanme or diff eriewt opicbnedth haviag $yotdgesntdsdbm a Cl_6 al kyl group

(wherein C1_6_al kyl royn.i t n | U d fhenyl group or -
000RS (wher ei B RO Sg%s%gef}l ne’g (]z‘i' ove '?Rs ggéq%%%ng%ycl oal kyl al kyl group

(wherein C4_, cycl oaldiyifakéyd angreagh iis aptidgradl ptonbst Gutakkvly 1 to 3

substituents from hal ogen .ato |tr R« O5A4R,, hydroxyl
group, cyano group, atyl pgp"c)htfﬁ,el ?@%g?%ﬁ{? %t alkyl group

(wherein Cl _s al kyl garmuspxttstemlpbifaﬂmlnw grtmmbstltut ed by hydroxyl group,

Cl_s al koxy group or _ S PRg % B & (wherein
Rz, Ru and gq are as de O’ﬁ‘eg &go l? or-( %o (al EI‘EIrI’l I-Qg“)Rlo and r
are as defined above)@lk)(logrw@ end Rn)is( R & apRigyegry ¢hreitei ¥ IRPF, 2R12 and

R13 are as defined ahove) r QF a heterocycl ic
.residue; R6 is a hy%od en a (g)imﬂg‘eéﬁﬁ%f gtdud YJ’heQ%QHn: Gb

ogen atom a nitro %rogg ani no
group, a hydroxyl gr oup,loallqeylanbylgrmpp b aptyprald vgpgrityted by él koxy
group, a CZ 6 al kenyl,i toé'rﬁbs‘%tﬁ f@%yﬂaﬂ:{ggi-}paf(o%eﬁﬁﬂ& %}mﬁpm kyl group
uf'ed

is optionally substi y hydroxyl group or - erein R14'" is a
hydrogen atom or a Clar@nal ¢mdupgr BYfyoRYl grbuR. | &ragn QI%?PEgé‘ICYéfglP“Po 3 20 or

a prodrug thereof or @ pharmmcerticat]y 2cFeRLak) ewhdkdin ENERERL
group is optionally substituted by hydroxyl group, Ciug
13 alkoxy group or phosphono group), - {CHz) 4—CON (R?%) (R*)
(wherein R®® and R* are the same or different and each
is hydrogen étom or Cis alky; group and g is 0 or an
integer of 1 to 5) or - (CHz) :~COORY (wherein R' is
hydrogen atom or Ci-s alkyl group and r is 0 or an
20 integer of 1 to 5))), -C(R'Y) (R*¥%) (RY) (wherein R, R
and R'? are the same or different and each is a
hydrogen atom, a Ci-s alkyl group (wherein C1;5 alkyl
group is optionally substituted by phenyl group or -
COOR? (wherein R’ is as defined above)} or a Csao
25 cycloalkylalkyl group (wherein C4yp cycloalkylalkyl
| group is optionally substituted by 1 to 3 substituents
from halogen .atom, nitro group, amino group, hydroxyl
group, cyano group, acyl group, Ci.g alkoxy group, Cis
alkyl group {wherein Ci_s.alkyl group is optionally
30 substituted by hydroxyl group, Ci-¢ alkoxy group or
phosphono group), — (CHz} «~CON (R*°) (R*) (wherein R*, r¥
and g are as defined above} or —(Ciiz},—COORm {wherein

R and r are as defined above))) or —-O-C(R'™) (R'?) (R")

19




[ 27 The di benayl am ne conpound of the above-nentioned [1) wherein RS,
R-and RS ~ ~ ~ .. 2s are the sane or different and each is a hydrogen
atom a halogen atom a Cl1_6 alkyl group optionally substituted by hal ogen
atoms or a Cl_s al koxy group- optionally substituted by hal ogen atons, or
R3 and R or-R and RS may form together with carbon atons 2 bonded
thereto, a carbocyclic ring optionally .having substituent(s) or a
heterocyclic ring optionally having substituent(s); R and RB ~ - are the
same. or different and each is a hydrogen 25. aton1 a Cz_6 al kyl group

(wherein G .~ al kyl optdionalyl yiss t Besy! group or .
-COORS: (wherein R9. ?"heljl:e Zﬁloged; zriiit%(cjimi(org‘t‘)é & %gﬂﬁﬁlagr O{%)) or a C+_|
cycl oal kyl al kishg @ oujs (anheryel rgredp| or ét:yleltémmlépk%ﬂgiﬂléup is optionally

substituted hy 1 30 10 3, substituents,f 'Fc%”étrﬁ@r dohB . HPUP,
-am no grcmup{,3 hydr ox¥1 °g %uﬁ?ecy%#\g’gro%%gbgg group, o BI' koxy group,

Cl s al kyl group or m@f@%jibu@wherrendmoxﬂ@rpgpa mymmgewwovamomnoﬁcsal ClL 6

al kyl group)); 11 RLl R12, 3 ar ferant oangl ceach is a
hydrogen atom -a C9E“Bri3I ‘gjr ?Jko e'&%i'ng 2"“6 a Ey]: ‘gr‘g%p". s (%gtlonally

substituted by phenydlkgioguwupr (wI@@@S &- (Mbybi_f.rm% i3 spadorreflvned above])
or a CQ:1 cycloal kylg)l XL&&IJJ%S' ﬂé@grxs ]g%?; ?yc&&ﬁi kydeibkyiln grOroup is

optional ly- substi t ut® rom hal ogen atom nitro
group, amno group, 1d1ydhpd:;dgegrauqau gyant-grdépl aopp)yroust CL 6 io
al koxy grouph O’_s aisk;g JLoup or. PQ:O?JBO (wher ei n RlD i s as defined

above));
10 or a prodrug thereof or a -pharmaceutlcally acceptable salt -

therxeof. )
‘{2] The dibenzylamine compound of the above-mentioned [1]
wherein | ' o
R}, R* and R®
s are the same or different and each is a hydrogen
atom, a halogen atom, a Cis alkyl group optionally
substituted by hla.-logén atoms or a Ci alkoxy group
optionally sﬁbstituted'by halogen atoms, or R® and R
or R* and R® may fom, together w:Lth carbon atoms
. 20 " bonded thereto, a carbocyclic ring optionally having
substituent(s) or a heterocyclic ring optionally
having substi_tuer_it(é) ; | '
R’ and RE o
- ~ are the same. or different and each is a hydrogen
23, atom,- a Cis alkyl group (wherein Ci alkyl group is
optionally substltuted by phenyl group or -COOR?
{wherein R’ is a hydrogen atom or a Ci- -6 alkyl group))
-or a Cgp cycloalkylalkyl group (whereln Caap-
cycloalkylalkyl group is opt:.cnally substituted by l
30 . ) to 3 substituents from halogen atom, nitro group,r
" amino group, hydroxyl group, cyano group, acyl group,
Ci;-¢ alkoxy group, Ci-s alkyl group or V-COQR“’ (wherein
R is a hydrogen atom or a C;s alkyl group)};

- 11



R6 is a hydrogen atom a halogen atom a nitro group, an am no group, a
hydr oxyl group, a cyano group, an acyl group, a Cl_6 al koxy group or a
Cl s alkyl group 2s (wherein Cl1_6 alkyl group is optionally substituted by
hydroxyl group or -COORl' (wherein R' is a hydrogen atomor a Cl_6

al kyl group)), or a prodrug thereof or a pharmaceutically acceptable salt
thereof. 20 [3], Thg di benzyl am ne conpound of the above-nentioned [1] or
{2], wherein '|§ a®®™ % al kyl group substituted by hal ogen atons, or ‘a
prodrug thereof or a pha&snaeedhinsald maﬁm&abﬂw eashl is hay@aigen[ 4] The

di benzyl am ne conmpound of the above- nentlone erein R'.is a

trifluoronethyl group, 25P™a 3pFoerbfyt nerRer (8 2 hp(f'}a"r eufreH 1Y
acceptabl e salt thereonti&ﬂalIbesdbsbeﬂabédawynﬁhéhgapgtuui et +tduer®

above-nentigned [1], (%w [4] . mhereln r nd (F@Qa are each 12 N ~1

~ N7 \1.~ N/ \ | 13\??”%“\‘? is as gefin ‘h@g%@ “JRst R a~,, Rst

R6D~ N V S\~N Noml ~RSty&idaNkM ikl gradp |(whetein t:zl.,?a:ycldaa;;ymyaat

rop 2 e RN O N LRkl b LT R R

Rat Rst Rst Rat R~ Rat subdt(iAnefts frBﬁZhd\}ogen\atMZnit%BBﬁJ# kmRao ~ ~ RS2

Y- T group, hydroxyl group, cyano group, acyl group, Ci-

10 alkokxy group, C;-s alkyl group or —-COOR' (wherein R

is as defined above));

R® is a hydrogen atom, a halogen atom, a nitro group,
an amino group, a hydroxyl group, a cyanc group, an
acyl group, a Ci¢ alkoxy group or a Ci.s alkyl group

15 (wherein C;¢ alkyl group is optionally substituted by

hydroxyl group or —COOR' (wherein R is a hydrogén
atom or a C—s alkyl group)), ‘

or a prodrug thereof or a pharmaceutically acceptable salt

thereof.

20 [3} The dibenzylamine compound of the above-mentioned [1] or
{2], wherein R' is a C;¢ alkyl group substituted by halogen
atoms, or a prodrug thereof or a phammaceutically acceptable
salt thereof.

[4] The dibenzylamine compound of the above-mentioned [3],

25 yherein R' is a trifluoromethyl group, or a prodrﬁg thereof or
a pharmaceutically acceptable salt thereof. '

(5] The dibenzylamine compound of the above-mentioned {1], [3]

or [4]}, wherein ring B and (RG]n are each

12



Rst Rsz Rat Raz t Ra Rso Rst Rso Rst Rso Rst S Rsz Il "-~-RBZ ~ Rsz Ra
/tl Reo\ R0/ Rsz / N/ I Rsa Rst Reo Rat Rso Rst Reo Rst R~ ~ R~ | R~
Np "+Rsz / /| N/ or // wherein Rso R61 and Rae are the sane or different
and each is a hydrogen atom a halogen atom a nitro group, an am no
group, a hydroxyl group, a cyano group, an acyl group, a Cl-s al koxy s
group, a Cz_a alkenyl group or a C _6 alkyl group (wherein d _a alkyl
group is optionally mmbstitugseckeby hydrasyl groge or -G@ORL9 (wherein Rio
is as defined abQAqu)() or ya_grod ther%l___*or a rmac%u scally
acceptabl e salt #hekeof.#13\(6] /he di ng zyMham ng¢"canmpound of the

above- ment i oned "[NgF, wenet'n r# an : ~cach _ .. Rsi. [tso
Rsi Rso Rsi. Rso Rsi ]~So N~ /-~ ~ N~ N " _~An 0~ - oTR\SO‘Rw
([SOY ReiY _ / R\ // \ ~\ ~~\ NN~ N N~~~/ or Rso Rsi R~
wherein R60, R6% and R6Z"are askR®tlefi ned R&‘bové“omﬁoa pmdtﬁﬁfg s thereof or a
phar maceutical |y ept a sal t er eof . Q ybenzy ne conpound of

t he above-nenti g ed® [ 6], erei ng B,,an re egth R~ RSA RSO
Rsi- Rso [tsO /% ¥~/ ISN%)I\V/"\\\I“)HRF‘ _ Kﬂﬁ

wherein R®®, R® and R®® are the same or different and each is a
hydrogen atom, a halogen aﬁom, a nitro group, an amino group, a
hydroxyl group, a cyano group, an acyl group, a Ci¢ alkoxy 7
? group, a C;s alkenyl group or a C;-¢ alkyl group (wherein Ci
alkyl group is optionally substituted by hydroxyl group or
~COORM (wherein R* is as defined above)) or a prodrug thereof

or a pharmaceutically acceptable salt thereof.

13



or wherein R60 and R61 are as defined above or a prodrug thereof or 10 a
pharmaceutically acceptable salt thereof. [8] The di benzyl am ne conpound of
any of the above-nmentioned [1] and (3] to [7], wherein Ais -N(R) (RS)
(wherein R and RS are as defined in the above mentioned [1]) or a prodrug
t hereof or a pharmaceutically acceptable salt thereof. is (9] The

di benzyl am ne ound._ of the above-nentiqned [ rein is aClsS

al kyl group or[%g”gl?eo&rlﬂﬁnﬁylﬂ}é?%%? C(?F‘p%“m[)ﬁgr Frté%é‘gf’f’%d‘ﬁrﬁla’&%%ﬂtsébl e salt
thereof . [10] whaeeil henZ )8 aruner’spEReUAskNT the above-menti oned [9]
wherein R6 is a Cl_6 al kyl group or a prodrug thereof or a 14
pharmaceutical |y acB¥pR&bl-ersakte t hdfeoRk® [ 18y Rte difjwengy| ani ne conpound
of the-above-nepLLphed 1j ./ whichAs sehecgbd fxom rhe ~grqup consisting
of N (3-{N -cycl opent yl/hethyl - - &t hyl api n '

-5,6,7,\8 s \
t et r ahydr onapht* n- 2- hyl 3, 5-8x Ny NG
bi s(trifluoronethyl)benzy]]-(2- ne hyl - 2H-t trazoI\E{;I)anT e,

3-{[N-[3-(N - | opent y| et hyl - N - et hyl ani no) -5, 6 -

t et r ahydr onaphihal en- 2- Inethyﬁ -N-(2- hyI-2Fﬁ etrazol -5-

yl ) am no] net hyl trif onet enzon| i | e, N—N
N-[3, 5-bi s(trifluokometyl \ 113 QI eyl yl n#t hyl -

N - et hyl am no)i n-5-y yI] -nethyl tetr20l -5- yNanm ng,

N-[3,5-bis(trifldoromethyl)benzyli]-N-[6-{N -cycl opentyl mnethyl -
N - et hyl am no) i;gdge- 5-yl nethyl ] - {2-nethyl -2Htetrazol -5- is yl)am ne
hydr ochl ori de,

N-[6-(N -cyclo @;thyl -et hyl am no) i ndan-5-yl nmet hyl ] - N-
(2Htetrazol -S 5 bls(trlfluoronethyl)benzyl]anlne
N-[6-(N -cycl ope tylnethyl - et hyl am no) i ndan-5-yl nmet hyl ] - N-

[3 5- bis(trifluoronethyl)benzylj-(pyrinidin 2-yl)am ne 20 hydrochl oride,
N-[6- (N -cycl gpentyl H‘Bt Mt N “Na ﬁ&hyx!”eag]snggflne nébSo-%l ggtamfalrlaarl\tg
7 thereof or a pharmaceutically acceptable salt thereof.
[7] The dibenzylamine compound of the above-mentioned [6],

wherein ring B and (R®), are each _
. Reo RS0

Y

wherein R® and R® are as defined above or a prodrug thereof or

Re0 Re0 Ré1

10 a pharmaceutiéally acceptable salt thereof.
(8] The dibenzylamine compound of any cf the above—mentioned
[1] and [3] to {7], wherein A is -N{R’) (R®)} (wherein R’ and R®
are as d_efined in the above-mentioned [1]) or a prodrug
thereof or a pharmaceutically acceptable salt there_*of.-

15 [9] The dibenzylamine compound of the above-mentioned [8],
wherein R’ is a Cj.¢ alkyl group or a prodrug thereof or a
pharmaceutically acceptable salt thereof.

[10] The dibenzylamine compound of the above-mentioned [9],

wherein R® is a Ci;.¢ alkyl group or a prodrug thereof or a

i4



[ 3,5-bis(trifluoronethyl)benzyl]-(5-nmethyl-IH pyrazol-3- yl)am ne,

5-{N-(6-{[N -[3,5-bis(trifluoromethyl)benzyl]-N -(5-nethyl- zs

[ 1, 2, 4] oxadi azol - 3-yl ) anmi no] net hyl }i ndan- 5-yl )7 N et hyl am no) pent anoi ¢ aci d

hydrochloride, met hyl trans-4-{[N-(2-{[N -]3,5-bis(trifluoronethyl)benzyl]-
-(2-nmethyl -2Htetrazol -5-yl)am no)net hyl )-4- trifluoronet hoxyphenyl) N so

et hyl am no] net clo anecar boxyl at
S L IN L6 N - BORTRERE SR SR g HsFeRfian. 5- -
yl met hyl ] - N- (21 npting! d 2idnlz@1 srizel cSmptuhandhajheebbyiled-mbntidnel (17,

| uor onet hyl benzonitril e
nf O b 2ty PEF T Bt R e Fo P Nonsy F By et hy! -
- et hyl am nojki miaWEcy&m&hw&ne(:ﬁthhybtﬁjﬂrﬁhéﬁmls %;8-y| ) am ne,

S RO T iy gt e I
3| Eﬁ{g{\t}[ |6 E kljl_ bg@(m&mgdoer)bNgzﬁ]r?(bammﬁkaﬂai‘:ﬁgzol Sr i*,vll)eanuma,

3 TN 6 (N s LG IO T b i o R RepARR 5 . b

yl met hyl ] - N- (ﬂe&-aahydﬁéﬁqphthﬁmemz-el—yﬂnqthyammq]zmé*dftwll}zﬁr-tetrazo1 -5-

trifl uoromet hﬁ%/’l enzoni tri

(t rifl uoronmet hiylybeR y?t]hyklf[% tfl\#?ﬂof(?fng&eyrﬁbﬂ’n%’%tnle
- et hyl an*holi+ l&nrbbs WIﬁélﬂ’qﬂo}neﬂtﬂ)@Entyﬂ__yi.):ml\necydfweﬁt|1 " @Ie— ss

3 t{N-[6-(N IEWCIth?”t o éyrs tﬁﬁf‘nlzn H‘dlai}ﬁ_

yl met hylj - N (thiaz am no} uororre’f’*-ﬁ"'ollbenzonl trile
hydrochl ori deyl}l\éml_iﬁe

N' gt ?éut <r31|mf Ino | ndangﬁsefl %ﬁ\;lzjlofl’\%[&%&zo?zy?ﬁ}g/—}q;—)g%%éL%%}%%é?%%%ﬁﬁe,.
N-[ 3, 5- bi s(t ri fHetrby bareitnley Lndean 2 yy Imeltihf Bl | (I—retin} loj3Entetinaeb i~
15 yl)amine hydrochloride, ]
N—-{6—- (N'=cyclopentylmethyl~N’—~ethylamino) indan-5-ylmethyl]—N—
(2H-tetrazol-5-yl)~[3,5-bis{trifluoromethyl)benzyllamine,
N-[6-(N‘—cyclopentylmethyl-N’-ethylamino) indan—5-ylmethyl]-N-
{3,5-bis({triflucromethyl)benzyl]- (pyrimidin-2-yl) amine
20 hydrochloride, :
N—[6—(Nf—cyclopentylmethyl-N'—ethylamino)indan—S—ylmethyl]—ﬁ—
[3.,5- bls(trlfluoromethyl]benzyl]~(5~methyl 18-pyrazol-3-
vl) amine,
'5"{N—(6—{[N’—[B,S—bis(trifluoromethyl)benzyl]—N'—(S—meﬁhyl-
25 [1,2,4)oxadiazol-3-yl)aminc]methyl}indan-5-y1)-N-
ethylamino}pentanoic acid hydrochloride,
methyl trans-4- { [N-(2-{ [N'-[3, 5—bls(trlfluoromethyl)benzyl]—
N’'-({2-methyl-2H- tetrazol =5-yl}amino]methyl)}-4-
trifluoromethoxyphenyl) -N-
30 ethylamino]lmethyl}cyclohexanecarboxylate,
3-{ [N-[6- (N'-cyclopentylmethyl-N’'—ethylamino) indan-5-
yimeﬁhyl]-N—(2—methyl—2H—tetrazol—5—y1)amino]methyl}-s-

trifluoromethylbenzonitrile,

15



yIthlazoI 2-yl }Yam ne hydrochl ori de,
(N -cycl opentyl net hyl - zs
yIthlazoI 2-yl)am ne. hydr ochl ori de,

- et hyl am no) i ndan- 5-yl nmet hyl | - ( 5- met
N-[35bls(trlfluororrethyl)benzyl] [

-ethyl am no) i nchn-5-yl met hyl ] - (4- et
N- [3,5-bis(trifluoronmethyl)benzyl]-N-[6-(N -cyclopentyl nethyl -

- et hyl am no) i ndan-5-yl met hyl ] - (4, 5-di met hyl t hi azol - 2- yl)am ne -
hydrochl oride, 30 3-{[N] 6- (N -cycl opentyl net lyI -N -ethyl am no) i ndan- 5-
yl met hyl ] - N- ( 8= Fetdmphe vt popamgthyil hrsjeudd 11 8- 5N'-cycl°PentY1methyl-
trifl UOFOﬁEthﬁLtgﬂhaqghiﬂd i 8abydy LOyY19€,(2-ethyl-2H-tetrazol-5-
3-{[N-[6-(N - ¥C| opentyl r%et hyl - %{gt hy)i gm(no)l rslrdan 5 16
yl net hyl.] - N- (¥1hasigk t hi azol - 2-yl ) anmi no] net hyl }-5- -
trifl uoromnethyl rszgmgHﬂﬂf@um&r&ﬁm%r{i@ul\ﬂﬁ !inb»dy@mpentymetnylu
(trifluor onmet hyl) benzyl -cycl opentyl met h

N - et hyl ani ho¥{ mﬁlﬁquﬁpéw-)&mm?@tw rékww-w-)%n? rfel trdazol-3-
hydr ochl ori de 1j\gn[l$,35 b| s
(N -cycl opentyl me

N et L;?;?n”ﬁf) 37 b 853 e st SO N SRR EB TS 4Py ne
hydrOChl0r|deylmethyl]—N~phen lamino}methyl)-5-trifluoromethylbenzonitrile,
N-(3,5-bis(trifluoronethyl)benzy I%NN-[G %N cycl opentyl met hyl - |~
N - et hyl.am no§T hH‘hrﬁs’S“}/I'ﬁﬁf’h‘iRﬁnt( Rty T <y ety )J'P?%ﬂnsne
hydr ochl or k@leyimethyl]-N- (4, 5-dimethyl- thlazollz-—yl]amz.no]methyl] -5—
N[Stﬁ Ib| s(t ”ﬂf:l uo%ggrrst hyI %gﬂeﬂr%zn{%%ﬂrl\%ﬁ I(N cycl Iopgnt lyl) met hyl -

et hyl am no yl i soxazo yl ) ami ne
hy?gocfﬂ;)rkdew¥1355—b1s(ﬁflfl%?romethyl]begzgl]~N—IGT(N'wcyclopeﬁsy%methyl—
N- S5-bis(triflugronet enzy cycl o | et -
N - et hyl ani noY i TRIRHIZNC ?{ré%‘ﬁiﬁﬂ'?_{(&“‘?ﬁ‘[gﬂ}/r (T%aﬁﬁ}ég'é’q TIRA ) ami ne
hydr ochl ori denydrochloride,
N-[35b|s ri fl uoromet hyl benz N - | o nt | met_hyl -

et hyl ani no§| Heahe s/ ﬁﬁ% A’“‘“ﬁé’%’g T‘?ﬁ%@ ﬁd 07yl )anmine

hydrochlcnw d6yldﬁtb§lfFNH($hlazol 2—y1)am1no}methyl) ~5-
(trifl uoronetrplfhggg fky?ténzo 1tr1 () EOBEQ lorl hyl

N-[3,5-bis(trifluocromethyl)benzyl]-N-[6~(N"—cyclopentylmethyl-

nmet h
N-[ 6-
nmet h
N-[ 6-
5-di

N'-ethylamine) indan-5-ylmethyl]- (oxazol-2-yl)amine

20 hydrochloride, |
N-[3,5~bis (trifluoromethyl)benzyl]-N-[6- (N’ ~cycldpenjtyhnethyl-
N’-ethylamino) indan-5~ylmethyl] - (5-methylthiazol-2-~yl)amine
hydrochloride, i
N—{3,5-bis(trifluoromethyl}benzyll—N—[G—(N'—cyclopentylmethyl—

25 N'*ethylamino)indan~5—yimethyl]~(4—methylthiazol-2—yl}amine
hydrochloride,
N-[3,5-bis(trifluoromethyl)benzyl}—N—[S-(N'~cyclopenﬁylmethyl—
N’-ethylamino) indan-5-ylmethyl}-(4,5-dimethylthiazol-2-
yl)amine hydrochloride,

38 3-{[N-{6-(N’'-cyclopentylmethyl-N’—-ethylaminc)indan-5-
ylmethyl] -N-{5-methylthiazol-2-yl) aminolmethyl}-5-
trifluocromethylbenzonitrile hydrochloride,

3-{[N-[6- (N*-cyclopentylmethyl-N'-ethylamino) indan-53-

1é



- et hyl am no)i ndan-5-yl net hyl ] - (5-net hyl - (1, 3, 4]t hi adi azol -2- yl)am ne
hydr ochl ori de, ,
N-[3,5-bis(trifluoromethyl)benzyl]-N[6-(N -cycl opentyl nethyl- zs_

- et hyl am no) i ndan-5-yl met hyl ] - (5-nmet hyl -[ 1, 3, 4] oxadi azol -2- yl)am ne
hydr ochl ori de, :

N-[3, 5-bis(trifluoronet hi‘é) benzY 56 (N -cycl opentyl net hyl -
N - et hyl anmi no)WRgEmEPr W@Izﬂ T3 pRiRGige Fchl ori de, 30

N-[ 3, 5- bi S(trlﬂ‘ﬂlw@.ﬂmtelauﬂm@auiﬂnwej ﬁydﬂxcnz«yﬁlld@pentyl net hyl -
N - et hyl am no)i ndan 5-yl et hyl ] -pyri ¥I drochl ori de,
N- 3, 5-bi s(t r M ldor SHet Ryt 5leR2gsihy ﬁl—?‘?m(yﬂi ’éy{'ﬁ‘dBe L ARgIHyILIme iy 1~

- et hyl am no 5e£ﬁyn‘aknﬂﬁdsmmtahyw,aﬂéyhhx-aqni&émwhozﬁdlew@mahmé yl')am ne
hydr ochl ori ge %}1 2- (N -cycl opentyl net hyl - N - et hyl am no) - 5-
tnfluororreth (2 met hyl - 2H-t et r azol - 5 S
yl ) am no] met th}[a P54diisfi b HDTIQBR b e NESY VLY Hii-ef swﬂfﬁi?*&ll@ﬁérd@lmﬂﬁiﬂw
S-[N-(6-{[N -[3,5-bis(trifluoronethy benzgg‘]‘ %ﬁ
net hyl - 2H t et azBthaé}‘F‘?%’rﬁ”l’?Bf f‘i)’Wdar{ ?ﬁh)"l oRATP LM o) Preanoat e

hydrochl ori dE,hy&E&chM.lorSdéN-(G {[N' (3-cyano-5-tri f1 uor onet hyl benzyl J-N - ( 2-

io methyl-2Hte ani-no n yl

et hyl am no] peAt i{%g%” ﬁf}%ﬁ%‘&ﬁfﬁ?‘%t&é'a%{ ﬁ I[GI\I-“('EEC{Y[:KPQT’?Y%I“T)WI'
(trifl UOFOﬁEthNFényléﬁiioﬂindéﬂf —ylmethyl]~ (5-methylisoxazol-3~yl)amine

met hyl -1 H pyraz g E‘m% lé\m no] met hyl }i ndan-5-yl)-N ethyl am no] pent anoat e
hydr ochl ori de,*¥F§°e2+°%

S-[N-(6-{[N - N3I5; Ebm(sttrzfﬂluef@imhbyj l)ebersrzyh]—[lu' {l@Q—dYEldiantQHnethyl——

Pyl ochi or | e B TR BT NPTy RS F TR hBRIEB oY SN 2- et hy! -
2H t etrazol - Shydidaminejdet hyl } i ndan-5-yl)-N- 20 et hyI am no] pent'anoi c acid
hydr OCh| or ilgeN—F’.’: ,[gﬂ-bg_ ('lgz[lwlugrdme i}rjs.)(ljterrzllz];(!l_i‘]% °['§Etu§' Y. lcz'b_le.o Zewt]_.rin'}léfhg&-
N’-ethylaminoc) indan-5 ~ylmethyl]—{l—methyl—lﬂ—pyrazol-B—
fyl)amine hydrochloride,
N-{3,5-bis{triflucromethyl)benzyl]-N-{6-(N‘-cyclopentylmethyl-
N’-ethylamino) indan-5-ylmethyl]—-{i-methyl-1H-pyrazol-4-
20 y1)amine hydrochloride, '
-N—[S,S-bis(trifluoromethyl)benzyl]—N—[S-(N'-cyclopentylmethyl-
N‘~ethylamino) indan—-5-ylmethyl]-{5-methyl-[1,3,4]thiadiazol-2-
vl)amine hydrochloride,
N—[3,5—bis(trifluoromethyl}benzyll—N-[6w{N;wcyclopentylmethyl—
45. N'-ethylamino) indan~5~ylmethyl]- (5-methyl-[1,3,4}oxadiazol-2—-
yl)amine hydrochloride, | )
7N—[3,5—bis(trifluoromethyl)benzyl]—N—[6—(N'—cyclopentylmethyi~
N'—ethylamino)indan—S—ylmethyl]fpyridin—3—y1amine
hydrochloride, . -
- 30 N-{3,5-bis(trifluoromethyl)benzyl]-N-[6-(N’-cyclopentylmethyl-
N'—ethylamino} indan-5-ylmethyl] -pyridin-2-ylamine
| hydrochloride,
N—[3,5—bis(trifluoromethyl)benzyl]—N—[Z—(N'—cyclopentylmethyl—

17



met hyl i soxazol - 5-yl ) am no] net hyl } i ndan-5-yl)-N- et hyl am no] pent anoi c acid
hydr ochl ori de,

5-[N-{6-{[N -[3.,5-bis(trifluoronethyl)benzyl]-N-(1-methyl-IH zs

pyrazol - 3-yl ) am no] met hyl }i ndan-5-yl ) - N-et hyl am no] pentanoic acid

hydrochl ori de, methyl trans-4-{[N-(3-{[N -[3,5-bis(trifluoronethyl)benzyl]-
N - (1-nethyl -1Hpyrazol -3-yl )am no] net hyl J-5, 6, 7, 8-

t et r ahydr onap i’ haterlapipe)-Ntsbflarcdrpinerividpner hiyl (Foyethviiedrtetanboly | at e

hydrochl ori de,5_ gpgnt}ylle hvdrochl
trans-4-{[N-(3-{[N -(3- cjir/arr?g 5°Ji'1rd|ef'l uor onet hyl benzyl ) -

N - (1-met hyl - I3 By @zdN: @muymwmmtq} =§tiey 1amgno) ~5-

t et rahydronap 2 et hexanecar boxyl at e
hydr ochl ori der&tﬂﬂ‘g%g-% txﬁi)lb@n%&] tuhx%% n’ﬁ ?:%15: i%%‘flo(r%et hyl ) benzyl ] -N - (1-

net hyl -1 H pyr é(i-b?mw{“?mldofmﬂf}ll})r@neﬁhyl@enZtoetlr-aiw hydegpitthaida- 2- vyl ) N

t hyl 1 b o ‘(2
oL o) eyl aheranaeahon | 4t o 0

met hyl - | b pyr azémxlgzyr}%ﬁaﬁe}n%tyﬁywn@l@ vhﬂlk:@@#awmlbn&pht hal en-2-y1)- N

et hyl ani nol rreew]}amgwagg@w aya,aploegag hydr ochl ori de, 30
N-[3,5-bis(trifluoroneth (N -cycl opent yl net hyl -

enz '
N - et hyl ani noPFHEN 5181 (?Eﬁ 1 é(’SYﬁ'Ft‘h"yltr{f_Ll@rﬂl}‘%ﬁé{dPa’ZﬁfU3N'yﬁ)‘am ne
hydr ochi or izdemepitihyh- Eéﬁ%oﬂ—t{—[y% &ﬁlr{o[;meﬂﬂﬁ iinaa&(é-?,uﬁ.éﬁﬁﬁ@ﬂﬁl hyl) benzyl ] -
N - (1-nmethyl -1 H pyrazol yI)amno&n’ethI
et hyl ami no] mef ];/aé?ﬁ?lﬂ?@% EH‘%i‘tlérh%r ochl ori de,

trans-4- {[N-(ﬁeir[ﬁ SLﬁi-ﬁsbkﬁéumf bw&%lb&ﬂ&:‘aﬂgéﬁﬁ}ﬂ)bbhzs{ﬁ—N'-(l-
met hyl -1 H pyrazol ) ami no] net hyl }i ndan-5-yl) -
et hyl ami no] rref‘ﬁ??y}lc}%T%éi%%’e’c—éfllbﬁfﬁwaﬁleé’éif’d lH?EFP“o'%ﬁllb'r‘F‘de net hyl

trans-4- {[N(ﬁu{}(lumﬁ@maaaa&aiet hidideoneppidhyl benzyl) 20
N -(1-methyl-LH pyrazol - 3- am no] et hyl }i ndan-5-yl)-N
et hyl ani no¥rre?ﬁv‘r'}‘éy&%hé?aﬁé’&ér‘ﬁ’é&%}i“&?@mmﬂ’benzYl] “N'-(2-methyl-2H-

tetrazol-5-yl)aminelmethyl}indan-5-yl) -N-ethylaminolpentancic
acid hydrochloride,
5-[N-{6-{[N'—(3-cyano-5-trifluoromethylbenzyl) -N'- (2-methyl-
2H-tetrazol-5-yl}aminojmethyl}indan-5-yl)-N- '

20 ethylamino]pentanoic acid hydrechloride,
5-[N—-({6-{[N*-[3,5-bis (trifluoromethyl)benzyl}-N’'—(3-
methylisoxazol-5-yl)amino]methyl}indan—-5-yl) -N-
ethylamino]pentanoic acid hydrochloride,
5-[N*(6—{[N'—{B,S?bis(trifluoromethyl)benzyl]—N'-(l—methyl—lH—

25 pyrazol—B-yl)aﬁino]methyl}indan—S—yl)-N—ethylamino]pentanoic
acid hydrochloride, R
methyl trans-4—{[N*(3~([N'—[S,S—bis(trifluoromethyl}benzyl]—
N'—{(l-methyl-1H-pyrazol-3-yl) aminolmethyl}-5,6,7,8- B
tetrahydronaphthalen-2-y1) -N- =

3¢ ethylamino]lmethyl)cyclohexanecarboxylate hydrochloride, 7
methyl trans—4-{[N-(3-{[N'—(3—-cyano-5-trifluoromethylbenzyl) -
N’-(1-methyl-1H-pyrazol-3-yl) amino]methyl}-5,6,7,8- '
tetrahydronaphthalen—2-yl}-N-

i8



trans-4-{[N-(6-{[N -(3-cyano-5-trifluoronethyl benzyl)-N -(1-
nmet hyl -1 H pyrazol - 3-yl ) am no] net hyl } i ndan-5-yl)-N

et hyl anm no] net hyl } cycl-ohexanecar boxyl i ¢ aci d hydrochl ori de, zs
trans-4-{[N-(6-{[N -[3,5-bis(trifluoromethyl)benzyl]-N -(2-
met hyl - 2Htetrazol - 5-yl ) am no] et hyl }i ndan-5-yl)- N

et hyl am no] nmet hyl } cycl ohexanecar boxyl i c acid hydrochl ori de
trans-4-{[ N-( @I{iywmpsll’e%wélarqquhﬁxwwphyl#@nbwr)atho@de

net hyl-- 2H t et razQl - 45{3&) ORI DEL, fsyi;lg Mahéoycln)eth&%%enzyn-w— (1~

et hyl ani no] met hyl } cycl ohexanecar boxyli ¢ aci d hydrochl ori de,
trans- 4- {[ N- ( 8PN —-1HE3pEcased ( 3141 pnonoimethyl ) Po¥z Y1 §= N - ( 3-

met hyl i soxazolteéraﬂy)déghmtm;wizl Bflga- 5-yl) - N-
et hyl am no] et 2%/ ; ycl ohexanecar boxyl i c acid hydrochl oride, 19
Y

trans-4-{] N (6 Psllﬁﬁéﬁéiwaphpch@ﬁﬁpm%ﬁgw )hym'ro@g].oride,

met hyl i SOX&ZOltr§néL|4)—Q I‘@ﬂ—fﬁﬁhé’ds}-bil%l'sfltﬂinm‘romethylben l)-—N'—(]h
et hyl am no] et hél }cyc hexanecar oxylic acid -)SZ roch or|

5-[N-(6-{[N -8 HB pyrazpd + 3o aptndrsshy ) )R- 2 (8 s

met hyl - | H- pyragg}a@u%aﬁmtﬁgiamzhyuimdan 5-yl)-N et hyl am no] pent anoat e
hydr ochl ori de,

5-[N-(6-([N - EE’*W&WB@#Hlfwcﬁlshﬁwcséhczwl)mwc{cghwg.fw}mnde

'hsgvaﬁ: 549(; | haps mobieidile) hadaRrRy 1 oenbly € i (30 NAIRet SRy me A)1d
rochloride, io0

5y[N-(6 ([N - F5-hahenino i pfanSrotathyibe hyerhri - (r2npignadiazol-3~

1H pyrazol - 3- yl)atheojymbbiiddsadan- 5-yl ) - N- et hyl ani no] pent anoi ¢ aci d

hydr ochl ori de,

5-[N-(6-{[N pethylp reansitr | Dor Grbihy (Poan2ia (rrif lyoropstiyy) bepeyl] -~
[1,2,4]triazok 3r1¥}néar91n@hn@}ﬂ%!bl+nqaﬂa:‘ényd])nek«.lhyﬁ}ﬁ{dm{L@pmohpent anoic acid
hydrochl oride, ~tran % ir? trifluorongt hyI )benzyl ]-N - (1-
met iy b (A S e R ORGP G SRR e L
et hyl ami no] netfms)—@yclmhexaneeae boonylsi¢er acivd rbyefraahbenide ~n- - (1-
trans-4- ([ N-(6- EI é tnfluororrethylbenzyl%lN'-(l 20
eyl -1t [ 1 AR E R 3 HEAPRRPROT HBS S e
et hyl am nO]ntﬁﬁnﬁlhﬁyﬁﬂ1&bﬁ%¥ﬂ¥ﬂ§31$ﬁﬁﬁﬁbéEafﬁﬁx@l1c .acid hydrochloride,

methyl trans-4-{[N-(6-{[N’-(3-cyano-5-triflucromethylbenzyl}—

20 N'-(1l-methyl-l1H-pyrazol-3-yl)amino)methyl}indan-5-y1)-N—
ethylamino]methyl}cyclohexanecarboxylate, _
trans—4-{ [N-(6—{ [N’-(3-cyano~5~trifluoromethylbenzyl)-N’'—{1-
methyl-1H-pyrazol-3-yl)amino]methyl}indan—5-y1) -N-
ethylamino]methyl}cyclohexanecarboxylic acid hydfochloride,

25 trans—4-{[N-(6-{[N’—-[3,5-bis (trifluoromethyl)benzyl}-N’- (2-
methyl-2H-tetrazeol-5-yl}aminolmethyl }indan-5-y1) ~N-
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
trans-4—{[N—(G-{[N'—(3~cyano—S—trifluoromethylbenzyl)—N'jfZ—
methyl-ZH—tetrazol—S—yl}amino]méthyl}indan—S—yl)—N—

30 ethylamino]lmethyl}cyclohexanecarboxylic acid hydrochloride,

trans—4-{ [N- (6-{[N’—[3,5-bis({trifluoromethyl)benzyl]-N"—(3-
methylisoxazol-5-yl) amino]methyl}indan-5-yl)-N-

ethylaminclmethyl}cyclochexanecarboxylic acid hydrochloride,

19



N-[3,5-bis(trifluoronethyl)benzyl]-N[6-(N -cyclopentyl nethyl -
N -et hyl am no)i ndan-5-yl nethyl ]-(3-nmethyl -[1, 2, 4] t hi adi azol -5- yl)am ne, zs
5_[N-(6-{(N -(3-cyano-5-trifluoromethyl benzyl)-N - (1- met hyl - :
1H[ 1, 2,4]triazol -3-yl)am no] net hyI ]i ndan-5-yl)-N et hyl am no] pent anoi c
acid hydrochl ori de, nethyl :
5-[N-(3-{[N -[3,5-bis(trifluoronethyl)benzyl]-N -(1-
net hyl - | H pyr azehs Ryl Nakérd el indypne; &, t7 igluepmethylbenzyl) -N - - (3-
t et rahydr onap N\ { drochl ori de, nethyl
B-[N-(3-{[N - ?’%Q%g%é’g‘ oLty el e Q%lﬁgh SRl e
met hyl - | H pyr &tbll@8eiylo) aeihyd ]} mlkp}ﬂe}taﬁe@rﬁosylm ac1d hydrochloride,
t et rahydr onap - 2=V Lot | or.Lde.
S TN (B (DN B E A e el DB p A ARt @?@%?EFW ¥
pyrazol - 3-yP) am:hb]-ri#bhyta}zoa S-Wllamtte@}mdibtmi@nrﬁ"aﬂérrﬂz yl)-

e

N- et hyl am no] G e
5-[N-(3-{(N - %%H%%%o trlfipﬁgérglne%ﬁ%%gﬁgyl) N - ( 1- et hyl -

1H pyr azol - 3- ﬁr)lﬁmmd]lm tBricyase-6-Tr 8t dusreagtirldrapit inal’ eh3—2nethyl-

yl) N'Ethy|E”“;@Ql&%ﬂltﬂnéyf%mﬁﬁbfké%ﬁ?&?fﬁ&dﬁtb —N—ethylam;no]pentan01c
trans-4-{[N-(3-{[N -13 bis(trifl doronethyl’)benzyl]-N -(2- 10 :

met hyl - 2H-t et ra&zélhxslrypaieﬂﬁlﬁe} met hyl }-5, 6, 7, 8-

Lot rahydr onaphpal i gny] i5-Nya Rl Ievk it Rk BRL i 1bGXE) Bhaxanesakhpry | i © aci d
ydr ochl ori

trans- 4- {[I\I—(SHTI[’NB-Z(DQ Fydn eninqlmethybrigdannytmiendyl ) - N - ( 2-

met hyl - 2H-t et re%ﬁpiaminmgmanelmfchml ﬁyc&vo@hzm&des '
tetrahydr onapht hal en- }/I%3 t hyl am no] net hyl } cycl ohexanecar boxyl i ¢ aci d

hydr ochl ori de 5~ ¥t &md % mﬁt%lq‘(tﬂlf{@r@maw{ YPepryr et hiynerBehAR ] - N - (1-
met hyl -1 H[1, 234 tJ]'tQ‘ZQiola'Sﬁi)aeﬁﬂlﬁtgLrﬁ@&ﬂ}ih }ncﬁanGEZYlB) ~N- -
e

t et rahydronapht hal en-2-yl) yl am no] net hyl . } cycl ohexanecar boxyl i ¢’
aci d hydrocﬁ|Gppxk?mlno]pentanolc acid hydrochloride, .

trans-4- {{N-(3rdfN4-( BnChanen b- 3, 6L bofarelivdonetryl ey (1Ln - (1-
methyl-1H-[1,2,4]triazol- 3-y1)am1no]methyl}1ndan~5—yl)-N—
ethylaminolmethyl)cyclohexanecarboxylic acid hydrochleride,
trans—4-{ [N- (6—{ [N'-{3—-cyano-5-trifluoromethylbenzyl)-N"—(1-

20 methyl-1H-[1,2,4]triazol-3-yl)amino]methyl}indan-5-yl)-N-
ethylaminolmethyl}cyclohexanecarboxylic acid,
N-{3,5-bis(triflucromethyl)benzyl]-N-[6~(N’'-cyclopentylmethyl-
N‘-ethylamino) indan-5-ylmethyl}-{3-methyl-[1,2,4]}thiadiazol-5-
yl)amine,

25 5“[N~(6—{[N'—(3—cyano~5-trifluoromethylbenzyl)—N'-(l—ﬁethyl-
1H-{1,2,4]triazol-3-yl)aminc]methyl)}indan-5-yl) -N-

~ ethylamino]pentanoic acid hydrochloride, .
methyl 5—[N—(3—{[N"-[3,5-bis (trifluoromethyl)benzyl]-N‘~(1-
methyl—lH—pyrazol—B—yl}aminq]mefhyl}—S,S,?,B- -

30 tetrahydreonaphthalen-2-yl)-N-ethylamino]pentanocate
hydrochloride,
methyl 5—[N¥{3—{[N'—(3~cyano-S—trifluoromethylbenzyl)~N‘—(1~ '
methyl-1H-pyrazol-3-yl)amine]lmethyl}-5,6,7,8-

20



methyl-1H[1,2,4]triazol -3-y|)am' no] met hyl }-5, 6, 7, 8-

t et rahydr onapht hal en- 2-yl ) - et hyl am no] net hyl )cycl ohexanecar boxyl i c aci d,
zs trans-4-{(N-(3-{[N -[3, 5- b| s(trifluosonet hyl)benzyl]-N -(3-

met hyl i soxazol - 5-yl ) am no] net hyl } -5, 6, 7, 8- tetrahydronapht hal en-2-yl)-N

et hyl am no] et hyl } cycl ohexanecar boxyl i ¢ aci d hydrochl ori de,
trans-4-{[N-(3-({N -(3-cyano-5-trifl uoronethyl benzyl)-N -(3 30 -

met hyl i soxazol t&-rphydrinaphteilep-p-$1)6N7 e ghy kgt nalgadrtenepist hal en- 2-yl ) - N-
et hyl am no] metug ey ﬁﬁt&gxanecar boxylic acid hydrochloride, o
2-(5-{N-{3,5-bis(trifluoronethyl)benzyl]-N-[6-(N 21

cycl opentyl metWIN- NB= b&ﬂfyliénﬁ—ﬂi’e‘fl(h@aﬁiﬂ@rmethyl)benzyl]-N’ (1-methyl-1H-

yl met hyl ] am no;}a,;r%tzmzﬁyﬁamr)oqw _@yerpfahkgﬁﬂ%fraﬁémam 2-y1)-

5-[N-(3-{[N 5-bis(trifluoronet

net hyl - | H[ T, zN &FPHW@IOJ Benangir mﬂlﬂehmqmsoswp.s s

t et r ahydr onaphy hal gs- Lkai%ﬁhbyé%lmmte@gmﬁ;e% oydeoqhlldngs. methyl
5-[N-(3-{[ N -(3-cyano-5-trifluoronet hyl benz I-

met hyl - | H[ 1, ZHPYFeaedoB-BL\amiaei #rifird i 1346, 758 6tetrghydronaphthalen-2-

tetrahydr Onap 1hakederi1¥%hindYoeh Bl AW QQicPQ&hQQ&ﬁto‘hdéo hydrochl ori de,
S-[N-(3-{(N -(3,5-bis(trifluoronethyl)benzyl]-N-(1l-nmethyl-|H

[1,2,4]tri azoltrsnﬁTﬁ'drﬁNné?Tﬂe[ﬂ“hy133-&5513‘65?tfﬂ-fl‘mmmethyl)benzyll-N - (2-

tetrahydroruapmelagi,g.rmztgl:}ag}hegr%,mg Rl anod G, gced hydrochl orld‘e 1s
5-[N-(3-{[ N -(3-cyano-5-trifluoronethyl benzyl {LOS‘N (1- met hyl -

1H [ 1, 2, 4] t ri d25ravdnopaphaiaratipl) “ls*e 7, 8-

tetrahydr onaprérthﬁia.&n%wéﬁ?hh ey Maih ARGl RBBL AR gcéaqu,drbmi&qblaor i de,
S-[N-(3-{[N-[3,5-bis | uor onet hyl ) benzyl ]-N -(3

met hyl i soxazol®F825T4 i nb] Ay 3-cysne; o7 81 Lioromethylbenzyl) -N'- (2-

t et r ahydr onaphicbay B2r2t ¥4 )-0h 8-y ant AolRe Ry ang, ¢, acd-d

15 tetrahydronaphthalen-2-yl)-N-

- ethylaminolmethyl}cyclohexanecarboxylic acid hydrochloride,
trans—4—{ [N—(3-{[N'-[3,5-bis {trifluorcmethyl)benzyl]-N"—- (1-
methyl-1H-[1,2,4]triazol-3-yl)aminocjmethyl}-5,6,7,8-
tetrahydronaphthalen—-2-y1l) -N-

20 ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
trans—4—{[Nv(3—{[N'—(3—cyano—S—trifluoromethylbenzyl)-N'—(1—
methyl-1H-[1,2,4]triazol- 3—yl}am1no]methyl} -5,6,7,8-
tetrahydronaphthalen-2-yl} -N-
ethylamino]methyl }cyclohexanecarboxylic acid,

25 trans—4—{[N—(3-{[N'-[B,Sﬁbis(trifluoromethyl)benzyl]—N’“(3—
methylisoxazol-5-yl)amino]lmethyl}-5,6,7,8- | x
tetrahydronaphthalen-2-yl)-N-
ethylamino]methyl }cyclohexanecarboxylic acid hydrochloride,
trans—4—{[N—(3-{[N’~(3—cyano—5—frifluoromethylbenzyl)-N'-(B-

30 methylisoxazol-5-yl)aminojmethyl}-5,6,7, 8-
tetrahydronaphthalen-2-yl} ~N-
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,

2-(5-{N-[3,5-bis(trifluoromethyl)benzyl]-N-[6— (N’-
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hydr ochl ori de, 5 [N-(3-{[N -(3-cyano-S-trifluoronethyl benzyl)-N -(3-
nmet hyl i soxazol - 5-yl )am no] net hyl }-5,6,7, 8- zs ,
t et rahydr onapht haI en-2-yl)-N-et hyl am"no] pent anoi ¢ acid hydrochloride,
5-[N—(3-{[N‘-[3,5-bis(trif|uoronethyl)benzyi]-N'-{2-nethy|-
tetrazol -5-yl)am no] methyl }-5, 6, 7, 8-t et rahydr onapht hal en- 2-

yl ) - N- et hyl am no] pent anoi ¢ aci d . hydrochl ori de, so

5-[N-(3-{[N - (cmbgmmsmtwambﬁm@ﬁyiwﬁz%rrw -(2-nethyl -
2H-tetrazol o} W@ hirkak en- 2-
yl)-N-et hyl an#no%é«[yl? g%%ﬁ}l%lé%dé 3 r%%hét%%lhab bat

trans-4-{[ N- ( 6efhnt 5[—$N5£3b1{§N(TP3 15|-he=r bﬁrﬁeﬁfﬁw}%@ﬁé}yb]bemzr{ls N32{1-
met vl - L1, 2, 4Lguai agol s 3 ¥hd 210 AL BEY fidi hOfRANP1 VS, 5 8-
ethylan1no]nethy cycl ohexXanecar boxylic acid

5-[N-(2-{(N°- rcstﬁanyldsémmftﬂlaécm?wﬁg/flﬁﬁéﬁhﬂﬂﬂwlPellta\*f’eﬁﬁ?l -l H
pyrazol - 3-yl) -4-trifluoronmethoxyphenyl)-N s

et hyl am no] pe%?gﬁ%}hggggﬂ hydrochl ori de, 5-[N-(2- {éh -[3,5-b
{trifluoronet ReEYBeSzyNT (A0{IN 1= Heehghetiitritluorame Ylbenzyl) N7~ (1-

pyrazol -3- | ) ROLAGLIRL byl b £ddchst.arvakakb ARy } s, o3y ami no] pent anoi ¢

aci d hydrochl ori
5-{N-(2-{[ N - tstesrdsomnhthplemZondl thesbubyminolpertangatay| o

1H pyrazol 13- L 3@ hyl } - 4-trifl uoronet hyl phenyl) - N-
et hyl am no] pent anoi ¢ aci d hgdrochl oride, 5-]

3,5-bis
(trifluoromet RyMybSmi ¥ |=¥: (@%}@Fhﬂ“%‘iﬂethfl)genzyl] s u""ethyl‘“lﬂ‘

tetrazol - 5-yl yam nQkeet Juil-b=¢r ftamiihbes @y by @heayl ) - N-
et hyl am no] pent anoi ¢ aci d hydrochl ori de,

5-[N-(6-{[N - [tstrjawfim%ﬂhfthab?fbr’r’ewLw‘)eﬁéﬁimnwef(ffn@%ﬁﬁﬂéw
tetrazol - 5-yl Lg@}m]lgﬂ&yl ] I ndan-5-yl)-N-ethyl am no] pentanoic acid
hydrochlorlde 5-{ N E‘ -({N [359|s(tr|fluoronet benz %Hl [2-(2-
hydr oxyet hyT ) 2l &t &l Gseyaiont ﬁﬁ}%‘é‘t"ﬁ%ﬁ‘f‘w&ﬁﬁ“é@rf l\ﬁll
et hyl am no) penianoizG 4 pek iG-Bydi-gahbaindiethyl)-5,6,7, 8-
- [N (2-{[N - Lgtéahghggge{’;:h%g?énq—ngggy—llg-tc)aetg_%Xa:rllno}péntanolct.] yach_%.H-
hydrochloride,
5— [N~ (3-{[N'-[3,5-bis(trifluorcmethyl)benzyl]-N'—-(3-

20 methylisoxazol-5-yl)amino]methyl}-5,6,7,8-
tetrahydronaphtha1en-2—yl}—ﬁ—ethylamino]pentanoic acid
hydrochloride,

§—[N-(3—{ [N’ - (3-cyano—5—trifluoromethylbenzyl) -N‘~ (3~
methylisoxazol-5-yl)amino]methyl}-5,6,7,8-

25 tetrahydronaphthalen-2-yl)-N-ethylamino]pentanoic acid
hydrochloride,
5—[N—(3—f[N’—{3,5—bis(trifluoromethyl)benzyl]~N'—{2—methyl-2H—
tetrazol-5-yl)amino]lmethyl}-5,6,7,8~tetrahydronaphthalen-2-
vl)-N-ethylamino]pentanoic acid:hydrochloride,

30 5-[N-{3-{[N'-(3~cyanc-5-trifluoromethylbenzyl)-N'~(2-methyl-
2H—tetrazol"5—yl}amino]methyl}—S,6,7,8—tetrahydronaphthalen—z—
yl)-N-ethylamino]pentancic acid hydrochloride, '
'trans-4—{[Nv(Gw{[N'—[3,5—bis(trifluoromethyl)benzyl]—N'~(5—
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tetrazol -5-yl)am no] net hyl }-4-trifl uoromet hoxyphenyl)-N-

et hyl am no] pent anoi ¢ aci d hydrochl ori de,

5-[N-(6-{[N -[3,5-bis(trifluoronethyl)benzyl]-N -(2-nethyl-2H-zs

tetrazol -5-yl)am no] net hyl }i ndan-5-yl)-N et hyl am no] 2, 2- di net hyl pent anoi c
acid hydrochl oride, 6- [N—(6 {[N [3,5-bis

(trifluoronet hylﬁ}lbenz ]-N -(2-neth
t et razol - 5- yl f&iPHb] Hethi] C}’Fﬁdéﬁ“o‘ %V}H@‘é‘?ﬂ@?‘é’fﬁlﬁbfﬁ(éﬁﬁib‘“ -aci d

hydr(N3h|0r|dE%etﬁ?lamlno]methyl}cyclohexanecarbox lic acid,
5. [N-(6-{[N - trifluoronethyl)benzyl]-N - (2- et hyl - 2H-

tetrazol - 5-yl )ar‘ﬁ‘n(ﬁ r{'\%f"hyizb ER Hﬂﬁﬁ%f}wr%eé%’h&’l%ﬁ*?ﬁb]‘%‘ él”me‘dlyl—lﬁ-

d'”Ethylpentfﬂ@@tﬁzéﬁu3dytmgﬂﬂgﬁmﬁéﬁﬂyi@r4 trlfluoromethoxyphen 1) -N-
trans-4-{(N;(6-{[N [35bls(trlfluororrethgl)benzyl] 2 23

et hyl - 2k t ef r SXBYIaPP] BERTIIPHE 13RS PYREAS

et hyl am no] metshy:h} czyqlmhepeaaesﬂ mKYM&roﬂ@tﬂyﬂ%hefm-@f'L@ﬁvmethyl 1H-
(1-{2-[N-(6-{ bis(trifluoronmethyl)benzyl -(2-

met hyl - 2H t et HE%?°153y¥}’ iREY P T A L weAme! ’sphenyl’ ~N-

et hyl ani no] et eyhyraahopsstitshdasaldia Red:dchyskaeh! ori de,

trans-4-(i N-[g _l\%&_ﬁ 5-his(trifl uoronethyl%rw nzyl]-N -

hydr oxyet hyl ) “2H°1 5 61 Cseyanenm bt HergPs HRdRRE B Ml“mEthyl’
et hyl a21 ??h%%hwgﬁyelmmba%m]??wh ]Cvtlaﬁfﬂfll;wromale'lihyli.lph?zayliSN—
trans is(fri or onet enz -

net hyl - 2Ht et Fﬁé‘blamél‘ﬂﬁeé‘ﬁ?ﬁ }?r€t°ﬁ§ l}ydzf°°{'¥?’%’1dﬁorgrret hyl phenyl ) - N-
et hyl am no] mesh-) @y¢ ohasasasay exylickonetity hyendenl-ar - (Bmethyl-20-

ERGINERIE NEELARGITTE s -

Eet rahydE E)nl}ga?htﬁﬂaﬁmn&}gdnﬁahbtcﬁta??zhatydie}[:ﬁldmld)ecycI opentyl)acetic acid,
rans rifluorone nz

net hyl - 2H t et rgég &')a{gﬁoﬁ’ﬁé u°£°m?%‘)fllt?§8?%vr%ét'ﬁox%I’?EW{/]F)ZHN 20

et hyl am no] rretém‘a}zoyﬂ@hemneﬁmhbmnnﬂaaes-dglmymmﬂylla:hirdﬂpentanolc _

trans-4-{[N-{3-(] [ﬁlydl'odhiorl e(tr| fl uoronet hyl ) benzyl J-N - ( 2-

5-{N-{6-({N'-{3,5-bis (trifluoromethyl)benzyl]-N"—-[2- (2~
_'hydroxyethyl)fZH—tetrazol—S—yl]aminoimethyl)indan—5~yl]—N-
20 athylamino)pentanoic acid hydrochloride,
 5-[N-(2-{ [N’~(3,5-bis (trifluorcmethyl)benzyl]~N'-(2-methyl-2H-
tetrazol—Swyl)amino]methyl}—4—trifluoromethoxyphenyl)~N~
ethylamino]pentanoic acid hydrochloride,
5-[N-(6-{ [N’~[3,5-bis (triflucromethyl) benzyl] -N'~ (2-methyl-2H~
25 tetrazol-5-yl)aminc]methyl}indan-5-yl)-N-ethylamino]-2,2—
dimethylpentanoic acid hydrochloride, '
6—[N-(6n{[N'—[3,S—bis{trifluoromethyl}benzyl]—N’-iz—methyl—ZH—
tetrazol-5-yl)amino)methyl}indan~5-y1)-N-ethylaminc] hexanocic
acid hydrochloride, |
30 5-[N-(6-{[N'—[3,5-bis(trifluoromethyl}benzyl]-N’—(2-methyl-2H-
tetrazole-yl)Qmino]methyl}indan—S—yl)—N—ethylamino]—3,3-
dimethylpentancic acid hydrochloride,

trans—4—{{N—(6~{[N'—[3,5—bis(trifluoromethyl}benzyl]—N’—(2—
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ethyl-2Htetrazol -5-yl)am no] met hyl }-5, 6, 7, 8 tetrahydronapht hal en-2-yl)-N-
et hyl am no] net hyl } cycl ohexanecar boxyl i ¢ acid hydrochl ori de; zs
trans-4-({N-[3-({N -[3,5-bis(trifluoromethyl)benzyl]-N -{2-(2-

hydr oxyet hyl ) -2H-tetrazol - 5-yl ] am no} net hyl ) -5, 6, 7, 8-

t et r ahydr onapht hal en-2-yl]-N ethylan1no}nethyl)cyclohexanecarboxyl|c aC|d
hydr-ochl ori de,

1-{3- [ N- ( 6- [ [ MthpX-25psrasait-Puok omiralmetwa 2 yrdanns-yDet hyl - 30

2H-tetrazol - 5eh fﬁﬂﬂﬁghHg%ﬂyﬁhE&E@Bﬁlx§n¥$9fﬂgxyllc acid hydrochloride,
ethylan1no]pro 5; cl ohexanecar boxyl i c_aci d hydrochl ori de,

S IN(6-{[N - DINS(ET [ 1Y 0d B obrdriisy E ¥ bEveyppe thyl) Denpputlfiy N+ 43~
pyrazol - 3-yl )aampﬂxmth&ﬁazeﬁa@-ﬁm}nln&h@thﬂ?{Edaglsﬁ_,ﬁ -r4

di met hyl pentanoj c_ aci d
5- [ N- (8- { [ N’ - F3MBLaiact e Fli Y eRRSAFY I HRSEEIF] ad. padipsbigride,

[1, 2, 4] oxadi az;ehng»#lt)(ﬁmm]{ﬁmtwlskbmmmu&)md&tﬁ%mﬂ Q} P]N'—[z (2-
3, 3- dlnethylpentan0|c aci d hydrochloride, s -bi's
(trifl uoronetﬁV?ﬁ?ﬁﬁ?f?Y}’1@“‘¥?t?ﬁﬁPﬁ yP Zﬂl§m1n°1m5thYl’lndan“ 'Yll‘N*

tetrazol - 5-yl kammhﬂ&iMx}iﬂc}éﬂoﬁméﬂ&ié&i&hb@%ﬁﬁ@gey&) N-

et hyl am no] - di met h ent anoi ¢ _aci d hydrochl ori de,
5-[N-(2-{[N - Fé‘afs,s“&. e T RS R 5”6éﬁi‘§ﬁl”]°“ﬁ'thl(]2bﬁéfhkﬂl‘ﬂ2#2‘
tetrazol - 5191 hathyrcpaetdipayott-9-yih huniqmeihyl phenyl ) -N 1o

et hyl am no] - 3 3:€*Fetggl Entan0|c aci d hydrochl ori de,

trans-4-{[ N- (554 eivdpheny ) Rr yor onet hyl ) benzyl - N - ( 1-

met hyl - | H pyr aﬂqu-aam&)nam;ppi FRNBRbFarfkcakbbiy1uer 868t RoAyRhABY de N

t hyi |0 boxyl d hydrochlorid
TN (2 (TN - F5 GO (PR ot arBp gt G aSme e {PEret b -k

pyrazol - 3-yl )mnm]—mhhaytlr}azél—tsr vl ) s REtOXWRBeRYT Jo=N-
ci.d hydrochl ori de.

;. m?rzn ?Fle f‘%t%}‘g? l{ﬁpﬁfﬁ%ﬁ%gh& M™benzyl ]-N - (5- net hyl -

[ 1,2, 4] oxadi azﬁiylam;ahc)laﬂmbjmbyéﬁtﬂahbe{imabmaﬁt hoxyphenyl ) 2o

1ol TR PRLRS0L 0, Bt o
. methyl-2H~tetrazol-5- yl)amlno]methyl} —4-

trifluoromethoxypheny;?—N~
20 ethylaminolmethyl)cyclohexanecarboxylic acid hydrochloride,
trans-4—{{N-(3-{[N‘—[3,5—bis(trif;uoromethyl)benzyl]—N'—(2—

ethyl-2H-tetrazol-5-yl) amino]methyl}-5,6,7, 8-

tetrahydronaphthalen-2-y1) ~N—

ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,;

25 trans—4-({N-[3-({N'—-[3,5-bis(trifluoromethyl)benzyl}-N'~[2~(2-
hydroxyethyl) -2H-tetrazol-5~yl]aminc}methyl)~5,6,7, 8~
tetrahydronaphthalen-2-y1]-N- J o
ethylamino}methyl)cyclohexanecarboxylic acid hydrochloride, -
1~{3—[N4(6—{[N'-[3,5~bis(triflubromethyl]benzyl]~N'—(2—methy1—

30 ZH—tetrgzol-S—yl)amino]mefhyl}indan—s—yl)—N—
ethylamino]propyl}cyclohexanecarboxylic acid hydrochlofide,
5-[N-{6-{[N"~[3,5-bis (trifluoromethyl)benzyl]-N‘- (1-methyl-1H-
pyrazol-3-yl) amino]methyl}indan-5-yl) -N-ethylamino}-3, 3~
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met hyl -[ 1, 2, 4] oxadi azol - 3-yl )am no] net hyl }-4- trifluoronmethoxyphenyl)-N
et hyl am no] net hyl } cycl ohexanecar boxyl i ¢ acid hydrochl ori de, 2s

6-[ N-(2-{[ N -[3,5-bis(trifluoronethyl)benzyl]-N -(2-nethyl-

tetrazol -5-yl)am no] net hyl }-4-trifl uoronet hoxyphenyl )- N

et hyl-am no] hexanoi ¢ aci d hydrochl ori de,

trans-(4-{[N-(6-{[N -[3,5-bis(trifluoronethyl)benzyl]-N -(2-

met hyl - 2H- t et r &FChE1RENtaRPHB A% Ay | }i ndan-5-yl ) - N so

et hyl ani no] net fiylip-qyct ghexy! é-aﬁ@t(tﬁﬁ%gmkwﬁﬁ,@p@é&r 1991«'L(s_m vl
6-[N-(6-{[N-[3,5-bis (trif[uoronethyl)benz N-(Yl-rre Fiw
tetrazol - 5-yl )!a]rnzné]ﬂ’éac%?F?JrT?da’ﬁiﬂﬂﬁﬂ%]mﬁﬂétlﬁyp‘a?ﬂ%yl&—m-ﬁthrlmunylhexan0| c

acid hydr00h|OHJSialmé%hjipEﬁkéﬂzlé[Qéld:§55r$ﬁﬁior1de

(trifluorongt % benﬁé&h{1 met hyl -

t et razol - 5-yl ) A ndT yﬁ?ﬁﬁd’&ﬁﬁsﬂ;ﬂl)mﬁ?"&ﬁtﬁyiht?ﬁﬁw}lﬂq S(ZdFGFtéWﬁerexanm c
aci d hydrochl ofdt@@zo1- -5-yl) amino)methyl}-4-trifluoromethoxyphenyl) N—
5-[N-(6-{[N -[3,5-bi s(trlfl uor onet hyl ) benzyl ] - N - (2- nmet hy ?'

tet razol - 5- yI AR Ry 3198 R BN Fangist ﬁ9+cbrh¥ﬁ6?cfz|l°4ld@|4 n‘et hyl pent anoi ¢

aci d hydrochl Qﬂ[de{z {[N"-[3,5-bis (trifluorometh l)benzyl —N'-(z—methyl-ZH— -
trans-(4-{[ N % i 35b|str|fluororreth ) benz j £
met hyl - 2H t et rEF6R2S: FY%{WP%‘E?WH c4-trifluoromethylphenyl) -N-

th r :j fi uﬁ:‘ orreit;h@t)spbﬁimc;) - N Bidipbang1peheBidiy heut hohexahhacgdic o acid
rochlori de

6y[N-(2 ([N - [Z2B3H (N {314UBY oF%t-"ﬁ!j*H Berifyrgragethplihepryd LM (1-

tetrazol - 5-yl ﬁammn]nmebhy&bﬂsiﬂ)fahuﬂém&hbﬂwheny|) N- .

et hyl am no)-4,4 g{rret hgl hexanoi ¢ aci d hydrochl ori de,

6- [N (2- {[ N - [ZEITEPEFIPIRBPBARI Y| ) benzyl ] - N - (2. met hyl - 2H i s

t ﬁ] r iazol 5] yldf)ezhyl‘mdlfmlﬁﬂhﬁ4e§dﬂ&bﬁ&[@£§bbﬁﬁlf&93&ia tMdrochloride,

e am no Xanoj ¢, aci rochl ori

traxs (4- {[IKI- “?[%E F’é %blgrs]’(’tsrﬁtfﬁﬁg%yﬁﬁ"ﬁﬁ‘gﬁll)’B@ﬂ%ﬂgﬂﬂr’“l\r11(‘2“‘—‘thyl 18-

met hyl -2F+IletPEZ@&O¥53y?3Eﬁﬁhﬂﬁ]ﬁéﬁhbyl}%4%r1fluoromethoxyphenyl)HN—

trifluoromethy

. rfam\.{l% r\si N{g (eret h¥| cl oh xyI %)ac_et i.C zn acid .
hydfochl ori de- t¥ane 4 ? %%%P’RP PR f] 1FrP¥ RGPORE Y| ) benzyl 1-N - ( 2-
5-[N—{2-{[N"~[3,5~- bls(trlfluoromethyl)benzyl]-N’~(S—methy14-
[132,4]oxadiazol—3wyl)amino]methyl}~4-trifluoromethoxyphenyl)—
%0 N-ethylamino]-3,3-dimethylpentancic acid hydrochloride,
trans—4-{ [N-(2-{[N‘-[3,5-bis (triflucromethyl)benzyl]~N’—(5-
.méthyl—[l,2,4]oxadiazol~3-yl}amino]methyl]—4-
trifluoromethoxyphenyl)~N-
ethylamino]methyl)cyclohexanecarboxylic acid hydrochloride;

25 6-[N-(2-{[N’-[3,5-bis (trifluoromethyl) benzyl]-N‘-(2-methyl-2H-
tetrazol-5-yl)amino]methyl}-4-triflucromethoxyphenyl) -N—
ethylaminolhexanocic acid hydrochloride,
trans—(4-{ [N—-{6—-{[N"-[3, 5—b15(trlfluoromethyl)benzyl]—N'~{2- 7
methyl-2H-tetrazol—-5- yl}amlno]methylilndan 5—yl)-N-

30 ethylamino]methyl)}cyclohexyl)acetic acid hydrochleride,

5—{N—(6*{[N'—[B,S—bis(trifluoromethylibenzyl]—N'—(Z—methyl~2H-

tetrazol—S-yl]amino]methyl}indan—s—yl)—N—ethylamino}—4,4—

dimethylhexanbic acid hydrochloride,
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met hyl -2H-tetrazol -5-yl )am no] nmet hyl )-4- trifluoromethoxyphenyl)-N

et hyl am no] net hyl } cycl ohexyl ) net hanol hydrochl ori de, Zs
6-[N-i6-{[N-[3,5-bis (trifluoromethyl)benzyl]-N -(2-nethyl-

tetrazol - 5-yl ) am noj net hyl )i ndan- 5-yl)-N-ethylam no] -5, 5- di rret hyl hexanoi ¢

acid hydrochlorlde
trans-4-{[N-(2-{[ N -[3, 5- bls(trlfluoronethyl)benz I]-N -(2-

met hyl - ZH- t et r&Zdd-<6= {IN abd dofpie t wsd Hlugromaihy ) hanzyl briet-Hexyethady 2~ N

ropyl am no I I 23 3o
SR T i ot .
met hyl - 2H t et rEP6rbBLRgxpAM h @At bydrpchlegder i f | uor onet hoxyphenyl ) - N-

but yI h L S |_QbL —2H-
Lranes a (1N o LN e B P PRt L et iﬁ%ﬁ%ﬁf‘*’“ W ibeny1-2n

me- t hyl - 2H tetiedFare Syw}mlﬁe]mw|l}nqﬂn—§-r I -P-gshioteeinokypieny! ) - N

et hyl am ho) m%@k@feahm%eseié%ﬁkbeh&%deam de,
trans-4-{[N-(2-{[N - blsgtrl uororrethl)benzyl] N -(2- :
met hyl - 2H t et r&28f= 6:yfifamd }“we&%?rplﬂltrtlﬂwwﬁmlmyphbﬂyr~)(21\| i 0

et hyl am noj rremxh}.cmd-eaee@mcglﬁq&u&m 1 thyl am de;
trans-4-{[ N-( 2- blsgtrlfluorometh nzli N -(2-

met hyl - 2Ht et rtﬁ%}“@‘w‘f%ﬁﬁ YREFREY MY $ T 1M PO RSB q«r@%ybweyﬁyayewc
et hyl ani no]zn'etalayh}lﬁufrlo@ﬂmgaaecar boxylic acid dimethylamde, is
trans4{[|\l—(2ﬁ 5b|s(tr|fluororretggél benzyl]-N - (4

chl or ophenyl ) &fi oﬁzrrét[ﬂyT b3 2-P3 (yrd S enroms H\Sﬁ?ﬂ N ‘(Z‘Nethyl -2H-
et hyl am no] ne&byf&ﬁacb%mnﬁsme&am4&@%&3}5&4&9@4 hb&ler) -n-
trans-4-{[ N (2- L?B 5-bis (trifluoromethyl)benzyl]-N -(p-

tol yl')am no) mé 174 A dophethesanmenyeid I’(‘IYQB"Chl"rlde '
et hyl am no] i net-yd (}zeywoltexan@rea&a@mldx@ma@ﬁﬂ;Mﬂfﬂqhhmtzia,ethyl -2H-

trans-4-{[ NB( %ein[:azol[ § yl)bI ngcg}rnlefthgl(.)}r Omﬂ?:grrgluortemrr}ézhy]'lplweﬁyl) -N-
ethylamino] -4, 4~dimethylhexancic acid hydrochloride,
trans— (4—{ [N-(2—{ [N'—{3,5-bis (trifluoromethyl) benzyl]-N’- (2~
methyl-2H-tetrazol-5-yl) amino]methyl)-4-
“trifluoromethylphenyl)~N-ethylamino]methyl}eycelohexyl)acetic

20 acid hydrochloride,
trans— (4—{[N-{(2-{[N'-[3,5-bis (trifluoromethyl)benzyl]-N’- (22—
methyl—2ﬂ—tetrazol—5—yl)amino]methyl}—4— .
trifluoromethoxyphenyl) ~N-
‘ethylamino]methyl}cyclohéxyl)methanol hydrochloride,

23 6-[N-{6-{[N’'-[3,5-bis (trifluoromethyl)benzyl]-N’- (2—met.ﬁyl+23w
tetrazol~5—yl]amino]methyl]indan—s—yl)—N—ethylamino]-S,S—
dimethylhexanoic acid hydrochloride,
trans—4—{[N—(Z—{[N'-[3,5—bis(trifluorométhyl)benzyl]—N'—(Z—
methyl-2H-tetrazol~5-yl)aminoimethyl}-4- '

30 trifluoromethoxyphenyl)-N-
propylamincimethyl)}cyclohexanecarboxylic acid hydrochloride,
trans-4-{ [N-(2—-{[N'~-{3,5-bis (trifluoromethyl)benzyl]-N'- (2~
methyl-2H-tetrazol-5-y1) aminolmethyl}—-4— '
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tolyl)am no] methyl }-4-trifl uoronet hoxyphenyl)-N

et hyl am no] net hyl } cycl ohexanecar boxyl i ¢ acid hydrochl ori de,
trans-4-{[N-(2-{[N - (3, 5-di chl orobenzyl)-N -(2-nethyl -2H 25
tetrazol -5-yl)am no] nethyl }-4-trifluoronet hoxyphenyl)-N

et hyl am no] net hyl ) cycl ohexanecar boxylic acid hydrochl ori de,
trans-4-{[N-ethyl - N-(2-{ -(2-methyl -2H-tetrazol -5-yl)-N -(3-
met hyl -5-trifl Ga%ﬁldﬁrﬁw heni BT net hyl ) - 4-

th r 11]; |O gﬁlr gre; goxymed}nbmm]m@}—_aﬁ eyl syslobexanasat baxyhi I?ycﬁ%hgloﬁ%e,
|
t?/ans A {{ N ( 2XFER =43 18ni2% (I8 L3 Prpd uiGd FbRarpmBEhidy Peoay Ll (82~ (2-

met hyl - 2H-t et razﬁlyliznqamaegl yhyg,iméo-]mgﬁﬁ ljueronet hoxyphenyl ) - N 27
et hyl ani no] ngt hg ycI ohexanecar boxylic acid hydrochl ori de,

trans-4- ([ N-eth Ijopomethqxypbenydd ¥t - 2H-t et r azol - 5-yl) - N - ( 3-
nitro-5-trifl UQWHM&MYﬁ)@BlBQ&MXH&m&HlC acid amide,

frifluoromethox éEhenyl am nol Ng cycl ohexanecarboxylic acid s

hydr ochl ori de ’{([ N_{ % -{[P kriss (grbﬂg.mromethyl)benzyl]—N'-—(Z—
(trifluoronet h:yéﬁr@anngrﬂetliJaz&lZ'S—E}EiQ&im@hbﬂ@tlr}a;ol _5-yl ) ani no] net hyl }- 2, 2-
difl uorobenzo[% ’Ot] di oxol - N- et hyl am no] net hyl } cycl ohexyl ) net hanol
hydrochl ori de, °f IPPﬁ?f%etf’ﬂxﬁl?@“é(é’{lﬂN [3,5-bis

(trifluoromgt hyi@ﬂamzy&]}ne%yi]%yc%ﬁéwneaﬁﬁd@&ﬂ.@é@c:ta M ongahAQidet hyl } - 2, 2-

di fl uor obenzo 0 I thlamno net hyl cl ohexyl ) acet cacd
hlydr(L)IChI ori ée[t];'fan]s 11 z([% (g Y[ —[3 b.‘l}é (trJ.flu]orome }l}lg/enzyl} Xb}/ -)(2- | !

traﬂsI 32(4 {[Nne(t?miy{lfm-t[e&rﬁdlj—sépﬂaliu%;.uel@émfg,;]lcnlyl-&.benzylh] N h( 2 : )s
met hy Htetrazaql - m y 4- trifluoronmet hoxypheny N-
et hyl anmi no] netH }%y’é‘?/ %Wé%f‘@éﬂ Ohi ¢ acid hydrochl ori de,

trans- (4-{[ N\ (e?t-h&ELNnxr[ﬁmétlhyls(cyﬂ&ﬂdxahedmiﬂa,)t&lmrﬂ:yh]cul}detﬁ;ramde,

i hydr ohenz ol LS4 W2y I RES QY ge S RerTayhy RPBRBN Tt hanol

hydrocrﬂ()r|de chlorophenyl}amlno]methyl} 4-trifluoromethoxyphenyl) -N-
ethylam;no]methyl}cyclohexanecarboxyllc acid hydrochloride,
trans—4—{[N-(2—[[N'—[3,5—bis(trifluoromethyl)benzyl]—N'—(p—
tolyl) amino]methyl }-4-trifluoromethoxyphenyl)-N- '

20 ethylamino]methyl}cyclohexanecérboxylic acid hydrochleride,
trans—4—{[N—(Z—{{N'-[3,5—bis{trifluoromethyljbenzyl]—N’-(m—
tolyl)amino]methyl}-4-trifluoromethoxyphenyl) ~N-
ethylamiﬁo]methyl}cyclohexanecarbbxylic acid hydreochloride,
trans—4—([N~(2—{[N'~(3,5~dichlorobenzyl)—N'—(2—methy1—2H- |
23 ‘tetrazol-5-yl)amino]methyl}-4—-trifluoromethoxyphenyl)-N-

ethylamino]mgthyl}cyclohexanecarboxylic acid hydrochloride,
- trans—4-{ [N-ethyl-N- (2-{ [N’'- (2-methyl-2H-tetrazol-5-y1) -N’— (3-
methyl—S—trifluo;omethylbenzyl}amino]methy1]~4-
_trifluoromethoxyphenyl)amino]mefhyl]cyclohexanecarboxylic acid
3¢ hydrochloride, ' .
trans—4-{ [N~ (2-{ {N'~ (3-chloro-5-trifluoromethylbenzyl) -N‘- (2-
methyl-2H-tetrazol-5-yl) aminojmethyl}—4-
trifluoromethoxyphenyl)-N-
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trans-(4-{[N-(7-{[N -[3,5-bis (trifluoronethyl)benzyl)-N -(2-

met hyl - 2Htetrazol - 5-yl ) am no] met hyl }- 2, 2, 3, 3-tetrafl uoro-2, 3-

di hydr obenzo[ 1, 4] di oxi n-6-yl) - N zs et hyI am no] et hyl } eycl ohexyl )acet ic acid
hydr ochl ori de,

trans-2-(4-{[N-(7-{[N -[3,5-bis(trifluoronethyl)benzyl)-N -(2-

nmet hyl - 2H-tetrazol -5-yl )am no] net hyl }-2, 2, 3, 3-tetrafl uoro-2, 3-

di hydr obenzo[ Fwymwmmsﬂwl)lcxplohexevqegﬂranmbi]mt:m|h}yelye¢ldtmy¢) acet am de

hydrochl oride, 30s-4-{ [N-ethyl- N'~ (2 1-2H-tetrazol Sy} -N'~(3-
trans-N-[ 3, 5-bi S(?I’I f{I[quF‘orSrfet ﬁyf% b{e[nzy 21 _mef_? [2 e azo y(lzl N
( et hoxynet hy NiEyetoirakyluarenytdivensy 1)5mine] methyl}-4-

{1111 uor oot NexyPeg o2 RELIVA 2Ebd it ol kb AMRE-n ool de. 28

trans- 2- (4- N-é{'ﬂ’ -bi's | 'uor onet hyl ) benzyl
met hyl - 2H-t &t By yi?%:m no] net hyl } - 4-

trifl uoromet h@ﬂ,@pe(md(,‘[nl\{'set( o} o 8O IBLRY FheMShohe ey baRENFGNR! _ (2-
hydrochl ori de, s

tTans- (4-{ [ N Pty IN2Ef tetragpd ¢ § i) puincdmethyd )y Bedzy| ) - N - ( 2-

met hyl - 2H-t et a@;.mox%bthrﬂ BPd{GLRY Sty j—Ret hyl - 5-
trifluoronet hyltghenyl -N-et h{l am no] et hyl } cycl ohexyl ) net hanol

hydr ochl ori de® %n(’hﬂﬁ[“hﬂl o¥qlpResy Y msthanol hydrochloride,

{trifl UOFOHEth¥£ﬂéﬂi@2ytﬁ*(w~1(ﬁ% 1305-bis (trifluoromethyl)benzyl]-N*—(2—
met hyl - 2H-tetrazol - 5-yl ) am no] et hyl } - 5- et hyl - 4-
trifluoromet hVFHWelnﬁf"jt%réFﬂJyT%mlhﬂ]‘mlH?F‘)WCFO?T(&XW acetic acid

hydr ochl or i dedlfnﬁ&abér{lzo{{hl\lsi&o&[:i\l-s-[ﬁ,;5Nb| s(trifluoromethyl)benzyl]-N -(2-
met hyl - 2H-tetrazol -5-yl ) am no] met hyl ) -4-met hyl -5- is

trifluoronet hﬁ‘ﬁh‘éﬁm l%tévhweﬁ%?hwﬁéﬁﬁmws%H@/ﬁy?wﬁrﬁﬁe« aci d

hydrochl ori detratrrsat35144{ vk £ 2 H\b i-%agt@ilﬁbéicfzﬂe%ﬂ{zpfﬁﬁnlﬂﬁiillﬁ[qyl] N -(2-
met hyl - 2H-]t]§at razol_- 5-yl ) am no] met -4- trifluoromethoxyphenyl)-N zo

et hyl ami no ne‘f‘?lmy}lc%ﬁﬁ%%‘l’]rrec’t“ﬁ% %H’Gé'ﬁ‘ﬁﬂﬁ’ 1d-4zi d,
trans-4- {[ N- (2ri{filNoréethb@ifirdnyl y Hii-l uor onet hyl benzyl )-N -(2-

ethylaminojmethyl}cyclohexyl) propicnic acid hydrochleride,
trans—- (4~{ {N-(7-{[N’'-[3,5-bis (trifluoromethyl)benzylj-N'—- (2~
methyl-2H-tetrazol~5-yl) amino]methyl)}-2,2,3,3-tetrafluoro-2,3—-

20 dihydrobenzo(l,4]dioxin—6-yl)-N- | '
ethylamino]methyl)cyclohexyl)methanol hydrochloride,
trans—(4-{[N—(?—{[N'—I3,5—bis(trifluofomethyl)benzyl]—N'—{2-
methyl42H—tetrazol—5—yl]amino]methyl}—z,z,3,3-tetrafluoro—2,3—
dihydrobenzo{l,4]ldioxin-6-yl) ~N~

25 ethylamino}methyl}cyclohexyl) acetic acid hydrochloride,
trans-2- (4~{ [N—(7-{[N’'-[3,5-bis (trifluoromethyl) benzyl}-N’'-(2-
methyl;ZH—tetrazol—S-yl)amino]methyl]—2,2,3,3—tetrafluoro—2,3—
dihydrobenzo[l,4]dioxinv6-y1]-N—
ethylamino]methyl}cyclohexyl)acétamide hydrochloride,

30 trans-N-{3,5-bis(trifluoromethyl)benzyl]-N~{2~[N*—ethyl-N‘—(4-
(methoxymethyl) cyclohexylimethyl)amino] -5~
triflucromethoxybenzyl}-(2-methyl-2H-tetrazol-5-vl)amine
hydrochloride,
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met hyl -2H-tetrazol -5-yl )am no] met hyl }-4- trifluoromethoxyphenyl)-N
et hyl am no] nmet hyl } cycl ohexanecar boxyl i c acid hydrochl oride, 2s
trans-(4-{[N-(2-{[N -[3,5-bis(trifluoronethyl)benzyl]-N-(2-"

met hyl - 2Ht etrazol - 5-yl ) am no] net hyl } - 4- br onophenyl ) - N-

et hyl am noj net hyl } cycl ohexyl ) met hanol hydrochl ori de,
trans-(4-{[N-(2-{[N 33 S5-bis(trifluoronethyl)benzyl]-N -(2-

met hyl - 2H t et rF&E2BF=5- ﬁr}aﬂn(ﬁo](l h%’cﬁ?l-?*lmdrtsﬁﬁm@ﬁwthQenzyli-N'~t2-

et hyl ani no] metdayh, mLeQ@e%lawuw,%ﬁnet&wi hi ori de,
trans- (4-{(N-(2-{(N -[3,5-bi s(trifluoronethyl)benzyl]-N -(2-

net hyl - 2H t et rF&3 ucsfoy‘fe}lmmb?mihw?ﬂmd@mmbneshﬂ Ispcahieexpl) ethanol

N- et hyl ami no] mgabyéh}lgyga@hexyl ) et hanol hydrochl oride, 29

trans-4- ([N—(2-{(N - - bi sitrlfl uor onet hyl ) benzyl]-N - (4-

met hoxyphenyl )téﬁ“i‘?lo‘]‘lﬁéﬂ’lyqz}'-{ N {163 Pubtoltat Rbxanome By 1) brpzyl] -N* - (2

et hyl am no) meqByhy) P—)éﬁl—ﬁ)@@ﬁééﬂﬁ-c@fﬁ@éﬁ{lﬂ&zﬁ%ﬂl ﬂlmdﬁgeﬂvloel- de,

trans- (4{[N—& bis (trifluoromet benzyl )-N -{2 s

net hyl - 2H t et Fa% “°5°59?‘5*§’r%?h%’}¥?ét‘ﬁy?‘}h>9@ﬁﬁ #llcyclohexyl)methanol
met hyl phenyl ) ndeidmibanad1o] met hyl ) cycl ohexyl ) met hanol. hydrochl ori de,
trans-(4-{[N-(2-([N - trifluoronethyl)benzyl -(2 :

net hyl - 2H t et FEZH 8- W a‘ﬁrhiﬁ ey TYisA to L fluarens Hwaﬂm N[ pl2-

et hyl ami no]mehéwlgl(;ygl-@ﬁ)aybj@@tugmﬁﬁgmem r}agh,l,gm e4-

trans- (4{[N— N% 5-bis (trifluoromnet benzIL & _ )
met hyl - 2H t et S“é{ﬂr?‘h%})mfﬂyﬂhy&aqulﬂewvwf LN OPFRIHA ) - N
et hyl am no] rrehmd hgﬁﬁ&ah@xy&a,acet ic acid hydrochloride, is

trans-(4-{[N-(2-{[N -[3,5-bis(trifluoraonethyl)benzyl &f
ool ot Lo PRt LN Ta kit et ThAed FE B bR R b 1 - (2
N- et hyl ami no] memmkmwt@h%Msygw&mﬁoaﬁb&mydaqséﬂhgusle

trans- (4-{ [N 3,5-his |quororrethyI) enzy (2
ﬁEthL-ZFFth?Eﬁéé Fpgﬁ? h% o]methyl}cyLlohexyl]acetlc-
trifluoronet hg/é:[ﬂ’lﬁmgi'dchhlopimyl am no] rret hyl } cycl ohexyl )acetic acid

hydrochloride, .. . (a-{iN-(2-{[N'-13,5-bis (trifluoromethyl)benzyl]~N’—(2—
methyl—zﬂ—tetrazol—S—yl)aminojmethyl}~4~
trifluoroﬁethoxyphenyl}—N—

20 ethylamino]methyl}cyclohexylﬁethyl)phosphoﬁic acid,
trans—4-{[N- (2-{[N'-{3-bromo-5-triflucromethylbenzyl)-N"-(2-
methyl—ZH—tetrazol—S;yl)amino]methyl}—4—
trifluoromethoxyphenyl) -N-
ethylaminojmethyl }cyclohexanecarboxylic acid hydrochloride,

25 trans-(4-{[N-(2-([N'-[3,5-bis (trifluoromethyl)benzyl]-N*—(2—
methyl-2H-tetrazol—-5- yl}amlno]methyl}~4-bromopheny1)~N—
ethylamlno]methyl}cyclohexyl)methanol hydrochloride,
trans—{4-{ [N-(2-{ [N'—{3,5-bis (trifluoromethyl)benzyl]-N'—(2-
methyl—ZH-tetrazol~5—yl)amino]methyl}—4—bfomophenyl)-N—

30 ethylamino]methyl}cyclchexyl)acetic acid hydrochloride,
trans—(4~{[N—(2—{[ﬁ'~[3,5-bis(trifluoromethyl)benzyl]-N'-(Z—
methyl-ZH—tetrazol—S-yl)émino]ﬁethyl}—4—chloro-5—ethylpheny114
N-ethylamino]lmethyl}cyclohexyl)methanol hydrochloride,
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trans-(4-i[N-(2-{[N -[3,5-bis(trifluoromethyl)benzyl)-N -(2-

met hyl - 2H-tetrazol - 5-yl ) am no] et hyl } - 5- met hoxy- 4-

met hyl phenyl ) - N-et hyl am no) net hyl ) cycl ohexyl )acetic acid 2s hydrochl ori de
trans-4- ({N-[2-{[N -[3,5-bis(trifluoronmethyl)benzyl]-N -(2-

met hyl - 2H-tetrazol -5-yl )am no] nethyl }-4-(2,2,2- trifluoroethyl)phenylj-N
et hyl am no] net hyl ) cycl ohexanecar boxyl i ¢ acid hydrochl oride, so

trans- (4-t{N ¢t2af§-N-{[8; BB’ i3 5Hbm)(rl:@mél¢gd0)nbemy beady 1R - (4-

met hyl - 2H-t et ) -N-
trifluoronet h@?ﬁﬁéxﬁp%ﬁ#@p%ﬁ%}[ﬁ%&ﬁﬁig %%f@ﬁoﬁe xﬁye%yet ¢ acid
hydr ochl ori deetﬁyﬂamlno]methyl]cyclohexanecarboxyllc acid hydrochlorlde

trans- (4- {[N'{:Zar{ '\'g Eﬁiam (B “{bfkli;fl 3@1%&9&5‘@91&9&3&%—1\1'—(2—

net hyl - 2H-t et razo met hyl
t ri f 1 uor omef hostipeaptjetitapebfyivihamisiodme i Llcpohetihoxyt4-aceti ¢  acid

h d hl d - no me X m

t?/aFlgC4 ?{ :\l- ((32 é[yl'ph %Ylg gi s?.f ri uo]ront%%”hiﬁy)céglrl&yyll])-ﬁﬁ?f}

et hyl phenyl )ammché?hwe}» 4-trifluoronet hoxyphenyl)-N

et hyl am no] WEHE%IS)-QXQgm“etéaf‘ﬁ%f@c’%&ﬂlsqt@&ﬁo%ﬂé&% Béﬂﬂ?é N (2-

trans-4-{[ N-( 2- cyano-5-trifluoronethylbenzyl)-N - :
met hyl - 2Htetir1%1*'z*b'|l_ gﬂy#e)‘cefﬁtwmf-hwwwlmewlﬂrﬂffrmemm)moweﬂlyl) N

t hyl c a e
LI TP R e et g

i sopropeny| pheffsydf hidtrigt hif "y 13- ﬂlﬁlfﬁb#@mrm@ﬁhbbﬁﬂzyl&rw—&—

et hyl am no] rre;am heyglhexanesa g,bpaﬁﬂnb‘fm@,g{ )-hS trans-(4-f
[N-(2-{[N - gIS(tI‘IHUOI‘O hyl ) benzyl “(p-

tolyl)am no] n’é‘tWP?IQ}Ue{tPﬂWmPBﬁ%IHG%yphenyl ) N-
et hyl ani no] neéﬂ)\&'l)ﬂﬁ%%]ﬁ@%ﬁ%i} Q@&ﬂé%cy@?hgeiﬂl hxgwmh%émmm&

trans- (4(%N : trifluoronet hyl)benzyl } & ]
met hyl 45%5{%#%12 R=g2v4 I)Naml%o‘i*ﬂ?éﬁhw}flaoweﬂwl benzyl]-N'-(2-
trifluoromet haserghesyd derb RIINEL AN HAhE T ¢Y£l N8 ¥y 3268} ighendt)
hydr(x:hlorl de —ethylamine]methyl}cyclchexyl) acetic ac;d hydrochloride,
tranS*(4—{[thz—{{N’—[S,S—bis(trifluoromethyl)benzyl]—N'—(2—
- methyl-2H-tetrazol-5-yl)aminolmethyl}—4—
20 trifluoromethylphenyl)~N-propylamino]methyl}cyclohexyl)acétic
_ acid hydrochloride,
trans—(4-{ [N-(2—-{ [N*~[3,5-bis (triflucromethyl)benzyl]-N’~ {2~
methyl-2H-tetrazol-5-yl)amino]methyl }-5-methoxy-4-
methylphenyl)—Néethylamino}methyl}cyclohekyl)acetic acid
25 hydrochloride,
trans—4- ({N-[2-{[N*—-[3,5-bis (trifluoromethyl)benzyl]-N'—({2-
methyl-2H-tetrazol-5-yl)amino]methyl}-4-(2,2,2-
trifluoroethyl)phenyl]-N- '
ethylamino}methyl)cyclohexanecafboxylic acid hydrochloride,
30 trans-(4-{[(N-(2-{[N’-{3,5-bis (trifluercmethyl)benzyl]-N"- (2~
- methyl-2H-tetrazol-5-yl}amino]lmethyl}-5-methyl-4-
trifluoromethylphenyl)—N—propylémino]methyl}cyclohexyl)acetic
acid hydrochleride, ’
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trans-(4-{[N-(2-([N -[3,5-bis
nmet hyl -[ 1, 2, 4] oxadi azol - 3-yl)
trifluoronethyl phenyl)-N-ethyl am no] net hyl } cycl ohexyl )acetic 2s acid
hydrochl oride, trans-(4-{[N-{2-{(N -[3,5-bis(trifluoronethyl)benzyl]-N -(5-
met hyl - [ 1, 2, 4] oxadi azol - 3-yl ) am no] net hyl } - 5- net hyl - 4- :
trifluoronethyl phenyl)-N propyl am no] net hyl } cycl ohexyl )acetic acid
hydrochl oride, 30 trans-(4-{[N(2-{[N -[3,5-bis
(trifluoromethyl)benzyl]-N-(2- :
met hyl - 2H-t et r azoleanyl jamRolaBtRyl §3, 5Bt WHit4noromethyl) benzyl]-N*— (2~
trifluoronethyl phenyl)-N propyl am no] nmet hyl } cycl ohexyl )acetic acid, 31
trans- (4-{[ N ( 2- { Wth¥L; -“Bﬁgfa(@rlr?mﬂdtaﬂh’é?ifﬁ“}‘ﬁéh“z‘kl‘l ]-N -(2- :
met hyl - 2H-t et r azolx3 £y J e Bd R BN h~4PEédWlamdno Imethyl } cyclohexyl) acetic
trifluoronethyl phenyl)-N-ethyl am no] net hyl } cycl ohexyl )acetic acid, s
trans- (4-{[ N-(2-{] 1§['§{G§Pﬁhiﬁ%"~f| uor onet hyl ) benzyl ] - N - ( 2-

met hyl - 2H-t et r azolir@nyl 9-qvned-mivhy| 3, 55t 4vilFidoromethyl) benzyl ] -N* - (4-
L1 i1 wor onet hyl phenyl )1y el byl am nol st hyT) cyslohexyl et apl ¢
}\]r a?; -(4- ‘E] [ IN- (2 |2—|: { [eNhyia?Tl%gh)lh&ﬁfyll 1y E&M@ﬁi&g}:bﬁﬁﬂﬂh | ]azici hydrochloride,

' - (2-net hyl - tetrazol - 5-yl)am no] net -5-1 - 4- ,
trifluoronet hyl phéA§Fy=RHMRIA-dH nb}%fﬁﬁé?}%‘ﬁ?ﬁ‘&ﬂ“?%&??“é q-(2-
t raﬂsl- (4-{[N-(2-{ lﬁ-anhf.’?—,Zﬁ*—béﬁ(atzblf—f-t&?ﬂ em&u);]ﬂel)—.bgnz-w—} -N - (2-

nmet hyl - 2H-tetrazol - 5- an noj ne -5-nmethyl-4- is
trifIuoronethyﬁ%héﬁ§?¥¥%F¥WTﬂgﬁﬂ#1 WetRyl } cycl ohexyl Yacetic acid or a
prodrug thereof okthypianhsnrailiyl a)dlyharesiiaabbeySial bkecid hgteedhlopidd, The
di benzyl ari ne comouRd Of (1 A0RYEITR0LL O el d someRym Wahelh oSk oot ed
trans- (4-{[ N- ( 2- { [bopfchehybbiseiyl ) rhithon naeti-3 benizlhprdfiethdxyphenyl) -N-

ethylamino]methyl}cyclohexanecarboxylic acid,

(trifluoromethyl)benzyl]-N -(5-
am no] net hyl ) - 5- et hyl - 4-

15 trans-{4-{[N-(2-{[N"-[3,5~bis(triflucromethyl)benzyl]-N'-(p—
tolyl)amino])methyl)}-4-triflucoromethoxyphenyl)-N-
ethylamino]methyl}cyclohexyl) acetic acid dihydrochloride,
trans—-{(4—{{N-(2-{[N*-[3,5-bis{triflucromethyl) benzyl]-N‘'—-(5~
methyl-[1,2,4}loxadiazol-3-yl)aminolmethyl}—-4-

20 trifluoromethoxyphenyl)-N-ethylaminolmethyl}cyclohexyl)acetic
acid hydrochloride, ‘
trans~(4~{{N—(2-{[N'—[3,5—bis(trifluoromethyl)benzyl]-N'H(S—
methyl—[l,2;4]oxadiazolﬂ3—yl)amino}methyl]—S—methyl—4—
trifluorcmethylphenyl) -N—ethylaminc]methyl}cyclohexyl)acetic

25 acid hydrochloride, ,
trans—(4-{[N-(2-{[N‘-{3,5-bis(trifluoromethyl)benzyl]-N’-(5-
methfl—[1,2,4]oxadiazol—3—yl)amino]methyl}-5—methyl—4—
trifluoromethylphenyl)-N-propylamino]methyl}cyclohexyl)acetic
acid hydrochloride,

3 trans-(4-{[N-({2-([N'—-[3,5-bis{trifluorcmethyl)benzyli]-N'- (2~
methyl-2H-tetrazol-5~-yl) aminolmethyl}-5-methyl-4-
trifluorcmethylphenyl)-N-propylamino]methyl}cyclohexyl)acetic
acid,
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met hyl - 2Ht etrazol - 5-yl ) am no] net hyl } - 4-

trifluoronmet hoxyphenyl)-N-ethyl am no] net hyl } cycl ohexyl )acetic acid
hydrochl ori de, 2s trans-(4-{[N(2-{[N -[3,5-bis

(trifluoronethyl)benzyl]-N -(2- nethyl-2Htetrazol -5-yl)am no] net hyl } - 4-
trifluoronethyl phenyl)-N-ethyl am no] net hyl } cycl ohexyl )acetic acid

hydrochl oride, trans-(4-{[N-(2-i[N -[3,5-bis(trifluoronethyl)benzyl]-N -(2-
30 net hyl -2Htetrazol - 5-yl)am no] net hyl } - 5- net hyl -

tri-fluoronethyl p_henyl ) N- et hyl am no] net hyl } cycl ohexyl )acetic acid

hydrochl oride, trans (254 [3.s5501 1 chelrb one (o
(trifluoronethyl )benzyl ri_[l\{ll\tl‘_‘I ? {éy crifluoromethyl) benzyl] (

met hyl - 2H-t et razolmeﬁhylj?aiﬂtﬁ@}mlhﬁl}l)MPrm}mthsl}-4-methyl-5-

trifluoronethyl phq&;_{lf% F‘M@{%ﬁﬂeﬁﬁi)rrqqt_gﬂjl}%)ﬁﬁhgngg%ly“\g}eglio@lexﬁgiaqetic

hydrochl ori de, trans
(trlfluoronethyl)bﬂngyl] N -(2- s nethyl-2Htetrazol -5-yl)am no] net hyl } - 4-

trifluoronethyl th;}gh% _qrﬁpzfi quno if%tm/i- &&mhﬁmuﬁﬁ%hgylﬁ@d dz-

hydrochl ori de, trans
(trifl uoronethy|)lmgﬁgijzmﬁte(szol 5—yl}am1no}methyl} S5-methyl-4-

methyl -2H-tetr aZOIt Y&c):%%@ﬁ&h%feﬁﬁ)} ﬁe%ﬁ*lwlﬁé]métﬂyll cyclohexyl)acetic

trifluoromethyl phenyl)-N propyl am no] net }cycl ohexyl )acetic acid
hydrochl ori de, tr &¢dd(methpresglipppre | 3, 5- b| s{trifluoromethyl)benzyl]-N -(2-

met hyl 2H-tet razo'eiﬁ Yleﬁ%DPAJﬁEDYi—} {‘ﬂl"—-[B 5—h15 (trlfluoromethyl)benzyll-—
trifluoronet hox%/’phenyl ) - N- propyl am no']- met hyl } cycl ohexil )acet Ic. Is acid

hydr ochl ori de, ¥r &is{¢zuethyl(Z-prraged-b- ’WF?F‘M’S‘V Yritzyl [ - N - (2-

met hyl - 2H-tetr aZOltr§de&r@%ﬂNl’ﬁE9¥i)} e l@)ﬁllné]'methyl }cyclo_hexy]_.) acetate
trifluoronethyl phenyl)-Npropylam no] nethyl }cycl ohexyl)acetic acid, zO

trans-(4-{[N-(2-{[@Rd-[3,5-bis(trifl uororrethyl Ybenzyl]-N -(2-~
et hyl - 2H t etrazoleyanyl ()4afi"{lﬁ'ﬁbzm?t[f3yi [}3‘,4‘-1953 (t¥h £ Dsoromethyl) benzyl]-N‘—(2-

7methyl~2H—tetr;zol—5—yl)amiﬁo]methyl}—5—methyl~4~

15 trifluoromethylphenyl)—Nﬂéthylamino]methyl}cyclohexyl)acetic
acid '
or a prodrug thereof or a pharmaceutically acceptable salt
thereof.

{12] The dibenzylamine compound'of the above-mentioned [1],

20 ywhich is selected from the group consisting of
trans- (4-{ [N- (2-{[N*~-[3,5-bis (trifluoromethyl}benzyl]-N’—(2-
methyl-2H-tetrazol-5-yl}amino}methyl}-4-
trifluoromethoxyphenyl)-N-ethylamino)methyl}cyclohexyl)acetic
acid hydrochloride,

25 trans—(4-{[N-(2-{[N‘-[3,5-bis (trifluoromethyl)benzyl]-N’'-(2-
7methyl—ZH—tetrazol—S—yl)amino]methyl}—4—
triflvoromethylphenyl)-N-ethylamino]methyl}cyclohexyl)acetic
acid hydrochloride, -
trans- (4-{ [N~ (2—{ (N'~[3,5-bis (trifluoromethyl) benzyl] -N'- (2~

30 methyl-2H-tetrazol-5-yl}aminco]lmethyl}-5-methyl-4-
trifluoromethylphenyl) -N-ethylaminolmethyl}cyclohexyl)acetic
acid hjdrochloride,
trans—- (4-{ [N—{2-{[N’~-[3,5-bis{trifluoromethyl)benzyl]-N'~ (2~
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trifluoronethyl phenyl)-N-ethyl am no] nmet hyl } cycl ohexyl )acetic acid and
trans-i4-{{N-(2-{[N -[3,5-his (trlfluororrethyl)benzyl] N' (2- 2s

met hyl - 2Ht etrazol - 5-yl ) am no) net hyl } - 5- net hyl -

trifluoronethyl phenyl)-Nethyl am no) net hyl ) cycl ohexyl )acetic acid

met hanesui fonate or a prodrug thereof or a pharnaceutically acceptable salt

thereof. 30 {13] The dibenzyl am ne conmpound of the above-nentioned [2],
which is selected fromthe group consisti ng of

N-(3-(N -cycl opentyl met hyl -N -et hyl am no) -5, 6, 7, 8-

t et rahydronapht ha'rﬁéh@ﬂimfem‘ééol'ﬁls Zﬁ)@:ﬁﬁom&ngn 4-methyl-5-

(trifluoronethyl)benzyl]- tetrazol
3-{[N-[3-(N -cycl omftlypme@ylmeng@m—g@n@mgo@;mquyl}cyclohexyl)acetlc
t et rahydr onapht hal gn-2 ?(é{E%UﬂXHd N (2- et hyl - 2H—tet razol - 5-
|') ami no] met hyl ) -5-trif1uoroneth I'benzonitrile, '
N- [3,5-bis(trifl uo#@r%th%blyehwl 134 M{@‘PW‘W@PBWH&WH“”N"(Z“
- et hyl am no) i ndgps5; ¥|fff;rt ¥id 2412508t n dfhd Bl pzal - 5- yl) am ne,
I\I—[35b|s(tr|fluororreth benzzl II'\T]?il (N hk P entyl net hyl -
N - et hyl ani no)i nda1FF1§lw>Wleﬁ-Wi}P1’(32¥h?EtWF°maE"éP? YE}CH@WPﬁlé]maﬁétlc
ydrochl ori de, acid h drochlorlde,
N-[6-(N - cyclopentyl rret - N -et hyl am no) i ndan-5-yl net hy
e bt
3
I

YN {31 loT BBy s%ﬁiwlj%thél’]bemyll‘ﬂ’“‘2‘
N - cycl opentydy t&sﬁimﬂ-t&rﬂmbfﬂm:m).wﬂ@% 1y 5k g o

yI)benzyI] (pyrimdin-2- amne_ Is_h drdchlorlde,

y
h
{2H-tetrazol - 5-yl ) qaBss5
N[ 6-
[ 3, 5- s(trlfluorone
N-.[6-

[ 3, 5-
3-{(

y

(

bi
N - cycl oferfisitheeraperiy irbeRyl ks -ﬁay?mnslrgﬁ%% hgGLoRexyl) acetic

bi

s(trifluor cg@hh ll,a,tg,%ﬂ;y},]de(j net hyl -1 B pyrazol - 3 yl ) am ne,
6- (N -cycl opentyl net hyl - {lﬁﬂ am no] i ndan- 5-

|
(
|
gA] N- ( 2- rretWF‘?‘Zf-‘iL‘t{éf‘T&%“dI[NS“ Famﬁﬁirﬁé%‘h%?"eﬁhﬂ’benzyl]“N'-f2-
uo

ro”Ethylbe&%&ﬂ&ilﬂﬂu%etrazol ~5-yl)amino]methyl}-4-
trifluoromethoxyphenyl} N—propylamlno]methyl}cyclohexyl)acetlc

(N
met h
triflu

15 acid hydrochloride,
trans— {4~ { [N~ {2-{[N’-[3,5-bis (trifluoromethyl)benzyl]-N’- (2—-
methyl-2H-tetrazol-5-yl) amino]methyl}-5-methyl-4-
trifluoromethylphenyl)—N—propylamino]methyl}cyclohexyl}acetic
acid, _

20 trans-(4—{{N-(Z—{[N'—[B,S—bis(trifluoromethyl]benzyllﬂN'-(2-]
methyl—ZH—tetrazol—5~y1)aminojmethyl}*4—methyl-5— '
trifluoromethylphenyl)—N—ethylamino}methyl}cyclohexyl)acetic
acid and
trans— (4-{ [N~ (2—-{[N’-[3,5-bis (triflucromethyl)benzyl]-N - {2-

25 methyl-2H-tetrazol-5-yl)amino}lmethyl}-5-methyl-4-
trifluoromethylphenyl)—N—ethylamino}methyl]cyclohexyl)acetic

| acid methanesulfonate
or a prodrug thereof or a pharmaceutlcally acceptable salt
thereof

3¢ {13] The dibenzylamine compound of the above-mentioned [2],
which is selected from the group consisting of
N-[3- (N’-cyclopentylmethyl-N’-ethylamino)-5,6,7,8-
tetrahydronaphthalen-2-ylmethyl]-N-[3,5-
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N-[3,5-bis(trifluoronethyl)benzyl]-N[6-(N -cyclopentyl net hyl -

N - et hyl am no)i ndan-5-yl nethyl ]-(2-ethyl-2Htetrazol -5- yl)am ne, zs
N-[3,5-bis (triluoronethyl)benzyl]-N{6-(N -cyclopentyl nethyl -

N -et hyl am no)i ndan-5-yl nethyl]-(1-nethyl-1HJ[1,2,4]triazol-3- yl)am ne,
3-({N-[6-(N -cycl opentyl net hyl - N - et hyl am no) i ndan- 5- :

yl met hyl ] - N- phenyl am no} net hyl )-5-tri fl uoronet hyl benzonitrile, so
3-{[N-[6-(N -cycl opentyl met hyl - N - et hyl am no)i ndan-5

yl met hyl ) - N- (4, 5-di net hyl -t hi azol - 2-yl ) am no] net hyl } - 5-

trifluoronethyl bendenttifilueromethyl)benzyl])~(2-methyl-2H-tetrazol-5-yl)amine,
N-[3,5-bis(trifluagromethyl)benzyl] - 6- (N - cycl ntyl nethyl , 34

N - et hyl am no)i nd%n?g?y‘lrbyné%]hycf‘]‘:}if’%’ﬁ?[\télz%ﬁ- -ly am :lm#f/c(r’}‘rat& r%f% de,

3- ({N-[6- (N - cycl apensyjdretipt thilewtrylaetid)l-Nd@rrethyl-2E-tetrazol-5-
ﬁ'ygféﬂﬁl 1= N (U0 229) @it h@ MG SR o 2emetnl bA42E O | Denzonitrile
N[ 3, 5- bis(trifPudkroBeitik)teirfiybioidth§l (énzgy T Hop@ErNY | ryichybentylmethyl~
N - et hyl am no)i ndan-5-.yl.net hvl.] -{ oxazaql - 2- yl.) agi n varochloride,
N-[3,5-bis (trifl 3“or%tn*1}§’tlﬁ‘§/‘f‘3 é']ﬁ’?%‘i’@r@i“%‘-?’l%’- 3?2: eﬁ‘ﬁ‘ggt%{ %é*i‘ﬁ%"-l 5

N - et hyl am no) i ndai} amidenet hyl ] - (5- net hyl t hi azol - 2-yl )am ne hydrochl ori de,

N - ot byl ant no)  ndan -y PR RS Er PSR e tbenslne il e

zs N-[3,5-bi s(tri N verhotenind))ibemeyi-r L) N2 gyrhy bedi-yeretdni-5-

¥ e o ) AR o e el s Tanne

yl et hyl 1.- N- ( 5- metthyé+ 6 agwd Lopeyty nwithp} iet-kyhy 1BningDindan-5-ylmethyl] -N~

trifl uorone}rnﬂ beQéﬁﬁEéiFkL 1319 £4y,gL.£§%£ri luoyromethyl}benzyl]amine,

3-{(N-[6-(N -cycl openty rrec_?lhyl li\lP et'hyl am nofl n an-gl-l
H-[6~(N'~cyclopentylmethyl—-N'-ethylamino) indan-5-ylmethyl]-N-
[3,5-bis(trifluoromethyl)benzyl] - (pyrimidin-2-yl) amine

15 hydréchloride, |

N-[6-{N'-cyclopentylmethyl-N'—-ethylamino) indan~-5-ylmethyl]-N-
: [3,5—bis(trifluoromethyl)benzyl}—(5—methyl-}H-pyrazol—3-

yl)amihe,

3—{[N-[6~{N’-cyclopentylmethyl-N’~ethylamino) indan-5-

20 yimethyl]l-N- (2-methyl-2H-tetrazol-5-y1)aminolmethyl}-5-
trifluoromethylbenzonitrile, _
N-[3,5-bis(trifluoromethyl)benzyl]-N-[6- (N'-cyclopentylmethyl—
N'—ethylamino)indan—S—ylmethylj—[2—ethyl-2H—tetrazol—5—
yl)amine, _

25 N-[3,5-bis(trifluorcmethyl)benzyl]-N-[6~(N'-cyclopentylmethyl—
N'—ethylamino) indan-5-ylmethylj-{1-methyl-1H-[1,2,4]triazol-3-
y1l)anmine, _ '
3- ({N-[5-(N'-cyclopentylmethyl-N’-ethylamino) indan-5-
ylmethyl]—N—phenylamino}methyl)—S—trifluoromethylbenzénitrile,

30 3—{IN-[6-{N'-cyclopentylmethyl-N’—-ethylamino) indan-5-
ylmethyl]-N-{4,5-dimethyl-thiazol-2-y1)amino]lmethyl}-5-
triflucoromethylbenzonitrile,

H-{3,5-bis(trifluoromethyl)benzyl]-N-{6-{N'-cycleopentylmethyl-
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yl met hyl ] - N- (4- net hyl t hi azol - 2-yl ) am no] net hyl } - 5-
trifluoronethyl benzonitrile hydrochloride, N[3,5-bis
(trifluoronmethyl)benzyl]-N[6-(N -cycl opentyl net hyl- 2s
- et hyl am no) i ndan- 5-yl met hyl ] - (4- met hyl oxazol - 2-yl )am ne , hydrochl ori de,
N-[3,5-bis(trifluoronethyl)benzyl]-N[6-1N -cyclopentyl nethyl -
N - et hyl am no)i ndan-5-yl net hyl ] - (3-net hyli sot hi azol -5-yl)am ne
hydr ochl ori de, 30
N-[3 S-bis(trifluoromethyl Jbenzyl] - N-[6 (N -cycl opent yl met hyl -

- et hyl am no) i ndan-&tyd vamii hy) Jlnc(aﬁ-ﬁanmélthﬁmea(ztahaﬁ’olylz)-ﬁmaﬁane
hydrochlorlde :
N-(3 5-bis(trifl uSHERBERATIBRAZY 1 | - N-[ 6- (N - cycl opent yl et hyl - 35

- et hyl am no) i ndan-(gnyi evanhydiclogensiimgkh gDz abnfayli hartingan-5-
hydrochlorlde
(t rifl uoronethyl )%ﬁ‘ﬁ?ﬁ"]ﬁ T EEREOL VTV P 8RERA ety 5

- et hyl am no) i Adaribiydrsome by} lbehiofeddiyk - hdpyhbailde3- s yl ) am ne
hydr ochloride, N [NS

(t ri f1 uoronet hyl ) berﬂgy%]blﬂ‘f’él%’1&1"’%@%‘?“8&&%%"&&’ﬁ“ﬁ" (N*-cyclopentylmethyl-
- et hyl ami no) i ndan-&tiytnmthy) indad-Srailhpthy H{yrazdadl-24y1 \dnliagi ne
hydrochl oride, N (hSdro q]l
(tr| f 1 uor omet hyl ) b&RZYT °REF%- (N - cycl opentyl nethyl - iu
- et hyl am no) i ndar{3- %muttgalf]lu(aﬁemw)bézihy?ﬁ]A!}-t[fGl—aur-aaalleﬁenqyllmMyae
hydrochl oride, ;5 . _ _ o .
N-[3 S-bis(trifl ugro tl}yhl?fn}%oe?nzy T 'N—y[]‘g'emll ﬁl%eﬂ-'gﬁtlt]il z°f%y? “yl}amine
- et hyl am no)i ndamdﬁequlneldtg/l ]-(5-nethyl-(1, 3, 4) oxadi azol -2- yl)am ne
hydrochl ori de, . , _
N- [3,5-bis(trifl uor(Bn’et hy )( relﬁzlf/?To"ﬁ-tfél”ﬁnzgflz:l%pentufll né’tcﬁ(fﬁentylmemyl
- et hyl am no) i ndan= '5'el3yllaairlrmlljndplyfﬁ-dllmeﬂ}yw]amiﬁ@thhilmmhlle?ﬂi%mne
N-[3 S5-bis {trifly fg}g Jf benzyl]-N-(6-(N -cycl opentyl met hyl -
N - et hyl am no)i nda -y y| ]-pyridin-2-ylam ne 20 hydrochlori de,
N-[3, 5-bis(triff ulirbfmei*hyb)Tbeﬁiwi}‘omtpili(wnzc;yhbbﬁénﬂm-myt:h%entylmethyl—

N'-ethylamino) indan-5-ylmethyl]-(4,5-dimethylthiazol~-2-
yl)amine hydrochloride,

3-{ [N-[6~{N'~cyclopentylmethyl-N’-ethylamino) indan-5-
ylﬁethyl]-N—(S—methylthiazol—Z—yl)amino]methyl}—S—

20 trifluoromethylbenzonitrile hydrochloride,
3~{[N-{6—{N"~cyclopentylmethyl-N‘-ethylamino) indan-5-
ylmethyl]—N—(4—methylthiazol~2-yl)am%no]methyl}—SA
trifluoromethylbenzonitrile hydrochloride, '
N-[3,5-bis(trifluoromethyl)benzyl]l-N-[6— (N'-cyclopentylmethyl-

23 N'-ethylamino) indan-5-ylmethyl]- (4-methyloxazol-2-yl)amine
hydrochloride,
N-{3,5-bis{trifluoromethyl)benzyl]-N-[6-{N'~cyclopentylmethyl-
N'—ethylamino)indan—S—ylmethyl}—(3—methylisothiazol—5—yl)amine_
hvdrochloride, '

30 N-{[3,5-bis(trifluoromethyl)benzyl]-N-[6-(N’'-cyclopentylmethyl-
N'—efhylamino)indan—S—ylmethyl]—{S—methylisoxazol—B—yl)amine

" hydrochloride, -
. N-[3,5-bis{trifluoromethyl)benzyl]-N-[{6- (N'-cyclopentylmethyl-
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N - et hyl am no)-5-trifluoronethyl benzyl]-(2-nmethyl-2Htetrazol - 5-yl)am ne
hydrochl oride and 3-{[N-[ 2- (N -cycl opentyl net hyl -N -et hyl am no)-5- 2s
trifluoronethyl benzyl]-N-{2-nethyl-2Htetrazol -5-

yl )am no] met hyl }-5-trifl uoronet hyl benzonitrile hydrochloride or a prodrug

t hereof or a pharnmaceutically acceptable salt thereof . [14] A

phar maceutical conposition conprising the dibenzylam ne 3o conpound of any
of the above-nentioned [1] to [13] or a ‘- prodrug thereof or a
pharmaceutical ly acceptable salt thereof, and a pharnaceutically

accept abl e carri ernr-eth}iieEfhdaat 5w iing thit)-isteetigddpoxsdoigSayl) amine

di benzyl am ne 36 conpound of any of the above-nentioned [1J to [13] or a
prodrug thereof oY BflYIFdE8utically acceptabl e salt thereof as an active
i ngredient. [16] A-t[BesaieltiCfiagethetiylabeiiyNabi- (¥’ agenlbpéotylsethyl-
hyperli pidem a, which conprises a dibenz I ne_co und of _any. of the
above- menti oned [ 1" €5 nB’r”ﬁ"aBF%ﬂ'ﬁﬂ’&@’zﬁfggf m%‘%qaggﬁgrrﬁﬁ?:gu ically

acceptabl e salt st hanaminasyafodQbicide, i Ngredient. [17] A nethod for

treating or preventing_ hyperljpi dem j ch 0,cC S W) INg a
di benzyi ani ne conﬂ%dﬁdsg%/lsa{ﬁflnglflofﬂ'&&hy %ei’/'éz-yr%én?i génnég [ Clt% gg}fqyﬁl Eglﬁyg
prodrug thereof orn‘aephgramaeliridanl-5yylaetkeptialilemsaiyil-1 rarveekol-ci- a
mammal ..  [18] Use .of a dibenzyl anine conpound of any of the above-
mentioned [1] to [yfg]mb’?'e &Y %‘%{’rlﬁﬁl Stereof or a is pharmaceutically
accept abl e salt t hernsos-diertthluprachiblyil biverofyl]aNt Her(lpectalopeyterimetry lr
prophyl actic aggnt_fo erlinidem a, | At eyt i : L o
prophyl act’i c aggnlt;N FS?hyqéag\lg?’llélgﬁergr d%fmsegh%ﬂ]i ?ﬁ Jg%{h ri Eie'5;£3§gff edr%%/?gn% ne
compound of any ofl)bhenabguseamdntidmed (1] to [13] or a prodrug thereof or

Z0 a pharmaceut | CEH—'[ES,9—%%.%9%9:@1%0%9&&&%5‘.%&%@1?%%—%@lé&%ioﬁé&%ﬁ%%};—

N‘-ethylamino}indan-5-ylmethyl}— (5-methyl-[1,3,4]joxadiazol-2-

yl)amine hydrochleride,

15 N~[3,5-bis(trifluoromethyl}benzyl]-N-[6-(N'~cyclopentylmethyl-
N’-ethylaminec) indan~5-ylmethyl]-pyridin-3-ylamine
hyﬁrochloride, _ 7
N—I3,5—bis(trifluoromethyl)benzyl]-N—[G—{N’~cyclopehtylmethyl—
N’-ethylamino) indan-5-ylmethyl]-pyridin-2-ylamine

20 hydrochloride, -
N—[3,5-bis(trifluoromethyl}benzyl]—N—[2—(N'—cyclopentylmethyl—
N'—ethylamino)—5-trifluoromethylbenzyl]—(Z—methyl—ZH—tetrazol—
5-yl)amine hydrechleoride and
3-{ [N-[2-{N'~cyclopentylmethyl-N’—ethylamino}-5—

23 trifluoromethylbenzyl]~N~(Z—methyl—ZH—tetraiol‘S—
yl]amino]methyl}—5—ttifluqromethylbenzonitrile hydrochloride
or a prodrug thereof or a pharmaceutically acceptable salt
thereof.

[14] A pharmaceutical composition comprising the dibenzylamine

3 compound of any of the above-mentioned [1] to [13] or a
prodrug thereof or a pharmaceutically acceptable salt thereof,
and a pharmaceﬁtically acceptable carrier.

[15]) A CETP aétivity inhibitor comprising a dibenzylamine
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(20] A nethod for treating or preventing arteriosclerosis, which conprises
adm ni stering a di benzyl am ne conpound of any of the above-nentioned (1]
to [13] or a prodrug thereof or a 2s pharnaceutically acceptable salt
thereof to a mmrmal _ [21] Use of a dibenzyl am ne conpound of any of the
above- nmentioned [1] to [13] or a prodrug thereof or a pharnmaceutically
acceptable salt thereof for the production of a therapeutic agent or a
prophyl actic agent for 30 arteriosclerosis. [22] The pharmaceuti cal
conposition of the above-nentioned [14j, which is used in conbination with
a different ther apepbisd ageaty fodr thy pblephdtiToaed J11( 23] (1B1€or a

phar maceuti cal ition of the abqve-nenti.on ere n the )

T oront ¢ her andlORES JBRESTORT AyIERTIRBTHRRALY SsobEal T *BhA TRECERE | cal
agent .’ [24] The phRasneeRiivecalgreap@osi tion of t he above- mantloned s (23],
wherein the stati(r)%%?ar ceutical agent is at t Qne har_maceut i cal

agent selected fr BERP s PTG of prI°8 3& N9 IS8t at i n,
pravastatin, fldvagbatlipidediy whstidldohpaikeLar amaéi-tzaummne( Zsalp&hﬁ of

phar maceutical co 03| n of the above- tion | S used.
i n combi nation wit % e?%%"e m?ﬂ’é’r"é’ﬁggfﬁc tﬁgzﬂ?] 61 8’["2

phar maceut i cal cormpﬁa:hnaaluﬂ:icdmg adieyesbbtsadfetheredb] as \Mﬁeheti\r@(he

di fferent therapeut e %ent for obesity is nmazindol. is [27] The

phar maceuti cal copgdstti 8h" of the above-mentioned [14], which is used in
conbi nation with d1@)fX euee!mbd fblnettaqwihi;m:agﬁatreﬁmgdhwapid@ﬁ&] wiiiech

phar maceut i cal 1601 OS'fs'egn f].nJ.s above ntnizo éang OIL ould e‘r)gl ot h
di fferent therapeu agen?‘g? S 8 9 €8¢ 0he phalyr’rﬁgema cal
agent sel ected-fr amtéraegtmmmmslm |[mgl afr anptreiulg thexregfacatd on, a
sul fonylurea, an pharmaceutically acceptable salt thereof to a mammal.
(18] Use of a diﬁenzylamine compound of any of the above-
mentioned (1] to [13] or a p;odrug thereof or a
15 pharmaceutically acceptable salt therecf for the production of
a thefapeutic-agent or a prophylactic agent for hyperlipidemia.
[19] A therapeutic agent or a prophylactic agent for
arteriosclerosis, which comprises a dibenzylamine compound of
any of the above-mentioned [1] to [13] or a prodrug thereof or
20 a pharmaceutically acceptable salt thereof as an active
ingredient.
[20] A method for treating or préventing arteriosclerosis,
. which comprises administering a dibenzylamine compound of any
of the above-mentioned [1] to [13] or a prodrug thereof or a
25 pharmaceutically acceptable salt thereof to a mammal.
(21] Use of a dibenzylamine compound of any of the above-
mentioned [1] to {13] or a prodrug thereof or a -
pharmaceutically acceptable salt thereof for the production of
a therapeutiec agent or a prophyiactic agent for
30 arteriosclerosis. |
{22] The pharmaceutical composition of the above—mentioned
[14], which is used in combination with a different

therapeutic agent for hyperlipidemia.
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i nsulin secretagogue, a sulfonam de, a biguanide, an a gl ucosidase

I nhibitor and an insulin sensitizer. [29] -The pharnaceutical conposition
of the above-nentioned 2s [28), wherein the different therapeutic agent for
di abetes is at |east one pharnmaceutical agent selected fromthe group
consisting of insulin, glibenclamde, tol butam de,. glyclopyram de,

acet ohexam de, glinepiride, tolazam de, gliclazide, nateglinide,

gl ybuzol e, nmetform n hydrochloride, so buform n hydrochloride, voglibose,
acar bose and pioglitazone hydrochloride. [30] The pharnmaceuti cal

conposi tion of thel28hovies mhatmareedicil Hoppekitien sf uded absvecorbtimtedon with
a different 38 theragpeutic agent for_h rtension, . har maceut i cal
conposition of t he{%ﬁbv‘g}eﬁgﬁ?i Q}leeg_lrff%,% f\%\'ﬁ%rraggﬁt%%gé%flgﬁorrgnt t herapeutic
agent for hypert engpenlipidensaais leeasditionehpheraeatectl egbntagent sel ected
fromthe group s GQgshsl g oledhe00P JndieHGn 8P HUOLRLANGLN. CoRYErting
enzyne i-nhi bitor, an angi StenRsI I receptor antagonist, a Ca ant agoni st
a ~ bl ocker, an-“a,[23bl odieeeinntheastatil pbhenaceuft323l Hygenphiss akckersitcahe

composi tion of the,abayes/ipl] et IAMredNBLE Bnd NG LSIA0 AP gEaDOUti C

agent for hypertension ~o 1S at |1 east one pharnmaceut agent sel ected
fromthe group cdoryestatig,ofimvastetbenpdavaitsttapnaduvabedsia@.preparati on,
captopril, a captqpt.i L Al - ggiﬁ eparation, enalapril maleate,

al acepril, del apri Qo%ﬁ%ﬁo&?ﬁg%ﬂm g%%%’ri ., lisinopril, benazepril
hydrochl ori de, i nil@apriie pbatmahegthél icdepoticiinpapf ithehgkivschtutioged
quinapril = hydrachlgyl degch! B0H:2R" {4 cohBLAAIRRT bl uP DU AAGepkosartan
pot assi um candesartan cilexetil, nicardl pi ne hydrochloride, a nicardipine
hydrochl ori de sustthenerputélecagsntpfepabesity, nil vadi pi ne, nifedipine, a

~nifedipine sustai nedy r{lLanerdet SRAN 2bmPls i 18R! ¢ RhBC A RS QhLFE,
dil ti azem hydrochl ori de, . ,
{257, wherein the different therapeutic agent for obesity is
mazindel.

15 [27] The pharmaceutical composition of the above-mentioned
f14], which is used in combination with a different
therapeutic agent for diabetes. ~
(28] The pharmaceutical composition of the above-mentioned
[271, wherein the different therapeutic agent for diabetes is

20 at least one pharmaceutical agent selected from the group
consisting of an insulin preparation, a sulfonylurea, aﬁ
insulin secretagogue, a sulfonamide, a biguanide, an ¢
glucosidase inhibitor and an insulin sensitizer.

[29] The pharmaceutical composition of the above-mentioned

25 [28], wherein the different therapeutic agent for diabetes is
at least one pharmaceutical égent selected from the group
consisting of insﬁlin, glibenclamide, teolbutamide,
glyclopyramide, acetchexamide, glimepiride, tolazamide,
gliclazide, nateglinide, glybuzcle, metformin hydroéhloride,

30 buformin hydrochloride, voglibose, acarbose and pioglitazone
hydrochloride.
f30] The pharmaceutical composition of the above-mentioned

[14], which is used in combination with a different
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a diltiazem hydrochl ori de sustai ned-rel ease preparation, nisoldipine,

ni trendi pi ne, mani di pi ne hydrochl ori de, barnidi pi ne hydrochl ori de,

ef oni di pi ne hydrochl ori de, amnl odi pi ne besyl ate, fel odipine, cilnidipine,
arani di pine, 2s propranolol hydrochloride, a propranol ol hydrochl oride
sust ai ned-rel ease preparation, pindolol, a pindolol sustained- . release
preparation, indenolol hydrochloride, carteolol hydr ochl ori de, a carteol ol
hydr ochl ori de sustai ned-rel ease preparation, bunitrolol hydrochloride, a
bunitrol ol so hydrochl ori de sustai ned-rel ease preparation, atenolol,

acebut ol ol hydrocrmmrhple;timebg@fmlfot hyretrtat®iona nmetoprolol tartrate
sulfate fili.sol ol

sust ai ned-rel ease p ni pradj | ol enbut o 2\
hydr ochl ori de, car e‘é f%ef P Sl soproll di ﬁmPﬁ%ﬁ:ra ébtht g3 mﬁy‘éllr JER ori de,
celiprolol hydr 0Ch[|3©ﬂI,d‘ﬁ;erehopth'ﬁjdhbfemltommebemmgeh‘o|fchyﬂﬂﬁmhﬂeﬁﬁide

| abet al ol hydrochl orid rot|n IoI hydr. Ior|
hydr ochl ori de, prglzosjltnf ro¢ |Por“a% qeraiz]oa Nl ealreggﬁ#orl ethe 8RR zosi n

mesyl at e, bunazéslqmnlaysltmghbf)ra d@ppad:bimaZQSiam ahgtbmhimrqodeertmg _
sust ai ned-rel ease pr. rl%l Qlto giogensltxptiﬁ % m 1pe nes Iqul}_,ti_‘e ajdg%j]ﬁ)

The therapeutic agen a prop e agen “8bhove: 1 dne
whi ch ains at the amrteattni@m, DI Mogkeaphyharx.lﬁs b@bcll:gnpendiiqn deblecianrd which

is used in conbi ng%??%he ﬁgnﬁcghgiggle n%cb J.r'&ggucgf %ﬁggaeggve—mentlo ed

hyper | i pi dem a. erapeuti c age prophyl actic agent of the
above- menti oned [ 33}}. whereim tﬂeeddfﬂ‘efrsnemhetrhaempwhg@'agemhyﬁemtensmn

hyper |l i pi dem a igs L Qe P, X era glytlc
agent. or a prolphy a%%?lc gée‘;}iﬂe gﬁg’?'%ta 8%{’)ove so%%teegé%%}?gmv\%erg R he
stati n phar maceut icepsistgeat of ias farodepdde maphadwmdeem a:e;bpaagvetnpnsel ect ed
fromthe group cQpsighisng ofc k,géré £1804:0r o e O@fg%] r &) gyassatin,

fluvastatin, atorvastatin an vast atI n. erapeuti c agent
or a prophyl acti c cagtanrigf malpate, alacepril, delapril hydrochlorlde,

cilazapril, lisinopril, benazepril hydrochloride, imidapril

15 hydrochloride, temocapril hydrochloride, quinapril
hydrochloride, trandraprii, perindopril erbumine, losartan
potassium, candesartan cilexetil, nicardipine hydrochloride, a
nicardipine hydrochloride sustained-release preparation{
nilvadipine, nifedipine, a nifedipine sustained-release

?“ preparation, benidipine hydrochloride, diltiazem hydrochloride,
a diltiazem hydrochloride sustained-release preparaticn,
nisoldipine, nitrendipine, manidipine hydrochleoride,
barnidipine hydrochloride, efonidipine hydrochloride,
amlodipine besylate, felodipine, c¢ilnidipine, aranidipine,

25 propranolol hydrochloride, a propranclol hydrochloride
sustained-release preparation, pindolol, a pindolel sustained-
release preparation, indenoleol hydrochloride, carteolol
hydrochloride, a carteolol hydrochloride sustained-release
preparation, bunitrolel hydrochioride, a bunitrolol

30 hydrochloride sustained-release preparation, atenolol,
acebutolol hydrochloride, metoproiol tartrate, a metoprolel
tartrate sustained-release preparation, nipradiloel, penbufolol

sulfate, tilisolel hydrochloride, carvedilol, bisoprolol

39



above-nentioned [167, which ains at the treatnment or prophylaxis of
hyperli pi dem a and which is used in conbination wth a different

t herapeutic agent for obesity. [37] The therapeutic agent or a prophylactic
agent of the zs above-nentioned j367, wherein the different therapeutic
agent for obesity is mazindol. [38] The therapeutic agent or a

prophyl actic agent of the above-nentioned [16], which ains at the
treatnent or prophylaxis of hyperlipidenmia and which is used in

conmbi nation so with a different therapeutic agent for diabetes. [39] The

therapeutic agent g.QL 8 QRAEET iy dR@ERLoAldel heeliphover mpakbeingdifids]
wherein .the different therapeutic agent for diabetes is at | east .one

phar maceuti cal agdapiadaledimaiorgter REVEREC o BYIESHSLEL g 18P tnsul i n

preparation, a S%F@Ml%&?@e, AR ok NRINnRE Al 8803 CandeullibDNani de, a
bi guani de, an p, glucosidase inhibitor and an insulin sensitjzer.. %‘%140\1
The therapeutic agedrodilozige ofrpragit cvagerhliiideneterazB5vR- ng de,
[39], wherein tBbe  diffsli@Nhed NGEAPGHINaGo 308 Hydrofiordi@pel eanasosdh | east
one pharnaceutical agent selected fromthe gr ogg consi st ng $J‘ i_ngulin,
glibencl ani de, t dvBreddicgide FusEr RRAARTERSS RESPRIIART E2PLTH 8B ri de, i o
tol azam de, glicl agbgeo1an@heddspngde. gl ybuzole, netformn hydrochloride,

buf ormi n hydrochl ori de, voglibose, acarbose and i.ogl[tazone £ th
hydrochl ori de. [4Zp3iTHEre fRezgReutic 2a858ht °%r2 Brﬁ?‘g' FAe 9% hgth ™8 t he
above- mentioned [ LebyveMinRodid 818}, thQch £iadsnBOt L tircatenphyt axi s of
hyper|lipidem a and which is used in conbipation wth a didftereo%. i

t her apeutic agéft PFEPhpes ¥ SvBRTl ApAsemig, angnebiah. 47 e AR CFPIjation
prophyl actic agent,;ef 4 a8 rrahore thenideaned Jobht, tarhaypérliphdentid.f er ent

t herapeutic agent = _for hypertension is at |east %’ﬁ E?% rga%ggtétc% agent
sel ected zo from tIR&1 giGuFPeARERELT RFSSE ¥ 1IPoBP°RIPUP < i

I'C, “an angi ofensin
above-mentioned {33], wherein the different therapeutic agent

for hyperlipidemia is a statin pharmaceutical'agent.

15 [35]) The therapeutic agent or a prophylactic agent of the
above-mentioned [34], wherein the statin pharmaceutical agent
is at least one phammaceutical agent selected from the group
consisting of lovastatin, simvastatin, pravastatin,
fluvastatin, atorvastatin and cerivastatin.

20 [36] The therapeutic agent or a prophflactic agent of the
above—mentioned [16], which aims at the treatment or
prophylaxis of hyperlipidemia and which is used in combination
with a different therapeutic agent for obesity.

[37] The therapeutic agent or a prophylactic agent of the

25 ashove-mentioned [36], wherein the different therapeutic agent
for obesity is mazindol.

[38] The therapeutic agent or a prqphylactic agent of the
above-mentioned {16], which aims at the treatment or
prophylaxis of hyperlipidemia ahd which is used in combination

50 with a different therapeutic agent for diabetes.

[39] The therapeutic agent .or a prophylactic agent of the
above-mentioned [38], wherein the different therapeutic agent

for diabetes is at least one pharmaceutical agent selected
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converting enzynme inhibitor, an angiotensin Il receptor antagonist, a Ca
antagoni st, a R blocker, an a, R bl ocker and an a bl ocker. [43] The

t herapeutic agent or a prophylactic agent of the zs above-nentioned (42],
wherein the different therapeutic agent for hypertension is at |east one
pharmaceuti cal agent selected fromthe group ¢consisting of a furosem de

sust ai ned-rel ease preparation, captopril, a captopril sustained-rel ease
preparation, enalapril maleate, alacepril, delapril 30 hydrochl oride,
cilazapril, lisinopril, benazepril hydrochloride, imdapril hydrochloride,

tenmocapril- hydr odhboril@egron rapsidtingdeDaEn dnsulldn prepriagpenl 2
perindopril erbum.n | gsartan_pot assi u candesartan ' etil,

ni car di pi ne hydrogﬁ %?rfy e & ficardi 6Pngécﬁ%g8%%'orgi ?jugﬂfgglé{ugﬁi(eﬁeg-rel ease
preparation, nilvatbepiide, amiof glhhividase inibfibdigr mredsaustiasnbib r el ease
preparation, = benidi gi'tnleegydrochl oride, diltiazem hydrochloride, a
diltiazem5 hydrocﬁ?orl d€* 5ust ai ned- r el ease preparation, nisoldipine,

ni trendi pi ne, mani{dépiThe hyskrapehtdsr iagent bar i digphydachia rgeht @i dhe

ef oni di pi ne hydroch] ori . odLpj N vl s [ Ri i.ni di pi.ne,
ar ani di pi ne, pr op%gcr)\‘g? c'ﬁ%gth% rdog?ﬁ)jo’r ?’Bgl,?é%{f %%gpcﬁlagnf%%g& %1/1 ?%c 1-'ch‘rn'i %ée&t
sust ai ned-r el ease ¢ Hrebphemtisoat lxastobmd pharpigwitlior]l agsnbiseddcted ease

preparation, inde l...Ay h ' . y gﬁnl ' a carteol ol
hydr ochl ori de sus?ngxﬁr)let(]j@r‘g}fzoeg)s%Qééie%gtg?gﬁ%ﬁ?gmbﬂﬂi tgr&o ocqh{;g%dchl oride, a
buni trol ol hydr ochbbritgeidsusiachagranidas acprapxenideon glinemislide

acebutol ol is hyd ;jsde, rfl o A , qpr ol gl rate
sust ai ned-r el ease%@ﬁ%ﬁ%?i ogrjftm%?%rd%di +%§e@’1%éﬂ%'ﬁt ﬁ%%@éougf at e,fo;jt?{ i sol ol
hydrochl ori de, cahwvéufichdpridsi,shpfermdh Ryfnechleridepevegddbore hyateskeddwrinde,

cel i prol ol hydrochl gri:de, . hopi.pgdolgl, ;48 onate, bevantol ol hydrochl ori de,
| abet al ol hydrochPoﬁ e, zo20 a?ogﬁ?nol 5?8%ydrochl ori de, anosul al ol
hydrochl ori de, pr&%¥blsiThe therapeutic agent or a prophylactic agent of the

abofe—mentioned f16], which aims at the treaﬁment or

15 prophylaxis of hyperlipidemia and which is used in combination
with a different therapeutic agent for hypertension.
{42] The therapeutic ageht or a prophylactic agent of the
above-mentioned [41], wherein the different therapeutic agent
for hypertension is at least one pharmaceutical agent selected

20 from the group consisting of a loop diuretic, an angiotensin
converting enzyme inhibitor, an angiotensin II receptor
antagonist, a Ca antagenist, a B blocker, an ¢,p blocker and an
o blocker.:
[43] The therapeutic agent or a prophylactic agent of the

25 above-mentioned [42], wherein the different therapeutic agent
for hypertension is at least one pharmaceutical agent selected
from the group consisting of a furosemide sustained-release
preparation, captopril, a captopril sustained-release
preparation, enalapril maleate, alacepril, delapril

30 hydrochloride, cilazapril, lisinopril, benazepril
hydrochloride, imidapril hydrochloride, temocapril
hydrochloride, quinapril hydrochloride, trandrapril,

perindeopril erbumine, losartan potassium, candesartan
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hydrochl ori de, terazosin hydrochl oride, doxazosin nmesylate, bunazosin
hydr ochl ori de, a bunazosi n hydrochl ori de sustai ned- rel ease preparation,
urapi dil and phentol am ne nmesyl ate. [44] The nethod of the above-nentioned

[17]), which ainms at the. ss tzeatnent or prophylaxis of hyperlipidem a and

which is used in conbination .with a different therapeutic agent for
hyperli pi dem a. [45] The nethod of the above-nentioned [44], wherein the
different therapeuti-c agent for hyperlipidema is a statin so
pharmaceuti cal agent. (46] The nethod of the above-nentioned [45], wherein
the statin pharnagaedkéesl, agedddipsndthjeashliamiQephardineeaigicel agent
sel ected fromthe group consisting of |ovastatin, 42 simnmvastatin

r

pravastatin, fluvd¥CEPrterits APPG LR G2 HERAETHE . M FREPIARY et hod

of the above-nentigiredipihé],, aWhifehigin® sabtilied-tebalswepiemirapiophyl axi s of

hyper|i pi dem a and which is used. s in_ conbination wth dj fferent. .

t her apeutic agent FAIURRG pydroqhigyidsed FWOP%W@?BH)%—'@&?’H&}@&%
[47], wherein tHe hydicbferantie t fiptapeed-ire188ed iprephr Aiasi, t iyidod dipaidldol .
[49] The nmethod of the c?\bqve-rrent_i oned 1%1 vﬁ}i c% ains_at. the treatnent.
or prophyl axis of MypertisiraemiaridhetimhPeRt PP osade

di fferent therapeutiydeocageitidé preifdnadaiiee. hydaihldhndaretiaDetiphng Neesylate,
above- nenti oned ( 9&, wherein the. different therapeutic

is at |east one %ﬁ"

an insulin prepamgticochlcaigel) fa0pybpifaam ol hydisdhlarisiec sedtajagocselieasa

sul fonam de, a fBiguanide, an a glucosidase inhibitor and an_ _insulin
sensitizer. [51] %ﬁgpﬂ’ééﬁ‘}é’a' o‘?“’t%ﬁgc’ b B onedta(j‘gﬁ?, \?eherel n the
di fferent therapepkiepargdanh, fmdedbaben@ﬂrbaz]&triheasda_rmaelo'lphadrmﬂﬂpti@@,l
B ot et o Ve R el R GRIRLSLILIs A eaihel NP8l dalde SHAPAERELA I
. bunitrolol hydrochloride, a bunitroloel hydrochleride
sustained-release preparation, atenolol, acebutolbl
15 hydrochloride, metopreolel tartrate, a metoprolol tarfrate_
sustained-release preparation, nipradilel, penbutolel sulfate,
tilisolol hydrochloride, carvedilol,lbisopfolol fumarate,
betaxolol hydrochloride, celiprolol hydrochloride, bopindolol
malonate, bevantolol hydrochloride, labetalel hydrochloride,
20 arotinolel hydrochloride, amosulalol hydrochloride, prazosin
hydrochloride,‘terézosin hydrochloride, doxazosin mesylate,
bunazosin hyarochlcride, a bunazosin hydroéhloride sustained-
release prebaration, urapidil and phentolamine mesylate.
[44] The method of the above-mentioned [17}], which aims at the
25 treatment or prophylaxis of hyperlipidemia and which is used
in combination with a different therapeutic agent fer
hyperlipidemia.
[45] The metﬁod of the above-mentiocned [44], wherein the
different therapeutic agent for.hyperlipidemia is a statin
30 pharmaceutical agent. _ ‘
{46] The method of the above-mentioned [45], wherein the
statin pharmaceutical agent is at least one pharmaceutical

agent selected from the group consisting of lovastatin,
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acet ohexam de, glinmepiride, tolazam de, gliclazide, nateglinide,

gl ybuzol e, netform n hydrochloride, buformin hydrochloride, voglibose,
acar bose and pioglitazone hydrochloride_zs [52] The nethod of the
above~entioned (17], which ains at the treatnent or prophyl axis of
hyperlipidem a and which is used in conbination with a different

t herapeutic agent for hypertension. [53] The nethod of. the
above-nentioned (52], wherein the 30 different therapeutic agent for
hypertension is at | east one pharnmaceutical agent selected fromthe group
consisting of a |xepagdiayiel i pravaBtanigi 0FBiNGEStatony eitbirfigsteraynEnd nhi bitor,
an angiotensin Il _receptor antagonist, a Ca antagonist, a R 43 bl ocker, an
a, ~ bl ocker and arf3*BFOEP: [54] The method of the above-nentioned [53],
wherein. the diff@7¢nthd RetBfE Wi EhagPblvefnthyped t[@N§| GéhikcE afms gaSthoOne

pharmaceutical agent sel ected frgn}the gr oup consjsting of a. 5 furosem de
sust ai ned-r el ease BrapaTHt PEETELBLTPS PT lb"g’(%ﬁl‘ fIFiasyt Fhhehyitepesde
preparation, enal apr cbmimlaease withl AcABEEtentdehapideuthy ekl 0 dBesity.
cilazapril, lisinapril benazepri|. hydrochl oride, inidapril hydrochloride,
temocapril hydr og[ﬁlsh)r?tt?ef“eg&h?cﬁgﬁrﬂe %g’ﬁ‘f%?f’fﬁn&?? , [g}gmﬁhﬁﬁ?i‘ ‘the, '
peri ndopril erbunmdiéfetagatharapeoths sigent RAandbedityails midiadell |

ni car di pi ne hydro ri,de nj-cardi pi_pne hydrochl ori sust ai ned-rel ease
preparation, nil v;‘gubg. s e |?d68?p%r'1§g, 3"%"%83?%’?‘??2 [Zgﬁt éﬁ%ﬁ‘é!a-a}“@lseﬁge e

preparation, benitdeptaenthydmoopherdxds, oflilypearmdeytls cold ehide isaused
e T L e B B AR, MARRLAL el 0 LS e
ef oni di pi ne hydr odh{ britgepe etiddodf pitree abesyimaheionedel[ €2l piwhereioi kkhedi pi ne,
o PoonuaRelil, ILEtlel e o spranshol. YOS e
- pharmaceutical agent selected from the group consisting of an
insulin preparation, a sulfonylurga, an insulin éecretagogue,
15 a sulfonamide, a'biguanide, an g glucosidase inhibitor and an
insulin sensitizer.
[51] The method of the above-mentioned [50}, wherein the
. different therapeutic agent for diabetes is at least one
pharmaceutical agent selected from the group éonsisting of
20 jnsulin, glibenclamide, tolbutamide, glyclopyramide,
acetohexamide, glimepiride, tolazamide, gliclazide,
nateglinide, glybuzole, metformin hydrochloride, buformin
hydrochloride, voglibose, acarbose and pioglitazone
hydrochloride.
25 [52) The method of the above-mentioned [17}, which aims at the
treatment or prophylaxis of hyperlipidemia and which is used
in combination with a different therapeutic agent for
hypertension. _ | -
[53] The method of the above-mentiocned {52], wherein the
30 different therapeutic agent for hypertension is at least one
pharmaceutical_agent selected from the group consisting of a

loop diuretic, an angiotensin converting enzyme inhibitor, an

angiotensin II receptor antagenist, a Ca antagonist, a B
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preparation, indenolol hydrochloride, carteol ol hydrochloride, a carteolol
hydr ochl ori de sustai ned-rel ease preparation, bunitrolol hydrochloride, a
bunitrol ol hydrochl ori de sustained-rel ease preparation, atenolol,
acebut ol ol zs hydrochloride, netoprolol tartrate, a netoprolol tartrate
sust ai ned-rel ease preparation, nipradilol, penbutolol sulfate, tilisolol
hydrochl ori de, carvedilol, bisoprolol fumarate, betaxolol hydrochloride,
celiprol ol hydrochl oride, bopindol ol - nal onate, bevantol ol hydrochl ori de,

| abet al ol hydrochl oride, so arotinolol hydrochloride, anosul al ol

hydrochl ori de, prazesker, hindspg Hieekeke antieanzp®ilockerdr ochl ori de, doxazosin
nmesyl ate, bunazosjn.hydroch] oride,. a bunazosin hydr | or.i de sust ai ned-
rel ease preparati oﬂrﬁq]u D& 8 °‘£\t‘i’g Fhe RSy g s %‘gl[gggf YRETPAR T

t her apeuti ¢ agent dirffar@itophytaehictc agent tdr hipertaeyen MENnhiconedt 8¢ ,
which ains ‘at the treatnent o r ophyl axi f arteriosclerosis.-and_which
's used | n  combi PRAFBR-THTASL WP CTENE CoR AFaPathY ST RUR FOTFOPELng of =
hyper | i pi dem a. 5 Sokod&eidehetispanbicraagant @ieparptiphytaeddpeingent of the-
above-nentioned [55], wherein the different therapeutic agen f.or
hyperlipidenia is %fLE?%ﬁ%inSﬁ?ﬁﬁﬁ?ﬁ%éﬁﬁ%ﬁ?ﬁ? RIEFERTaT 3§7]eﬁ?ﬁ§ﬁFﬁ£r?ﬁiﬁﬁch agent
or a prophyl acti c adgeapridf, ddmpral apelrechbitiidenechilaabpri whateisopra®, statin
phar maceut i cal ag%g%azé%ﬂ_ ast .one pharnpceut i nt. .sel ected from

Phe oroup.  cons, TP fobErahy el nondRer L] ISrafiifapsy SSbBepel 0T
fluvastatin, atorwngstatilorads, ceinsmastiabydrochB8tidehettheirapeitj c agent or a
[reatrent or by oBRytISERE b SeEPRLNT o dBPaF BNl ELRPURT RS tERd i n
combi nati on wi sh Filleftdwientidardippeutydragdotidar aohbsirdipifdb9] The
Ly PeUt L SO8T 9 TR L BOECL AL, WD AUEKS T e[ 50
. nifedipine, a nifedipine sustained-release preparation,
benidipine hydroéhloride, diltiazem hydrochloride, a diltiazem
15 hydrochloride sustained-release preparation,‘nisoldipine,
nitrendipine, manidipine hydrochloride, barnidipine
hydrochloride, efonidipine hydrochloride, amledipine besylate,
felodipine, cilnidipine, aranidipine, p;oprandlol
hydrochloride, a propranolol hydrochloride sustained-release
20 preparation, pindolel, a pindolol sustained-release
preparation, indenolol hydrochloride, carteolol hydrochloride,
a carteclol hydrochleride sustained-release pfeparation,
bunitrolol hydrochleoride, a bunitrolol hydrochloride
sustained—reléase preparation, - atenclol, acebuteolol
25 pydrochloride, metoprolol tartrate, a metoprolol tartrate
sustained-release preparation, nipradiloel, penbutoiol sulfate,
tilisolol hydrochloride, carvedilol, bisoprolol fumarate,
betaxolol hydrochloride, celiprolol hydrochloride, bopindolol
malonate, bevantolcl hydrochleride, labetalol hydrochloride,
30 arotinolel hydrochloride, amosulalol hydrochloride, prazosin
hydrochloride, terazosin hydrochloride, doxazosin mesylate,

bunazosin hydrochloride, a bunazosin hydrochloride sustained-

release preparation, urapidil and phentolamine mesylate,

44



[60] The therapeutic agent or a prophylactic agent of the above-nentioned
[19], which ains at the treatnment or prophylaxis of arteriosclerosis and
which is used in conbination with a different therapeutic agent for

di abetes. 2s [61] The therapeutic agent or a prophylactic agent of tae
above-nentioned [60], wherein the different therapeutic agent for diabetes
Is at | east one pharmaceutical agent selected fromthe group consisting of
an insulin preparation, a sulfonylurea, an insulin secretagogue, a

sul fonam de, a so biguanide, an a gl ucosidase inhibitor and an insulin

sensitizer  [62] Thejt beL aReuip&urddeiMed? of PIRBENIACkIE A8R! oPlrhe
above-mentioned [61], wherein the different therapeutic agent 45 for
diabetes is at | edovenEeRarehdddl i cdiichgeins @&l &dea¥edh PRe group

consi sting of. i nsSydoBnyfd.iiRepE! AFedCosci1lebPid ankidenidal Y& ! Luar a1 de,
acet ohexam de, gli cﬁgl ride, tolazam de, gliclazide, nateglinide, '
gi ybuzol e, net f or AAP&D2 R BEH Gr PH%fEIBBFo?hfﬁrﬁPﬁ‘?‘a'rcoéﬁ?’éﬁ if@&, vogli bose,

acarbose and pisoglypbazanieiehysr ochl oride. [63] The therapeutic agent or a
prophyl actic agent of the above-nentioned (19], which ains at the
treatment or propitfl alies therapeusir AgenE: 9% i3 PARRRYARCEHC jagent eRf ithe10

conbi nation with andiviiRRAbnddgBapeUlHece BYaMe AOfrerb)iperieeBsbttic L§4]: The
therapeutic agent or a prophylactic agent of the above-nmentioned [63],
wherei n the differf@ft hpfadipidania iyehetatyt PhoPRAAeNhiFdh 298Nt | east one

pharmaceuti cal agemy]splLehethdentl & WPehbCodz0pPoRdNSEsid Ngent o laop
diuretic, an angiotensin converting enzynme inhibitor, an angiotensin Il

receptor ant agonlagf"’eol nentipnedy dnf bt Wh&rﬁ“blt&Ek%?au&np]Eﬁf“\aFe‘b? ef9%Hd an
- a bl ocker. [65] ikhettlhasapsid phasgRalcOéald apeRphiglactdds faaerﬁheOf;nw);e 20

above-nentioned [64], wherein the different thera eutlc agent

cO 515t1ng of lovastatin, simvastati pravastatin,
fluvastatin, atorvastatin and cerivastatin. |
[58} The thérapeutic agent or a prophyvlactic agent of the

15 above-menticned [19], which aims at the treatment or
prophylaxis of arteriosclerosis and which is used in
combination with a different therapeutic agent for obesity.
[59] The therapeutic agent or a prophylactic agent of the
above—-mentioned [58], wherein the different therapeutic agent

20 for obesity.is mazindol.
[60] The therapeutic agent or a prophylactic agent of the
above-menticned [19], which aims at the treatment or
prophylaxis of arteriosclerosis and which is used in
combination with a different therapeutic agent feor diabetes.

25 [61] The therapeutic agent or a prophylactic agent of the
above-mentioned [60], wherein the different therapeutic agent
for diabetes is at least one pharmaceutical agent selected
from the grouﬁ consisting of an insulin preparation, a
sulfonylurea, an insulin secretégogue, a sulfenamide, a

30 biguanide, an ¢ glucosidase inhibitor and an insulin
sensitizer.
[62] The therapeutic agent or a prophylactic agent of the

above-mentioned [61], wherein the different therapeutic agent
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for hypertension is at |east one pharnaceutical agent selected fromthe
group consisting of a furosem de sustained-rel ease preparation, captopril,
a captopril sustained-release preparation, enalapril naleate, alacepril,

del april zs hydrochloride, cilazapril, lisinopril, benazepril

hydrochl ori de, imdapril hydrochloride, tenocapril hydrochloride,

qui napril hydrochloride, trandrapril, perindopril erbum ne, |osartan

pot assi um candesartan cilexetil, nicardipine hydrochloride, a nicardipine

30 hydrochl oride sustained-rel ease preparation, nilvadipine, nifedipine, a
ni fedi pi ne sust ai negk- tehsa&R P& epanabidibne phefiadelt a1NYEeDE Hleet el
diltiazem hydrochl.oride, a diltiazem hydrochl oride sustai ned-rel ease
preparation, nisol 89 hBe HEUR| tSHEFHRhEE AR dPpi FEHRPEI R %0r i de, |
bar ni di pi ne . hydregibheshde, gipnicdypirie)ydeotiNenimiin,, gningdipiae,
besyl ate, felodipine, cilnid pine, aranidi g pr opr anol ol

1

ne
hydrochl ori de, a profraRticl IhyThaGdAr ortafeodirids natitmerde s #eEEBredar at i on,
pi ndol ol , a pi ndollarsusicdiaed-mFLase hydrepRIcike], vdgldpasd Olacarbose and
hydrochl ori de, carteol oi hydrochloride,, a carteolol hydrochloride
sust ai ned- r el ease PrEpAFRENYIATRLPT 51! hydrochl oride, a bunitrol ol
hydrochl ori de -sustezijnese n@lkeasatpeepgdl bdNa prophPl tticasgdntt 6F othelO

hydr ochl ori de, netqprolol tartrgat a metoprolol tartrate
sust ai ned-r el ease é(ﬁe‘a'?%fﬁlBH?é ﬁilgpad'mlc‘fﬁ‘, gb’%shﬁﬁt BFDITEEAFPH O tili'sol ol

hydrochl ori de, carpieghlDdxisbbs irerbsdledaspd aand Beiaxakobsdaydnochl ori de, .
celiprolol hydrgchl oride,. bopindolql__nalonate, bevantol o] drochl ori de,

| abet al ol hydr och-IC(?f"F’El'éa,t’fé’ g’r{'}{ iangf’aferﬁﬁar%b?ﬁ%’??ﬁ’ef a&ﬁ’é’étﬁq | ol

hydr ochl ori de, prag@srtendipdt ochl ori de, terazosin hydrochl ori de, doxazosin
mesyl ate, bunazosjin hydrochloride, a bunazosin hydrochloride sustained .
rel ease preparati oﬂr??'}u réepi%glafa%eﬁ’&l hae%et%l ghi h&* B aa%é? gbeé‘]% cf'ﬁe&r?et hod of
t he above- nent i onethofp28jgntibheh [@BIF wierthe th20difHatementhefappuophpbant s of

arteriosclerosis %noczi: I\Il\pﬁecrr%ehssio%sgg at least one pharmaceutical agent selected

15 from the group consisting of a loop diuretic, an angiotemsin
converting enzyme inhibitor, an angiotensin II receptor
antagonist, a Ca antagonist, a B blocker, an a.f blocker and an
a blocker. 7
[65] The therapeutic agent or a prophylactic agent of the

20 ahove-mentioned [64], wherein the different therapeutic agent
for hypertgnsion is at least one pharmaceutiéal agent selected
from the group consisting of a furosemide sustained-release
préparation, captopril, a captopril sustained-release
preparation, enalapril maleate, alacepril, delapril

25 hydrochloride, cilazapril, lisinopril, benazepril
hydrochloride, imidapril hydrochloride, temocapril
hydrochloride, quinapril hydrochloride, trandrapril,

perindopril erbumine, losartan potassium, candesartan
cilexetil, nicardipine hydrochlé#ide, a nicardipine

30 hydrochloride sustained-release preparation, nilvadipine,
nifedipine, a nifedipine sustained-release preparation, .
benidipine hydrochloride, diltiazem hydrochloride, a diltiazem -

hydrochloride sustained-release preparation, nisoldipine,
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In combination with a different therapeutic agent for hyperlipidema. [67]
The nmet hod of the above-nentioned [66], wherein the different therapeutic
agent for hyperlipidema is a statin zs pharnaceutical agent. [68] The

nmet hod of the above-nentioned [67], wherein the statin pharmaceuti cal
agent is at |east one pharmaceutical agent selected fromthe group
consisting of lovastatin, sinvastatin, pravastatin, fluvastatin,
atorvastatin and so cerivastatin. [69] The nethod of the above-nentioned
[20], which ainms at the treatnment or prophylaxis of arteriosclerosis and

whi ch is used in gaplaglian Mﬂﬁﬁlalﬁu ffyRE6a1driaE anaithi g1 ggrnt  f or
obesity. 47 [70] The nethod of the abové-nentioned [69], wherein the

di ff erent ther apeutidsogifernidtereisnpidiping §Yﬂﬁ%hr466Fde'[ Tl‘f-°q?¥§nﬁe??ﬁ¥c}36ﬁ .t he
above-nentioned [ %&deirgq éii‘?ﬁd%lh@e arhheMyBRl Sfopbapivd axi s of

arteriosclerosis and which'is used s in conbination with a different
t her apeuti ¢ agent Hysrodhldrdgdes.a P[rPEfaﬂﬁié’lnﬁYWhé?r%%SHﬁWé‘eﬁeﬁ?]ieﬁﬁéd

(71], wherein the ditteren, t heiRasutis ﬁgaaiolf Qusghphatesidaseat | east one
phar maceuti cal agent sel ectéd fromthe group consisting of an . insulin

preparation, a sullfERyFteR, WQ%BHW‘%@ WG5querrieelal yProdntdde: a

bi guani de, an a glyc@stdasa hiddUiniofidNGudtaidddSybidhstepbégardeion] 73] The
met hod of the above-nentioned [72], wherein the _different therapeutic

agent for di abet edundtEelaleBEdrosidor ity faPRRYTTOAP! RYSTOCRITERed from the - |

group consisting Qs‘usltﬁméaﬁ%wasézb&-@s&ﬁtaahdeatehewm &l&bﬂe:;olgah.ycl opyram de,
acet ohexam de, gl I mepiride, tolazam de, %I I cl azi de, nate

gl ybuzol e, net f Br RYErAgRIFdAE oret@Pr Y ﬁFFFatr‘Fyd?dE‘Tﬁc’B’F?g%l tﬁBE}’F‘TYﬁ’ose
acarbose and pi 0gldulsz onks-rBYSRC Plrepd aioR) difthdiha mpediartoabl tha fate,

above-nentioned [20]', which ains at  the

tilisolol hydrochloride, carvedllol bisoprolel fumarate,
betaxolcl hydrechleride, celiprolol hydrochloride, bopindelel
malonate, bevantolol hydrochloride, labetalol hydrochloride,

15 arotinolol hydrochloride, amosulalol hydrochloride, prazosin
hydrochloride, terazosin hydrochloride, doxazosin mesylate,
bunazosin hydrochloride, a bunaiosin hydrochloride sustained—.
release preparation, urapidil and phentolamine mesylate.
[66] The method of the above-mentioned [201, which aims at the

20 treatment or prophylaxis of arteriosclerosis and which is used
in combination with a different therapeutic agent for:
hyperlipidemia.
[67] The method of the above-mentioned [65], wherein the
different therapeutic agent for hypgrlipidemia is a statin

25 pharmaceutical agent.
[{68] The method of the above-menticned [67], wherein the
statin pharmaceutical agent is at least one pharmaceutical
agent selected from the group consisting of lovastatin,
simvastatin, pravastatin, fluvaétatin,'atorvastatin and

30 cerivastatin.
[69] The method of the above-mentioned [20], which aims at the
treatment or prophylaxis of arteriosclerosis and which is used .

in combination with a different therapeutic agent for obesity.
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treatment or prophylaxis of arteriosclerosis and which is used in
conbination with a different therapeutic agent for hypertension. [75] The
nmet hod of the above-nentioned [74], wherein the zs different therapeutic
agent for hypertension is at | east one pharmaceutical agent selected from
the group consisting of a- loop diuretic, an angiotensin converting enzyne
inhibitor, an angiotensin Il receptor antagonist, a Ca antagonist, a (i

bl ocker, an a, ~ bl ocker and an ct bl ocker. so [76] The nmethod of the
above-nentioned [75], wherein the different therapeutic agent. for
hypertension is atpjpgaghe Maehod A MRS eltlove aheri@entd SpElog s twtkriantehe group
consisting of a furosem de sustained-release preparation,, caEt opril, a 48 .
captopri| sust ai neH-ffeFents FheFRGFLIS13RE EPRICRSFTTY 8l Bt 9% ) acepri |,

del apri|l hydrochl ofji§erh&idedBe@Idfl thé iaboRephdntionbeN@ngprétichydinacalothdle,
I mdapril hydrochloride, tenocapril hydrochl ori dei' %ui_na{)nynl . .
hydrochl ori de, trai@RaBeRY OrsPIRRbYhRrolst Of BFRFPASIeTO548r1%h "BiThds Bagd
candesartan cil®exgf idombitA3b81 it ahHdf falher thkerapauti € aig@hpi fr diabetes.
hydrochl ori de sustai ned-rel ease preparation, nilvadipine, nifedipine, a
ni f edi pi ne sust ai NEFr BrRFeENF Qfaiit iRV e AN APD n@lﬂyd'ft{?cfﬁf’ér?f)e,'

di | ti azem hydr ochl Qififdeent? tlktigeazea niy 0 elibbetate isust dienst-arel ease
preparation, nisoldipine,  nitrendipine, ni di pine hydrochl orjde £

bar ni di pine  hydr GRFBRTSIELSRT AARAT (TSRO GER BYT BORTGALREHE BEsTR at e,
fel odi pi ne, cilnidiggulen prepaistiipnies sul@phyinGleal athydsolin cetdetagague,
propr anol ol hydrochl oride sustained-release is preparation, .pipdolol, a

pi ndol ol sust ai {r?ecff FELEepagidp, eapgﬁg‘féf’ﬁﬁ?'i%é’hgﬁ‘é 5 lﬁrs?)c’fﬁhérgf' Z 283ri%ol ol
hydrochl ori de, a iGautesls@hshyibe@chl ori de sust ai ned-rel ease preparation,

A R L Ly e R
met oprol ol tartratdfferent therapeutic agent for diabetes is at least one
pharmaceutical agent selected from the group consisting of

15 insulin, glibenclamide, tolbutamide, glyclopyramide, '
acetohexamide, glimepiride, tolazamide,‘gliclazide,
nateglinide, glybuzole, metformin hydrochloride, buformin
hydrochloridé, voglibose, acarbose and pioglitazone
hydrochleride.

20 [74] The method of the above-mentioned [20}, which aims at the
treatment or prophylaxis of arteriosclerosis and which is used
in combination with a different therapeutic agent for
hypertension. ‘ o
[75] The method of the above-mentioned {74), wherein the -

25 different therapeutic agent for hypertension is at least one
pharmaceutical agent selected from the group consisting of a
loop diuretic, an angiotensin converting enzyme inhibitor, an
angiotensin II receptor antagonist, a Ca antagonist, a j§
blocker, an.q,ﬂ blocker and an d blocker.

3¢ [76] The method of the above-mentioned [75], wherein the
different therapeutic agent for hypertension is at least one
pharmaceutical agent selected from the group consisting of a

furosemide sustained-release preparation, captopril, a
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sust ai ned-rel ease preparation, nipradilol, penbutolol sulfate, tilisolol
hydr ochl ori de, carvedilol, bisoprolol fumarate, betaxolol hydrochloride,
celiprolol hydrochloride, bopindolol nalonate, bevantol ol hydrochl ori de,

| abet al ol hydrochl oride, zs arotinolol hydrochloride, anosul al ol
hydrochl ori de, prazbsin hydrochloride, terazosin hydrochloride, doxazosin
mesyl ate, bunazosin hydrochl oride, a bunazosin hydrochl ori de sustained-
rel ease preparation, urapidil and phentol am ne nmesylate. Detail ed
Description of the Invention 30 The definition of each substituent used in
t he present: speciddﬁxapfiﬁ1shSté&heHekéInmse pi&ﬁhf&habﬁmyﬂﬁaaap&ml h&léhﬂéh|0rine

atom a bromne atgm a orine.a I k R3, R Rs
Rs Rso Rsi 49 or . epr’t{ g%pe?l&rgjéﬁsnﬁ?cg‘%ﬁ{]%rl ﬁéf%ﬁaé’l’ﬁlﬂ)r ]:BllsfllnﬁB’r”r]ne at om
and a preferable Mmgepn:zal bptiaschd osidst ihi@dlr ifl Ohydhe:h@drdde, temocapril
cycl oal kyl al kyl s chl rlne atom or
fluorine atom 5 légpeg{oglg?keq’ivf’aﬁ’f%]u?yéf%dﬁ‘c’ﬁ'?% JREPEFBR  Lor opti onal |y
E)ranclhed. al k)enyl-“ g:rearupddsra\mngrmmnaeﬁ Beabesn aioﬂlﬁﬁsn?ulclbaﬂﬁesa&&‘.h)ﬁnw group
vinyl group), 1-p 1 909 up (a r.oup
i sopr openyl groupr%ggu Flc%%gﬁﬁlgiqgﬁrg 1g?bﬁbn1§Xﬁﬁ&§ﬂ§I gr oup,
%- nmet Ey: - I2 pr openyllydgpcidprlde |msﬁeltmdqalgas;p@myﬂaaxgitaup, nilvadipine,
- met hyl - 2- propen - vin _l-penten u
2- pent enyl group1¥§.g5é§% hy?tag%utpln pe %P release pggpég glgh,
1, 2-di met hyl - | -prGpen@iplngrh&QIOCQlékxﬁenEﬁtAMlazeprhndabyh1Qﬁmmnp a diltiazem
1-ethyl -1 -propenyl et h Q Loun butenyl
group, 1-methyl - hgg;é&gﬁtog%d surxléﬁgneocgrgf %sel gfe% aé-‘rll?lf' gréﬁld pine,
1-i sopropyl vi nyL ngtwpilpznélr mn@é@m&yhy@mpprﬂddaebenyidlgﬁwp, 2- hexenyl
group, . 3-hexenyl ,g6puy of1 QX BYh; HLQHE. xréqkrﬁ%f&yl gg%dﬁ 3 pagypaLeny.

group, 1-nethyl:|-pentenyl grioup an pre T a0 Thai n
or optionally bradehedirdnkemilnidimineupatenidigige t @rdpmoaom at ons.

PartiCU|ar|y pfefﬁ&&f&%ﬂ%&?ide, a propranclel hydrochloride sustained-release
15 preparation, pindolol, a pindolol sustained—felease
breparation, indenolol hydrochloride, carteoclol hydrechloride,
a carteolol hydrochloride sustained—releése preparation,
bunitrolel hydrochloride, a bunitrolol hydrochloride
‘sustained-release preparationf atenolol, acebutolol
20 hydrochloride, metoprolol tartrate, a metoproloi tartrate
sustained-release preparation, nipradilel, penbutolol sulfate,
tilisolol hydrochloride, carvedilol, bisoprolol.fumarate,
betaxolel hydrochloride, celiprolol hydrochloride, bopindolol
malconate, bevantoleol hydrochloride, labetalol hydrochloride,
23 arotinolol hydrochloride, amosulalol hydrochloride, prazosin
hydrochloride, terazosin hydrochloridé, doxazosin mesylate, -
bunazosin hydrochloride, a bunazosin hydrochloride sustained-
release preparation, urapidil and phentolamine mesylate.
bDetailed Descriptién of the Invention
3o The definition of each substituent used in the present
specification is as follows. |
The “halogen atom” is a chlorine atom, a bromine atom, a

fluorine atom and the like. For R}, R?, R?, R?, R®, R®, R®, R®
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et henyl group, isopropenyl group and 2-nethyl -2-propenyl group. The "Cl_6
al kyl group". is a straight chain or optionally branched al kyl group having
1 to 6 carbon atons, such as nmethyl grouR, ethyl group, propyl group,

i sopropyl group, 2s butyl group, isobutyl group, sec-butyl group,
ter[-butyl group, pentyl group, isopentyl group, neopentyl group, :
tert-pentyl group, hexyl group and the |like, preferably a straight chain
or optionally branched al kyl group having 1 to 4 carbon atons.

Particularly preferred are nethyl group, ethyl group and so isopropyl
group. R20 and R2loamRe? eaechiPpebesrabhy 2 JMBbbyhe GhoMPor aFQnuﬁ&nBsatcﬁpl or
R62, it is preferably a nethyl_ group or -an ethy3 group, for R-, Re,

Ris or R13, it is ad'}"Z:Fe’P fafiey2hif hedAge™ GieuRs & ﬁP‘bﬁHt"ﬁFBLﬁ?r £hey Qene yI
group, and for R9 @rclaagcymkyi droupl €S RAPIRY, RIERAY brOkOUR: Ch1s¥iMRt hyl
group. A .preferable Cl aIk I %roup as a substituent for the C4_1
cycloalkylalkyl gridep PoHrER °r1¥ba Riz or RI3 is a nethyl group or an
ethyl group. Fors Rl4, itnd Scpg Qfl&éﬁpi )@r&uﬂehh;ﬂa s6r0lgBY PcI i ndBr &gt bnQT QUP.
The "G _6 al kyl grou nal ly substituted by hal ogen atons” i's the

af orenent i oned C1 %= E % 33 GPTRARVIYY % (HBsPi TAHEel By Ppnesuch as

af or enent i oned halectgeﬂyatg&irﬁp Siiﬁk}la@:ouﬁ'ﬁt Hprgpoma, oebty) ngﬁwhnyﬂropw
roup, .  Sec

group, isopropyl rou rou i sobut yl group,

t ent - butyl group, tgﬁllér ‘%/l‘ﬁ’“g é’l?f?‘i’e‘&rjbﬁﬁgulhe&pgﬁﬁﬂy g'{%

tent - pegt yl gr lgu|mm1-_lssxz'egcy lgrgap U B-bhtédd1ugEcupet hyhegfyaup-pﬂopeayl 2gx@hb0l’13-€t hyl
group, 1- or r onpet hy, or, 0 u - or

3- chl or opt opyl ﬁg Q —pg"p YlS‘-’ﬁ?‘B’m)%r‘B ?o‘ﬂ%’peﬂgf ‘fré’“ ]or

3-fl uoropr opyl gr @mpymmylzgmﬂr D-Fpért@hirDrgﬂ&ubylz-giéﬁUényl broup- 3-3- or
4- br omobut yl group,

r_4-fluorobutyl rqQu d.the lik

o of or abl y et hyl PSPEHYL BERSE: rRTreBYT SR ubr ETRPRP GRS R, e,

R3, R or R5, it IgSou@IEﬂ‘QF—ﬂhhMlHHﬂl}bbengLﬁrouﬁn etdnHylgl epyppehyB group,

trifluoromethyl q g£h§532 —propenyl group, l-methyl-l-butenyl group, l-methyl-

15 2-butenyl group, 2-methyl-l-butenyl group, l-isopropylvinyl
group, 2,4-pentadienyl group, l-hexenyl group, 2-hexeny1 group,
3-hexenyl group, 4-hexenyl group, S5-hexenyl group, 2,4-
hexadienyl group, l-methyl-l-pentenyl group and the like,
preferably a straight chain or optionally branched alkenyl

20 grou§ having 2 to 4 carbon atoms. Particularly preferred are
ethenyl group, isopropenyl group and-2—methyl“2~propenyl group.

The "C;¢ alkyl group” is a straight chain or optionally
branched alkyl group having 1 to 6 carbon atoms, such as |
methyl group, ethyl group, prepyl group, isopropyi group,.

25 butyl group, isobutyl group, sec-butyl group,.tertmbutyl group,
pentyl group, iscpentyl group, neopentyl group, tert—pentyl
group, hexyl group and the like, preferably a straight chain
or 6ptionally braﬁched alkyl group having 1 to 4 carbon atoms.
Particularly preferred are methfl group, ethyl group and

30 isopropyl group. R?% rmd.R"’1 are each preferably'a methyl group.
For R®, R®®, R®! or R®%, it is preferably a methyl group or an
‘ethyl group, for R’, R®, R, R or R™, it is preferably an
ethyl group, a propyl group or a butyl group, and for R® or R??,
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The "Cl_6 al koxy group" neans a straight chain or branched .chain. alkoxy
group having 1 to 6 carbon atons, such as nethoxy group, ethoxy group,
propoxy group, isopropoxy group, butoxy group, tert-butoxy group,

pentyl oxy group, tent-pentyloxy. as group and hexyl oxy group. Preferred are
met hoxy group, ethoxy group, isopropoxy group, butoxy group and
tert-butoxy group, which have 1 to 4 carbon atons. Particularly preferred
are methoxy group and ethoxy group. For R6, R6D, Roblor R62, it is
preferably a methoxy group, and a preferable Cl_s al koxy group so as a
substituent for the EE;ﬂxbfeyﬁﬁlyahkuéfﬂﬂqybrgﬂgnq& toretRy]l d¥sup.RRl, Rz or

R13 is a net hoxy rou an etg oup The "Cl 6 al kﬁryﬁ Ocu

optional Iy substitif eh51 bFertyY HE" 2% & FRESHF B e 20*C1_6 al koxy
group optionally &&csubsiylhmkﬁd gigup h}brakb,r efrpr't on@dohat‘bgenaaimgl such
as net hoxy group, ethox prop oxy r ouR, i. opro ut oxy
group, tert-but OX)?ra‘f‘%Lf%t %Be?#ﬁyloﬁﬁ ert g ff’??)é%}agﬁ mfa'.tﬂ%ix)yl oxy
group, trifl uor dmetbey yorgaauPrhyl- gbdup. s 2- chl or oet hoxy group, 1- or -

2- br onoet hoxy group, -

1-_or 2- fl oet hox ou 1- chI [ Opr opoxy
group, 1-, 2- or 3- bro%pr‘%‘p‘bf\#ﬁir (ﬂfﬁuplgpg?nagly ?ﬁf%ﬁ%ﬁ?%’%xygﬁ %h
1-, 2-, 3- or 4-ahbesolhst axy afooepsnthioned- c1-53a11qr1 ﬁrbmmrmbudsmyygroup
1-, 2-, 3- or 4-flu ut 0x oup. and t |k referred are ao met hoxy
group, ethoxy gr oupg %utt? f%/%%gng’i%ox?nglrc’ t‘%‘ii‘:lor 2L oF %g it is
preferably a net hoeyhygl eupup aretdy hoxeugy Cpnp)pml Qrdup, fismrmppl rgmylpgroup
"The "C1_6 al kylt roup optl y substltute Aal ogen at | S_one-
wherein the O _6 g’fl%/? ro‘qif‘%‘l%gi %rougpt 33%51 §Ps%|’f)s i’ tg ;’-}; B P'{’]fﬁ%o@'
af orenmenti oned- habeg’eml @tcon;s., 1sommm1 gsomx.empbpéntyd fyoupet hq:tit—beot:glr oup,

Cert- butylthio oPouit pentyIPRPE” gretstbrBiehpl by EEE%LM%%%%;% o
group, trifluoromgrbyst Hi-oogrvthrompetiyl @radp, 1- or 2-fluorocethyl group, 1-,

2- or 3-chloropropyl group, 1-, 2— or 3-bromepropyl group, 1-,

15 2- or 3-fluorcpropyl group, 1-, 2-, 3- or 4-chlorobutyl greoup,
1-, 2-, 3- or 4-bromobutyl group, 1-, 2-, 3- or 4-flucrobutyl
group and the like, preferably methyl group, ethyl group or
'triflucromethyl group. For R', R}, R®, R! or R®, it is _
preferably a methyl group, an ethyl group or a trifluorcmethyl

20 group. |

| The “Ci-s alkoxy qroup" means a straight chain or branched

.chain. alkoxy group having 1 to 6 carbon atoms, such as methoxy
group, ethoxy group, propoxy group, isopropoxy group, butoxy
group, tert-butoxy group, pentyloxy group, tert-pentyloxy

?5 group and hexyloxy group. Preferred are methoxy group, ethoxy
group, isopropoxy group, butexy group and tert-butoxy group,
which have 1 to 4 carbon atoms. Particularly preferred are
methoxy group and ethoxy group. For R®, R®, R® or R%, it is
preferably a methexy group, and a preferable Ci;.¢4 alkoxy group

¥0 as a substituent for the C;qj cycloalkylalkyl group for rR’, R%,
RY, R or R is a methoxy group or an ethoxy group.

The *C,.s alkoxy group opticnally substituted by halogen

atoms” is the aforementioned C,.s alkoxy group optionally
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ao chloroethylthio group, 1- or 2-bronoethylthio group, |- or 2-
fluoroethylthio group, |-, 2- or 3-chlorapropylthio group, 1-, 2- or
3-bronopropylthio group, 1-, 2- or 3-fluoropropylthio group, 1-,-2-, 3- or
4--chl orobutylthio group, 1-, 2-, 3- or 4- bronmobutylthio group, 1-; 2-, 3-
or 4-.flYI~O group and 2s the like, preferably nethylthio group, ethylthio
group or trlfluoronethylthlo group. 'For R, Ror R5, it is preferably a
met hyl t hi o group, an ethylthio group or a trifluoronmethylthio group. The
"C4_l o cycloal kyl al kyl group” is a-G _3 alkyl group so substituted by
C3_~. cyci oal WP-"-E%‘B&I}?d bertde ﬁﬁ@r@eﬂneyﬂ d‘ri'llRWn &frBap"SH¥af a cycl oal kyl
group havi ng pd+hQuy g%{zponaﬁfosapﬁgmm shoxb&tyezsemﬁl fik8FrdBoxgy gL, 0Py

group, cyclobutyl "‘group, cyclopentyl group Xclo exyl group and :
cycl ohept y! HREDPY BRUP cfantrbutorys 9’6915? oe‘é?WV @’Fib@ﬁc’ﬁ’éw‘?ﬁtB to 6 carbon
atons, . Vm'p‘éhtjffo@psgbl;ﬂ C%Lg?/l&,w: |&Bﬁ$ﬁ)’ﬂri§ﬂ9b’fb¢n&ﬁ8kﬁ%ﬁb -0, :

cyclopentyl rou cycl ohexyl group al kyl roup nmeans a
strai ght cRai2nch wftheﬁsalqrymsr afre ied 2aPRaproeEheth ORByitig °X-#0 3 carbon

at oms, Wwhi ch ¢ §o L3RRk Sbuy 18! Y orgi%mmswaﬂo@remp, Lopyd- group and
|sopropyl grou Preferred are methyl grou et hyl group and propyl group
b 2

Concret e exaRpPearaproppxy QEOUE-GVOIBaIR?I%ﬂ PEeRIOREXY FHPudLr 2~

cycl opropyl ngthy} @fcﬂwero&%%wb&adprm&hylzqr 8UPox &ng&mmeﬂ?yémbhyl :
group, . cycl ohexyl met hyl group cycl’'oheptyl meth éM% oup, cycl opentyl et hyl
group (i- or 12« %Uyé’t‘o@érﬁ';ﬂl)lﬁ?mmg‘ﬁ’oﬁfﬁup ape| iﬂ‘%t hfretpFsp #4¢ or 2-

(cycl ohexyb) Gl bybe0T 200 ; % Ok@PERSH RLAPYE: AhR¥Bnd thioxy2gr&ip. For R,
3-(cycl opentyl ) propyl grou and” cycl ohexyl propyl group (1-, 15 2- or

3- (cycl ohexyR} mroﬁyal -’@r éﬂmrefﬁré%lf rRegetRox BEPBRY AP &FRGYY @FB‘Eﬁb Preferably

having 3 to Z, £8{ Nk 8hdifoxy g¥fligeh s specifically cyclopropylnethyl
group, - cydl obut yl net hyl group cycl opentyl met hyl group

cycl ohexyl met hyl ~ GheupCs-s ALpYtHealsreur/PHtsoBpE bép}ayvzatfw# by
‘ halogen atoms” is one wherein the Ci-¢ alkylthio group is
15 optionally substituted by the aforementioned halogen atoms,

‘ which is exemplified by'methylthio group, ethylthié group,
-propylthiq group, isopropylthié grbup,_butylthio group, tert-
butylthio group,‘pentylthié group, tertfpentylthib groﬁp,‘
"hexylthio group, trifluorcmethylthio group, 14 or 2-. _

20 chloroethylthio group, 1- or 2-bromoe£hylthio group,’ 1- or 2-
| fluoroethylthio group, 1-, 2- or 3—chlo£opropy1thio group, 1—;
2- or 3-bromopropylthio group, 1-, 2- or 3—fluor6propy1thio:

- group, 1-, 2-, 3—‘or-4fchlérobﬁtyl£hio group, 1;, 2-, 3~ or 4-

bromobﬁtylthio group, 1-. 2—, 3- or 4- fluardhutylthio grouprand
25 the like, preferably methylthio group, ethy;thio group or

trifluoromethylthic group. For R®, R* of Ré, it is p:efefably a

methylthio group, an ethylthio group or a trifiuorpmethjlthio_'

" group. | . - ‘ -_ o -

' The “Cg-1p cycloalkyla;ky1 group" is a Cpg alkyl group
30 substituted by‘C}q.cycloalkyi gioup. Here,'thé *C3.7 cycloalkyl:

‘group” means a cyﬁloalkyl group having 3 to 7 carbon atoms,
-which is exemplified by cyclopropyl group, cyclobutyl_group,-'
cyclopentyl group, cyclohexyl group and cycloheptyl group..
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20 group for R~, RRL R', Rlz or R13 is cycl opentyl met hyl group, -

cycl ohexyl met hyl group or 2-(cycl opentyllethyl.group. The "acyl group”

i ncl udes al kyl carbonyl groups such as acetyl group, propianyl group,
butyryl group, pivaloyl g=cup and the like; and aryl carbonyl groups such
as benzoyl- group, .- - ss ~naphffioyl .group and the like. Preferred is
acetyl group. For Rs, Rso Rbl or R62, it .is preferably an acetyl group; a
preferabl.e acyl group as a substituent for the CA_LO cycloalkylalkyl gr oup
far R-, R -R13, R12 or R13 is acetyl. group. The ' aryI group” is a phenyl

group, a naprl}t h¥e1fz%rdoug %%c]]oall’%o E&I) oblﬁgx?%ﬂ{ Olép oJ) akt%rnsw th

preference given to a ph erocycﬁlc resi due", a, 5-
t o, 8-i aenber eﬂlcarmmpeclfmaﬂu.gcgpdmc@rgpph ;gmpt aa::m.u@gpthbwrdies, car bon

atom 1 53 to 4 hete&oatons sel e e omé% aL8 i
ni trogen at ofYShPTHEY PREP 8rb?%5rﬁ 5y r9% Y cyc ter group
condensed t heeens ta s&lﬁdidjlhe clmakﬁ d:arbplnaonmm bmam:hedznahpl egs:ouher eof

.1l 000 DSl Qo0 Einfy Sork SBIEE APl W PP (2 o
(1-, 2-, 4- @&ou;S |em1g}azg&qdp [0]3557:30) 8 gﬁ&ﬁﬁ(ﬁrﬂ igﬁp]ttﬂ:y(lZgrodb or 5-oxazol yl
groun). 1 a0l YL oUBy (o pfhun LIRS g Sl Do X8 YL 570U
5-i s_oxazol yl gr oupjoncrsr)é m:aaa@_i'gak cgfr ahp tGe1o c;AeloankﬁlaB@ﬂhgmrﬂ"yl group),
o oup. 1. 3, singkig a5 eer<ptnedteh oReRr aciizePbrY Biestit o8a t hi adi azol - 3
or 5-yl greupyclomntylhéatilagpbur, WycyohewyimkiRyb-ddonpdi azol ss 3-yl '
9 9UD), L AR U ettt oot el W, o
or 7-indol yl (gjr@ltﬂjent?]ﬂl‘&ﬂfyul’ Yo )QURyé Pohexylethyit grbup G- or 27- benzofuryI
group)., benz?%;]cl:fo%xygl etﬂgfl group) p cyclopentylpropyl group (l1-, 2- or
‘ ' 3- (cyclopentyl)propyl group) and cyclohexylpropyl- group (1-,
13 ‘2- or 3- (cyclohexyl) propyl group) . Preferred is
. cycloalkylalkyl group preferably havJ.ng 3 to 7 carbon atoms,
‘.whlch is specifically cyclopropylmethyl group,
cyclecbutylmethyl group, cyclopentylmethyl ‘group or
cyclohexylmethyl group. A pr'eferable Ci-10 cydloalkﬁlalkyl
20 group for R’ R®, R, Rlz or R¥® is cyclopentylmethyl group,
cyclohexylmethyl group or 2-(cyclopentyl)ethyl. group.
The “acyl group” includes alkylcarbonyl groups such as
acetyl g:foup," propionyl group, Ibutyryl group, pival-ofl group
.'and 't_he. like; énd aﬁlcarbonyl grouﬁé such as benzoyl group,l
.25 | ﬁaﬁhiﬁéﬁ gr0upand the hke Preferred is aée‘tyl g_roup For R®, R%,
R or R%, it .is preferably an acetyl group, a preferable acyl
group as a substituent for the Ciao cycloalkylalkyl group for
" R, R®, R“, R or R* is acetyl group. ,
The "aryl group” is a phenyl group, a naphthyl group, a
30 biphenyl group and the like, with preference _g:.ven to a phenyl
group. . . _ _
As t.h‘er *heterocyclic re—sidue', a, 5- to ‘é—memb‘ered
aromatic heteroc-yclic group contéining, besides carbon atom, 1
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3-, 4-, 5-, 6- or 7-benzothienyl group), benzim dazolyL group 20 (1-, 2-,
4-, 5-, 6- or 7-benzi.m dazolyl group), benzoxazolyl' group (2-, 4-, 5-,
6- or 7-benzoxazoiyl group), benzothiazolyl group (2-, 4-, 5-, 6- or '
7- benzot hi azolyl group), pyridyl: group (2-., 3-.o0r 4-pyridyl group);
pyridine-|-oxide group (2-,  3- or.4- pyr|d|ne | - oxi de- group), S
pyrimdinyl-group .(2-, 4- or zs 5-pyrim. dlnyI group), tetrazolyl‘groub
(1Htetrazal -1 or 5-yl .group, 2Htetrazol-2 or 5-yl group), quinolyl group
(2-, 3-; 4-, 5-, 6-, 7- or .8-quinolyl group.),. isoquinolyl group (1-, 3-,
4- 5-, 6-, I 9 I sogui nol and the |ike. As_.t he

" car bocycl i & r? heterf)g T %F&ge‘g;p%"ﬁ‘t Porain atso csél%geﬁsaeé(fm?,-
7- menber ed Ca:ﬁ.lﬂﬁﬂgén R om Ui aheChikey, ar bﬂqdm br tdreyk)ide. g., benzene

(phenyl ), naphthal en %na ht h Ié and t ﬁ% %3 | oal k '
(cycl oal kpl | % EasHocYs gfl 1D ‘F"B’péﬁ denssd| f)’l;%wp} )‘hn < Ex’tg%tr?@ % ycI obutyl ),
‘cyclopentanemﬁétiﬁmaiopﬁﬁh@hés-ﬂyﬁhehemenaa@cygtmﬂgaytﬁmunym+phepbane
(cycl ohept yl etc 3 cIoaI ene gcej_c é g ﬁ Uou%% :§ , -
cycl opr opene (- (} HF?HP | B e b (‘%’y robit §?‘§19 i ’@pentene
(cycl opent englrbup cwcl ebex-anﬂeﬁgyoggﬁh@xen;ahj)dazslgycdmlnppwﬂ,e 26cyat alrept enyl)
etc.) and thg % g ? a&elused Tg aren hesi s.follow ng each
nane of the “Caf %&9 ¥ cgﬁﬁ'ﬁ?& s?l’é YL FFBRANET T ¢ gP%5up P*P&¥honding to
the carbocyekbepir, Itg:_aﬁ&lyﬂhgrSt;bSm—t uentod tsah:hiilﬂolarbogﬁoumnt i oned '
carbocycllc o ri ve, exanp% % é ClL e ;I
o Dot y” riEaAti PR e Soe S Bt ety Sl S,
substi t ut del byouﬂnadaegems d15 Spl%ﬁﬁbhrﬂ:)grcﬁ.&p ai&3cHinzeyel eabliyl (3-group, (3}
atCzlo alkenyl r.oy | k u | o aryl group,
(6) a C~_zo 3ra SPB%#Z"??%%’%"SWX’Q%/‘%‘@% ¥ g‘{’%ﬂ“}’ ( C?Loxy group, .(9) a
mer capt o grOUﬁadz(akﬁ)L 3 eXG-glogpoup,(tl3, a—d:daumaﬂomew gfcbB} B,Zy5aN0 group,
(13) a carbam)%'ér1t roup,. (14) a carbaxyl group,. (15 o) ycarbonyl
rolp (o g SRS RgPe br ol SaLtFrRkro HPaimy AL BripiafeSsei Bl e) "
' or 5-yl group, 1,3,4- thladlazol— -yl group, 1 2,5- thzadlazol—
- 1% 3-yl group), triazolyl group (1,2,4-triazol-1, 3, 4 or 5—yl o
group, 1,2,3-triazol-1, 2.or 4-yl group), indolyl group‘{l—,
2-, 3~, 4-, 5-, 6- or 7-indolyl group), benzofuryl group (2-,
3-, 4-, 5-, 6~ or 7-benzofuryl group), benzothienyl- group'{z—
3-, 4~, 5-, 6~ or 7-benzoth1enyl group) , ben21m1dazolyl group
20 (1-, 2-, 4-, 5-, 6— or 7-benzimidazolyl group) ,” benzoxazolyl
group (2-, 4-, 5-, 6- or 7-benzoxazolyl group),.benzothlazolyl.
group (2-, 4—;'5~, 6~ or 7-benzothiazolyl group), pyridyl
group (2-, 3- or 4—pyridyl groﬁp);‘pyridine—l-oxide group (2-,
3- orA4~pyridine-1—oiide group) , pyrimidinyl group (2-, 4- or
2% S-pyrimidinyl group), tetrazolyl group (1H-tetrazel-l or‘Sfyl
group;VZH—tet:azol—2 or 5-vyl group),_quinolyl-group (2—, 3-, -
4-, 5-, 6-, 7- or 8-quinolyl group), isoquinolyl‘groupl(lf, 3-,
4-, 5-, 6~, 7- or Bfisoqﬁinolyl group) and the_like., -
As the ‘barbocyclicring ’ for example, an coptionally
30 condensed 3— to 7—membered carbon ring such as Cg-10 arene {Cﬁqn
\,aryl) (e. g., ‘benzene {phenyl), naphthalene {(naphthyl) and the
" like), Cis cycloalkane (cycloalkyl) (e.g.. cyclopropane S
(cYclopropyl); cyclobutane (cyelobutyl), cyclopenténe
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a sulfo, (17) a halogen atom (18) a O _6 al koxy group, (1B) a ao C6_lo
aryl oxy group (e.g., phenoxy group etc.), (20) a C1_6 acyloxy group (e.
g., acetoxy, propionyloxy), (21) a C1L 6 alkylthio group (e.g., nethylthio
group, ethylthio group, n- propylthio group, isopropylthio group,
n-butylthio group,  tert=butylthia group etc.), {22) a C6_lo arylthio group
(e.g., 25 phenylthio group etc.), (23) a Cl_s alkylsulfinyl group. (e g.

met hyl sul finyl group, ethylsulfinyl group etc.), (.24) a Cs-io

arylsulfinyl group (e. g.; phenylsulfinyl group etc.), (25) a' C3_s

al kyl sul f onyl (cgtDogentel) 0. c‘ydmhbxixwlcbgayéhegfyqup cﬁ:ﬂ]ﬁ:}&bﬁﬂéﬁ@nyl group

etc.)), (26) a. -ia a Isulfon : Ifon | group
o). (27) drvEr gl L 0260 ke tBs gl fhrn HgRBRR TgSEoMRIe Ty ani no
group, propi QBYbamdﬁleﬁﬁﬁbneet(@ydlmép%%)l B, y@dobdfend 1€iclaabaltku&am no

group (e.g | am no grou ethylacnlno an1no group,
55 |sopropyI§%FHﬂ“§F%ﬂﬁ (?¥ﬂiﬁPﬁPgﬂﬂﬂﬁ gF¥APE %HF%%tﬁ@F&ﬁ?é&? '

di elt hyl am FO cEDolepiefie) (c;(c[i@%etﬁtéliglfi ey@m&lnhy{-.ﬁénllrmegr?uf) t(ae 1943

cycl opropyl am no roup ¢l obutyl.am no group, cl opent yl am no group,
cycl ohexyl ani®h8 ¥7re?§¥? § Egllowdngeagh, §¥ Bup (e.qg.

anilino etc C)arbcéci?ﬁlla Eﬂn_@ s&bkarwwhrb@yeyﬂ: gRoug. corfxeéﬁyﬁd:g;@ou@ uﬁcet yl =
group, hexano roup etc.),. (33) C6_Io arylcarbonyl group (e. , benzoyl
group etc.), %%ﬁ?Y Aicsring. 6 nenber ed het erocyclic group contalnlng,A

besi des carbon  atamend &mﬁﬂa@éxﬁf Qﬁh@%é%ﬁ@é&ﬁbﬁtﬁeﬂé@)ﬂégﬁﬁcyc&ubfur i 0
n|trogen 3-thienyl group, 2- or furyl group,

qu the like (e.q., or

3-, 4- 5&?%2‘8%?‘3\3?0%6‘ 2"3‘“&’}3'0#1’53 t%Sai’d‘MH gﬁ?%ﬁptsma%l’ or

5- Isot hl azol ¥hb§tfi@iﬁﬁed3:y 11410?&1:5 (paxazainangr OdJLDe adkyl 4rolp 5 | soxazel yl
group, 2-, - im dazolyl group - or 2,4-triazo

or’
(1,2,4-tri azSFb?tltl“@*% by, Bglogeny igr Bﬁ?)ferfbéehtt?%’afo%‘? °32°1(ﬂ31!§1’3)7l group) ,
1H or _ 2H t egeags) W6y (al%z.letilacéﬂyilgﬁupfy ydj & @up, alklyhel r@eah; 29r 5-yl-
group) 2-, 3-_or 4-pyridyl group -, “4-_or 5-pyrimdyl roup, 3- or
4- pyridazi nyf ‘&r’du?;rquﬁirﬂfb?yl(%reu‘ﬁ?-’("Zaralé‘yl groip, (7)°a nitro group.

15 (8) a hydroxy group, (9) a mercapto group, (10) a oxo_group,
(11) a thioxo Qroup, (12} a cyano group, (13)7a carbamoyl
group, (14} a carboxyl group, (15) a Ci alkoxycarbonyl group

{e.g., metho#yCarbonyl group, ethoxycarbonyl group etc. H (;6)

_ a sulfo; (17} a halogen atom, (18) a C;s alkoxy group, (19)-a

20 Cg.ap aryloxy group le.g., phenoxy group ete.), (20) a Cy

| acyloxy group (e.g., acetoxy, proplonyloxy), {21) a Ci-¢

-‘alkylthic group (e.g., methylthio groﬁp, ethylthio_group, ﬁ—
propylthio group,-iscpxopylthid group, n—butylthioc group,
te;t;butylfhio group etc.), (22) a Cgyo arYlthio grpup'(e-gy.

' zslphepylthio group etc.), (23) a Cbﬁ‘élkylsulfiﬁyl group (e.g..
methylsulfinyl group; efhyisulfinyl group etc.}, {24) a C&451
arylsulfinyl group (e'g . phenylsulfinyl group étc )y, (25) a”
Ci¢ alkylsulfonyl group (e.g., methylsulfonyl group,r '
ethylsulfonyl group etc. ), (26) a Ce-10 arylsulfonyl group (e. g ’

30 phenylSulfoﬁyl group etc.), (27} an amino group, {28) a Cis
acylamine group .(e.g., acetylamino group, propionylaminc group
etc.), (29) a mono~_of‘di~Cp4 aikylamino group {e.g.., | '
metﬁy;amino group, ethylanino group, n-propylamino group,
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5-, 6-, 7- or 8-quinolyl group), isoquinolyl group (1-, 3-, 4-, 20 5-, 6-,
7- or 8-isoquinalyl group), indolyl group (1-, 2-, 3-; 4-, 5-, 6- or
7-indolyl group) etc.) and the |ike can be nentioned. The number o
substitution is 1 to 6, preferably | to 3, nore preferably 1 or 2.
Preferabl e exanpl.es of the-"carbocyclic.ring optionally zs- having a
substituent” fornmed by R3 and R or R~ and RS together wth carbon atons .
bonded thereto are C3_~ cycl-oal kane and benzene, and nore preferable
exanpl es are cycl opentane and cycl chexane. As the "heterocyclic ring", a

5- to 8-menbgLedromA Rehs dg%xsl | e QY P GRNGRLEY NBimb e 1RSI n6 AR, at om |

to 4 heteroatom; sel ected fromoxygen atom sulfur atom nitrogen atom
and the |ikedigthirlamipeygraup erctlrd dyel iz Chet eydlepdkyamigoogpewrondensed -

therew th andg.the ILJ%,IéFu ﬁgm{gg@tdrggﬁg -eylo 1 i 6o BRI, €s of the

heterocyclic ring i ered eterocycllc ri ng containing,
besi des car bGHCbQRﬁﬂtY-lamxr@ thmem&ﬂ-ewylsellm’:tmu?r@w Oxy§eh & 6m suI fur

atom nitgoge n hi, op e hi g up) ,
furan (furyl g"grgg % gr \{be r'roa]%gf%g?zeu e p)t;%]o El o ?)éjk/lrl‘?%]?l nyl
group), Ppyrr ke n(@ gpyrfrqz'-iwéh g\l;dupgr acedyl greup.duh@xen@l( vrguplieieel yl

group), oxazqks ((p_m QFA}H?) ﬁ]r%‘_;g{zn(@z e ﬁe%%?i‘%r%hpgéf’é‘ﬁ) ((IQW%ZOI e

(pyrazol yl group), ol y “group) azol 1 ne m dazol i nyl
group), 10 i §ox¢az@I—Bel(lbmdahetgﬁocg'ﬂé%)qrquﬁocmf@z@heg( ibegi e sinpPngr oup) ,

furazan (fur 0, t azolyl gro

1u2 E thl(agl gg %E H@ttﬁ %azopgwﬁghgﬁ%@% térqlgggfé y aroup).
(1,2, 8- trﬁ%lzoiwoq;noapr} the 2ike ter.gazodi dirnd—hienyi op¥adipny - Fodp) and the
ik 2 het e d b

ke 12) 2 Bubh GRale! ol Ml SLOQUELLE iy0eFa AbDI N Jpesl des car bon

atom- 1 ons ‘sel ected™from en atoni sul atom nitrogen
at om:and thetma@@lyéuwtmms Byrid ma $piacitiyezalduproup pyri nddioFes— - -

(pyrl m di nyl o:ga(é%}i% g{‘cmpqngr phpl I €5 isoxazolyl group, 2-, 4- or 5-
1m1dazolyl group, 1,2,3- or 1,2,4- tr1azoly1 (1,2, 4-triazol-1,
}5 3, 4 or 5-yl group, 1,2,3-triazol-1, 2 or 4-yl group), 1H or
o 2H~-tetrazolyl (1ﬁ~tetrazol—1 or 5-yl group, ZH-tétrazol—z or
5-yl1 group), -2-, 3- or 4-pyridyl group, 2-, 4- or 5-pyrimidyl
~group, 3- or 4-pyridazinyl group, quinolyl‘groupr(z-,.B—, 4-,
5-, 6-, 7~ or 8-quinolyl group), isoquinolyl group (1-, -3-, 4-,
20 5 6-, 7- or 8-isoquinolyl group), indelyl group (1-, 2-, 3-,
4-, 5-, 6~ or 7-indolyl group) etc.) and the like can be
mentioned. The number of subsfitution is 1 to 6, preferéblY~;
to 3, more preferably 1 or 2. | . '
Preferable examples of the"barbocyclicjing optionally 7
25 paving a substituent” formed by R® and R* oi:'R‘ and R’ together"
B with carbon atoms bonded there£§ are Ci cycloalkane_and .
bhenzene, and more preferable examplés are'cyciopentane and
. . .cyclchexane. . ‘
" As the *heterocyclic ringi,'a_s— to B8-membered
+-3¢ heterocyclic gréﬁp containing, besides carbon atom, 1 to 4 -
hetervatoms selected from oxygen atom, sulfur atom, nit;ogeﬁ'
atom and the like, and a bicyclic or tricyclic heterocydlic'-'

group condensed therewith and the like can be mentioned.
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(t hi omor phol i nyl group), norpholine (norpholinyl group); 20 1,2,3-triazine,
1,2,4-triazine (triazinyl group), piperidine (piperidinyl group), pyrane
(pyranyl group), thiopyrane (thiopyranyl group), 1,4-oxazine (1

, 4-oxazi nyl group), 1,4- dioxane (1, 4-dioxanyl group), 1,4-thiazine

(1, 4-thiazinyl group), 1,3-thiazine (1, 3-thiazinyl group) pi perazi ne 2s
(pi perazi nyl group), oxotr|a2|ne (oxotriazinyl group pyri dazi ne

(pyri dazi nyl Sgeeibic epgmatasnet (B QQFWCY(ij‘Eur})mSnHICJPHE Pké 2an be ’

mentioned. AgolbSrdd GUELIdeyRI1d IigYClifraiaRsleREedadietaEnEy Gbg, 11 N, a
bicyclic or tricyclic condénsed heterocyclic ring caontaining, besi des

carbon atom tP foherespatwseFBbeTIRE SEMRCKEERT RGP0 SYERT AWM sul fur at om

nitrogen at oWy abshd Beoh 4@ talalkas henzal uikphbanzahuen1 geoun),
benzot hi azol e (benzot hi azol yl groupi, benzoxazol e (benzoxazolyl group),
Pa2o0

tetrazol of 1, SuBrpyifogsligreuBy, (R¥EEPAS ol OB H EEGYR draPY R igoup) ,

triazol o(4, 5-RLPysiicgii Hupht rﬁ)&&@h%ﬂ:é1?}ﬂbﬂ’md§ﬂimﬂroﬁﬁpUll) 3-
benzi m dazol e " (benzi m dazol qui nol i ne ui nolé'}lﬂgroup)

oup
i soqui nol i ne d(‘P%‘?J’eﬁu‘ﬂ@? yiogp )gr°EP nEFRABLY c‘Pﬁﬂ’é‘? ¥ty PEGRup)

pht hal azi ne G;Bmmeaawﬂzcgw%upwmaebwe(pwam@aobmw) group),
qui noxal i ne (qui noxal i nyl grou

dol dal d
(i ndol yl gro&ﬁ}da%ﬂ}lendf“i“’z‘?%é’lyfq‘%ﬁ‘;ﬁ’g’l’ ?z#’ﬁ’lﬁr;ezﬁ?‘brltﬁq)amli %éﬁg{‘h?‘g{“&?l o C

(1, 8- naphtibyrisdiandie Gk 9skRzol1Pl egiddipne (S@indbny | (igbeniyzeldl bewsef uran 10
(di benzof uranyl group), carbazole (car bazol I _grzo#g)%ngc i dine (acrydinyl
f

group), phendRF#F3Yi(RBTIZREAFEIP? di A~ 3G " (chr omanyl

group), benzexazaikolPenressy) r1y|2 uﬂuﬂ):uaz@hermazjmehﬁﬂﬂma_zynyl group),
phenot hi azi ne (phenot hi azi nyl g henox zi ne ( Qg azinyl group) and
the |ike can9pe"®s fehtd Jﬁéaz"]’lanélp 'rjerﬁrl’l%%‘?]'é’ BFP B g ch name of the

heterocycli CtE:!LéLQ:lS.BQM\@ ﬁ:rﬂ@iﬂl@ﬁﬁﬁiIgf‘rogf:DLHthmhée'&mnd[ng at 6~ the
heterocyclic ring. As the suPstl t.uent tthatlthebg_}sblc}{es nen c!noggom 1
heterocycflgwmbered heterocyclic ring contalning,
t0 4 heteroatoms selected from oxygen atom, sulfur atom,
nitrogen atom and the like, such as pyridine (pyridyl group).

pyrimidine (pyrimidinyl group), thiomorpholine

(thiomorpholinyl group), morpholine (morpholinyl group),

20 1,2,3-triazine, 1,2,4-triazine (triazinyl group), piperidine
(piperidinyl group), pyrane {pyranyl group), thiopyrane
(thiopyranyl group), 1,4-oxazine (1,4-oxazinyl group), 1,4-
dioxane (1,4-dioxanyl group), 1,4-thiazine (1,4~thiazinyl
group), 1,3~thiazine (1,3-thiazinyl group), piperazine

25 (piperazinyl group), oxotriazine ({oxotriazinyl group),
pyridazine (pyridazinyl group), pyrazine (pyrazinyl group} and
the like can be mentioned. As the bicyclic or tricyclic
condensed heterocyclic ring, a bicyclic or tricyclic condensed '
heterocyclic ring containing, besides carbon atom, 1 to 4

30. heteroafoms selected from oxygen atom, sulfur atom, nitrogen .
atom and the like, such as benzofuran (benzofuryl group),
benzothiazole {benzothiazolyl group), benzoxazole

(benzoxazolyl greoup), tetrazolell,5-blpyridazine
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ring may have, for exanple, {1) a O _s alkyl group, (2) a CZ 6 20 al kenyl
group, (3) a CZ 6 al kynyl group, (4} a C3_6 cycloal kyl group, (5) a

cycl oal kenyl group, (6) a C~_11 aral kyl group, (7) a C6_ 14 aryl group, (8)
a C_6 al koxy group, (9) a C6_1q aryloxy group (e.g., phenoxy group etc.},
(10) a C1_6 al kanoyl group (e.g., fornyl group, acetyl group, propionyl
group, n-butyryl 2s group, iso-butyryl group etc.), (11) a Cs-xa

aryl carbonyl ¢reumzolell.G-blbericezingt @noupt ¢ triaz¢ipdy, a-gpysiddddaroyl oxy

rou e. , I r on roup, n-
By i s AT S U el Wppigraiegoy oy oo

aryl car bonyl oxlyergzrloupa{celyg grcba-ﬁzoytmgllgpotqylepéﬂ grP!mJ) a so carboxyl
group, . {15) a, n%Ufr?é(y&%rgQ %%gtﬁu{)e @i nnolTREN QUVGRARAMY | Q) (1%3}’
fl xycary )

et hoxycar bony oup, n- prop group, 1So0- propoxycarbon group,
n- but oxycarf)onl;fthag-la@upe (plhsbblﬁta}myéammwl. Qrisapoliner tapinagryeauibonyl group

etc.), (16) 5 ar u G .3k kulcar banoyl group
(e.g., N-net y‘?“cgrbam)y aé?%%p@u %lﬁcar 8’[ grgup, N propyl car banoyl

group, N-i sopmpgnleamsalrrwbugmupdo# ﬂ;miyhelaugma\rmy-l auieridzére. ), (18) an
N, N-di -G _a ak Jn%aflbﬁwbréuﬂrOlipsir?ap@;thyi\id%ng' WPtshMLﬁ@EH}QQWAylgrOUPy

N, N- di et hyl car anoy rod | propyl car banoyl group
N, N- di but yl cagrimyl P@?R}@p“eetwefld{f!bg) gsowsiol Aibentofiaean bonyl group (e.g.,

1- aziri d'myl@égﬂgﬁQ¥£u£HH§§pgréhﬂ?ze&éfﬂd&%h&a{é&%ﬂXioﬁ}ﬁOHEBuﬁs, acr;dlne
pyrrolizinyl carbonyl group, “1- plperldlnylcar bonyl group, Ni

et hyl pi perazi?ﬁﬂyéaﬁbbwug)rome%?WPPﬁo@&PBWn@FMp gr@‘f&b’ , (20) a
hal ogen at om c{Zhhnd (choBm@hd lg-B8LOHP &HE&%EEY(beﬁHQﬁiiﬁﬁie%%]ha| ogen

atons {e.g., chloronethyl group, dichloronethyl groug trifluoronethyl
group, trifl uRRDEERYE (RGepRplstic IYOUR)22Phenr iR 8% Yoo dphen 28 aaip¥ani di no

group, (24) a&roﬁ:%'%ﬂ&o%?% (bR 1 A Qj?:on)PLHde £RE)1ike MNP LeOr di-Cl_a
al kyl am no group z | am no group, ethylam no group, propylam no

group,. isopr o‘b‘%ﬂtéﬁf‘ gF%%é’arBﬁ'f—%salﬁl ﬁ‘b“g’t“‘éﬁ% eac&l Rt PEalfho group,
di et hyl am no ggQuBey &R ePNd AHRe #™4Brocyclic group corresponding to

the heterocyclic ring.
As the substituent that the above-mentioned heterocyclic

j:ing may have, for example, (1) a Ci alkyl group, (2) a Czs

20 alkenyl group, (3) a Czs alkynyl group, {4) a Cs¢ cycloalkyl
group, ({5) a cycloalkenyl group, {(6) a C; aralkyl group, (7)
a Cs_lq.aryl group, {(B8) a Ci¢ alkoxy group, (%) a Csi1s aryloxy
group (e.g., phenoxy group etc.}, (10} a C;¢ alkanoyl group |
{e.g., formyl group, acetyl group, propicnyl group, 'n—butyryl

25 group, iso-butyryl group etc.), (11) a Csa¢ arylcarbonyl group
(e.g., benzoyl group etec.), (12) a Cy¢ alkanoyloxy group (e.g.,
formyloxy group, acetyloxy group, propionyloky group, n-
butyryloxy gf.oup, iso-butyryloxy group etc.), {(13) a Ceig .
arylcarbonyloxy group {e.g., bénzoyloxy group ete.), (14) a

30 carbdxyl group, {15) a Ci.s alkoxycarbonyl group {(e.g.,
methoxycarbonyl group, ethoxycarbonyl group, n-propoxycarbonyl
group, iso-—propo:lcycarbonyl group, n—-butoxycarbonyl group, '

isobutoxycarbonyl group, tert-butoxycarbonyl group efc.) . (16)
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di i sopropyl am no group, dibutylam no group etc.), (27) a 3- to zo

6- menbered cyclic am no group optionally containing, besides carbon atom
and one nitrogen atom 1 to 3 heteroatons selected: from oxygen atom ‘
sul fur atom nitrogen atomand the like (e. g., aziridinyl group,
azetidinyl group, pyrrolizinyl group, pyrrolinyl group, pyrrolyl group,

I m dazol yl group, pyrazolyl zs group, imdazolidinyl group, piperidino
group, nor phoi i d2a@bah&HP grebbly d1epyd iNybnarRupal kplichdydmaytogpgupN\He.g.,

met hyl pi perazi nyl group, N-ethyl piperazinyl group etc.),.. (28) a Cl1_6

al kanoyl ami n&“d%&ﬂgl?aég’ﬁf“?ﬂf (ﬂ)é’é% d%“e_aﬁ%ﬁ%’,rbg%%‘fﬁaﬁfa‘ép' o oup,

tri LI ?OFO?CeFraﬂﬂpgecﬁM?yl pjmgzagwiaﬂpd@ggrc_ampm@a bmt;(g%ﬂam de groupi .

i sobutyrylam de group etc.), ( zam de_ gr.oup, a.carbanoyl am no
group, (31) ab‘ﬁa"%fjf a“?P’Ey%’c"é‘&’bS%fb I'agf oag’j’rgu%g{legﬁgfﬁylcarbamyf

N- et hyl carbaggsybane 1 , JRORH ime bhyeliday-bassla gpybm iR B-diredhplcarbamoyl
N- pr opyl car banmoyl ani no

roup,. N 59 i sopropyl b | am._no gr,ou
N- but yl car ba B %&"&?Bﬁ ylé’?ﬁl?a)"f"y?:sg‘)'oug’xl\l;aﬁg—&ﬁ g@f{fcaalrg’w A g?’r%‘ill ani no
group (e. g.,eth.N;, disrethyycidechanindcanborylgyoony (M. &k dilet hyl car banoyl am no

group, N, N-di propyl car banoyl am no group.. di bu car /l am no s group
etc.), (33) & i@%}f%ﬁ-‘gﬂ@é Iy yr guﬁz%%{dgl?!}licaﬁ%to h%if réjgﬁg% gr oup, .

et hyl enedi oxypygirolpzelydcarbdnyd) geoupl( OH)iperid8G)lcarbymirlogyoum.otip, (36) an
POy 91U iyl ka P Lonst B AL CIBMBRIGNPEARD) o ol capt o
(43) a 2n suldtandyl (2Mouphalofép atc@l 62 leyCsulfldkrbydroypoegritoagly N
R, By SLMGSL B 9 Ul ety s a0V group,
al kyl sul f anmoydichiotgmethel ggroul, htxjjf@pmeggyl aNPPP gtwpporoethylr
N N di but 31 SUPFARoETe g olirlert, ka B "] e BB 2 oy
met hyl t hi o'Sgrimipe @tdwpl.t k20 agraupe prowyl tB6b ymenp; drséprGpyl t hi o group,
n-butylthio  gLoWR.: ReG+OM Yl §i O idtRPPanitS" Lt Y LU 18nghOWREHC-) . (47) a
propylamino.group, isopropylamino group, butylamino group,
dimethylamino group, diethylamino group, dipropylaminb group,
diisopropylamine group, dibutylamino group eté.), (27) a 3- to
20 g-membered cyclic amino group optionally containing, besides
.carbbn atom and one nitrogen atom, 1 to 3 hetercatoms selected
from oxygen atom, sulfur atom, nitfogen-atom and the.like
{e.g., aziridinyl group, azetidinyl group, pyrrolizinyl group,
pyrrolinyl group, pyrrolyl group, imidazolyl group, pyrazolyl
25 group, imidazolidinyl group, piperidino group, morphelino
group, dihydrepyridyl group, pyridyl group, N-
methylpiperazinyl group, N-ethylpiperazinyl group etc.), (28)
a Ci¢ alkanoylamino group {(e.gq., formamide group, acetamide
group, trifluoroacetamide group, propicnylamide group,
3¢ butyrylamide group, isobutyrylamidelgroup etc.), (29) a
benzamide group, (30) a carbamoylamino group, (31) a N-Ci
alkylcarbamoylamino group {e.g., N-methylcarbamoylamino group;

N-ethylcarbamoylamine group, N-propylcarbamoylamino group, N-
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phenyl thio group, (48) a Cl1_6 al kylsulfinyl group (e. g., ao nethylsulfinyl
group, ethylsulfinyl group, propylsulfinyl group, butylsulfinyl group
etc.), (49) a phenylsulfinyl group, (50) a ClL 6 alkylsulfonyl group (e.
g., nethylsul fonyl group, ethylsulfonyl group, propylsulfonyl group,

but yl sul fonyl group etc ) (51) a phenyl sul fonyl group and the |like can be
as nentioned. ,The nu ubstitution is 1 to preferably 1 tao 3,
more pr ef er abf-§ORTHY ?arklgf'@?’ Wegﬁ%ﬁmpeguﬁyﬂc?ﬁ%am%é?ﬁ%9ﬁ‘% ring
optionally havtng assubsti nml-.fﬂmdamhﬁlm&%uﬂ? @ngd. R, koget her
wi th carbon atomsb reto arethlo hene, fur pyrrol e, 30
pyrrol.ine, ox 78T F?ﬁ%ﬁ‘ FLamino, goofny N Mydierhy toax FH“ PAedrouPs oxazol e,
i sot hi azol e, ﬁm—aﬂ@lﬁopﬁlclrﬁaxﬁéylaﬂiﬁd (ﬂ:eoupl N?.J@dlﬁtmyadhﬁi’&lo@alama.no

1,2,3-triaz Ie 3-triazjne, i ne, 2,3-triazolidine,
2,2-difl uorg i %lpdleg‘iv'l e gﬁb ﬁcﬁ’?%‘yéﬁn? PAT Pﬁ‘B’rpo {P-%di oxane. In the

above- ment | onmltt@rrbﬂddmm §rodﬂ'}eeﬁhl}b&tnle‘ﬂlilaqi gabup hexc' ;(;a(:b;qcycl-n @), Ng
substltuent of t he "heterocyclic

opti-onal ly haﬁg} t i tuents” Eg%
ring optional hgw °é‘ys%c§1p t t?’n PR PIEPER Py’ seléet2PHFSm t he
group consi sgrcn:g: oi3t{)1)a Glare alcbyp, gBeupa aptcbmai lg).‘oﬁpl,bSItQDi W ed1by

hal og t 2 3) . h 4 t (5
Cyans group, T Pkarbing, P EhBa,o%er” ) o BT ntptraely @b O U7 ()
ai koxycar béhysulfaoap) g(rB)xpsudmo) §raupalkyl sulBimdrdl goip abom 1) C3_6

| k 2 th 1 6 al kyl sul finyl ,
(1) &1 6ol 15Tk eer e e A iedreib i Spde Moo of ai- ca s

al kyl am no - grmnqwlm(nfk)noﬂ g;oabkana)sbpgusmlpuandnc(yl8§;rcﬁib ~Nal kanoyl OXy

group. The " I T8g cg tabl salt is as it
forms a nont %%at %]atm\ﬁﬁy? %/%18 ?gr)émg i el c‘o‘%{r‘p %“Xf%'ﬁc’yelsgg?'épd by the
fornula (1). @earrplrlsﬂ-tdme’amlsmcbmm grbup, lamedmemhylllsﬂifﬂﬁbylowﬁﬁi.ts W th
.various Imrbg%nhfplab%ngufﬂ&lgyi‘ gr0u¥>dr19CbP| Lugye.lsuli)_!dr Olil’ 81r:Tt1audpe etc dr oi odi de,

sulfate, nitrate
(46) a C1¢ alkylthio group (e.g., methylthio group, ethylthic

group, propylthic group, isopropylthiec group, n-butylthio
group, sec-butylthio group, tert-butylthio group ete.), (47) a
phenylthio group, (48) a Ci-¢ alkylsulfinvl group (e.q.,

20 methylsulfinyl gionp, ethylsulfinyl group,-propylsulfinyi
group, butylsulfinyl group‘etc.), f49) a phenylsulfinyl group,
(50) a Ci.¢ aikylsulfonyl group {e.g., methylsulfonyl group,
ethylsulfonyl group, propylsulfonyl group, butylsulfonyl group
etc.), (51) a phenylsulfonyl greoup and the like can be

2> mentioned. The number of substitution is 1 to 6, preferably 1
to 3, more preferably 1 or 2.

Preferable examples of the “heterocyclic ring optiocnally
having a substituent” formed by R® and R* or R' and R® together
with carbon atoms bonded thereto are thiophene, furan; pyrrole,

30 pyrroline, oxazole, thiazole, pyrazole, imidazole, imidazoline,
isoxazole, isothiazole, furazan, 1,2,3-thiadiazole, 1,2,5-
thiadiazole, 1,2,3-triazole, 1,2,3-triazine, 1,2,4-triazine,

1,2,3-triazolidine, 2,2-difluoro-1,3-dioxole and 2,2,3,3-

&0



phosphat e, carbonate, hydrogen carbonate, perchlorate and the ao |iKke;
salts with organic acids such as formate, acetate, trifluoroacetate,
propi onate, oxal ate, glycolate, succinate,

| act at e, . nal eat e, . hydroxymal eate, nethyl nal eate, fumarate, adi pate,
tartrate, nmalate; citrate, benzoate, cinnamate, asborbate; :
salicyl ate,, 2-acet oxybenzoate, nicotinate, 2s isonicotinate and the Iike;
sul fonetes such as nethanesul fonate, ethanesul fonate, isethionate,
benzenesul fonate, p-toluenesul fonate, naphthal enesul fonate and the |ike;

salts with ade@refRiErd01 pidioxdad. as- aspartate, glutamate and the |ike;
al kali. metal salts such as sodiumsalt, so potassiumsalt and the |ike;

al kal i ne earth metdl tBg| sRevegpantignegdy gReimenss; (thee spstifuent tofind t he
li ke; . ammoni wheSskdrbocpdilcSritgt BpOigaNnly Mafngs bebstaTubhtdrebhyl and ne salt,
triethylamne salt, pyridine salt, picoline salt, 61.dicyclohexylam ne
salt, N, N -di*HBR%Y "&’%y?%n‘g{?i aRetRrasyrtigneing pRtignedly AVRIW th ami no

aci d such as shystitiakhr HJpReferay bebdtddnerd koe ghshyg he 1ike. In sone
cases, the salt pnay be a water-containing product, hydrate or solvate w.th

al cohol s af@PeHetimEret {11 Sudi ki, IreRP spdienaddyt FEbRId WERP N

represent ed BYioddie atehsl| @) ( AlefByrBaye VAl hQHSo:kyS grBES, &@Pr exanpl e, ' E-
form-and Z formare present as geonetric isoners, and when an asynmetric
carbon at om BRFSIREC RAMR4 dridr SRR GFauRer EdnEprRamoYlogzau@reéikoners based

thereon exi starBéiyiagtass ON@Y 62N a@kbiycarthaGor shdugl, Y (o)t Re186 epRRb

i nvention ncon]:)asses'all of these isonmers and m xtures thereof. The

conpound &f dh&} Jradeant atePentibn GncdHiRtYs 850 Rodral Creoapbitiddcand

net abol i tes. gzsuBy (18f SPr Gk IFTROYNEkduD, TR R derkyiahiFhyaf the
conpound of the present invention, ich has a chemcally or netabolically
deconposabl e95PHtp AAH. IHINChITeHR o (1 8Y FIMst PEtFoFr 2 MY 2BHRE 9TPBBt ores t o

t he Qriﬂﬁ na'(ﬂfﬁﬂh}%“élkanoyl group and (18) Ci.s alkanoyloxy group;v '
. The *pharmaceutically acceptable salt” may be any as long

15. as it forms a nontoxic salt with the aforementioned compound
represented by the-formpla (1).-7Examp1es thereof include, butr
are not limited fo, salts with variocus inorganic acids such as
hydrochloridg, hydrobromide, hydroiodide, sulfate, nitrate, .
phosphate, carbonate, hydrogen carbonaté,-peréhlorate and the

20 like; salts with organic acids such as formate, acetate,
'trifluoroacetate, propibnater oxalate, élycolate, succinate,
lact;te,-maleate,.hydroxyﬁaleate,-methyimaleate, fumarate,
adipaté, ;artrate,'malate, citrate, bénzoate, cinnamate, -
ascorbate, salicylate, 2-acetoxybenzoate, nicotinate,

25 jgonicotinate and the like; sulfonates such as
methanesuifonate,_ethénesulfohate, isethionate, _
benzenesulfbnate, p—tolueneéulfonéte, naphthalenesulfonaté and
the like; salts with acidic amino -acid such as aspartate, B
glutamate and the like; alkali'metal salts such as sodium salt,

" 39 potassium salt and the like; alkaline earth metallsalts sucﬁ

"aé,@agnesium salt, calcium salt and the like; ammonium salt;
© salts ﬁith organic'baée such as trimethylamine salt,

triethylamine salt, pyridine salt, picoline salt,
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to show its inherent efficacy, including a conplex. and a salt 20 free of
coval ent bond. As the prodrug conpound of the conpound represented by the
fornula (1) of the present invention, a conpound wherein the carboxyl
group of the conpound represented by the fornmula (1) is nodified by ethyl
group, pival oyl oxynethyl group, 1 zs (acetyl oxy)ethyl group,

1- (et hoxycar bonyl oxy) et hyl” group, 1- (cycl ohexyl oaxycarbanyl oxy)ethyl group,
car boxyl net hﬂlcéf’b‘iﬁf"ylﬂyi‘?msﬁ}gt ﬂ'&ﬁgﬁfﬁzﬁﬁéﬂl@ﬂ?‘;ﬁ“ﬁﬁﬁh‘?ﬁ tgBdp,. phenyl
group, o- tolgte GERAD salds WiRB Akl adi€yWAUAS MBereddd ¢, herdivdhexyl group
of the compound represented by the formula_(1) is so nodified by acetyl

group, propi GIRHE Fbdpe Ps‘i%ugwﬁhegrlbﬁir, I3i PR SSGr ot SBERZAARY  gr oup,
4-met hyl benzmd aghidd-colitdinihy | rasaaatp Hydgh 04/ 10 ko Sed feO w PO U coBo L ONMPOUNd
wherein thg ami no group of the conpound represented by the forrmula (11 is
62 nodi fi ed BFhEXSiid&Pbamoyl group, 3-methylthio-| -
g} aget yl arrP' nol) pr Op%}d:ﬁliaabmmﬂn,gﬂw&bﬁﬁr%hﬁﬁt&oherd arogabhﬂi@l rﬂpresle)nted hbyl

ydr oxyphenyl ) ne roup, (5-net - 2- 0x0- 1, 3-dioxol -4- yl)met hyl group
o Crel e i toamadl PP ek hae HoR e agons - TRl ) E gt
F. At hbQd} ~11 land & hisrk~end ipoasdos,asV gedmits i §UDSdrelrl e Ndril @Réh Swbstitution
sites are described in re detail in the following. . .RLis preferably.a
G -a al kyl gPSYE Ot rofidii%y. 2Edh$PiEht E(f‘“aBV‘H"?ﬂro@’é‘% UESHETSMEF %r ef er abl y
a trifl uor@nethyéoigiondps HaBeRZtlierephedeisah| ynd shahogerrataimexiat C1_6 al kyl

group optionally-substituted by hal ogen atons or a c 0 _group, nore

Drof erably a AECTITTIREETISy P GiHip ST L) NS GPBLFSS RS Fhdb&are each
pref erabl y aibypesxxgend aticiteres thekegen atom a CL 6 al kyl group optionally
substituted by hal ogen at ong, a Cl-s al koxy.group optionall

Substi tuted by hal'85ereeBiR o B RrRYI 1RGP b CSIR1RaI Py EBst i ¢ ut ed
by hal ogen aktompowris &3 aedalbbiifresm a carbocyclic ring together with carbon

atons bonded therB%t

ghe “*prodrug compound” is meant a derivative of the
compound of the present invention, which haé a chemically or
metabolically decomposable group and which, after
administration to the body, restores to the original compound
to ‘show its inherent efficacy, including a complex. and a salt

20 free of covalent bond.

As the predrug compound of the compound represented by
the_formula (1) of the present invention, a compound wherein
the carboxyl group of the compound represented by the formula
(1) is modified by ethyl group, pivaloyloxymethyl group, 1-

23 (acetyloxy)ethyl group, 1-{ethoxycarbonyloxy)ethyl group, 1-
{(cyclohexyloxycarbonyloxy)ethyl group, carboxylmethyl group,
(S—methy;wz-oxo—l,3—dioxol*4—yl]methyl group, phenyl group, o-
tolyl group and the like; a compound wherein the hydroxyl
group of the cbmpound represented by the formula (1) is

30 modified by acetyl group, propionyl group, iscbutyryl grbup,
pivaloyl group, benzoyl group, 4-methylbenzoyl group,
dimethylcarbamoyl group or sulfo group; a compound wherein the

amino group of the compound represented by the formula (1} is
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RS is preferably a hydrogen atom 2u. R6 is preferably a hydrogen atomor a
Cl_s alkyl group, nore preferably a hydrogen atom a nethyl group or an
ethyl group.. nis preferably 0, 1 or 2. Ring~B and (R6), dre each
preferably r 63 R60 R~ R67 R60 R61 RgO R~ RuRei (~}~ NI N~/ N1 N~ |
[tso [{e R~ RsoO Rsi RBO )-- ~ NN/ \-~~ ~ R- R61 R~ wherein Reo R6i and
R62 are as defined above, nore preferably Rso Rso Rsi Rso Rsi Rso Rm/ i /
W.~N/ 1/ 1\ N/ ~/"N/ ~ or wherein R6D and I R61 are as defined
above. s Ais preferably -N(R)(R8),: nore preferably that wherein R is a

C1 6 al kyl ghgupffémb% §aCoaoyiy ckoad ki abkabi@iaup. ontional |y

substituted by - whéreinr are as defined above) or
a Cl_6 al kyl (gpewasdbgtmwégamowdr BER‘W 1gPBJ;ﬁP I-d3mpdrosvadt e exanpl es

of the conpo R34 Jgen -B2& A, Boddacsal.
N-[3-(N - cyc:ﬁgggﬁ yL§§¥‘E{ S}&e Jf-1y?£’amt(Ersl-gmiit(h;?h, 7,
t et rahydr onapii hethod- Qrwmnytl}e NHikg, 5and the lz.ke can be ment:n.oned

bi s(triflueronethyl )ben ‘,ﬁagqt H&ﬁr a_gplrnﬁ,exﬁ‘ﬁ{n ne, zs 2
3-{[N-[3- (N -cycl opent yl (dads. boad]
t et rahydr onapht haltew- ZVMMBhMSWPEnh%tW S@F‘%@F&E@IWS are
yl) am noj et QXL}.réaehr L | . OBBE LW RENZRO1 ddth bfing. -
'R! is preferably a Cy.; alkyl group optionally substztuted
by halogen atoms, more preferably a trifluoromethyl group.

10 R is pr.eferably a halogen atom, .a Cis alkyl group 7
optionally substituted by halogen atoms or a dyano group, more 7
preferably a tr:.fluoromethyl group or a cyano group.

R® and I~‘.‘l are each preferably a hydrogen atoms, a halogen '
atom, a C;-¢ alkyl group optionally substituted by halogen atoms,

15 a ,Cl.s alkoxy group optionally substituted by halecgen atoms, a
-Ci-¢ alkylthio group optionally substituted by halogen atoms or
R? and B! form a carbocyclic ring together with carbon.atoms
" bonded théreto. o ' 7

R® is preferably a hydrogen atom. ,

20. R® is preferably a hydrogen atom or a Ci-6 alkyl group,
more preferably a hydroéen atom, a methyl group or an étk_xyl
group., A o |

1 'n is preferably 0, 1 or 2.
Ring-B and (R%), are each preferably
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3. N[3,5-bis(trifluoronethyl)benzylj-N[6-(N -

cycl opentyl net hyl - N' - et hyl am no) i ndan-5-yl net hyl ] - (2-net hyl 64
2Htetrazol -5-yl.)anmne, 4. N[3,5-bis(trifluoronethyl)benzyl]-N[6-(N -
cycl opentyl met hyl - N - et hyl am no) i ndan-5-yl net hyl ] - (2- et hyl -

2Htetrazol -5-yl )am ne hydrochl oride, s 5.

N-[ 6- (N -cycl opentyl met hyl - N - et hyl ani no) i ndan-5-yl net hyl ] -

N-(2Htetrazol - 5- yIR [R® 5- lnss (g7 | f | RFOr qreet hyger) enzy| hangsae, 6.

N-[6-(N -cyclo en/§/|rreh|N:N'- th Vamntyrﬁi_%dan- -yl th)é}ll-

N-[ 3, 5-bi s(triljfl uaronmethyly ben v (pyri I n-2- mn ydrochl ori de, 10
7. NN[6-(N -cC nt yN yl - hyl atg i ndars 50y mé ] N-[3,5-bis
(trlfluoronetl~ I)benzyli (5-netliyl-1H pyraaol -3 yl ) am 8.

5-f{N-(b-{[N - bls(trlfluororrethyl)benzyl] N -('5- rrethyl Re0

[1, 2, 4] oxadi a oI 3-yl )am noj yl }ind -5-y|) ss et hyl apa no} pent anoi c
aci d hydrochl ol 9: yl t s-4-{ 2-{ 3,5- N—n

bi s(trifluorongthy )beglyly-N J(2-Yet hy
yl ) am no] net hy -tri rome phenyR
et hyl am no] met hyll ] cycl ohéxanecar boxyl at e,
3-{[N-[6--(N - %\éocl‘?pentyl nmet hyl - N - et hyl am no) i ndan- 5-
yl met hyl ] - N-( hyl - 2H-t et razol - 5-yl ) am no] net hyl } - 5-

trifluoroneth zonitrile, 11. _

N-[3,5-bis(tri r 8%et hyl ) benzyl ]-N-[6- (N -

cycl opentyl net hyl - N' - et hyl am no) i ndan-5-yl net hyl ]-(2-ethyl -2H 2s
tetrazol -5-yl)amhne, 12. N-[3,5-bis(trifl uororrethyl)benzyl] N-[6-(N -
(]:_)lffl(ipgnz%/lt ::r:séﬁ%l Inggloleggér{T:?@ rl‘?%l anar;: ge}(lnné%t Q.l\; \le (1 more pl.yeferably
3-({N-[6-(N -cycl ®¥ent ytsiret hgsl - N' - ey | alm'no)mfi‘dan 5 30 R®

yl met hyI]-N—pr;‘en,rfam' no tlﬂyl) 5t i fldoronet penzonlt |I
3-{[N-[6-(N ayc openty thyl - et y@m no) i d—r\-5-r

tgtg{igl4 5- %/)
20 10. o

wherein R®*® and R® are as defined above. '
A is preferably -N(R’) (R®), more preferably that wherein

R’ is a Cj¢ alkyl group and R® is a Cyo cycleoalkylalkyl group

optionally substiﬁuted by - (CHg) .~COOR (wherein r and R are

as defined above} or a C;-¢ alkyl group substituted by carboxyl
group. '

10 Preferable examples of the compound of the present
invention (1) ére as follows:

- 1. N—[3~{N'—cyclopgntylmethyl—N'—ethylamino)~5;6,7,8—
tetrahydronaphthalen-2-ylmethyl]-N-[3, 5~
bis(trifluoromethyl]benzyl]—{2—methyl—2H—tetraiol—S—yl)amine,

13 2. 3~{[N-[3-(N'-cyclopentylmethyl-N’-ethylamino})-5,6,7,8-

tetrahydronaphthalen-2-ylmethyl]-N-{2-methyl-2H-tetrazol-5-
yl) amino}methyl}-5-trifluoromethylbenzonitrile,
3. N-[3,5-bis(trifluorcomethyl)benzyl]-N-[6—-(N'-
cyclopentylmethyi—N’—ethylamino}indan—5~ylmeth§11—(2—methyl—
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yl met hyl ] - N- (4, 5-di net hyl -t hi azol - 2-yl ) am no] net hyl } - 5-
trifluoronethyl benzonitrile, 65 15.
N-[3,5-bis(trifluoronethyl)benzyl]-N-[6-(N - _ _
cycl opentyl net hyl - N - et hyl am no) i ndan-5-yl net hyl ] -(t hi azol -2- yl)am ne .
hydr ochl ori de, 16. 3- ({N— [ 6- (N -cycl opentyl met hyl - N - et hyl am no) i ndan-5- s
yl methyl]-N(thiazol - g am no}net hyl)-5- trifl uororret hyl benzonitrile
hydr ochl ori de&?®~ f‘?tr?\?-"[lf% SYYiRBERT S f | uor onet hyl ) benzyl ] - N-[ 6- (N - _
cycl opent yl meg.hyl-{N %&byﬁﬁﬂg@;}m@iﬁﬁﬁﬁ&g&jﬂy—: [gsgﬁpxalzi)l N—2[ yl()am ne
hydrochl oride, 10 18 3,5-bis(trifluoromet enzy.
cycl opent yl net Yﬁii’p?\’l‘ty@l"ﬁ YMno‘?‘i("‘ﬁféaﬂl’B‘”ﬁ“ﬁE? YEme5ayll= (2-methyl-
met hyl t hi azoI&Qtytﬁﬂmne-ﬂydﬁ\m&llgatd&u&&de,

- bi N-
E*yl:f”oﬁeﬁ't ;f’t o UP’&OW 4 %lﬁgﬁﬁ%m]ﬁ&a%{@' VERRYIARiRo] ndansS-yInethyl] -
met hyl t hi azoln—Zzert}e&rfhaeng}mctrﬂ GI’—bﬂQ(trZQluoromethyl)benzyl]amlne
Syl opent i mit T (A0 NG T RREHo) FREARE 8L P HB i pe) ipdsn-s-ylnethya -
di met hyl t hi aml{a %-ﬁlﬁ&ﬁfﬁubyﬁME}hﬂﬁérﬁ.@l]Qﬂ.pyr.uuldln 2-yl) amine
3-{[N-(6- (N' ent%l met hyl - N - et hyl am no) i ndan-5- 20
yl met hyl |- N- (% %ﬂﬁﬁ fazol - 2- yI ) ami no] net hyl } - 5-
trifluorondt ﬁyl ﬂﬂ)erﬁlqﬂr{dydleph)ﬂdﬂﬂebﬂlﬂ4hde§tﬁﬂamino) indan-5-ylmethyl]-
1 et hyl 1< N CA BT ROT T Or ) by SHSRST At Py CBr i T-pyrazol--
trifluoronet tvy)dmrmom trile hydrochloride, zs 23.

cycl opent y1 - et Pt - byt RO KA B YRy Pgpg] 2~ (s-metiyi-

cycl openty] . rret Iam no
met hyl oxazol {2, ?y,l4)]aﬁaahsazbydsﬁdhlamlmﬂmatﬁﬁl}mdan— ~y1l)—N-

N-[ 3, 5-bi g6t thyl)b SNJ6- (N -, . '
cyE:I openlt )s;l(,- mra%]l%ﬁ%&aﬁ% acﬁfcg% a?’rﬁi-rgf:%{‘\lorfeltdﬁyl ]-(3- so

met hyl i sot hi &z otethyy| *)Iamsﬁe—mﬁr(behllwﬁi[a@ 25.

N-[3, 5-bi S“Bﬂlt‘f%%@%ﬂ%kﬂ?ﬁ%)ﬁ}l}“ﬂ (3 Niethy1-26-tetrazol-5—

- yl}amino]methyl}-4-trifluoromethoxyphenyl) —-N-
ethylamino]methyl}ecyclohexanecarboxylate,

20 10. 3-{[N-[6~(N'-cyclopentylmethyl-N‘-ethylamino)indan—5- °
ylmethyl]-N~ (2-methyl-2H-tetrazol-5-yl)aminolmethyl}-5-
trifluoromethylbenzonitrile,

11. N-[3,5-bis(trifluoromethyl)benzyl]-N-[6—(N'-
cyclopentylmethyl—N'—ethylamino)indan—S—ylmethyl]-(2—ethyl—2H—

25 tetrazol-5-yl}amine,

12. N-[3,5-bis({triflucromethyl)benzyl]-N-{6—(N"-

cyclopentylmethyl-N‘—-ethylamineo) indan-5-ylmethyl]- (1-methyl-

iH-[1,2,4]triazol-3~yl)amine, _

13. 3—({N-{6—(N'—cyclcpentylﬁethyle'—ethylamino)indan—5~

3¢ ylmethyl]-N-phenylamino}methyl)-5-triflucromethylbenzonitrile,
14. 3-{[N-[6-{N'-cyclopentylmethyl-N’-ethylamino) indan-5—
ylmethyl]-N-(4,5-dimethyl~thiazol-2-yl)aminojmethyl}-5-

trifluoromethylbenzonitrile,
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cycl opentyl met hyl - N - et hyl am no) i ndan-5-yl met hyl ] - ( 5-

nmet hyl i soxazol - 3-yl )am ne hydrochl ori de, 66 26.
N-[3,5-bis(trifluoronethyl)benzyl]-N[6-{N - : :

cycl opentyl net hyl - N -et hyl am no) i ndan-5-yl nmet hyl ] - ( 3-

met hyl i soxazol - 5-yl )am ne hydrochl ori de, 27.
N-[3,5-bis(trifluoromethyl)benzyl]-N-16-(N 5

cycl opent yl nethyN= [@@h?l%ﬁbﬂ%{%}hyijﬂwwﬁhﬁ‘]iﬁ(‘lﬂhet hyI

1H-pyr azol - 3-yl.) 8HLANE 1RYEHACK! 0L ilA amPfo) indan-5-ylmethy1]- (th -
N- [ 3, 5- bi s(tr(%:‘l sifi) Py benzyl - R 6o (Noan->-y nethyl] - (thiazol-2
cycl opent yl ngtihpring heho¢hdivira8si ndan- 5- yl net hyl ] - (1- et hyl -

1H pyrazol - 4-p¢l ) BY e QCHL OS8R 1k ~N*-ethvl -
I\I—[35b|str|fI%gtr{r(§qerFe[th9F) gnzy‘%] KI— 5 N*-ethylamino) indan-5
cycl opent yl rréftlﬁﬂth"Eth??léﬁpho%ﬁdaﬂllﬁlmeﬁbqu' (5- net hyI

(1,3, 4]thi ad'&%@iu@ro}{nhiﬁﬁﬂéﬁzm{ﬂﬂ‘i@ ﬂ’%dz%%hl«?@ide

N[ 3, 5- bi s(trlfl uor onet hyl ) benzyl

cycl opent yl métf/hy¥=IN- 56?*&/1%##%#%5%¥93VP%%W'][5(53 methyl - is

[1, 3, 4} oxadi ekc;?exﬁt&).ﬁé%ﬂﬁ hyﬁg&?maﬂﬂd:’@.ndghq—S-ylmethyl] (oxazol-2-
l\l—[35b|s(tr|fluororreth ) benzyl

cycl opent y| m¥thyning hﬁ?mﬂh&ﬁi—'ﬁ‘éﬁrl ndan- 5-yl net hyl ] - pyri di n-3- yi am ne
hydrochl oriedag . 32-[3N5L13155rtl%§i$6fohgwgmhhyiﬁiﬁemaytﬂrJ\F[6 (N ~~
cycl opentyl met hYI - N -ethyl am no) i ndan- 5-yl net Lﬁ ridin-2- ylamne
hydr ochl ori d&¥€ ntNl’[‘%‘*‘?fles'(et'ﬁhﬂ’F%}%ﬂ‘ﬁtiWT%iy YRINEP2- (N -
cycl opentyl m&hm}rthha%bw@m Snedn{diddnier et hyl benzyl ] - (2-

nmet hyl - 2H—tetrazo| 5-yl)am ne_hydrochl ori de, zs 34

N[ 2- (N 28y AP dPeATRATRERFTUNomet KA} BT Aiph L Y- [6- 197~

[
| uor orret hy&ilﬂj%yylmé\i-hﬁri wetdiyl 1 24hice i h@aOls—9ime thy 1]~ (4-
m noj ?ﬁ -trifluoronethyl benzonitrile hydrochlori de 35. net hyt
o1 IR PVt et gl P OO opDRREAAT - N -
h

| - 2Hab etN-g20b- mydt):@mm};meﬂﬂmhbéﬂmrl& yé9 aN-30
no] pent anoat e. hydrochl| ori de, 36. neth
{

[N SYSLRRPRRS Y B AT D SR Wmethyu-w -

dimethylthiazol-2~yl}amine hydrochloride,

3-{I

trif

yl)a

S-[N-(

(2- et hy

et hyl am

5-[ N- (6-
21. 3-{{N—[S—(N'—cyclopentylmethyl—N’—ethylamino)indan—5¥

20 ylmethyl]-N- (5-methylthiazol-2-yl)amino]methyl}-5-
trifluocromethylbenzonitrile hydrochloride,

22. 3—-{[N-[6~(N'-cyclopentylmethyl-N’—ethylamino)indan-5-
ylmethyl]—N—(4—methylthiazoi~2vyl]amino]methyl}—s-
trifluoromethylbenzonitrile hydreochloride,

25 23. N-{3,5-bis(trifluorcmethyl)benzyl]-N-{6-(N'—
cyclopentylmethyl—N';ethylamino)indan—S—ylmethyl]~(4~
methyloxazoel-2~-yl) amine hydrochleoride,

24. N-[3,5—bis(trifluoromethyl}benzyl]—N—[6—(N'~
-cyclopentylmethyl-N'—ethylaminoiindan~5-ylmethyl]~(3—

30 methylisothiazol-5-yl)amine hydrochloride,

-25. N—-[3,5-bis(triflucromethyl)benzyl]-N-[6-{N'—
cyclopentylmethyl-N'—ethylamino) indan-5-ylmethyl]—(5-

methylisoxazol-3-yl)amine hydrochloride,
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(2-nethyl - 2H-tetrazol -5-yl ) am no] et hyl }i ndan- 5-yl met hyI) N-

et hyl am no] pent anoat e hydrochl oride, 67 37. nethyl

5-[N-(6-{[N -13,5-bis(trifluoromethyl)benzyl]-N - -

(1- et hyl -1 H pyrazol - 3-yl ) am no] net hyl }i ndah-5-yl )-N et hyl am noj pent anoat e
hydr ochl ori de, 38. 5- [N—(6 {[N-[3,5-bis(trifluoronethyl)benzyl]-N-(2-"a
et hyarocn 867 G By a TeRehTE QX B B3 L= (8- (1.Y! am ol pent anot ¢

5- [El-l(G ([N - {:ﬁclqusaﬂeyﬁreﬁ:hyﬂw%enﬂalﬂuhbgnmﬁh}s%j';hr(ezhyl}—(3— '
met hyl - 2H-t et r azol m no].met hyl }indan-5-yl)-N et hyl am no] pent anoi c
aci d” hydr ochl %?Wéls:i%az)g —yl)amlng 1'} droghriorlx

5-[N-(6-([N -£3, Szhtpssi-uﬁtsf{tmmaebrheﬁh)ymm;dy]nw-[(G?AN'
met hyl.i soxazol

Iamnorrethl ent anoi c acid
hydr ochl ori de Y‘%ff\é’ g YJ('["Ny %‘5’ Pg’ l1‘1)1’3 ?%%%Fg%e%q%'gn% Ii] :\I (1|-
met hyl -1 H pyrm@yr‘%zcyi%&mnn]mﬁt hydddchdenice,yl )-N- i s et hyl ani no) pent anoi ¢
acid hydro hI d 4 thyl t 4- 5 bi
(tri 1 o oot F1 Tobzg LA LpE Ry el o g b= 'S
yl ) am no) met hg@bd105eﬁtﬂn8thﬁ1mh§admﬂmphbmdan-2=m)ewl1 {1-methyl- -
et hyl am noj ne C h I d hi d Z0 43. 2t hyl
et hy ant ol e kel 9oL PGSR ARSI och ori de et hy
trifluoromit hsd berzy) Q—blﬂs{tﬂrﬁmbhgdeﬁhmlmmazréll-h&w {N'-

gt %s{nam]ngfrm%/ ('}110}312“ BRE: né‘?a‘rg 0&; a gnﬁidgr ocf?ﬂ&d@\i%l]_zﬁ_methyl—
trans-4- {[N-(31{3[ Nﬂtﬁ&dﬁams-(zt—wfémmeohmmmgewpﬁ] N - zs

{ 1- net hyl - 86— (N’
t et rahydronap haI g§ % ylsg(grl\f %;%@1?%\4 %’o i i”%{u }c{ycl ohexanecar boxylic acid
hydr ochl ori deqyclﬁﬁentylmethyl~N'—ethylamlno}1ndan—5—ylmethyl]-(S—methyl— .

(Lot hy - By rasbr gt eRE T e Ry egRengLaRnsyl) -
t et r ahydr onapt. h@ll-é%?byb}tn‘xifévhyf#wﬁlmb]bmzmyl}W@I—@F\e'xanecar boxylic acid
hydrochl ori de ¢yclopentylmethyl-N’-ethylamino) indan-5-ylmethyl}-pyridin-3—

ylamlne hydrochloride,

32. N-[3, S—bls(trlfluoromethyl)benzyl]—N—{G (N’ -

20 cyclopentylmethyl-N‘—ethylamino) indan-5-ylmethyl]-pyridin-2-
yvlamine hydrochleride,

33. N-{3,5-bis(trifluoromethyl)benzyl]-N-{2-(N'-
cyclopentylmethyl-N’~-ethylamino) -5-trifluorcmethylbenzyl]- (2
methyl-2H-tetrazol-5-yl)amine hydrochloride,

25 34. 3-{[N-[2-(N'-cyclopentylmethyl-N’-ethylamino}-5-
trifluoromethylbenzyl]l-N- (2-methyl-2H-tetrazol-5-
yl}amino]methyl}—S—trifluoromethylbenzonitriie hydrochloride,
35. methyl 5-[N-{6—([N‘-[3,5-bis(trifluoromethyl)benzyl]-N"-
(2-methyl-2H-tetrazol-5-yl) amino}methyl}indan-5-y1) ~N-

30 ethylamino]lpentanocate hydrochleride, _

36. methyl 5—[N—(6—{[N'—(3fcyano—5—trifluoromethylbenzyl}-N'w
{2-methyl-2H-tetrazol-5-yl)amincimethyl}indan-5-ylimethyl) -N-

ethylaminolpentancate hydrochloride,
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46. N-[3,5-bis(trifluoronethyl)benzyl]-N[6-(N -

cycl opentyl net hyl - N' - et hyl am no) i ndan- S-yl net hyl ) - (5-net hyl 68

[ 1, 2, 4] oxadi azol - 3-yl )am ne hydrochl oride, 47, nethyl
trans-4-{[N-(6-{[N -[3, 5-

bi s{trifluoronethyl )benzyl ] N - (1 met hyI -1 H pyrazol -

yl ) am no] met hyl )i nda e ci ohexanecar boxyl ate
hydr ochl or i deﬂ n]a?f ﬁl— ﬁ"l\ﬁ{‘ P%/ ‘]Snﬁﬁ'é‘%llf‘%"le XOPEREY V™ Benzyl 1- N -
(1-methyl -1 H leawb}mdlebm)hwhhbm&myﬁ:ydd)anhb ~yl)-N-

et hyl am no] net 1%:1 |.ohexanecar boxxy ¢ acjid hydrochloride, 49. nethyl
trans- 4- ([ N (SEFERPIROIPEY Hippade hydrochloride,

trifluoronethyd benz;y4 Je~N{w (Ar3netbyd (tlrltﬁnwr&ﬁ@ﬂzﬁ}benzyl]-l\l'—(z—

| ) am no e cl ohexanecar boxyl at e,
)5/0? tran}srrist{%é g %[ Iﬁ'et%%z"clygnﬁ )S%PPE}T%M‘F{W)é ey P ; N - Y
(1- et hyl - | H-quhyaded nod pghdaieiaopert hyﬂjmdldam&e YI)-Njs
Cransoa (LN (B PR (80 OB i bt g b - 22
(2- net hyl - 2I—l-ntee:hya-zmi—-tstyiz)canfsﬁﬂ)rmﬁhy]réamdannﬁiaayﬂ-,ﬁ W -N-
et hyl am no) % H@ cI ohe %ngcarb I | c (51 drochl ori de, 52.
trans-4- { [ N-( ? Re3PEy 88??’1 f’ﬁ%/ enzyl)-N 2n
(2- met hyl - PH-40et 5-a26] (GS{W)-ﬁm. ﬁfﬂﬂ@ﬁthyfl}umdmmr&lybéndyll—w-(3—

t hyl cl b 1yd d 53.
Crans-a- ([N (B iR r i e F A PR B oo b S -
(3hnFt hyl i somﬁmliﬁmﬂpmMm}nmdgﬁl }uqulﬂmhi&é;d@ N - c4
et am no I.Ro ] . acl [ y,1ZS
Cransa- ([N 8 (TR Cs o LR as o LR BT i €7 o2

(3-nethyl i sommlﬂﬂyb:)'mone]imlt)mm}mhmmﬁ:gdd)anhﬁ-yl)—N-
et hyl am noi]grrg%g,‘y ;mc‘iylgHIg&eggg#gagﬁgx%(%éﬁogﬁgorﬁ eydrochl oride, 55. nethyl

5-[N-(6-([N cyano-5-tritluorone enz
(1- et hyl -1 I—l—46yrlmeztéstl§'13t5dn)saﬁ=rhbi~rr§t-hw }‘I[ﬁd@:ﬂ yI )-N so -

et hyl am no] p%&k?%gy%&§o£gﬁgiﬂ FJﬁghzge -ﬁi (1-me 1-1H-pyrazol-3-

5-[N-(6-[[N -(3- cyan05tr|?uoro hy benz‘irﬁyN;L é’
yl)aminojmethyl})-5,6,7, 8- tetrahydronaphthalen— -yl)~-N-
ethylamino]methyl}cyclohexanecarboxylate hydrochloride,

20 - 43, methyl trans-4-{{N-(3-([N’~(3-cyano-5-
trifivoromethylbenzyl)-N’-(l-methyl-1H-pyrazol-3-
yl]amind]methyl}—s,6,7,S—tetrahydronaphthalen—Z-yl}wN;
ethylamino}methyl}cyclohexanecarboxylate hydrochloride,

44. trans-4-{[N-(3-{[N’-{3,5-bis (triflucromethyl)benzyl]-N’'—

23 (l-ﬁethyl—lH—pyrazol—3—yl)amino]methyl}—S,G,?,B—
tetrahydronaphthalen-2-yl)-N-
ethylamino]methyl }cyclohexanecarboxylic acid hydrochloride,
45, trans~4-{EN-(B*{[N'—(3—cyano—S—trifluordmethylbenzyl}~N'—
(l—methyl~1H—pyrazol—3—yl)amino]methyl}-S,G,?,B—

%" tetrahydronaphthalen—-2-yl)-N- '
ethylamino]methyi}cyclohexanecarboxylic acid hydrochloride,
46. N-{3,5-bis(trifluoromethyl}benzyl]-N-[6-(N"— |

cyclopentylmethyl-N'-ethylamino) indan-5-ylmethyl] - (5-methyl—~
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met hyl -i soxazol - 5-yl ) am no] net hyl }i ndan-5-yl )-N et hyl am no] pent anoi ¢ aci d

hydr ochl ori de, 69
met hyl -1 H pyrazol -
aci d hydrochl ori de,
5-[N-(6-{[N -[3, 5
nethyI-IH-[léﬁ

et hyl am no] pent'

1-nmet hyl -1 H
<(at h;rFamyno] rreb{lﬁ)&%

57. 5-[N-(6-{[N -(3-cyano-5-trifluoronethyl benzyl)-N

3-yl)am no] net hyl }i ndan-5-yl)-N- et hyl am no] pent anoi c
58. : _

bi s(trifluoronethyl)benzyl]-N - (1 S

- (1-

| yl)-N |
°Ié‘% g?’d’?ihéd;@m no#n’gﬁé‘m‘/’ﬁgi"’f’r aNs- 4- %[N—(G {[N-[3,5-bis
(trifluor onetMyIﬁ@myzyt;}ﬁ&—«& {[N-{6-{[N’~[3,5-

APl Y Ger T BonraPie —— oo

trans-4-{[ N- 83 {u[d.‘dw](natmaﬁﬁd&-tsr—wﬂw orret hyl benzyl )-N -

(L met vl - L by Purdblih 8000 3, M o ROl IBL ) JnAaR: S bLidY,
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met hyl - |. H-zpy
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ethylaminclmethyl}cyclohexanecarboxylic acid hydrochloride,_

52. trans-4—{[N-(6—-{[N'-(3-cyanc-5-triflucromethylbenzyl)-N*-

20 {2~méthyl—2H—tetrazol-5*yl)amino]methyl}indan—SFyl)—N-

ethylaminolmethyl}cyclohexanecarboxylic acid hydrochloride,

53. trans-4-{[N-(6~{[N'-{3,5-bis{trifluoromethyl)benzyl]-N'-

{3-methylisoxazol-5-yl)amino]methyl}indan-5-yl) —-N-

ethylaminojmethyl}cyclohexanecarboxylic acid hydrochloride,

25 S54. trans—4-{[N-(6-{[N'-(3-cyano-5-trifluorcomethylbenzyl)-N'—

(3—nmethylisoxazol-5-yl) amino}jmethyl}indan-5-yl)-N-

ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,

55. methyl 5-~[N-(6—{[N'-{3-cyano-5-trifluoromethylbenzyl)-N'—

(1-methyl—lH—pyrazolf3~yl)amino]methyl}indan-s—yl}-N—

30 ethylamino]pentancate hydrochloride,

56. 5-[N-(6-{[N'-(3~cyano-5-trifluorcmethylbenzyl)-N‘-(3-

methyl~

isoxazol-5-yl}amino]methyl}indan-5-y1)-N~

ethylamino]pentanoic acid hydrochloride,
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ethylamlno]pentan01c acid hydrochloride,
63. methyl 5-[N-(3-{[N'-[3,5-bis{trifluoromethyl)benzyl]-N‘—
20 (1-methyl-1H-pyrazol-3-yl) aminojmethyl}-5,6,7,8- |
tetrahydronaphthalen—z—yl)-N-ethylaminb]pentanoate
hydrochloride, | ) _
64. methyl 5-[N-{(3-{[N’'-{(3-cyano-5-trifluorocmethylbenzyl)-N’'~
(l-methyl-iH-pyrazol-3-yl)amino]lmethyl}-5,6,7,8-
25 tetrahydronaphthalen-2-yl)-N-ethylaminc]pentanoate
hydrochleride,
65, 5~[N-(3—-{[N'~-[3,5-bis{trifivoromethyl)benzyl]-N’'-(1-
methyl-lH—pyrézolfB—yl)amino]methyl}-S,G,?,B—
tetrahydronaphthalenwz—yl)-N—ethylamino]pentanoic acid
30 hydrochloride,
66. S—fN—(B—{[N'—(3—cyano—S—trifluoromethylbenzyl)—N'~(1—
methyl-1H-pyrazol-3-yl}aminolmethyl}-5,6,7, 8-
tetrahydronaphthalen-2-yl) ~N-ethylaminc]pentancic acid
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methyl -1 H[ 1, trlazl-3 yl)am noj et hyl }-- 5, 6, 7, 8-

t et rahydrona&’fflﬁ&é\

5-[ N-i 3-{[ N 6(3-cyazo45¢ tv- (BF upv-eiret thisenz iyt Duokbmd thyl) benzyl]-N'-

[n; Pglhyljlr_t)gd%t'ﬁ%\%}é’haégyﬁe)trﬁf%f"%ﬁ%éﬁ%w&gi‘%'Egrci'g- hydrochl ori de, 78.

5- [hN-l(S {[N tlﬁeBersﬁaﬁhﬁﬂameﬂi%uhny benzyl]-N -(3-
met | SOXQazZO0 a
ot Ly ar s ee Erbian S TR icheRatc b B aeid vdrodoRi® ochi or i de,

79. S-[N-(3- {GBN txadsey-ano-$3+ { [N'-UB+rorebhyHheafayb)ondthy henzyl) -N* -

{rg': %L;Z%ﬁggkt’ha‘?‘%a@ ;/]cl%tg% kﬁ?ﬁy?'grrﬁ“‘ﬁgj g% HEFAT2 %dr & hydrochl oride, 20

80. 5- [N—(3-{:Pﬁfal{yﬂr55iprs:h(alén—fﬂ—grmrﬂnﬁet hyI)benzyI] N - (2-

thyl -2Ht et h |
{rgt rzlhydr ongpﬁﬁ%aaime é“‘gt%@&% %llanﬁ}eﬁg rﬁléﬁo?%ldag?{gmﬁﬁh%afb%%l oride, 81.

5-[ N-(3-[ PN 6@3 maamﬂ-mr-l(ﬂumrem’bxf}whberm;ﬂl):ebbme(taylzﬁnzyn—N'

thyl -2Ht
[rgtrghydron:tpg %(gn"ijpj I\f’]ttnﬁ %in_1}3n3]l€aet?1]tn%#on?%h%éld hygrochl ori de, 82.

trans- 4- {{N— (:th{a[hbdtirt[:&p&tbalas(rt—ﬂl-ﬂw-onet hyl ) benzyl ] - N -
R
5-[N-(2-{[N 7@3tgabssa(ﬂrmfKamtrmrreth;dy)abemtr).fu:m(omethylbenzyl)—N'—
15 (1-methyl-1H-[1,2,4}triazol-3-yl)aminolmethyl}-5,6,7,8-
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89. 5-[N-(2—{[N’'~[3,5-bis(trifluoromethyl)benzyl]-N’—(2-

methyl-2H-tetrazol-5-yl)aminc]methyl)—4-

20 trifluoromethoxyphenyl)-N-ethylamine]pentancic acid
hydrochloride, . |
90. 5-[N-(6—{[N‘-{3,5-bis(trifluorcmethyl)}benzyl]-N*-{(2-
methyl-2H-tetrazol-5-yl)aminojmethyl}indan-5-y1)-N-
ethylamino]-2,2-dimethylpentanoic acid hydrochloride,

25 91. 6—[N-(6-{[N’'~[3,5-bis (trifluocrcmethyl)benzyl]-N*~{2-
methyl—ZH—tetrazol—S—yl)amino]methyl}indan—S—yl)-N— ’

"~ ethylamino]lhexanoic acid hydrochlorid;,

92. 5-[N-(6—{[N’'-[3,5-bis (trifluoromethyl)benzyl]-N’-(2-
methyl-2H~-tetrazol-5~yl)aminclmethyl}indan-5-yl)-N-

30 ethylamino]-3,3-dimethylpentancic acid hydrochloride,
93. trans-4-{[N-(6-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N"—
(2-ethyl-2H-tetrazeol-5-yl)amino]methyl}indan-5-yl) —N-

ethylamino]methy! }cyclohexanecarboxylic acid hydrochloride,
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nmet hyl -[ 1, 2, 4] oxadi azol - 3-yl ) am no] net hyl }i ndan-S-yl )- N

et hyl am no] - 3, 3-di et hyl pent anoi ¢ aci d hydrochl oride, ' 104.
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trifluoroneth ggy N Y@t hal hex cld Plé%g oride, 111.
trans-(4-{[ N ? [5 Eilrshtrlnﬁ] ororrgaﬁfﬁﬁd% tP?) me
—methyl -2H- tetrazol 5- yl}amlno]methyl}—4—

trifluoromethoxyphenyl)-N-

ethylamino]methyl)cyclohexanecarboxylic acid hydrochloride,

99. trans-4-{[N-(3-{[N‘-{3,5-bis (trifluoromethyl)benzyl]-N'—

20 (2-ethyl-2H-tetrazol-5-yl)amino]methyl}-~5,6,7,8-
tetrahydronaphthalen-2—-yl)-N-
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,

100. trans—-4-({N-[3-({N’'-[3,5-bis(triflucromethyl}benzyl]-N"-
[2-{2-hydroxyethyl}-2H~tetrazol-5-yl]lamino}methyl)-5,6,7,8-

2% tetrahydronaphthalen-2-yl]-N-
ethylamino}methyl) cyclohexanecarboxylic acid hydrochleride,

101. 1—{3—[N—(6—{[N'—{3,5—bis(trifluoromethyl)benzyl]-N'-(Z;
methyi-2H-tetrazol-5-yl)amino]methyl}indan-5-y1)-N-
ethylamino]propyl}cyclohexanecatboxylic acid hydrochloride,

30 102. 5-[N-(6~{{N°-(3,5-bis(trifluoromethyl)benzyl]-N*~-(1-
methyl-1H-pyrazol-3-yl)amino]methyl)indan-5-yl) -N-ethylamino]—
3,3-dimethylpentancic acid,

103. 5~-[N—-(6-{[N'~-[3,5-bis(trifluoromethyl}benzyl]-N’-(5-

74




(2- et hyIr-2H-tetrazoI -5-yl)am no] net hyl }i ndan-5-yl)-N-

et hyl am no] net hyl } cycl ohexyl )acetic acid hydrochl oride, 75 112.
6-[ N-(6-{[N -[3,5-bis(trifluoronethyl)benzyl]-N -(2- "

met hyl - 2H-tetrazol - 5-yl )’am no] et hyl }i ndan-5-yl)- N

et hyl am-no] - 4, 4- di met hyl hexanoi ¢ aci d hydrochl ori de, 113.
6-[N-(6-{{N -bjs i flyoropeth ben é‘?

AR AP ESTLERG AT TP SRR R
et hyl am no] - &t&ydmohyhh%ﬂetﬁymhdaw aehdiafylddechl‘b]réde .
5-[N-(6-{[N 5: bj Ju yl nz ,

met hyl - 2H-tetrazo? 'IE’;F)/%) HP{ %ng%rﬁ(}t%i’]fglé‘ﬁx W—l&genzyl]w —{(2-

et hyl am no] - ﬁa&hﬂlm—hytpﬂmweyn ait holldutaynr-hd-or i de, ~I~' 115.
trans- ( 4- { E ilgo qugh ;%1(.%%}5 I]?]Luﬁ.grlfl)?;nt hXJ lﬁggéﬁéfhylﬁentanoic

(2-met hyl - 2H Er TS
trifluoronet h@xslplhum*pb)xld\#mbhyl am no] met hyl } cycl ohexyl )acetic acid

met - 241 t etPEzor- BRI AP RS mettigi P i tbkme AT SR By gy 1 - - (2
trifluoronet h@xyphemytytﬂzeuh§f+ﬂmm}e]4qe¢hgllm—hyl hexanoic acid
FUGRIEIESs ST et T R
trifluororfét bylighemybyhmdhy| am no] - 4, 4- di met hyl hexanoi ¢ aci d
rane. (4 ([ NOS: (PSS S T N T SR A B eRge benet v~

(2- nmet hyl - 2H{fteltlffﬁlaféibll&ﬁ-mr)lamm}'ﬁbamopmdthyl} -4-

trifluoronet o] met hyl }cycl ohexyl ) acetic aci d
hyl:lr oghl ori dgl‘.ltf)ﬂ%'}ﬂnéul}tx%ﬁggﬁmg ] yl}ey xyl) ' zs aci

trans-{4- {(I\IE(lestJ{a[rﬂ!Jhc*{!@E‘@ybi@(thé#mmb@m&ll):becw hydbchloride, o
{2- met hyl 12H, h et rsaz[gl ()ﬂq) agg *{Mﬁi omnf?q__h{,i)g:%;lggfz} Ele)(.Phenyl )-N
et hyl am no] et hyl }cyc ohexyl ano roc 20
6- (N (6-{[ N o Bﬁsmxmzplmmmmmyw N - (2-
met hyl - 2H-t eEfﬁl%loiaﬁgﬁoﬁ%ﬁglmLﬁyé%Emg-—}14l, Aitﬁiuethylpentanoic
J ~ acid hydrochloride, .
108. 5—[N-(2-{[N’-{3,5-bis(trifluoromethyl)benzyl]-N'—(5- .
20 methyl-[1,2,4]oxadiazol-3-yl) amino]methyl}—4-
triflucrocmethoxyphenyl)-N-ethylamino]-3,3-dimethylpentancic
acid hydrochleride,
109. trans—-4-([N-(2~-{[N'-[3,5-bis (trifluoromethyl)benzyl]-N’~
{(5—methyl-{1,2,4)oxadiazol-3-yl) amino]lmethyl}-4-
25 trifluoromethoxyphenyl)-N~
ethylamino]methyl]cyclohéxanecarboxylic_acid hydrochloride,
110. 6-[N-{2-{[N‘-[3,5-bis{trifluoromethyl)benzyl}-N‘- (2~
methyl—ZHmtétrazol—S—yllamino]methyl}—4— l
trifluorcmethoxyphenyl) -N-ethylamino]lhexanoic acid
30 hydrochloride,
1iz1. trans—{4—{[N—(6—{[N'—[B,S-bis(trifluoromethyl)benzyl]—N';
(2-methyl-2H~tetrazol~5-yl)amino]methyl)indan-5-y1)-N-
ethylamino]lmethyl }cyclohexyl)acetic acid hydrochloride,

75
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et hyl am no] - 5, 5- di met hyl hexanoi ¢ aci d hydrochl ori de, 121.
trans-4-{[N-(2-{[N -[3,5-bis(trifluoronethyl)benzyl]-N - 76

(2-methyl -2Htetrazol -5-yl)ami no] nethyl )-4- trifluoronethoxyphenyl)-N-
propyl am no] net hyl } cycl ohexanecar boxyl i c acid hydrochl ori de, 122.
trans-4-([N-(2-{[N - [3 5-bis{trifluoronethyl)benzyl]-N s :
(2- et hyl - 2H tetrazol - i/g%]am no] met hyl - trifluoromethoxyphenyl)- N

i sobut yl ami noj¥fet Aydfe e%én%c%%rsﬂ‘é’i’y‘h“@r%?ﬂ‘yﬂi/'a?’&é’ljrﬂo?l dé-  123.

trans- 4- {[ N- (wethfN-2H-3ebrdiatbrii)lsgnormitiyh ) hrnayblyiy-n-
(2-nethyl-2H-tetrazol - 5- yI )am nojnethyl)-4- sa trifl uororret hoxyphenyl )-N
et hyl anmi no] mtHYL#RIRGI GAckAHBE R HSerriel G arid dydgachiprid

trans-4-{[ N (2s{][ B\Lr:{-?(55t h«fs([tarsiﬂltsq&.emhb&b&mWﬂ:&nﬂyli—N'- (2-
(2-nethyl-2Htetrazol m_no] met h%/lér]l - trifluoraqnethoxyphenyl) - Nis
et hyl am no] ety c%ﬂc'ltt%ﬁé:’aﬂ"reéaif SRP etBy YRRy P ol  125.

trans-4-{[‘\ (ea:h&h%m[@ 3; @ﬁ.ﬁl&fﬁfﬂhﬂﬁﬁﬁﬁﬁﬁi a;ﬁa heazyty ofide,
(2-nethyl -2H-tetrazal - é;{% nm noJ. ne %/Jé} - trifluoronet hoxy;z)henyl ]-N
et hyl ani no] mettly| Ycie1(8n éﬁasr‘“l?&fﬁ lrereraditt #RAZEM 9t (420 126.
trans-4- {[ N- mtheN2H-Zebrdrios- swmtahummhbyh)rheﬁzsﬂy]h Ny~
(4-chl or ophe %; m no nmet hy, t.rifl uoronet hox
et hyl anino] n&é‘h oﬁe&é’ﬁ%ﬁé?%@??ﬁ’@lﬁc?ﬂl%fi‘ég 8%1‘#9 127.
trans-4- {[1¢ (135{ [‘N:'a‘n[sg (D~ {aiNs (24 ¢ iNF -y BRE hyﬁ:)fbeazgtde]thﬂrbenzyu -N*-
(p-tolyl)anin ]rre 4-trifl t hox N zs
et hyl ami no] ne h???ﬂé %8h‘é‘3¥§ﬁé g’%@f@ﬁ’@"i@?ﬁ‘% dFochl ori de, 128.
trans-4-{[ N (ﬁifl.%mhgtﬁo:@pﬁel@]n I-NI-Hﬂfya-iiﬂg’lhbelnBﬁZ})dy):iNlexyl) acetic
(mtolyl)am nfgjﬁ thy! ?ﬂ& r|fluororrethoxyphenyll-
et hyl ami no] mé HEI}cyé’ FeiSRecar boxylic acid hydrochloride, 129.
trans-4-{[ N- 126&{ [N{N{-325Hah| et -bhe nzyilf)l udkonfe2hypBl Heyly PHNBO (2
tetrazol - t'asym%3 m 4tr|fluoro xyphenyl ) - N-
et hyl ani no) e %h {\]cygF ")eg)?g?iecé'rlﬁgﬂ"( yig'c cmé%’f ‘)féydr ochl ori de,
trifluoromethoxyphenyl) —-N- ethylamlno] -4 .,4~dimethylhexanoic
acid hydrochioride,
117. &6~{N-(2-{[N*-[3,5-bis(trifluoromethyl)benzyl]-N"'—{(2-
methyl-2H~tetrazol-5-yl) amino]methyl}—-4-

20 trifluoromethylphenyl)-N-ethylamino]-4,4-dimethylhexanocic acid
hydrochloride,

118. trans—(4;{[N—(Z—{{N'—[3,5—bis(triflqoromethyl)benzyl]—N'—
{2Z-methyl-2H-tetrazol-5-yl)amino]lmethyl}-4-
trifluoromethylphenyl}-Nvethylaminc]methyl}cyclohexyl)aéetic

25 acid hydrochloride,

119. trans—{(4—-{{N~-(2-{[N’'-[3,5-bis(triflucromethyl)benzyl]-N'—-
{Z-methyl-2H~tetrazol-5-yl) aminc]methyl}-4-
.trifluoromethoxyphenyl)—-N-
ethylamino]lmethyl}leyclohexyl)methanol hydrochleoride,

3 120. 6-[N-(6—{[N'-[3,5-bis(trifluoromethyl}benzyl]-N’'~(2-
methyl-2H-tetrazol-5-yl)amino]methyl }indan-5-y1) -N-
ethylaming] -5, 5~-dimethylhexanoic acid hydrechloride,

121. trans—-4-{[N-{2-{[N’'~[3,5-bis{trifluoromethyl)benzyl]-N’—
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13D. trans-4-{[N-ethyl -N-(2-{[ N -(2-nethyl -2H-tetrazol -5-y1)-
-(3-nmethyl -5-trifluoronethyl benzyl)am no] nethyl }-4 77
tr| f I uor onet hoxyphenyl ) am no] net hyl } cycl ohexanecar boxylic acid
hydrochl oride, 131. trans-4-{[N-(2-{(N -(3-chloro-5-trifluoromethyl benzyl)
-(2-nmethyl -2H-tetrazol -5-yl)am no] nethyl }-4- s trifluoronmethoxyphenyl) -
et hyl am no] netti ylrjv%/cl ohexanecar boxylic acid hydrochl oride, 132.

t rans-4- {{ N ethyrHE X 2R FREzaz2ineriy Prope knethel bid5- y| ) -

- (13- i £ 1 0- S b MAARBLJPHRAGRZA-) ani no] met hyl } - 4-
tr| f 1 uor omet hoxyphenyl ) am no] net hyl } cycl ohexanecar boxylic acid 10

hydr ochl or i deb¥oP33amincdRS I Y R PEXPPRFTBXBL R fcid Rydrochloride,

(trifluoroaneidyy! ybanzyl] i 2-( &vBBhYls 2t ef [R48he Bapih bamd nql.yet hyl } - 2, 2-
di fl uor obenzo! 1, 3] di oxol -5-yl)-N et hyI am n‘_J_‘rret hyl }cycl ohexyl) met hanol
hydr ochl or i "de!2-Pgthyls#H-tetrazol-5-yl) aminolmethyl}-4-

trans-(4- {(N(ﬁfﬁ_ﬁ&-@{e%hég hggg,y_f;d_uororret hyl ) benzyl)-N -
(2-nmet hyl -2Htetrazol am no] et hyl }

di f1 uor obenzo‘[Sfbgmaa%PY@W}lNcclef!ﬁﬁwaﬁ?ﬁétlﬁyw}aéwsmwaw ic acid

hydrOCh|0r|dQ2313€Eans 4- {[Nv(Z {[N"-[3,5-bis (trifluorcmethyl) benzyl]-N’~
trans-3-(4-{[N-(2-{[.N_- 5-bi s( trlfluororrethyl)benzyl] 20

N - (2- net hyl - ‘fFF‘?E‘TYrJaZBTt§r§F?hrﬁ‘H&T ABRIPEEELICAT £ | uor omet hoxyphenyl ) N
et hyl am n@ﬂn&hyiﬂ&mb@w;ﬂygmmm c acid hydr ochl oride, 136.
trans-(4-{( I\I-e[(te#(N' bls(trlfluororrethyl benzyl ]-N -

2H

(2- et hyl - Vf W Y HARsEEPSFaPoxplic 3cididmdfruoro zs
ﬁ 3 di Elydroganzo(ﬂ:aﬁ]sduop(nmwnvm'-|‘(~|3 siﬂlyl(aan]oB&Retﬁﬂy}.w@Azquyu met hanol
ydrochl ori de

trans- (4- {[I\I—‘??"‘?Wl f%“%etﬁlaé‘ﬂrl“P’Ilh?ﬂ’d‘r?éf“ﬁwileeﬁzyl] N -
(2- net hyl - 2Htkef Iazohe thoddypashyl et hyl } - 2, 2, 3, 3-tetraf | uor o-

2C§ddhggfgggggﬁ 5 O T & ke Raiah hx;m QRIR S SHGoney ) aceti e
trans-2-(4- { ks ( kx{abN—é{{aﬂ5-(b+-S[(Nt'l‘—l[ﬁjﬂi&ﬁ@ﬂﬁﬂﬂh}:bﬁﬁb&&ﬁbl}benzyl]—N’—
(2-methyl-ZH-tetrazol-5-yl)amino)methyl}-4-
trifluoromethoxyphenyl}-N~
ethylamino]methyl}cyclochexanecarboxylic acid dimethyiamide,

20 126. trans-4-{[N-(2-{[N°~[3,5-bis (trifluoromethyl)benzyl]}-N’~
{4—chlorophenyl)aminojmethyl}—4—trifluoromethoxyphenyl}—N—
ethylamino]methyl}dyciohexanecarboxylic acid hydrochloride,

127. trans-4—{[N-{2-{[N'-[3,5~bis(triflucromethyl)benzyl]-N‘—
(p—tolyl)amino]methyl}f&—trifluoromethoxypheqyl)—N—

25 ethylamino]methyl}cyclohexanecarboxﬁlic acid hydrochloride,

128. trans-4—-{[N-(2-{[N’'-[3,5-bis{trifluocromethyl)benzyl]-N"—
 {m~tolyl)aminoc]lmethyl}) —4—trifluo}z.;omethoxyphenyl) -N-

ethylamino}methyl}cyclohexanecarboxylic acid hydrochloride,

129, trans-4-{[N—{2~{[N'“{3,5—dichlorobenzyl}—N’—(2—methyl—2H—

30 tetrazol-5-yl)amino]lmethyl}—4-trifluoromethoxyphenyl)-N- |
ethylamino}lmethyl}cyclohexanecarboxylic acid hydrochloride,

130. trans—é—([N—ethyl—N—{Z—{[N'—(2—methyl—2H—tetrazol—54§l)*'
N’-{3-methyl-5-trifluoromethylbenzyl)amino]methyl}-4-
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-(2-nmethyl -2Htetrazol -5-yl)am no] net hyl }-2, 2, 3, 3-
tetrafl uoro-2, 3-di hydrobenzo(1, 4] di oxi n-6-yl)-N 78
et hyl anm no] net hyl 3cycl ohexyl ) acet anmi de hydrochl ori de, 139.
trans-N—[3, 5-bis(trifluoronethyl)benzyl]-N-{2-[N -ethyl -
- (4- (met hoxynet hyl ) cycl ohexyl met hyl ) am no] - 5-
tr| f 1 uoronet hoxybenzyl } - (2-nmet hyl - 2H-tetrazol - S~yl )am ne_ s hydrochl ori de
140 t r ans- 2-Y4Liparamethoyypheny am1§°{m?ﬁ1wﬂé6¥@w§ﬁﬁw3°@éhzymc acid

- (2-met hyl -R3irbet¥aadak ; 5-yl ) am no] net hyl } - 4-
t ri fluoromet hoxyphenyl ) - N- et hyl am no] net hyl éc cl ohexyl ) et hanol
hydrochlorl(k§3 i otgagip~4-{ [N~ (2~{ [N'— (3-chloro- riflueromethylbenzyl) -

trans- (4-{[ Nx- 21§4:&\ém&3T§:J%§£5£d1LIsUﬂ ﬁmhhmérb@awu N -
(2-methyl-2H-tetrazol - 5-y1) am no] net hyl } - 4- met hyl -
trifl uor omet HyPhhearPretheaPherahiNo] net hyl } cycl ohexyl ) et hanol

hydrochl ori. dﬁathiﬂéhlno]methyl}cyclohexanecarboxyllc acid hydrochloride,

t 4- L N N fl t hyl ) be
(oot byt L ohe: et O e s mOR, 8 TRy B B tebrazol5-y1) -

L r ijf l Uﬁlr Omi‘éI blykloi%gﬁxtlrb =104 BYhaidma ehyBichyl ] raminepesatyracetic  acid

ydrochl ori de : _ . _

trans- (4- [[N-tfé%J{‘th"-“[’?,‘%‘YBP‘é‘Pflr’FFF’ER)‘F&?FFB%WW&@H?%TFWWXYhC acid

(2- met hyl -2Hnlyatsdtaeakide yl ) am no] net hyl } - 4- met hyl - 5- 20

trifluoronet phenyl ) -N-et hyl am no] net h cycl ohexyl)acetic _acid’

hydr ochl ori dg?‘ég “zfax?r thd ‘t‘ayi"[frl;t“('z %[5mb¥f£ Lfjpgromethyl) benzyl] -N'-
(trifluor orret(by:héﬁ»@mzyﬁ-]tehdrazc(l}snﬁli‘aﬁhnBHnéﬁiyrlazml2-5 yl ) am no] net hyl }-4-:

trifluoronet |1)-N z et h m nol.met hyl } cycl ohexy, ) net hyl ) phosphoni c
acid, 145.. ?éﬁ%da F%‘i\%"({zl ff LB trifluoronmethyl benzyi)-N -

(2- net hyl - Z%twrmeb}@my)mmaheﬁmme}h&mn hyafdumnem@oxyphenyl) N
ety am ok .yt NEYBOEEAT RO 0, el DN OSLer 09, 100
(2- met hyl - 2H{2 sty bl 2ib-tgk Y At 1R 61 yBtamih e thapepfrenyl ) - N-
' difluorobenzo(l,3]dioxol-5~y1) ~N-
ethylamino]methyl }jcyclohexyl}acetic acid hydrochloride,
135. trans-3-(4-{[R—(2-{[N"—[3,5-bis(trifluoromethyl)benzyl]~
20 N’-~{2-methyl-2H-tetrazol-5-yl)amino]lmethyl}-4-
trifluoromethoxyphenyl) -N-
ethylamino}methyl}cyclohexyl)propionic acid hydrochloride,
136. trans-(4—{[N-{7-{[N'-[3,5-bis(trifluoromethyl)benzyl]-N’'-
(2-methyl-2H-tetrazol-5-yl)amino]lmethyl}-2,2,3,3-tetraflucro—
25 2,3-dihydrobenzo[l,4]dioxin-6-yl)-N-
ethylaminojmethyl}cycleohexylimethanol hydrochleride,

‘13?. trans-(4—{[N—(7j{[N'-[3,5-bis(trifluoromethyl}benzyl}-N'—
{Z-methyl-2H-tetrazel-5-yl) amino]methyl}-2,2,3,3-tetrafluoroc—
2,3—dihydrobenzq[1,4]dioxin—6-y1)—ﬁ-

30 ethylamino]methyl}cyclohexyl)acetic acid hydrochloride,

138. trans-2-(4—-{[N-{7-{{N'-[3,5-bis({trifluoromethyl)benzyl]-
N’-{(2-methyl-2H-tetrazol~5-yl)amino]lmethyl}-2,2,3,3-
tetrafluoro-2,3-dihydrobenzo{l,4]dioxin-6-yl)-N-
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et hyl am no] met hyl } cycl ohexyl ) met hanol hydrochl ori de, 147.
trans-(4-{[N-(2-{[N -[3,5-bis(trifluoronethyl)benzyl]-N- 79
(2- et hyl-2H-tetrazol - 5-yl ) am no] net hyl } - 4- br onophenyl ) - N-

et hyl am no] met hyl } cycl ohexyl ) aceti c acid hydrochl ori de, 148.
trans-(4-{[N-(2-([N -[3,5-bis (trifluoromethyl)tienzyl]-N -

(2-methyl -2H-tet razol - 5- 1 N t hyl }-4-chl or o- 5- )
et hyl phenyl ) - ﬁ&é{%a?ﬁ’éﬁf‘?%‘}‘%g{nﬁﬁ%g%%ﬁgﬁ t%%\%himeochl oride, 149.
trans-4- {[ N- (23] Mrah8:p6-[B] S{Hirsi (bt ifruorehdstyll bBazagill ~A- (2~ [N -ethyl-
(4- met hoxyphepyl ),am ng] met hyl ).-4-trifl uoro oxyphepyl )-N-
et hyl ani no] meghy\)q} g]?%\g]&%‘&?iﬁ@)cléFBBL‘S’}W"@%&%?E&EW%/’E’&ﬁ?bri de, :n 150.
trans- (4-{[ N t2cflublrefedhbxfiben{zlyll i f [2+aicangl oy rbenzwi} 5N 13 amine ,
(2-met hyl - Zﬁﬁﬁrrogﬁglﬁ%-eyl ) am no] et hyl } - 5- net hoxy- 4-
net hyl phenyl ) =Xeet hy?am no] net hyl ) cycl ohexyl ] met hanol  hydrochl ori de, 151.
'E rans- E]4| {(N-T9{ [tisb.rlai—a,—?oﬁliﬂi Bi-tie+§ [N/(ﬁrtanﬁndwl(gbﬂrm?:k&mé‘ihl 'hl yl%l)Sen_zyl]_
2-met hyl - 2H-t et r,azol.- 5- yl.) am nol jret | -4, 5-dj phenyl) -
N- et hyl ani no]’?ret‘ﬁy’l%?té‘f%% ST 20 3*2%.“&’%8%"?%% de, 352.
trans- (4- {[ N-G2LLpdkonje3hdximtehiy 1] fN-wohphating [ jdewayttcl¥hexyl) ethancl
(2-met hyl - ZHﬁﬁ&F zol 22yl ) am nol methyl ) -4- trifluoromethylthiophenyl)-N 20
et hyl am no% met’hy }qcycﬁ oﬁéxyl )acetic acid hydrochl oride, 153.
trans- (4- {{N-¥42- { trang-345¢ i-detf [¥1-iar Drivishyr) Henryhdthil) benzyl] -N’ -

(2- net hyl - 2H | - ;% m 9%_ hyl}-4-chl arg-5- e

et hyl phenyl )-%&% ar%ﬁn% 12rr]%tzfan'3£|/l g’?éf%ﬁieoi{/" ?ha'{:lce)’t gcm%%tiy& 5hydrochl oride, zs
154. trans- (4AfifRh¢romeihy 1gh@n$l biNsEthy fdmiop bmasthlyy | ¢bsiohykyl)ethanol

(2-met hyl - 2H At Laz | =5=yl)am no] net hyl } - 4-

trifluoronethyl phenlgljlr)l- propyl am no] met hyl } cycl ohexyl )acetic acid

hydr ochl ori dé42155rans~(4-{ [N~ {2-{ [N’~[3, 5-bis (trifluoremethyl) benzyl]-N‘-

trans- (4- {{sN-G2nd{¥1-bR. Sscph 51 14 Lh byl benzyl b N 5 30

(2-met hyl -2H-tetrazol - 5-% am no% %e?%ﬁﬁ% rre%lhoxy- Léhy

met hyl pheny| &rRE Bidrprgirichapy Hyii-e et lemdryleddel | eycdohekyl) acetic

acid hydrochloride,
143. trans—{(4-( [N~ (2-{[N'-[3,5-bis (trifluoromethyl) benzyl]-N'-
(2-methyl-2H-tetrazol-5-yl) aminolmethyl }~4-methyl-5- |
20 trifluoromethylphenyl)-N-ethylamino]lmethyl}cyclohexyl) acetic
acid hydrochloride,

144. trans-(4—{[N~-(2—-{{N’'—~{3,5-bis (trifluoromethyl)benzyl]-N’-

(2-methyl-2H-tetrazol-5-yl1) aminolmethyl}-4-

trifluoromethoxyphenyl)-N- :

25 ethylamino]methyl}cyclohexylmethyl)phosphonic acid,

145. trans—4—-{[N-{2-{ [N'- (3-bromo—5-trifluorcmethylbenzyl)-N’—
(2-methyl-2H-tetrazol-5-yl)aminolmethyl}-4-
trifluoromethoxyphenyl)-N—
ethylamino}methyl]cyclohexanecatboxylic acid hydrochloride,

30 146, trans—(4—{[Nm(Z*{[N'—[3,5—bis(trifluoromethyl}bénzyl]—N'—
(Z-methyl-2H-tetrazol-5-yl)amino]lmethyl}-4-bromophenyl) —-N-
ethylamino]methyl}cyclohexyl)methanol hydrochloride,

147, trans—(4—{[N~(2—{[N'*[B,S—bis(trifluoromethyl)benzyl]-N'—
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hydr ochl ori de, 156.

trans-4- ({N-[2-{[N -[3,5-bis(trifluoronethyl)benzyl)-N - So

(2-methyl -2H-tetrazol -5-yl)am no] met | ~yl]-4-(2, 2, 2-

tri.fl uoroethyl)phenyl]-N ethyl am no}nethyl)cycl ohexanecarboxylic acid
hydrochl ori de, 157

P e U S

th r i:lf I U(r)]:‘ omséI @thphﬁﬁmb)m&tmqayémﬂphmiehyb }a?@elal REorh) el ¢ aci d-
T e LT[ NP8 D samer 40 e I T Y T S e B EREReE K benzy 11 -+ -

(2- ][r}et hyl - 2Hmeﬁéﬁ@al—25-wt)zamm]—wtdawn}aiﬁetlnﬁ} ‘ll—cr?loro—s— - '
tri oro 0 cl ohe acetic aci
hydroghlcnw d§ %i%} ¥H -N-e@hy g}m JﬂTES };ﬁggexyl)metXag
trans-4- ([N—@d{'cﬁcﬂiloﬁ:ﬁdé bis(trifl uororret hyI )benzyl ]-N - - -

4- et hyl ph I 4- hen
(et h)e/l a?/n ﬁo]e%t %ylm) g‘%n% a%‘u%c{a[ i%/‘l ﬂ‘%)r’bﬁgzyﬁls"ql(io
trans-4-{[ N ((B*IQEEﬂHoacfﬂaeﬂmmmﬁmumefﬁy]ﬂF@HEhl’f;lbbﬁ:ﬁ&xth)axﬁhenyl)—N— '
2- et hyl | th t.rifluoronethox enyl)-N
(et h;/TF amyno] e raé§8 %)‘8 e\é@}ﬂé%’fy&lﬁyﬁl&ﬁ*’%ﬁcg‘g?yf 1?/ ) .
trans- 4- { R (120{[ﬁ&aa#-:%(é-{tﬁus(z—r{l[ﬁrum,ﬁﬁbihwr)lbhmptn]etwnbmzyll—N'- _
4- h met| h 4-t.r henyl

et hyl am nol PtV o SR ao s Doy el al S ma gt b
trans- (4- {[I\hléﬂay{lk)hlém[la —ﬁ-btta(lhmi!ﬁti]mlthfrmdyybll)ahewzyhétﬂﬁnol

(ptolyl)amgﬁ} % 4-trifluoromet hoxyphenyl)-N- :
et hyl am no] ne yﬂ ] CyC C?Hexyl )acetic acid di hydrochloride, 2s 163.

trans- (4-{[ NL32- {tfrahs{ @3 -5{1H+ & (¥ f4 Bo Loty iy benoyptihyl) benzyl}-N'-
5-met hyl 2§ 1,24 j.azol-3- ,
'EI‘I PF uo?/orréet h%x;‘/é]tﬁl d%fzt%{ué%zhﬁ %Fir%g%}[ Hﬁ{ﬁﬁ%ycl dl'fu’ mfe)tggé?henylé_ci d
hydr ochl or i dé;ethgdamircd metifyil lef didiRxy Nacetd chadids hydrochloride, .
(trifluoroneidyl XQ J4L{?k {ZS?fN'—{B netﬁ{tf}f%¥orom?qulﬁbenzyl]-N'

(5-nmethyl-[1, 2, 4] oxadl azol - am no
trifl uoronet h%ﬁﬂ]?ﬁbnwz)ﬁ e brdppll abinid pretdipielbytl-dhexyl ) aceti ¢
trifluoromethylthiophenyl) -N-

20 ethylaminolmethyl}cyclohexyl)acetic acid hydrochloride,
153. trans-{4-{[N-(2-{[N'-[3,5-bis (triflucromethyl)benzyl]-N"-
(2-methyl-2H-tetrazol-5-yl) aminolmethyl}-4-chloxro-5-
ethylphenyl)-N-ethylaminolmethyl}lcyclohexyl)acetic acid
hydrochloride,

. 25 154, trans—(4—{[N-(2-{{N‘-[3,5-bis (trifluoromethyl)benzyl]-N‘—

7 {2-methyl-ZH~tetrazol-5~yl) amino]methyl}-4-
triflucromethylphenyl)-N-propylamino]lmethyl}cyclohexyl) acetic
acid hydrochleride,
7155. trans—(4~{[N—(Z—{[N'—{B,S—bis(trifluoromethyl)benzyl]-N'—

30 (2-methyl-2H-tetrazol-5-yl)amino]lmethyl)}-S-methoxy—4-
methylphenyl) -N-ethylamino]methyl }cyclohexyl) acetic acid
hydrochloride,
156. trans—-4-({N-[2-{[N'-[3,5-bis(triflucromethyl)benzyl]-N'-
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acid hydrochl oride, 165.

trans-(4-{[N-(2-{[N -[3,5-bis(trifluoronethyl)benzyl]- N - 81
(5-met hyi - (1, 2, 4] oxadi azol - 3-yl )ani no] met hyl )-5-nethyl -4- trif
Iuoronethylphenyl)-N—propyIan1no]nethyl}cyclohexyl)acetlc .acid
hydr ochl ori de, 166. trans- (4 {[N—(2 {[N-[3,5-bis

(trifluororret I)benz%l]

(2- met hyl - W*}%ﬁﬁ"ﬂro? T R po ImetBy hlj4-42.2.2-

trifluor orret hy}ﬁheay&@myipﬁwhamno] met hyl } cycl ohexyl )acet ic _ acid, 167.
trans-(4-{[N-(2-{[N - bi s(trifluoronethyl)benzyl

(2- met hyl - 2H &8 Q’QH}Q}S'QH.‘IJHW ﬁB?WFéFH?F‘}IQP%%ﬁ)ﬁ‘”g &‘%F“hlc’nde

trifl u?i1 O?Ft hydmheﬂaﬂs)—(N=%Mhamr??]mesrbals%]c%ys:igmwzs?(émq%éﬁzylact«d 168

trans is(trifl uoronet enz

(2ot byl - Sy (Tekbel 2B Srymapho) N AP LI ebRY HyB e thyi-4-

trifluor orret hwlﬁhemd@ethgrmﬂaylwmm]rapymﬂ&em&a@aw&dm&kw adegiacid

met hanesul f onat, 169. Et trans-{4-{[N-(2-{[ N -(3, 5-

bi s(trifluoro h??%ﬁ@ﬁ eN -(2-nethyl -2H-tetrazol - 5-

yl %}alm noj rr}st hnyds). - | 5rdff&t—h%-|-{-{44-t(l24—f Iw@n@ﬁ%ﬁ’l)f?(ghﬂl}ﬁlo)rmhéthyl)benzyl]-N‘

et hyl am' no] ne ex

trans- (4- {[N—#ZZ%{’W PR a§(’¥ Etl‘f"tlgB‘f"b’ﬁ’elf“f?ﬁ“ﬂ)’eﬁ‘zyI] N -

(2-net1iy1}%Nfﬁhenﬁdﬁhmbtﬁbgyghaﬁylmﬂm¢ﬁtbgyﬂamEnémﬁétﬁyiﬂbyclohexyl)acetic

trifluoroneth Bhe <) £+et ylan1no]nethyl}cyclohexyl)acetlc acid, 171,

trans-(4-{[ N ?&#765 -S-trifluoronethyl benzyl)- 2s .
- (2net hyl - 2198t etzraa:seh EI-NH()Za{TiNTe][B’e5+l;&Js}(t511fmblﬁythe1éhyl)benzyl}-N'

HLLL“?ZO?F A Tt
-{5- nEthyI-etbyﬂamﬂnblﬂﬁhhylobyéﬁqﬂekan&duibﬁniiﬂd pebdretyaly bedlorl@e,
{Fi 11 uor oy bR NEMYLL N RENYL A0 DBS L LY IS X ARG B Gy PG A
(2Z-methyl-2H-tetrazol-5-yl)amino]methyl}-4-
trifluoromethoxyphenyl)-N-
ethylamino]lmethyl}cyclohexanecarboxylic acid hydrochloride,
16l. trans-4-{[N-(2-{[N"—([3,5-bis (trifluoromethyl)benzyl]-N’'-
20 (4-isopropenylphenyl)amino]methyl}-4~trifluoromethoxyphenyl)—
N-ethylamino]methyl}cyclohexanecarboxylic acid,
162. trans-({4-{{N-(2-{[N'—-(3,5-bis(trifluoromethyl)benzyl]-N'-
(p~tolyl)amino]methyl}-4-trifluoromethoxyphenyl) -N—
ethylamino]methyl }cyclohexyl)acetic acid dihydrochloride,
25 163. trans-(4-{{N-(2-{[N’'—-[3,5-bis (tr_ifluoromethjl)benzyl] N
(5-methyl-[1,2,4)oxadiazol-3-yl) aminolmethyl)-4~
_trifluoromethoxyphenyll—N—ethylamino]methyl}cyclohexgl)acetic
~acid hydrochloride,
164. trans-(4-{[N-(2-{[N"'-[3, S—bls(trlfluoromethyl)benzyl]—N’
39 (5-methyl-[1,2,4)oxadiazcl~ 3“y1)am1no]methyll S-methyl-4-
trifluocromethylphenyl)-N—-ethylamino)methyl }cyclohexyl)acetic
acid hydrochloride, _
165. trans-({4-{[N-(2-{{N'-[3,5-bis (trifluorcmethyl)benzyl]-N‘—
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173. ethyl cis-(4-{[N-(2-{[N -[3,5-

bi s(trifluoronethyl)benzyl]-N -(2-nethyl-2Htetrazol -5- 82
yl ) am no] met hyl ) - 5- et hyl - 4-tri f| uor onet hyl phenyl ) - N-

et hyl am no] net hyl } cycl ohexyl ) acetate, 174.
(4-12-(2-{[N-[3, 5- bis(trlfluororrethyl)benzyl] N ( 2-

met hyl - 2H-tet razol anm_no] net h 5-net hyl -4
trifl uoromet H?F‘ﬂﬁwrib(ﬁsﬂﬂ%wa&ﬁ x%ﬂ}%é’é%’i‘@"ﬁﬁ‘ﬂ“‘énﬂe% 4~
5-[2-({N-[3, 51bfEﬁ&ﬁbhé£K¥lpﬁgﬁ&fﬂ”N>9§5§§ﬂEhiﬁbﬂﬁ%tﬂ?ifﬁﬂcigﬁtxyl)acetlc

tetrazol -5-yl)am no}net hyl)-5-methyl-4- trifluoronethyl phenoxy] heptanoic
acid. O the®td as *%FFed above, the compound shown bel ow 10 are

particul arl y 1psefefaabl es- {1{115{2 {I{N’~[3,5-bis (trlfluoromethyl)benzyll -N*-
trans-(4- {% %2 {%&I{ £ bls(trlfluororret e/h ).benzyl

(2- met hyl H{Eers %‘Sﬂtfﬁﬁ?%é’rﬁé{ﬂ%ﬁ“f’me yl)- 5‘““" Y1’4' :
trifluoromet Iﬂexﬁmwaméﬁhﬁpﬂéﬂm)amﬂﬁﬂﬂm&ﬁy:k&mehﬁhﬁwham@m Scetdei d

hydr ochl ori de, qlls 118. trans-(4-{[N-(2-{[N-[3,5

(trifl uororretaﬁ Y¥9) benzyl ]-N - (2-nmet hyl - 2H-tetrazo| 5 yl ) am no] net hyl } - 4-

Lr i:lf I ﬁlor om;uhy] rranyt J4-NHRE od @iy A, Bebhy [ drG Y Chottmeyhy BERhE$1 ] -Rel-d
ydrochl ori

T anes (4o { | NUEZHRL- o S Rl T PP oM BRUMI AT 20

(2- met hy| 12Het £ luaz ohe thyy bhaig 1 o rein bh i Sy 1@RtAYl Fedolohexyl) acetic
trifluoronet hgl henyl ) - N- et hyl am no] net hyl } cycl ohexyl )acetic aci d

hydrochlorlde ‘43.
trans- (4- {[I\HQSZ.- fechhs -5 {1+ sz(—t{r[wf-lmselsrﬁhyhthﬁimmbi;hﬂ)benzyn—mv

§r2| ?F Lg)r”orret F%Ltg?zﬁg:3}15%5%%%12%1%]3%?4’1&7’?6}%%?% fl}l’jjaaéetl c acid

hydr(N:hIOridExlflﬁdromethylphenyl)—N—ethylamlno]methyl}cyclohexyl)acetlc

t 4- trifl t hyl ) benzyl ]- N -
(2ot by - 2P PSR ) ety ) 4

trifluoromethed. pethyl Yerhapr Gy iian d]INet i8yls}cycl ohexyl )acetic 30 acid
Y ans (4 (1 LA LRSS op PEP PN, ofRTmgPY b frysgeds-

. ¥l)amino]methyl}—-5-methyl-4-trifluoromethylphenyl)-N-
ethylaminojmethyl}cyclohexyl) acetate,

20 170, trans—{4—{[N*(2~{{N’—[B,S—bis(trifluoromefhyl)benzyl]—N'—
(2-methyl-2H~tetrazol-5-yl) aminolmethyl}-5-methyl-4-
trlfluoromethylphenyl} —-N-ethylamino]methyl}cyclohexyl)acetic
acid,

171, trané—(4—{[N-{2—{[N'—(3~methyl~5—trifluoromethylbenzyl)—

25 N'—(2-methyl-2H~tetrazol-5-yl)amino]methyl}-5-methyl-4—
triflucromethylphenyl)-N-ethylamino]methyl}cyclohexyl)acetic
acid, _ |
172. trans— (4-{[N-(2~{ [N~ (3-methyl-5-trifluoromethylbenzyl) -
N'—(S—methyl [1.2 4]oxadiazol 3¥yl)amino]methyl} S—methyl o

30 trifluoromethylphenyl) N—ethylamlno]methyl}cyclohexyl)acetlc
acid,

173. ethyl cis—(4~{tN—(2—{[N'—{3,5—
bis(trifluorpmethyl)benzyl]—N'—(2—methyl—2H—tetrazol~5~
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(2-met hyl -2H-tetrazol - 5-yl ) am no] net hyl } - 5- net hyl -

trifluoronethyl phenyl)-N-propyl am no] net hyl }cycl ohexyl )acetic 83 acid
hydr ochl ori de, 158. _ : ‘
trans-(4-{[N-(2-{[N -[3,5-bis(trifluoronethyl)benzyl]-N -

(2-nmethyl -2Htetrazol - 5-yl ) am no] net hyl ) - 4-

Lri {1 uoromet nepypienyl L5 PropYLAN 4oLIELLLSYS, Shexyhl ageti o s aci ¢

trans- g4| ({Ne(t&y{l{a:hino[]aeﬁh;hi}&gbléﬁelxyﬁrﬁmiahyl)benzyl] N - -
2- met 2H—tetr nol.net
'EI’I fl uo?/omet hy/l phgiyd ?Kﬁléeﬁ? %rﬁlﬁéfﬁb{%\?ﬁ'ﬁ%&%wy)léc%tﬁz acid, io
(127 tL alns |(+ he{tbk&{ﬁil—{t[e&az[di S-jal)&mehdsmdﬂummmhbyhglb@nzyl] N -

et te azo
trlfluo)r/orrést Ry ?1 gﬁ%‘%}ﬂé%ﬂ‘?@{/}c’l 8ﬁ8§<‘§/|a)°é8e?’i"c acid and 168.
trans- (4-{[ N73- {§-N2~[{3N—5[-33|55(>i§|tfrhﬂmmsmbh!yju)}lmenzylMN{Z—ueﬁ:hyl—za-
2rreth|2H-ttraoI5 hyl - 4-
'EI‘I fl uo?lorret hyl pﬁ%é‘yl y¥ ?\i/aé‘%"ﬁg}%?#hngi 37‘?}’ y%:l ghexyl )acetic acid
met hanesul foméludﬁi‘oﬁmtwmbﬂdxﬂﬁle‘ph&qﬂceaem i nvention, a prodrug thereof
and a pharnaceuti C@g Itx acce tatpl e sa{t 'tap)ereofthhave su terlhogm ’heg'r CETPd

0g,

inhibitory activity in na g., unan key, OV|ne
cat, rabbi¥, arratpamuseazalndpthﬁedabke) and can tie used as CETP activity

i nhi bitors. | 1952 |ﬁ24 { (it i {z[!ung!é @b%’?@r |f(1‘J QETP |£|ﬂ)e yg{] activity

of the conpound res ntl on, rug hereor a zs
phar maceut i caﬂkyeﬁwdepﬂ-atﬁteas@-ﬁ-yhm@b]meth'agl}aﬂe useful as

phar maceut i c f ive.far the-prophylaxj: I ent. of the
di seases in \%flﬁ cﬁ'%%ﬁﬁg]{%%%%n \}eg ?%h.ﬁag TQ&%%J[%H%%%EXJ?%CE €
arterioscl er esig hydirhelrlagdgler osi s, peripheral vascul ar disease,

dysl i pi de%a’uE'yp&raQQt ?Jh {RRPY r?tﬁP e %ub%?(&??&ﬁﬂ%‘tﬁﬁﬂ%ﬁ&ﬁiI“?qm—
hypei chol est er ol eni a, ypertriglyceridema erchol esterol em a,
(2-methyl-2H-tetrazol- 5 -yl}amino]lmethyl)—4-

7 trifluoromethylphenyl)-N-ethylamino]methyl}cyclohexyl)acetic
acid hydrochloride,

142. trans- (4-{[N-(2-{[N*—-{3,5-bis{trifluoromethyl)benzyl]-N'-

20 {2-methyl-2H-tetrazol-5-yl)amino]lmethyl}-5-methyl-4-

. trifluoromethylphenyl)-N—ethylamino]methyl jcyclohexyl)acetic
acid hydrochloride,
143. trans-(4-{[N-(2~-{[N'-[3,5-bis(trifiuocromethyl)benzyl]-N'-
(2—ﬁethylFZH-tetrazol“S-yl)amine]methyl}-4—methyl-5-

25 trifluoromethylphenyl)-N—ethylamino]methyl}cyclohexyl)acetic
acid hydrochloride, '

154, trans—(éﬁ{[N*(Z—{[N'*[B,S*bis(trifluoromethyl)benzyl]-N'~
(2-methyl-2H-tetrazol-5-yl)amino]methyl}-4-
trifluoromethylphenyl)“N-propylamino]methyl}éyclohexyl)acetic

3% acid hydrochloride, | 7
157. trans—{4-{[N-(2-{[N'-[3,5-bis(triflucromethyl)benzyl]-N‘-
(2—methyl-2H-tetrazol-5-yl) amino]methyl}-5-methyl-4-
trifluoromethylphenyl)-N-propylamino]methyl}ecyclohexyl})acetic
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cardi ovascul ar disorder, angina, ischema, heart ischema, thronbosis,
cardiac infarction, reperfusion injury, 84. angioplasty restenosis,
hypertensi on, diabetic vascular conplications, obesity or endotoxem a. -
etc.), particularly as prophylactic or therapeutic agents for
hyperlipidema or arteriosclerotic diseases. s Wen the conpound
represented by the fornula (1) of the present invention, a prodrug thereof
or a phar mac &Gt ddrgehlaridst abl e salt thereof is used as a pharmaceuti cal

preparation, iisk. i Sraa80ed-a (wy (Adteds Wt s e PhaLERGH g FdizY, 1) agcept abl e
carrier, excipient, diluent, filler, disintegrant, 10 stabilizer,
preservative,! 5%ﬁ?h§ﬂ?2¥ﬁﬁﬁt§PF?kﬁsfyéi%ﬁﬁfﬂEfthﬁﬁiréf!ng agent, sweetening
agent, thi ckerifithc38RABthoxyBhEAQS N profiyi sl st im@Rh Rl Ssc18R6kyAh Begcaddi ti ves,
whi ch are gnown per. se,  specifi calﬁ)y wat er, vegetable oil, alcohol such as
et hanol and 26&%hAMATarRiFdAe. pol yet hyl ene gl ycol, gl'ycerol triacetate is

gel atin, carhebydrahes(SUGh-as- ((AeL P5,S-bSE F1GF138£brdi By L] Beizy1 (B@NEST UM
stearate, talg, lanolin, petrolatumand the like and_can be adm ni stered
oral Iy or pal@remyErsHTse FpeelSr it Aminpime Yl I spTiethydudier, granul e,
sSupposi t ory, tiif Rdkbedthy@¥Renyl) ORrptdpFlbdi ndRRERY B cylch 841851 } 8866501

elixir, suspension, 20 enulsion, syrup-and the like. While the dose of the
phar maceut i c&F*%&gent of the present invention varies depending on the kind

and severilty1ef. tirhfsdisqase2-iha’ c@yBobDs(ta fliéoRmEiAYy Blined pad - _
"1 o genor anryauEi 2T et At puer el ey ABh R kG U B0O mg i the
amount of t herifipootcthyephasant-Rdethylbiienc nethidl Byclphadyll Beetiicesent :
invention, a_prodryg thereof or a pharmaceutically acceptable salt thereof
per day for 3%“gﬂﬁat by oral adninistration. 30 The pharnaceutical agent
of the presenés. nveni+@n{ (my(2be (N ads, 5i-51crted f Bhanmethy DRaRYIREILY W th a
different ;s (2-methyl-2H-tetrazol-5-yl) amino]methyl}-5-methyl—4- |
trifluoromethylphenyl) -N-ethylaminolmethyl}cyclohexyl)acetic
acid methanesulfonate.
The compound of the present invention, a prodrug thereof
and a pharmaceutically acceptable salt thereof have superior
20 CETP inhibitory activity in mammals (e.g., human, monkey,
bovine, horse, dog, cat, rabbit, rat, mouse and the like), and
can be used as CETP activity inhibitors. In addition,
utilizing the superior CETP inhibitory activity of the
compound of the present invention, a prodrug thereof and a

25 pharmaceutically acceptable salt thereof, they are useful as
pharmacentical agents effective for the prephylaxis or '
treatment of the diseases in which CETP is involved (e.qg.,
hyperlipidemia, arteriosclerosis, atherosclerosis, peripheral
vascular disease, dyslipidemia,‘hyperbetalipoproteinemia,

30 hypoalphalipoproteinemia, hypercholesteroclemia, |
hypertriglyceridemia, familial hypercholesterolemia,
cardiovascular disorder, angina, ischemia, heart ischemia,

thrombesis, cardiac infarction, reperxfusion injury,
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prophylactic or therapeutic agent for hyperlipidem a and/or a prophylactic
or therapeutic agent for arteriosclerotic 85 diseases, or may be used
concurrently with a different pharnmaceutical agent (e. g., therapeutic
agent for obesity, therapeutic agent for diabetes, therapeutic agent for
hypertensi on, therapeutic agent for arteriosclerosis, s therapeutic agent
for coronary artery disease etc.). Particularly, concurrent use with a
different thePSpeptasty BephenopLs. RyBEFIansiaRnidiabetiq VASHHATmceut i cal
agent) is expepteshdiond BbederPlbreshdaitabii S WRO! | OlpaSYNOL1Gr3}i £ ef fect  of
particul arly renarkabl e sug:gr ession of blood cholesterol. io As used
herein, by "d3RERBYTASHC U FORERRRITAC AR ctPL SEPePiAR™ @ RBouNd of t he

present i nvenidt@piost1RrOIdQite=20f or a pharnaceutically acceptable salt
thereof with a different pharnaceuti cal 1:agent, such as a therapeutic agent
(v

for hyper i pi demi"ferwhis SORPPHRY KB SRLEL PR ARF SGF™PLa nd? PE P&rticul arly
limted. For pe¥aaid QnveitidnG! 449%dbeg neheor adnh NbiErhatédiicaliig -
pharmaceutical conpqQsition containing the conpound of the present '

i nvention, a35reariRdet ittedPeriotalis piisdhat utRearISPukit2bt abl e salt t her eof
and a di f fer gprbpajitabARCALIi s C@dneageN} ,adalifed RA tH1 ANphbafeaisSgéalataggered 20
adm ni stration of rgspect i.ve preparat.i ogs.‘gr odug,eq]' separ ately w thout

m xing. Wi | PR PIE VI ithe AFPETENt Pl ractttistal SHydhedtPt be used
concur r ent#y stari B et pRRGlepgatifet NBudden( a@ndssei@s,i byomafict he di sease,

adm ni stration,route a&ci, sex and boo‘l% we%a'h zs of glgéi ents. and the |ike,
it is generalPyosiduPIdT o SBeHE 1Y A9 ¢ ul %e’é’[f&f’g mGOBBFRG - t her eof
per day for anssshytionnidsr abindidthat siddativm, Mich bherapent par agent for

hyperlipidem a to be used concurrently. 'tq_tge pharnaceutical agent of
the present “RETHVEHEY G E=Er AP RS i elcelr RIEhtS SUumsl *Plvast ati n,
Si mvast at i n, bpnaplastiabhdl,, pblyeadyaénen glatal,Valyednol, triacetate ) :
13 gelatin, carbohydrates such as lactose, starch and the like,
magnesium stearate, talc, lanolin, petrolatum and the like,
and can be administered orally or parenterally in the form of.
tablet, pill, powder, granule, suppositery, injecfion, eye
drop, liquid, capsule, troche, aerosol, elixir, suspension,
20 emulsion, syrup and the like. '
.While the dose of the pharmaceutical agent of the
present invention varies depending on the kind and severity of
the disease, the compound to be administered and.
administration route, age, sex_and body weight of patients and
25 the like, it is generally about 1-1000 mg, particularly about
50 mg-800.mg in the amount of the compound represented by the
formula (1) of the present invention, a prodrug thereof or a
pharmaceutically acceptable salt thereof per day for an adult
by coral administration.
30 ~ The pharmaceutical agent of the present invention may be
administered alene or concurrently with a different
prophylactic or thefapeutic agent for hyperlipidemia and/or a

prophylactic or therapeutic agent for arteriosclerotic
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cerivastatin and the |ike can be nentioned. As a therapeutic agent for
obesity to be used 86 concurrently with the pharnmaceutical agent of the
present invention, nazindol and the like can be nentioned. As a

t her apeuti c agent for di abetes to be used concurrently with the

phar maceuti cal agent of -the present S invention, insul in preparations,

sul fonyl ur eas, | i bencl am._de, tol butam de ram de,
acet ohexam dg,i’gea@e?’ne‘b’lgﬂaae t“@ng‘é‘?ﬂcdlem‘lelycl"éﬂ(fe é& ’%% insulin
secr et agoguesh{Bugentnaileggéent de. gt,cr)mrsp&dﬁiaamﬁﬁs 6L .dpesity) ybuzol e

t bi . 0., d hl of bu i
ﬁygréchl I()?:Jggj1 ?a€e§’gl%%§ﬁﬂge0}sqr38?%}g]? i [)Iggeoﬁagg'l("éfd agem§/0ff C)ir [)noge, acar bose

etc.), msulhmea:e:essidrzeltae:(apegnc Hjeargl fdzaaamerh;ed&eﬁckﬁleri de etc.) and the
like can bg pentioned ?ratt erapeutic_agent df or gertenm on to be used
concurrently W E e RSP °§u’t’? %ﬂaré{g%ﬁ 8 IHHES5 8%t i s i nventi on,

| oop diureti Ea;rt{leugarlyf_uemréetm au.ﬁteda: deFeaxsmt ﬂﬂdﬁ:}%@éﬁti@n etc.),

angi ot ensi n converti en yoe i nhlg capto } capt opril
sustai ned- r ef Base BF ep&r AL olrﬁiem"%n h Iphf?éf"%'g‘?dt"cﬁ S del april

hydr ochl ori de:;pecccaﬂatzapu:bhdel i28i éEbOtp:remlely bmpazm Islynéygirsﬂtﬁblélﬂ‘ﬁede i mdapril
su hydrochlo ochlorlde u I droc | ori de,
éf %rt%F&E% ?gerﬁﬂjrﬂggq sgp?res bnqo% Eagoé ﬁhP9¥ ﬁ

trandrapril, r1ndopr | mne et angi ot ensi n
ant agoni sis’ (e gas dseslahemnpobsasmounmrrmndesambams @ Iceuaeineld ese.), Ca

antagoni sts (L4119 eod Dgg& fmtﬂgrf’réég Ch"'en@oﬂn,féﬁpcpmﬁeg? grochl ori de

sust ai ned-rel'ease zs prepar at1o p| ne ed| pi ne
sust ai ned- r#z/rhaswagrugper bty @npem@mldl *nlrrethythfafchi‘dr |add;.fﬂaﬁe1mtazem

hydr ochl ori d&ar%j:é J:q%gin @’e@&%fsﬁlc [Ld %%%&gﬂt?"orl dgéee_%seorpr eparation,

ni sol di pi ne,” nitren I ne roc arni di pi ne
hydr ochl ori dypee#mnd@mpaneﬂ@@ehydﬁ@cmwﬁ icdepsarthedeqi ie hesyl at e,

f el odi pi ns;, cfelltnwia%gehmacream HoRi DEn@hE; Dae APl QRKCLSH §ng- . PToPranol ol
hydr ochl ori

administration of a phammaceutical composition containing the
compound of the present invention, a prodrug therecf or a .
pharmaceﬁtically acceptable salt thereof and a different
pharmaceutical agent, and the simultaneous or staggered
20 administration of respective preparations produced sepafately
without mixing. 7
While the dose of the different pharmaceutical agent to
be'used concurrently varies depending on the kind and severity
of the disease, administration route, age, sex and body weight
25 of patients and the like, it is generally about 1-1000 mg,
7 particularly about 50 mg-B800 mg thereof per day for an adult
by oral administratiocn. '
As a therapeutic agent for hyperlipidemia to be used
concurrently with the pharmaceutical agenﬁ of the present
30 invention, statin pharmaceuntical agents such as lovastatin,
simvastatin, pravastatin, fluvastatin, atorvastatin,
cerivastatin and the like can be mentioned.

As a therapeutic agent for cobesity to be used
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propr anol ol hydrochl ori de sust ai ned-rel ease preparation, pindolol,

pi ndol ol sustai ned-rel ease preparation, indenolol 87 hydrochloride,
carteol ol hydrochloride, carteolol hydrochloride sustained-release
preparation, bunitrolol hydrochloride, bunitrolol hydrochloride

sust ai ned-rel ease preparation, atenolol, acebutol ol hydrochloride,
metoprolol s tartrate, metoprol ol tartrate sustained-rel ease preparation,

ni pradil ol , peSUEBERILYsHEEnithe PhammeseptiqaldRee 6Fi the Pressiiedi | ol

bi soprol ol f upBsedt8on Dakaxidl ahydiRchlRE e, be G@n*t@é@édl' hydrochl ori de,
bopi ndol ol mal onat e, ‘bevant ol ol hydrochl oride etc.), a,p _blockers (e.g "
| abetal ol io0 hydroBhlDEhEERPERF| NG| T8 FBERFST |t8ebe %680l al ol

hydrochl or i dec&icgr}entybk 08K ens fiarmcenPialoshdnthydr aehbeessle ter azosin
hydrochl ori de, doxazosin nesyl ate, bunazosin_ hy drochlorlde bunazosi n

hydr ochl or i dé%ﬁé?’hed@%’r’é’a?éepﬁaé:ﬁa?%t |56‘|’rf°'i’,1¥]a\'|5FGT’l ®-ghent ol ami ne

nmesyl ate etc:giidadciHaqld idllﬁat&amebegmdp%admdvbae@ammhm
pharmaceuti cal agent of the present |nvent|on can, be 3 m ni stered not only

to humans but9HPERitise. obphazamifiem K iptatide fifKey ® horse, dog,

cat, rabbit, sdcidbraddyses a@d; t,hﬁaéddm)ude?(éthlow, meowih@dbrrwtg of the
productlon nethod of the n1no co d repr egﬁfdlﬁ% conpound
(1) is expl &¥eyzoluettnkr ;'5’&"88?1%{ %5n (e ho EB %? °ii¥Vention is
not limteth tuhtobhsn QpapptlorYhenedche, r@@hbeﬂlmebmmtbﬁmeﬁ Below i s
carried out, zs_functional groups at-positions, qther fhan the reaction
site may be Wit‘ﬁﬁft%daﬁﬁtﬁ’r”ghﬁﬁ )aslﬁg‘bjé?sé??ﬁ%ﬁﬁeﬁsa (tebg *deproteeted at a
sui tabl e st agﬁogh/bfﬁ&)ﬁ@rhydﬂ‘iﬁhﬂ.eﬁiﬂel @ftcl N #/C khet Bi{kereynbige cantiemedut
accordlng to a conventional net reln |solat|o gd 30 urification

wh
are perforned by aphro ?zéatpgp?genggﬁ JBYPee SRS RY ng 28nvent i onal

met hods, ' sucdbnasredéntdyakiinz ahe qlihamaceutlcal agent of the present
15 jinvention, leoop diuretics {(e.g., furosemide sustaingd—release
preparation etc.), angiotensin converting enzyme inhibitors
{e.g., captopril, captopril sustained-release preparation,
- enalapril maleate, alacepril, delapril hydrochloeride,
-cilazapril, liéinopril, benazepril hydrochloride, imidapril
2¢ hydrochloride, temocapril hydrochloride, quinapril
hydrochloride, ‘trandrapril, perindopril erbumine etec.},
angiotensin II receptor antagonists (e.g., losartan potassium,
candesartan cilexetil ete.), Ca antagonists (e.g., nicardipine
hydrochloride, nicardipine hydrochloride sustained-release
25 preparation, nilvadipine, nifedipine, nifedipine sustained-
release preparation, benidipine hydrochloride, diltiazem
hydrochloride, diltiazem hydrochloride sustained-release -
preparation, nisoldipine, nitrendipine, manidipine
hydrochloride, barnidipine hydrochloride, efqnidipine'
30 hydrochloride, amlodipine besylate, felodipine, cilnidipihe,
aranidipine etc.), B blockers (e.g., propranolol hydrochleride,
propranolel hydrochloride sustainedrrélease preparation, _

pindolol, pindoclol sustained-release preparation, indenclel
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recrystallization, colum chromatography, preparative HPLC and. the |ike.
88 Conventional Production Method The production nmethod of the conpound
represented by the .fornula (1) is exenplarily shown in the follow ng.
Production Method 1 R~ R H8 ~a~.- CR6) n Rz ~ | ~{~) n- (R6) n ~ 1 ~ x ~
(3 ( ~/ =~ R-/ Rs Step 1-.1 ~/ Rs Step 1-2 R3 ~ | MR4 R+ (2] (4)
(1-a) HO Production Method 2 A (R6) n RB/ Rs R-8 B~ (R~ n R-s ~ (3)\
~ {8) { i Hhydrochlorifi®p cargealplobydmecoiepide.ocayieley) production Met hod

3 R~ R~ ~ ( / o
R- St ep 3.1 dpoiqé.oglélé sust'aﬁze@irere/ﬁse gre%agraftléx%éébagﬁléﬁbat hOngl / 1?;

hydrochlorlde, bunltrolol hydroch oride sustained-release

preparation, atenolol, acebutolol hydrochlorlde, metoprolol

5 tartrate, metoprolol tartrate sustained-release preparation,
nipradilol, penbutolol sulfate, tilisolel hydrochleride,
carvedilol, bisoprolol fumarate, betaxolol hydrochloride,
celiprolol hydrochloride, bopindolol malonate, bevantolol
hydrochloride etc.), a;ﬁ blockers (e.g., labetalol

18 hydrochloride, arotinolol hydrochloride, amosulalol

hydrochloride etc.), a blockers (e.g., prazosin hydrdchloride,
terazosin hydrochloride, doxazosin mesylate, bunazosin ‘
hydrochloride, bunazosin hydrochloride sustained-release
preparation, urapidii, phentolamine mesylate etc.) and the

15 jike can be mentioned.

Morecver, the pharmaceutical agent of the present
invention can be administered nof only to humans but also to
other mammals (e.g., monkey, bovine, horse, dog, cat, rabbit,
rat, mouse and the like).

20 Now, one embodiment of the production method of the
dibenzylamino ;ompopnd represented by compound (1) is
explained, but the production method of the present invention
is not limited to this example.

When.thé reaction to be mentioned below is carried out,

25 functional groups at positions other than the reaction site
may be protected beforehand as necessary and may be
deprotected at a suitable stage.

Moréover, the reaction in each step may be carried out
according to a conventional method, wherein isolation and

30 purification are performed by appropriately selecting or
combining conventional methods, such as crystallization,
recrystallization, column chromatography, preparative HPLC and
the iike.
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R~i ~ R/IN ~0z(/ N R~/ (12) R--~-/ A- ] A~ NNN\z Ra Rs
Ra ~ Rs Step 3 Ra Ra w Production Method 3" Rso R~ R~ ~\ "~ \ NY ~ Rso
~00l 1 [ Rzl / N(13) Rz -/ A A/ | BrCN~Rs R3 ~ gs MHz ~ Step 3"-1
Ra Ra (10) (1-c) herein R, Rz, R3, R, R5, Rs, A ring B and n are as
defined above, X is a halogen atomand Ph is a phenyl group. Production
Method 1 s Step 1-1 This step is directed to a general reductive

am nation. The conpound represented by the fornula (2) is reacted with a

conpound repr&%@@ﬁ@f&nlax ﬁr&ufc@mwla@tﬁéa in the presence of a reducing
agent in as npound represented by ~~ the fornula (4)
The productlon method of the compound fepresented by the

formnla (1) is exemplarily shown in the following.

Production Method 1

-
(Rﬁ)n (Rg)n

Chii O} ﬁ:l\,
A

- N
i ®)
(3)
Step 1—1' Step 1 2 R3

R4

(1-2)
A A
HO
Production Method 2 ._ A
(Rs) n R& RS
(Rs) n R
@ ca) [ :] @
Step |

2 1 Step 2-2

Production Method 3

R R (R,)n
R? ~~NH, R (11)

(9)

R? RS —_— _

Step 3-1 . R2 RS Step 3-2
(2) : : R
(10)
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As the solvent to be used for the reaction, for exanple, ether solvents
such as diethyl ether, tetrahydrofuran (TAF) di oxane,

1, 2-di net hoxyet hane, diglyne and the |ike; 90 hydrocarbon sol vents such as
. benzene, toluene, hexane, xylene and the |ike; hal ogenated sol vents such
as dichl oronethane, chloroform carbon tetrachloride, 1,2-dichloroethane
and the |ike; alcohol solvents such as nethanol, ethanol, isopropyl s

al cohol , t entEusgushbn AkgreRe* i ke: ester solvents such as ethyl acetate,
met hyl acetate, butyl -acetate and.the |ike; polar solments such as acetic

acid, N, N-dinethylformanide and the like; and the IR ke be nenti oned,
whi ch can be used alRbne or in conbinatiop? Preferal Lﬁ@nts in this
reaction io are chlojoformand dichloro hane. ¢ reyuci ng agent,
sodiumtri acet oxyb dride, sodium g¥anoborohydyi da di um bor ohydri de

and the like can ned. A preferghj e refucifig agent]in this

reaction is sod®Im¥fi acet Oxyborohydride.” 15 Step 1-2 Thi 0 |

directed to a general. alky i A coéfipcund represent ed he formul a
LN a sol vent

(4) is reacted with a co d %epres ¢ by the for )
. ‘*@;—ﬁ R
[ye one t’he obj ect cBhpou ds which 20 is

in the presence of a bags

represented by the fornula (jl-a). As téeemsd'vent to be usedﬁﬁor t he
reaction, for exanple, "~ ethew solvents such as diethyl ether,
tetrahydrofuran (THF), dio% e, 1,2-di net hoxyet hane, digl{m® and the |ike;
hydr ocar bon sol vents such as benzene, toluene, hexane, xylene 2s and the

| i ke; al cohol solvents such as nethanol, ethanol, isopropyl alcoh8l,
tert-butanol and the like; ester solvents such as ethyl acetate, nethyl:
acet at e, butyﬁna@epabvlahdhOQH% | i ke; pol ar solvents such asR#cet one,

N, N- di met hyl f or mami de, di net hyl sul foxide and 'the | kke; dmmg the Iike can

be nentioned, s which gan be used al one or in conbina |on' A preferable

R? _ N. | (13

R3 - HO-NH, R
Step 3"-1 R

R (1-c)

(10) |
herein R, R*, R®, R%, R®, R, A, ring B and n are as defined
above, X is a halogen atom and Fh is a phenyl group.
Production Method 1

5 Step 1-1
This step is directed to a general reductive amination.
The compound represented by the formula (2} is reacted with a
compound represented by the formula (3) in the presence of a
reducing agent in a solvent to give a compound represented by
10 the formula (4).
As the solvent to be used for the reaction, for example,
ether solvents such as diethyl ether, tetrahydrofuran (THF),

dioxane, 1,2-dimethoxyethane, diglyme and the like;
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solvent in this reaction is.N Ndinethylformm de. As the-base, for

exanpl e, alkali netal hydrides (e.g., sodiumhydride, potassium hydride
etc.); alkali netal 91 al koxides (e.g., sodium ethoxi de, sodi um met hoxi de,
potassium tert-butoxide etc.); alkyllithi-ums. {e.g., n-butyllithium sec-
butyllithiumetc.); alkali nmetal ami des (e.g., lithiumdiisopropylam de,
sodiumamde, lithiumbistrinethylsilylamde s etc.); alkali netal

car bonat es ( &YGrocHEINUFRVARED S, as RANZSRT u ke ¥Pon AE¥An ok IRAchy dr ogen

carbonate, pQhasehdMikby H0868nHAUDOSRIBLE Such adl didhiioPEiAhallydr oxi des
(e.g., lithium hydroxide, .sodi um hydroxi de, potassium hydroxide etc.);

al kal i met al FABEPIPATescIR0Y. teldgahien iSKoshtfatéchlerosthanss isfth Bitosphat e

etc.); and ONGRB} GIRAEES do@vBnts shbh i baERA, PM=ndh NCisopropyl _
N- et hyl nor_phgl i né etc.) can be nentioned, with preference given to sodium

hydri de and -3}6PER%i GRTt-&mtanet GRidEhe hke HIRSAPRPYBRER tSUeBPdUNd nay be
subj ect ed t 0 e@ngBldcethte [ ALBRIY ackACd,| BALIO BV al@SiHLd iRl t.

Production Method 2 Step 2-1 This step is directed to_a general reductive
am nation. ROCHIPEIHETESPER A adebiF PR Sf-Aufipetbyfymemide dr%with a  zo
conpound reprrsenikey dyd tthe f0feTeba Hedhehticheddl WaRh £dh HacupLesence of a
reduci ng agen ve a conpound represented the formula (7): As the

to gi . by ! .

sol vent, for aé&‘é"f’rﬁ%e,m ARG PentfEeEerabisssolpioatpyin &hpg teaction

t et rahydr dP uaea, cHlbosform add 2ridhuBid@tyuehdane, 2s diglyne and the |ike;
hydr ocar bon sol vents such as, benzene, toluene, hexane, xylene and the |ike;
hal ogenat ed sol veAtsttS FEASPPER Or SABYRTE L2 oY B AT L6 hon

tetrachl ori deediudl 2yshdid-ohpitidanesaidmt herdhiyieideaabhao@htle Sokyaahs such as

met hanol , et gnol . .1.sopropyl " al cqhol, éer,t-but anol._and the so |like; ester
sol vents sucR®d¥ &tRY% a tpéfg?r‘%@teh{}? UHBEAYERT in this reaction is
sodium triacetoxyborchydride.
15 Step 1-2
This step is directed to a general alkylation. A
compound represented by the formula (4) is reacted with a
compound represented by the formula (5} in a solvent in the
presence of a base to give one of the object cpmpounds, which
20 is represented by the formula (l-a).

As the solvent to be used for the reaction, for example,
ether solvents such as diethyl ether, tetrahydrofuran {THF),
dioxane, 1,2-dimethoxyethane, diglyme and the like;
hydrocarbon solvents such as benzene, toluene, hexane, xylene
25 and the like; alcchol solvents such as methanol, ethanol,

isopropyl alcchol, tert-butanol and the like; ester solvents
such as ethyl acetate, methyl acetate, butyl acetate and the
like; polar solvents such as acetone, N,N-dimethylformamide,
dimethyl sulfoxide and the like; and the like can be mentioned,
30 which can be used alone or in combination. A prefefaLle
sclvent in this reaction is_N,N—dimethylformamide.
As the base, for example, alkali metal hydrides (e.g.,

sodium hydride, potassium hydride etc.); alkali metal
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butyl acetate and the like;. polar solvents such as N, N di net hyl f or mam de
and the like; and the like can be nentioned, which can be used alone or in
conmbi nation. Preferable solvents 92 in this reaction are dichloronethane
and toluene. As the reducing agent, sodiumtriacetoxyborohydride, sodi'um
cyanobor ohydri de, sodi um borohydride, lithium hydride, alum num hydride
and the |ike can be nentioned. A preferable s reduci r]g agent in this
reaction i s $3HPKHFoBHYdr SadivnetRo¥ider o potiumBE K ide hPotappinm (6) i s
reacted W th terelhifrch@a8W@ b 3) a1k 12006 uihsV e &. ,Cﬂlﬁtftf\{_@?-%iu}ﬂ@' &his

followed by a reduction. For a reaction to forma Schiff base, azeotropic
dehydration FEFYbEl R REed | Mkeldorsier a8idas 48-94.0 LbEM¥ne, tol uene,

ethanol and tdiesbhkRytbh Ut s6@hil Yalad! 1k6hidd8iPFARERER Qhy 8361 d
catal yst sych as hydrochloric acid, acetic acid and the |like, or a nethod
usi ng  a deRyd&t&tl hglkalbmetadcfrrderatiedst @r- SPEVES carberate | i ke in an

aprotic sol yeBissimhcahdmtby | Ratus Hydirbgén daebsei’  apsedsieyhi ke may 15
be enpl oyed. Step 2-2 A compound represented bx the formula (8), which is
obt ai ned” by f¥EEIISTySEFRPTRSE NG ) ¢ 231 KA} Lamefede PyfiraxddaRt (oM - i s reacted

wi th thionyl 168hin 69didkide$OtotAin BHidxa8e | Pok@fGium?RydRixiabydr of ur an,
chloroformand the |Like to give a conpound wherein hydroxyl group of the
formul a (8) F5c Ghiakt BEtaNShesPhates (1% FRIHM BROSRISR  Step 1-2 using
t he obt ai Aedp6tsgrauRdphciptlate GNP Nh BpgAGRNbesk DYt e fornul a (7) gives
one of the object coppounds, which is represented by the formula (1-a). 25
Pr oduct i on I\/Ef%’}%tg‘yém Sop PEF AR SNASPY{omphpling §1¢ 0 £28eh@ral reducti ve
am nation. AefignedNdvithppeskiteade ivehetd Golihm hyd)yids ap@acted with a -
conpound represent ed b%tthe formula (9) in a solvent in the so presence of

a reduci ng afRRt>E" grFE B EBHEGund represented by

The cbtained object compound may be subjected to a salt-
I3 forming reaction to ine a desired salt.
Proﬂuction Method 2
Step 2-1
This step is directed to a general reductive amination.
A compound represented by the formula {6) is reacted with a
20  compound represented by the formula (3) in a solvent in the
presence of a reducing agent to give a compound represented by
the formula (7).
As the solvent, for example, ether solvents such as
diethyl ether, tetrahydrofuran, dioxane, 1;2—dimethoxyethane,
25 diglyme and the like; hydrocarbon solvents such as benzene,
toluene, hexane, xylene and the like; halogenated solvents
such as dichloromethane, chloroform, carbon tetrachloride,
1l,2-dichloroethane and the like; alcohol solvents such as
methanel, ethanol, isopropyl aléohol, tert-butanol and the
3¢ - like; ester solvents such as ethyl acetate, methyl acetate,
butyl acetate and the like; polar solvents such as N,N-
dimethylformamide and the like; and the like can be mentioned,

which can be used alone or in combination. Preferable sclvents
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the formula (10). As the solvent, for exanple, ether solvents such as

di et hyl ether, tetrahydrofuran, dioxane, 1,2-dinethoxyethane, 93 diglyne
and the l|ike; hydrocarbon solvents such as benzene, toluene, hexane,

xyl ene and the |ike; hal ogenated solvents such as dichl oronet hane,
chloroform carbon tetrachloride, 1,2-dichloroethane and the |ike; al cohol
sol vents such as s nethanol, ethanol, isopropyl alcohol, tert-butanol and
thee' |ike; iastlhs sepednsase ¢l chsoramerhane angt 6¢lumsehy| acetate, butyl

acetate and the lizes,DolatcsQ \égg,(tf %%Euﬁ%ﬂalé%t&y%i&ﬂd‘r@&@am de and the

like; and the |i ke can be nentl one can be dsed alone or in
conbi nati on. SAthefcemceohbd@&evemdqw bhrahydgdde g thiulihyHrbtonet hane.

As the reduchighAanhya,Sodl B thibacAloUROLOE | dfu. %piiwf@rab;e
cyanobor ohydri de, SOdI um bor ohydride and the |ike-can be nmentioned. A

pref erabl esr é@l‘éﬁt‘?’ﬁg agrAtt ipnthis seaetion bf osiivgdefinghydride.

tri acet oxybor ohydissdg. i e b matRod itheSEShmLS ) G5! 88hde@adyagner al
nucl eophilic substitution reaction. In a simlar manner as in Step 1-2, a

conpound r eptBS EBELY Y3 hEe fapcruEtyy 20PRELT Bage e hiFk hisa fotbmsdund

represented By 4 heaherivd a sokld Eéhcﬁlhé!@ QQeoph 4 RenZOe @kect conpounds,
which is represent ed by the formula (1-a). Besides such method conprising

directly reaBt¢3igoric Btaid RaBen e FREAB SRR IR SelYer 84entaed by the

formula @dlpenddh@l erdihefe MTRIAAHCL YR kRE nﬁk@%ﬂﬂ&t%;ﬂ&l@s@%ﬁ hg nitrogen
atom of conpound (10) by a known nethod. As an zs exanpl e of this nethod,

the fol | owi nERHPFEERAGOREI NN RGdd3catadyst pusdues i ydrrehifidc32atd shown
Production Meédad ScidvRnM/ i ;Yh@f‘or(ﬁsﬂe{hdd5u51ﬁ& a dehydrating

agent such as molecular sieves and the like in an aprotic
solvent such as methylene chloride, toluene and the like may
15 be employed.
Step 2-2
A compound represented by the formula (8), which is
obtained by treating the formula {2) by a general reduction,
is reacted with thionyl chloride in a solvent such as toluene,
. 20 tetrahydrofuran, chloroform and the like to give a compound
wherein hydroxyl group of the formula (8) is chlorinated. Next,
a similar reaction as in Step 1-2 using the obtained compound
and a compound represented by the formula (7) gives one of the
object compounds, which is represented by the formula (1-a).
25 production Method 3
Step 3-1
This step is directed to a general reductive amination.
A compound represented by the formula (2) is reacted with a
compound represented by the formula (9} in a solvent in the
30 presence of a reducing agent to give a compound represented by
the formula (10).
As the solvent, for example, ether solvents such as

diethyl ether, tetrahydrofuran, dioxane, 1,2-dimethoxyethane,
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\' ' YI J/ Step 3 -1 so A conmpound represented by the formula (10) is
reacted 94 with conpound (12) in a solvent. The obtained residue is
reacted with hydrazine hydrate in a solvent in the presence of an acid to
gi ve a compound represented by the formula (1-b), which is one of the

obj ect conmpounds. s As the solvent to be used for the first reaction, for
exanpl e, ether, sol vents such_as dieth et her, tetrahydrofuran, dloxane
1, 2- di met hox;FL"P ¥he 2o H?r?ékahcfllfdr@c#]?@‘ 5ﬁ§7‘6ﬁ"5€a? agoPRAFSRE- such as
benzene, tol uRNlGendehREne X WyBe anddeidaikekaialdgbngraateienekvents such
as dichl oronethane, io chloroforg%é?arbon tetrachl oride

1, 2- di chl or oePAN®S SHEhLpEPTetRaEne o r%f(?IIVenTasrbgﬂc?Ffié‘cE{‘?ﬁ}ldeacet ate,

met hyl acet atlez-dhhﬁlsblmaaﬁtrﬁt en@rtdmt bexd ;i kecomsll sb1eaiveesich s¥ch as N, N-
di et hyl f or mam de and the | and the |ike can be nmenti oned whi ch can

be used al 6né"e(51ha’|‘??"08ﬁlﬂﬁ'?% ‘| (’J?\“’prﬂpkﬂ AxohBf e HeTtSBIAERL M thes reaction
i s dichl oromatikaneestds £dBrenhvaith he myuss@bﬁaaé thehg@Xxdcgtaae) i on, for
exanple, eth | vents such as dieth eth t et r ahydr of ur an, dloxane
TSIl et hox TRERa RS aE Y San AR HOYEE, SRPRR e B et s such ac
benzene, tol uﬁmethMBﬂﬁnldéyhﬂmetheZ!ﬂll&&d ahletHd Heke hﬁhogem&hedmsecd vents

h di chl th hi f et hi
T s DR SR R RS 4ot PO Oy LB ity S8 pR 8IS 1anol

et hanol , imopodpent ial €wiOlreadeidn byt bl opmskthheel | ke; ester sol vents such
as et hyI acet at e, hyI cet ate,

ut acet ate t zs pol ar
solvents such as NN §r39 2982 %8‘”&%?&? Euf?%%drdgéand the I|ike;
and the like sodMeydemng&1M| sbdivnahobshydséde aindnehorlika eonbi nation.

fo be used 18P TR IPEady | B uear el RSraSire, BoPHOPha S HETUEoBuh ng
hydr ochl ori c sediwy tsibdatoxgbamigdride.
15 gtep 3-2
This step is directed to a general nucleophilic
substitution reaction. In a similar manner as in Step 1-2, a
- compound represented by the formula (10) is reacted with a ‘
compound represented by the formula (11} to give one of the
20 object compounds, which is represented by the formula {1-a).
Besides such method comprising directly reacting a
compound having ring B, which is represented by the formula
{11), there is a method comprising forming ring B on the
nitrogen atom of compound (10) by a known method. As an
23 example of this method, the following production methed 3‘ and

production method 37 are shown.

Production Method 3-

He H
N
(RS
When e n is / /\N
Step 3'-1
30 A compound represented by the formula (10) is reacted
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nitric acid and the |like; organic acids such as trifluoroacetic acid,
trichloroacetic acid, acetic acid, nethanesulfonic acid, p-toluenesulfonic
acid and the like; and 95 a m xture thereof can be mentioned, wth
preference given to nethanesul fonic acid. Production Method 3' Rso when B
(~" is N~'NY s Step 3"-1 A conpound represented by the fornmula (10) is
reacted wi th cyanogen brom de in a solvent in the presence of a base, and
t he obt ai ned ¥A&s| epohrd rid3tt it anselvanidr Gopl ebtai@efinresidyel ient. The

obt ai ned residugid$ Braqyhati ng 10,38k i d
chloride represent eg’iﬁ?‘i{yﬁga%ﬂﬁhﬁﬁ?; 13) andlt h% 1 ke, elﬁﬁggeg% vgnt to

gi ve a conpo@hdatishresgiveed ¢ympopheé #Wﬁﬁ?r&‘—eéilbz)thevxﬁpwlias (& .of the

obj ect. conpoyRdsn ASchdGSehy bfjelP RapHame for the first reaction, for
exanpl e, al cohol solvents such as net hanol et hanol, isopropyl is alcohol,

tert-butanél and thfe thekeolverhe beluass £o5dte Airsh Eepgticat hEex

tetrahydrof UeRBupid, 0%8Rey sbideidBLERXYEINRRRY1 Aingky Bty 4t ulbke;
hydr ocar bon sol vent's-such as benzene, tol uene, hexane, xylene and the

| i ke; hal ogeﬁé?’éﬂ‘eso?-v?e‘ﬁ’tl@et%qa‘é’ﬁt%nedl dhobimemard abe, LEkdior of orm  car bon

tetrachl ori dgya2ftaknen HobbiLehBRNG 88H.dhe Itbjﬁf‘-eneeslt.éfangmz)!ﬁ@n% such as
ethyl acetate, nethyl acetate, butyl acet ate and the Iike; pol ar solvents

such as N, N- 8Pty HHepi-falogsdated FalRents jguch A% dﬂﬁéhq"i‘“ﬁé"% be

nent i oned,io Wah LdroFdbm PRakB 6l 1208 1r1l8, COBLANA1I2BetAHR! Sh81taRI € sol vent
in this reaction is nethanol. 2s As the base to be used for the first

reaction, fotikex&ibee SCAVRMIS Sheh A5 eEPHoASEERTY e gthYs 3P Ak ar bonat e,
pot assi um cappgNabeet HRAbHMN thkdL OGN p6 88D @RAVEnt P @haS AsUiW, n-hydr ogen

carbonat e etc ); .al kali netal phosphat es (e. 0.
dimethylformamide and the like; and thé like can be mentioned,
which can be used alone or in combination. A preferable
zs.solvent in this reaction is dichloromethane;

As the solvent to be used for the next reaction, for
example, ether solvents such as diéthyl ether, tetrahydrofuran,
dioxane, 1,2-dimethoxyethane, diglyme and the like;
hydrocarbon sclvents such as benzene, toluene, hexane, xylene

20 and the like; halogenated solvents such as dichloromethane,
chloroform, carbon tetrachloride, 1,2-dichloroethane and the
like; alcohol solvents such as methanol, ethanol, isopropyl
alcohol, tert-butancl and the like; ester solvents such as
ethyl acetate, methyl acetate, butyl acetate and the like;

25 polar solvents such as N,N-dimethylformamide, dimethyl
sulfoxide and the like; and the like can be mentioned, which
can be used alone or in combination. A preferable solvent in
this reaction is 1,2-dimethoxyethane. '

As the acid to be used for the reaction, for example,

. 30 inorganic acids such as hydrochloric acid, sulfuric acid,
nitric acid and the like; organic acids such as
trifluorcacetic acid, trichlorocacetic acid, acetic acid,

methanesulfonic acid, p-—toluenesulfonic acid and the like; and
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sodi um phosphat e, potassi um phosphate etc.); and organic bases 30 (e. g.,
triethylam ne, pyridine, N-nethylnorpholine 'etc.) can 96 be nentioned,
with preference given to sodi um hydrogen 'carbonate. As the solvent to be
used for the next reaction, for exanple, ether solvents such as diethyl
ether, tetrahydrofuran, s dioxane, 1, 2-dinethoxyethane, diglynme and the

| i ke; hydrocarbon sol vents such as- benzene, tol uene, hexane, xylene and
the |ike; haldJefarer] Weredhicanshr measiensch| vighdrrapeencecal wbrter m car bon
tetrachl ori deethaResiiGhh ot QRisRane and the |ike; al cohol solvents such as
met hanol , et hanol, isopropyl lo alcohol, tert-butanol and the |'ike; polar
sol vents suchEzgduckiqe gFFMqﬂy"I'fornan‘i de, dinmethyl sulfoxide and the Iike;
and ‘the |ike can be nmentioned, whichgean be used alone or in conbination.
A preferable solvent.in this reacyi is dioxane. As the solvent to be used
for the fi nalwhr%a ok ®™ pr is exanmple, ether solvents such as diethyl

et her, tet rahycfr of\: ;o di d)?ane!‘jl/il di net hoxyet hane, diglyne and the

| i ke; hydrocarbon s¢l vents such as[benzehe, toluene, hexane, xylene and
the |Iike; hal ogenated sol vents such as dichl oronet hane, chloroform carbon
t etrachl orisdestep, 2«-di chl or oet hane and the zo |ike; ester solvents such as
ethyl acetate; nethyl acetate, butyl acetate and the |like; polar solvents

such as N, N di methy°orBPRehFaR e TRe kY the| furmde B8R fhers3ed and the
|l i ke can be RERhi ORdgeiBroRi€RANIE sSR&ENE| ONaNRr prébencendE RALLROY, A

preferable solvent in this reaction is pyridine. 2s In_addition, A B and

RL to R6 may B8 Fif CREPLASSHFECIUE 1P o G0t S Bn 6RO AERAS dRa o7 oup

accor di ng to salkaown THEbbedhnedl tesicgnihasasted wiahpanntyiating t he

cbove. o one s PLRdeL] S, TELot S S LR LORRL 0 B SOERn

t he obtai ned angotipoutide ( inap sclvenb] ectdetH DmpoOMUE Teboasdnteat By

hydronS|s, the feormula {l1-c), which is one of the object compounds.

Asrﬁhé solvent to be used for the first reaction, for
example, alcohol solvents such as methanol, ethanol, isopropyl
15 alcohol, tert-butanol and the like; ether solvents such as

diethyl ether, tetrahydrofuran, dioxane, l,2-dimethoxyethane,
diglyme and the like; hydrocarbon solvents such as benzene,
toluene, hexane} xylene and the like; haloggnated solvents
such as dichloromethane, chloroform, carbon‘tetfachloride,

20 31,2-dichlorocethane and the like; ester solvents such as ethyl
acetate, methyl acetate, butyl acetate and the like; polar
selvents such as N, N-dimethylformamide and the like; and the
like can be mentioned, which can be used alone or in‘
combination. A preferable sclvent in this reaction is methénol.

25 As the base to be used for the first reaction, for
example, alkali metal carbonates (e.g., sodium carbonate,
potassium carbonate, sodium hydrogen—carbonéte, potassiuom
hydrogen carbonate etc.); alkali metal pheosphates (e.g.,

sodium phosphate, potassium phosphate etc.); and organic bases

30 (e.g., triethylamine, pyridine, N-methylmorpholine etc.) can
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wher eby a conmpound having a carboxyl group as the term nal of substituent
A can be easily obtained. As the soiven~ to be 97 -~ . used for this ester
hydrol ysis reaction, for exanple, ether solvents such as diethyl ether,

t et rahydrof uran, dioxane, 1,2- dinethoxyethane, diglyme and the |iKke;

al cohol solvents such as nethanol et hanol , isopropyl alcohol,

tert-butanol and the s |ike, and mater can be ment.i oned, which may be used

al one or in ROMEPREIGN. Wﬁfﬁ?n‘:gsg’f‘fﬁ’ FasPHgm Y reg® for this ester
hydrol ysi s r esatbbaate net al hydr oxi des such as sodi um hydroxi de, potassium
hydr oxi de, |ithium hydroxide and the like, and the |ike can be nentioned.

10 In addition, a fet dsgk‘feé‘ttstWﬁecHSE‘aniﬁr &he nexfi £7actd8pr de&cti on of
pr ot ect ed hyckmyshegrmprasoimttseémmas a&euﬁubseﬁ:hwerﬂetéahﬁ@ay@fasll on to

PR R AR N S P R
producti on mmdcarmnsb&mdﬂmﬂ a3CBét#dneQy tdluanépMeaBhé ORgléye KNOWN
nechod 1, s L LA D% R P 25, D e Sl e, et on
RS R3 ~'R5 RhlR4ofSm,( ddgbon (t&ﬁ:)adﬂléﬂde |1 27dic8116ﬁoe<th3né atigephd-4 R3 ~ Rs
Eﬁd~ CR:EIZRS R’l kgl ez}lcga%ol soq.ven geslurg:hRgé methanol, eghzli:\:;ol?'r 1s:%3szcog]er | ned above
1o alcohol, tert-butanol and the like; polar solvents such as
N,N-dimethylformamide, dimethyl sulfoxide and the like; and
the like can be mentioned, which can be used alone or in
combination. A preferable solvent in this reaction is dioxane.
As the solvent to be used for the final reaction, for
15 example, ether solvents such as diethyl ether, tetrahydrofuran,
dioxane, 1,2-dimethoxyethane, diglyme and the like;
hydrocarbon sclvents such as benzene, toluene, hexane, xylene
and the like; halogenated solvents such as dichloromethane,
chloroform,-carbon tetrachloride, 1,2-dichlorcethane and the
20 like; ester solvents such as ethyl acetate, methyl acetate,
butyl acetate and the like; peclar solvents such as N,N- .
" dimethylformamide, dimethyl sulfoxide and the like; and the
like can be mentioned, which can be used alone or in
combination. A preferable solvent in this reaction is pyridine.
25 In addition, A, B and R' to R® may be further subjected
to comversicon of a functional group according to a known
mefhod, after synthesis of compound (1) in the above-mentioned
production method.
As a functional group conversion reaction, fof examp;e,
' 3% when the terminal of substituent A is an ester, the obtained
compound (l-a) is subjected to a conventional ester hydrolysis,
whereby a compound having a carboxyl group as the terminal of -

substituent A can be easily obtained. As the solvent to be
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group corresponding to the aforenentioned RB. Aniline represented by the
formula {15) is reacted with an acid halide and the |like in the presence
or absence of a base under cooling to heating in an organic sol vent,

water, or 98 w thout solvent, whereby a conpound represented by the fornula
(16) can be synthesized (Step 4-1). The conpound represented by the
formula (16) |s reéeacted with a reducing agent su as _lithiumal um num -
hydri de, Red-Aro g%ﬂi%ﬁsb%sr% rya}"?ﬁ}eiygﬁg ]f%ec't%o?‘i SEURPLE 0T to heating
i N an organi selgkeuentsuchhes elipgthyl ecahpounctrepydedated kdyotdre forrul a (17)

(17 15 reactabHopis il Rlpme Saig T d el Rt he S gaen,
absence. of eashasthanvder eteobilngidcprhpal ialgoheol arteot-gatanoll Grgotent or
vl O ) LI sl stk JNCENRGRIPOUN, LaOT B2 Sad, et e for 2
formul a (18) dinscrmigtagdonsi AgnilarVyl sieitbe basagentbepnepdrfed £rixm phosphor us
heating in i oiasr it PRITEAOLIR! HEA0Hy b Sride ol 8 B8 Cormpound
represent ed hydrbeideor potassiRmnahydnghriidh, | bidyien oiydrheidie sindedhe Stidiel, i ng

materials, c b es] 434). Production Method 5 HO ~ OH ~
C(R'J(R 2) QJRI%gl)d @%éi?%gl—%%?%é%&q%@ ?'/ Rg SteP 5-1 RO 1 / Rs Step 5-2 R3

| / RS R4 % ~ (19n eyigipng)a npthhereiistR3whiRh cRepril84, #Fterand R13 aze

as defined abufstedth t!?%%yh rgulg, . Js.,reacted with
al cohol represgn?i_éed b)g/ﬂgéhfelb?gé%uﬁ%g;ﬁ E(%ﬁz‘@ ?ﬂl@]ﬂ %leéﬁe?éi n R11,
R12 and R13 &pbstistugetihedonbensdpni to tdyenpraseme ecaobo®yl tgropheand phosphi ne
usi ng a condeggsi ng..agent such as di et hyl

A compound represented by.the formula (2), which is a
15 starting material of the above-mentioned production method,
'~ can be produced according to a conventionally known method. In
the-following, some examples therecf are explained.

Production Method 4

, H 6a H
‘ NH, NYR N\CH g8
: 2
‘ c Step {4-2 )
R3 p5 Step 4-1 3 RS P RS RS
R* R | - -

(15) (i6}
7

R
1~|| ‘

_— “CHRE —————
S5tep 4-3 Step 4-4
R? )RS '

R4
(18)

20 wherein R®, R', R® and R’ are as defined above, and -CH;R*® is a
group corresponding to the aforementioned R®.
Aniline represénted by the formula (15) is reacted with
an acid halide and the like in the presence or absence of a

base under cooling to heating in an organic solvent, water, or
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azodi carboxyl ate and the |ike under cooling to heating in an organic

sol vent or water, or wthout solvent, whereby a conpound represented by
the forrmula (20) can be synthesized {Step 5-1). The conpound represented
by the fornmula (20) is 99 reacted using a Vilsneier reagent prepared from
phosphorus -oxychloride and N, N-di net hyl f or mami de and the |ike under
cooling to hqg&kn?%in an orgﬁg% sol vent or, without solvent, whereby a

conpound r epreseRteFBY e 3 FIMPPrdReRAPSERtY Setht foButRsired

starting nmat efliedl €an Ganspecheydidesistesl 2-(15t e[rh2- 2dmpdinadisire@ndki hod 6 Rt

t 't Rz Rz._.\ | ~ R3 1 ~ Rs. step 6-1 Rb ~ R5 Step 6-2 RS| ~ RS

Ra Ra Ra (27} F‘é‘i)g(ﬁif“?’z%;h%f 1% TRAERRY YRR 2 QAUGIRT RIPTE ¥FGa8 - Ra ~ Rs

R3 ~ Rs Ra Raithddy alidmijum wperie), REd-AR,, stSiunRbdreiidirRdd Ale thAs defi ned

above, andsxliiﬁeatE d]éQ: Qal qQgen,_atom . Hal obenzene represented by the fornmula
i

I
(21) and but MG A PR MEFTLRE 4R BP AR LS TR uteTeRBA ing to
room t enper atcompowid reptdseniced ftyr thgeftematled(in tagatecdynifdsl zket one,

al dehyde and (tc;tge I4i_5 . ereby a conpound Zs represented by_the formula
(22) can be syRthesi iedwggt%%%@‘-lﬁ.r PFRESY ét‘ﬁnﬂ‘er BFREEh A 0y t he
formul a (22) reactrddwbgerdikedl hdlidehendtbechie: ah the prabysde SHCh as _
pal Lfggﬁpchng%kcdee_oéng pasCulde$® 801 {30 LIRELE AT 8nOfgiider heating in
10 solvent or water, or without solvent, whereby a compound
represented by the formula (18) can be synthesized (Step 4-3).
The compound represented by the formula {18} is reacted using
a Vilsmeier reagent prepared from phosphorus oxychloride and
N ,N-dimethylformamide and the like under cooling to heating in
15 an organic solvent or without solvent, whereby a compoﬁnd
represented by the formula (2-a)}, which is one of the desired
starting.materials, can be synthesized (Steb 4-4) .

Production Method 5

H o]
OH C{R11}R12)(Rq3) O OC(R11{R12){R13)
R® RS Step 5-1 /3 . RS Step 5-2 P RS
R* 4 - ' qt

(19) ' {20) (2-b)

20

wherein R?, R*, R®, R, R* and R*® are as defined above.
Phenol represented by the formula (19) is reacted with

alcochol represented by the formula; (R™Y) (R'™) (R*®) COH {(wherein
R, R and R are as defined above) in the presence of

25 triphenylphosphine using a condensing agent such as diethyl
azodicarboxylate and the like under cooling to heating in an
organic solvent or water, or without solvent, whereby a
combound represented by the formula (20) can be synthesized

(Step 5-1). The compound represented by the formula (20} is
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sol vent or water, whereby a conpound represented by the 20 fornula (23) can
be synthesized (Step 6-2). The conpound represented by the formula (23) is
reacted using a bromi nating agent such as bronosuccininm de and the |ike
under cooling to heating in an organic solvent or w thout solvent, whereby
a conpound represented by the fornula (24) can be synthesized 100 {Step.
6-3). The conpound represented by the formula (24) and butyllithiumare
reacted in arFegrgefiveingl ¥ dlidsuntder reaginmgreparadobnon ehpepixmwse and a -
lithio form i r ]mﬁma BN nd the like,
whereby a cogngéc%gﬁgéé%ﬁe%?%sﬁﬁt e%'eb ﬁcé rgnéJI a (%Léofl%c rlas one of the
desired st arQQOAQDWaIGehP@t@g Garﬂrbergyrrﬁtdﬁesized: eS8t eixh®ut) solRegduct i on

Met hod 7 H H g ~ p,7-2 Rg |
/| 5 R4 R& R4 (2\55”llf 2 “S)Rﬁe%‘%%whtéé%:% rs'l' %gpfﬁ}m%ﬁgg(z 2 aﬁ % are as

def i ned ab(fvé’neA‘)fI‘ﬁ’Gr dpeirednetaiipoumatard pl os eanele synthesifzedmul a (25)

and LDA, but y(lsltb_{:l'g_lém and the like are reacted in an.organic solvent under
cooling to roomtenperature and a lithio form generated is treated with
N, N-di net hy| Esedaeiioe Meehadh€ |.i ke, is whereby a conpound represented by
the formula (26) can be synthesized (Stegpt 7 1). The conpound wpresent ed
by the forrmula (26) is reacted with an R represented by t R'T or nul a;
(R)(RB)NH in t DY, £ € eh ~@s pot assium ¢
| i ke under cooli ani c ZO_I?SO vent t hout sol vent,
wher eby a corgdgung”r ept esert éd by : T 3) rBne of the
desired starting gmterials, can be stheS|zed (Step 7-2). gfhe present
invention is explained in nore detail t he foI | ow ng by r@;)errl ng to
Exanpl es, which af?® not tg be s

Step 6-3 Step 6-4

(24) (2-c)
wherein R?, R', R®, R and RY are as defined above, and X is a
10 halogen atom.
Halobenzene represented by the formula (21) and
. butyllithium are reacted in an organic solvent under cooling
to room temperatﬁre and a lithio form génerated is treated
with ketone, aldehyde and the.like, whereby a compound -

15 represented by the formula (22) can be synthesized (Step 6-1).
The compound_represented by the formumla (22) is hydrogenated
in the presence of a catalyst such as palladium hydroxide and

~ the like at room temperature or under heating in an organic
solvent or water, whereby a compound-represented by the

20 formula (23) can be synthesized (Step 6-2). The compound
represented by the formula (23) is reacted using a brominating
agent such as bromosuccinimide and the like under coocling to
heating in an organic solvent or without solvent, whereby a

compound represented by the formula (24) can be synthesized
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zs construed as limtative. Exanples Exanple 1 N-[3-(N

"-cycl opentyl nethyl -N -ethylam no)-5,6,7,8- 101

t et r ahydr onapht hal en-2-yl met hyl ] - N-[ 3, 5-

bi s(trifluoromethyl)benzyl] -(2- met hyl -2H-tetrazol -5-yl )am ne a)

N-[3- (N -cycl opent yl net hyI et hyI am' no) - 5 6, 7, 8-

t et rahydr ona | 2- rreth net hyl -2 t trazaol - 5- |)gm ne To a
sol ution (10|D(%IE ab]f%g l@l‘cyc ?ﬁeﬁéfﬁe t by ' 6l #80mita (£ay''dnd

et hyl am no) - Epﬁym,l&htehreahydemdhmadremm&marsbw«dedwdeex( &331img) and

5- am no- 2- rretthyl tetrazol 231 %1 in chl grof ormwas . a ded z (gr um

triacet oxyborohycj‘Jm 3 lf re an h P ng g & (?L’Ef1 reoorlnst Fature, and
acetic acid wighly, Nwaﬁnm:dedonwddes&d/ehy 1iKee wma(ebyom csmabuﬁmd)n was
stirred overnr hése‘%@gdb Eloh rrjdeé 91 ) an rrtggc no] 3 m) were
added. The MmXture was fur er Qi3 B § 1 oS, fe §FHEH uti on

.was washed strex:telsxgr neteriails h ot hea&xﬂdhaqims:ssezdrsum hydrogen SS

car bonat e, a¥ls ? d brine, and the organic |ayer was dried over
sodi um sulfgt%gég grgufﬁ&s ate was filtered off and the filtrate was
concentrated. The obtained residue wa puri fied by col umpy ch gt ogr aphy
(n- hexane: et hyl acetate 6:1 -~ 3:1) tg gr ve the title corrp ndFlK254 ny,

59~).-20 1HNWR( ;
1.30-1.62 (m 4 67182 m 6H) 321 (m_1H).
2.81(d, J=7. 1k 294,04, J 2, AH) ;  fAed4ls,
2H), 5.35-5.80(br %), 6. 87 (s .1 , 703 (s,
N-[3- (N -cycl operyl met hyl - N - et hyl ani®b)-5, 6, 7,
t et rahydr onapht hglsen- 2-yl met hyl ] - N-[ 3¢ (2-d)

bi s(trifluoromethyl)benzyl]-(2-nmethyl-2Htetrazol -5-yl)am ne To a solution
(2 M) of NN[3-{N -cycl opentyl net hyl -

et hyl an nej - on &henBrt, ke, aky dig0 AR 2 TR L 2-

A fluorobenzene compound represented by the formula (25)

and LDA, butyllithium and the like are reacted in an organic

solvent under cooling to room temperature and a lithio form

generated is treated with N,N~dimethylformamide and the like,
15 whereby a compound represented by the formula (26) can be

synthesized (Step 7-1). The compound represented by the

formula (26) is reacted with an amine represented by the

formula; (R;} (Rg)NH in the presence of a base such as potassium

carbonate and the like under cooling to heating in an organic
20 solvent or without solvent, whereby a compound represented by

the formula (2-d), which is one of the desired starting

materials, can be synthesized (Step 7-2).

The present invention is explained in more detail in

the following by referring to Examples, which are not to be

25 construed as limitative. |
Examples
Example 1 -
N~[3- (N'-cyclopentylmethyl-N'—-ethylamino)-5,6,7,8-
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30 nethyl -2H-tetrazol -5-yl)am ne (121 ng) obtained in Exanple 1 a) in

N, N- di net hyl f or mam de (DVMF) was added sodium hydride (16 ng) with stirring
at roomtenperature. The reaction solution was stirred for 1 hr and
3,5-bis(trif luoromethyl)benzyl 102 bromde (73 |) was added. The m xture
was further stirred overnight. Water was added to the reaction solution
and the mxture was extracted with ethyl acetate. The extract was washed
successi vel ytetinehydearaphirrilesa?uy medbybitd3a?d the s organic | ayer was

dried over spdi &%?i{lofr%&gthg?ﬁgkﬂz?bﬁu'(ﬁf’rﬁeethy‘ﬂ@%—fﬂeltt:ﬂ@ldﬁo%i} aidet he

filtrate was concentrated. t'ai ned résidue was purified by colum
chr omat ogr aphly N3~ iexanel eyl lnstdydtR=rohy}anigoyryeb 'hé-titl e conpound

(102 ny, 52 o e —m —-tetrazol-5-
3-{[N-[3-(N gcyr((? ge-r%?gkﬁl;%n b e?ﬁ%%n%%no')ath 0 2%,%t azol=s

t et r ahydr chaphtamahen- 2- yl net hyi ] - N- (2- met hyl - 2H-t et r azol - 5-
yl )am no] met hyl } %otg 'st)hHQ{&nq&@%lqeg§0§u(tNr—blr@qu'i)ntylmethyl—N-
0

3-brononet hyl -5-trifl uoronet hyl benzonitrile 1s a solution (10 m ) of
3- hydr oxy et ¢8Hy18ming)i-6| ok Gree yaydrngwrrithp 1 ens 2 oRrRpldaheric dPBon

tetrabrom deyg)( 1n8ls- Qi hd-Anchh et hane (Wﬁﬁ .@dd@ﬂ dloRrBesYH RASSPhI ne

(1.37 g) with stirring under ice- COOlI)é% he m xture was continuously
stirred for Bblegy ﬁ°dl1lﬁ'et¥3eaé‘@ttP6!|‘P%’-'8Fm@¥ \K/é%s % Ebit EfiFENgd2hnd t he

obt ai ned resigle t¥aseRhid] alabyciabumdia Qs qIBt ags afdaka( n- hexane: et hyl
acetate=9:1) to give the title conpound (1.11 g, 84~). 1HNIVR(CDC13

400N+E)g 4_qyyc€§31gEQy ¢h85r%qgtlgpﬂsolpt8qn(ggs Qpbrredb?vernxght and

3-{ [ N-[3- (N scfeif ah O hfrfcieh)(ko MmeBH&'uﬁa'ﬂ:EﬂaI 536mY) 8rer35added The
t et rahydr onapht hal en- 2- yI met hyl ] -N-(2-net hyl -2H-tetrazol -
yl ) ami no] netMHtEres yas; ﬁP{l‘B}eGnﬁH‘ﬁ?’leB‘eF?%&nPFrl [fbe Wcal%ﬁftl}lwrt 2 m) of

N-[ 3- (IW CyCdé%pQQEﬁ@dT%BE&QSSNver with saturated aqueous sodium hydrogen
et hyl am no; -t et rahydronapht hal en-2-yl net h I

met hyl - e%arré?fmtea yRYHieng $ABrahey RBBRsr I | %ﬁﬁ#e lpyer

was dried over sodium sulfate. Sodium sulfate was filtered off
and the filtrate was concentrated. The obtained residue was
purified by column chrematography (n-hexane:ethyl acetate=6:1
— 3:1} to give the title.compound {254 mg, 59%i.

20 lpNMR(CDCl;, 400MHz)§: 1.01(t, J=7.1Hz, 3H); 1.10-1.30(m, 2H),
1.30-1.62(m, 4H), 1.67-1.82(m, 6H), 1.93-2.10(m, 1H), 2.63-
2.77(m, 4H), 2.81(d, J=7.1Hz, 2H), 2.94{g, J=7.1Hz, 2H),
4.14(s, 3H), 4.51(d, J=5.8Hz, 2H), 5.35-5.50(brs, 1H), 6.87 (s,

. 1H), 7.03(s, 1H).

25 b) N-[3—(N’'—cyclopentylmethyl-N’-ethylamino)-5,6,7,8-
tetrahydronaphthalen—-2-yilmethyl]-N-[3,65~
bis(trifluoromethyl)benzyl]-{2—méthy1—2ﬁ—tétrazo1-5-yl)amine

Te a solution {2 ml) of N-{3-(N'-cyclopentylmethyl-N’-
ethylamino)-5,6,7,8-tetrahydronaphthalen-2-ylmethyl]-(2-

30 methyl-2H-tetrazol-5-yl)amine (121 mg} obtained in Example 1
a) in N,N—dimethyiformamide (DMF') was added sodium hydride (16 -
mg) with stirring at room temperature. The reaction solution

was stirred for 1 hr and 3,5-bis (trifluoromethyl)benzyl
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30 a) in DVF was added sodi um hydride (17 nmg) with stirring at room
tenperature. The reaction solution was stirred for 1 hr and

3-brononet hyl -5-trifl uoronet hyl benzonitrile (114 ng) obtained in Exanple 2
b) was added. The mixture was further 103 stirred overni ght. \Wter was
added to the reaction solution and the m xture was extracted with ethyl
acetate. The extract Wasl WaSh%\%g guc essi.vgl¥ Wt h \Aﬂt(t‘fr anid saturated
brine and t hBEIHEENIE ¢4 2437 aRdedur FRY "EPTS SRS U STIFF at &7 "88di um sul fat e
was. filteredvaddightd Wheef iWabr add=dvas aaneeattidhedoldifienchidithed residue

was purified by colum chronmatograph - hexane e | ,acetate=6:1) to give
the itle CORPUINA THb SGEaaRs % Do o CEe | SPoatiaret o0
N-[ 3, 5- bi s(t ghddadoeaeRisiib-eDendyh ] wlterbaid\ satyied ope bt derainlythe

N - et hyl ani no) i ndan-5-yl net hyl j - (2- net hy| - 2H-t et razol - 5- vyl ine In a
sinilar rrg}nn&z'gaé"&ci hag:‘aﬁﬁ? eal%,‘adt RET i@%ﬂa""ﬁ& g%%ed %"sﬁv\“ﬁss‘g%?&?ned (see
Table 1). Ex#s@lfaldered off and the filtrate was concentrated. The

N - of hyl am rBy AT SN TR PUToEER Ry| St TR ATRL ey ki ne

hydr ochl or.i dee:2heTotltylsakutatr101D) rdo) gbfe Nhp3tbtle compound (102 mg,

bi s(trifluor t hyl nzyl]-N-[6-(N -cycl opentyl net hyl -N - S
et hyl am no) i g@nr}éeélb'%ﬁz%yh ~(2-methyl -2Htetrazol -5-yl)am ne (550 ny)
obt ai ned h Exapke23 in n-hexane was added dropwi se 1N .hydrochloric
aci d- di et hyl 35‘;’?"?{53\:,\&‘2"'%%]3?%%%“?&5‘%,&5' ﬁ{{'%{*?imgﬁmr’ oo tegperature. The

precipitated s on and dti‘ed to give the title
conmpound ( 332etrghyfseephthilem-2)yliethypl #-32-methyl-2H-tetrazol-5- '

N-[6- (N - cyc) angaty] ALY ) - e g Hiwd AR 09) 12430 Aeh gt hyl 1 - NV

a) 3-bromomethyl-5-trifluoromethylbenzonitrile

15 To a solution (10 ml) of 3-hydroxymethyl-5-
trifluoromethylbenzonitrile (1.00 g} and carbon tetrabromide
(.81 g) in dichloromethane was added triphenylphosphine (1.37
g) with stirring under ice—cobling, and the mixturg was
continuously stirred for 30 min. The reacticn seplution was

20 concentrated and the obtained residue was purified by colpmn
chromatography (n-hexane:ethyl acetate=9:1) to give the title
compound (1.11 g, 84%). .
1HNMR (CDC15, 400MHz)§: 4.50(s, 2H), 7.85(s, 1H), 7.87(s, 2H).
b) 3-{{N-[B-(N'—cyclopentylmethyl—ﬂ'-ethylaminc)—5,6,7,8—

25 tetrahydronaphthalen-2-ylmethyl]-N~(2-methyl-2H-tetrazol-5-
yl)aminoimethyl}-5-trifluoromethylbenzonitrile

To a solution (2 ml) of N-[3-{N'-cyclopentylmethyl-N’'-

ethylamino)-5,6,7,8-tetrahydronaphthalen-2-ylmethyl]l- (2~
methyl-2H-tetrazol-5-yl)amine (132 mg) obtained in Example 1

3 a) in DMF was added sodium hydride (17 mg} with'gtirring at
room temperature. The reaction solution-was stirred for 1 hr
and B—bromomethyl—S—trifluoromethylbenzonitrile (114 mg)

obtained in Example 2 b) was added. The mixture was further
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30 (2Htetrazol -5-yl)-[3,5-bis (trifluoronethyl)benzyl]am ne To a sol ution
(1 mM) of a conpound obtained in a simlar manner as in. Exanple 1,
N-[6-(N -cycl opentyl net hyl -N - ethyl am no)i ndan-5-ylmethyl]-N-[3,5- - 104
bi s(trifluoronmethyl)benzyl]-(2-triphenyl nethyl-2Htetrazol-5- yl)amne (75
ng), in ethyl acetate was added dropw se 4N hydrochloric acid-ethyl
acetate (3 m) with stirring at room tenperature. The m xture was stirred
at room t enp&FERF% Y9t 5 hr and 1IN aqueous sodi um hydroxide, then
aqueous Citric aGadesGldst haded\ebetinsddedct Jdie splutisneandischexmiaaired Wt h

ethyl acetate and the extract s washed ccessively wt ter and
sat urated brFAR. S FREHTLERTR $RYer2SREar i 3‘ eo%tfaggd%/aﬁm"aés}b%,&at e. Sodi um

sul fate was bubdésys@denf fwidRdwdthe hid tsadbeatds bidn« @ndetlie arganicThe obt ai ned
resi due vvai rl)uri fied using a prggar at i %etTLCSCP ate lg - hexane: ethyl

acet at e=2: 1) 1208 PHED °¥FY SEOLYMFYIHATS 24”1 4B L) 4§ e&rabl ™ 1) .

Exanpl e 6 Nffbrd¥d- 6FE lappetie/ |fiktatle Mas atdupkantatefd. ndhe- Sudinetthyl ] - N zs
[3,5-bis(trifluoromethyl)hbenz - rimdin-2-yl)amne . . hvdrochloride a)
N- cycl opent yFﬁ%’tc{'IVI VAP { Ff‘?ﬁ?‘%&’b éc?]Yumn cgrmna%o_yjre}p%y r?n heane.et%yl

bi s(trifl uor asetdrep benzy aivaahaetinlle] coconnb- Y84 wgt ddiani(aee To a
solution (20 %ﬂ%# qg 6- (N-cycl opentyl net hyl -N 20

et hyl am no) i A ne-5:-car bal dehyde (1.09 g) and 3, 5- _

bi s(trifl ddr meaiglyl 3benzyl amne (1.26 g) in dichloronmethane -was added

sodium tri acet borohydride (1.70 W th Sstirrin I lg&g@_rature.
The reacti ongég%('}uéﬂgﬂ)ﬁ ‘\)//\r/aigﬁ‘% 7*?55"”?\?5%#&??.[%%% ’%55%%?%‘%953%‘% ution was
washed successSiatdlyYamind) indas-et-yindidhy i i@oeshgbdHamebsakodgen car bonate,
wat er and saturated brine,.and the organic |ayer was dried over sodium

sulfate. Sodfthi™iffate was filtered off and the filtrate was .
concentrat ed. The iob4aiimédar esindere amdnpExarpiled! bytheotimhe cetwamdt ogr aphy

i n-hexane et hyl o%%gggetde:{géé)mtbgegi)v_e the title

Example 4 '
N-{3,5-bis{trifluoromethyl)benzyl]-N-[6—(N'-cyclopentyimethyl-
N’-ethylamino) indan-5-ylmethyl] - (2-methyl-2H-tetrazol-5—~
v1l)amine hydrochloride

20 To a solution (12 ml) of N-[3,5-
bis(trifluoromethyl)benzyl]—N—[6—(N'-cyclopentylmethyl—ﬂ'—
ethylamino) indan-5-ylmethyl]- (2-methyl-2H-tetrazol-5-yl) amine
(550 mg) obtained in Example 3 in n-hexane was added dropwise
1N hydrochloric acid-diethyl ether (0.76 ml) with stirring at

25 room temperature. The precipitated solid was collected by
filtration and dried to give the title compound (332 mg} ({see
Table 1).
Example 5
N-[6- {N'-cyclopentylmethyl-N’—-ethylamino} indan-5-ylmethyl]~N-

30 (2H-tetrazol-5-yl)-[3,5-bis{trifluoromethyl)benzyl}amine

To a solution (1 ml) of a compound obtained in 2 similar

manner as in. Example 1, N-[6-(N'-cyclopentylmethyl-N'-
ethylamino) indan-5-ylmethyl]l-N-{3,5-
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30 compound (1.65 g, 83%). 1HNMR(CDC13, 300MHz)S: 0.95(t, J=7.1Hz, 3H),
1.04-1.22 (m 2H), 1.35-1.78{m 6H), 1.90-2.17 (m 3H), 2.78 (d, J=7.4Hz,
2H), 2.75-2.95 (m 6H), 3.89 (s, 2H), 3.68 (s, 2H), 7.07 (s, 1H), 105"
7.12{s, 1H), 7.75(s,IH), 7.83 (s, 2H. b) , ‘
N-[6- (N -cycl opentyl met hyl - N - et hyl am no) i ndan- 5-yl net hyI]

N-(3,5-bis(trifluoronethyl)benzyl]-(p Iutlon(3
m) of N cy Clbéﬁé?ﬁl)ﬂ Hg{ﬂ%%t}xqur%n[z#éfgyé rlgneny.?[mgmyq.nbg tetrazo SSO

bi s(trifluor qurp&hﬁ;de) es zg) anim alehel hyddtand arasb afitidd erbpéioss a8 (150 ny)
obt ai ned in Exa 6,a) and 2-chloropyri,.mdine (6 ntoluene was
,added triet Wﬁn%kﬁérfﬁ af?dn?*}h% f‘ﬁe?ﬁ%‘gr r‘?d‘@ﬂ 8t 'os(%%r?mﬁ;per aftife. The
reacti on sol whinpératase I efrhenaceuts masstsi:ifﬂeﬂgaﬂ\ne:romi gdaﬁpealadumlfoent rated.
The obtai ngd_ resi due was urlfLedu in pr.e aratlve TL

(n- hexane: et ﬁy? léfcéf‘ﬁt]e&t?qf?mg % S§RvE e ngtcflé orrpo na b8 %Pc 39~) .

1HNM t ( CDC13 ac4d Gz} fon QaeQQ ddded] =ThéHiixt3klp, wdk @¥tdactk? ¢imh 2khyl

Lo 6D (L ol e G0 sy AR e 1

2H),-7.71 (Ssaﬁ.\i-ba,tea Bﬁ(rfé J'—'Iﬂz.e?bﬁg&hl): lgyer was dried over sodium

N-[6-(N - | h |
N- % 3, ( 5- bi g{ffﬁ?ﬁ%@?’/or‘f‘@éﬁiﬁ%)sﬁ’lﬁ?ﬁ ]y“ a?&"??‘)rn ﬁfsya% g?lngenkehlﬁra&r oc?ﬁ'orl de In
a sim I ar lﬁaﬂﬂﬂdierﬂ:satéﬁ Exmbeamed mesidite easc;mmﬁneﬁ ts@@nQEaO ng) was - - _

obtai ned from N- ent L-N.s . .
et hyl ami no) i Ha%%irgtg ?g {§ gg n%.eulyl acetate=2:1) to give the

bis(trifl uoroneleh}clomb@nm)llt?*! (Wrﬁﬁ%m{meé-%h)lanihe (68 ng) obtained in
Exanpl e 6 b) %IT?bI e 2). Ezample 7 zs

N-[6-(N -cyclo met hyl - N - et hyl am no) i ndan-5-yl net hyl ] -
[3,5-bis(trifit u&a-r@Ir'retMo)abatnzlyde]thfE-Nfeteh-wl&rdiinpy¥m1—5atlﬂylt91mwe To a

bisiri 11 tor bret P DR AR A TR DR 2 e e
: hydrochlorlde
a) N-cyclopentylmethyl-N-{6-1[3,65-
bis(trifluoromethyl)benzylamino}methyl]indanmS—yli—ethylamine
- To a solution (20 ml) of 6-(N-cycleopentylmethyl-N-
.20 ethylamino)iﬁdane—s—carbaldehyde (1.09 g} and 3,5-
bis (trifluoromethyl) benzylamine (1.26 g) in dichloromethane
‘was added sodium triacetoxyborohydride (1.70 g) with stirring
at room temperature. The reaction solution was stirred
overnight. The reaction solution was washed successively with
25 saturated aqueous sodium hydrogen carbonate, water and
saturated brine, and the organic layer was dried over sodium
sulfate. Sodium sulfate was filtered off and the filtrate was
concentrated. The obtained rasidue was purified by column
chromatography (n-hexane: ethyl acetate=6:1) to giﬁe the title
30 compound {1.65 g, B83%}.
' IHNMR (CDC1ls, 300MHz)§: 0.95(t, J=7.1Hz, 3H), 1.04-1.22(m, 2H),
1.35-1.78(m, 6H), 1.90-2.17 {(m, 3H}, 2.78(d, J=7.4Hz, 2H),
2.75-2.95(m, 6H), 3.84(s, 2H), 3.88(s, 2H), 7.07(s, 1H),
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so (500 ng) obtained in Exanple 6 a) in dichloronmethane was added di ket ene
(85 1) with stirring under ice-cooling. The reaction solution was stirred
for 2 hr. The reaction solution was concentrated and a part (250 ng) of

t he obtai ned residue was 106 di ssolved in dinmethoxyethane {0.7 m) and

met hanesul fonic acid (0.56 m) and then hydrazine hydrate (0.21 m) were
added dropwise with stirring under ice-cooling. The reaction solution was

stirred at roboth Cenpratuld{Fdf! 5 ddfdsamd!)s sat urated aqueous sodi um

hydrogen car bpnatie- ws-c3ddeshntite iyl Xk r & nyasmd) Ak e b Y hduaghhyl acetate
and washed successively with water and saturated brine.. The organic |ayer

was dried ovBrlioaPimd TAftugremeyyh) brreyl FAPsripidiprEreeningf  and the
filtrate was concestd ajordtidhg3oklpickell-énsiogustyyaetdP Misit gdsusing a
preparative thin I.%er chromat ography (TLC | ate (n-hexane: et hyl _
acet at e@: 1) Pt/ G awEe ity deborigunai ™ Blﬁ’g‘)daf"s” e Hastay Hmingxanpl e 8
5-(N-(6- ([N ¢153, hghidbthihéd liwoEeamgiiky b) e eyl 2-ddiotSpyiEiiliine | @9 _ _
[1, 2, 4] oxadi az)ol_- 3-yl ) am no] net h(yl i.ndan- 5_‘¥| )-N- _et h)yl ani no) pent anoi ¢ aci d
hydr ochl ori Jea a)lnrrg%l e was adde riethylamine’ {0.17 mly with stirring
5-[N- (6-{[ N atf Jobm biesdpiifdneqr omet bydgdienzydiuthlon (Was refluxed with
met hyl -[ 1, 2, 4].oxadi azol - 3-yl ) an no] net hyl Ji ndan- 5-yl) - N- )
Syl ant o] PEHCARIS (R Srn Ser 5o CHERBHEH- | ThorPytaihefictanine was
5-(N-{6-[ M -fukifiediwihgid Ipteparaiibyl Jlempaytanimapiaidiplchyndan-5-yl }- N
et hyl am. no) pent anoat e, (500 .ng) _.obtained in a sijplar nper as in Exanple
6 a) and soaﬁcﬁ%ag?/%'gdeﬁocgirqgoﬁ% étl{g%d‘%gj’“i“i Jyﬁeﬁaﬁ%ft’ was added cyanogen
brom de (165:Rgs(cnicll, IDOMEL)NFY @924, rDEMIHE N[BH)at orer-and2tdie 285 rri ng was
continued far r.. The_reacti | utign s, dil d wi.th ethyl acetate
and \A/ashedols't?(@(_:g‘sssq(\r}'élgﬁ’vﬁ ghh%gg (’é\hdaqga\tl\%raa%_gd%ﬁ‘?'ngg} THe 86X?gani c layer
was dried ovan,sbdiars, s2a)f,aeess Sodiem7izyl inx e 6.9mss f il eredeqsf and the
filtratedwag,concentra,8d. ;The 1n), 8.36(a,0-4.782,28) . |
c) Nf[G—{N‘—cyclopentylmethyl-N'wethylaminc}indan—s—ylmethyl]-
N¥[3,5—bis(trifluoromethyl)benzyl]-(pyrimidin—Z—yl]amine
hydrochloride
In a similar manner as in Example 4, the title compound
20 (50 mg) was obtained from N-[6- (N’'~cyclopentylmethyl-N'—
ethylamino) indan-5-yimethyl]-N-[3,5-
bis({trifluoromethyl)benzyl]-{pyrimidin-2-yl)amine (68 mg)
obtained in Example 6 b) (see Table 2).
Example 7 . .
25 N-[6- (N‘—cyclopentylmethyl-N’—ethylamino) indan—5-ylmethyl]-N—
[3,5-his(trifluoromethyl)benzyl]-(5-methyl—1H-pyrazol—3—
yl) amine
To a sclution (20 ml) of N-cyclopentylmethyl-N-{6-[[3,5~
bis {(trifluoromethyl)benzylamino]methyl]indan-5-yl}-ethylamine
3¢ (500 mg) obtained in Example 6 a) in dichloromethane was added
diketene (85 pl) with stirring under ice-cooling. The reaction
solution was stirred for 2 hr. The reaction solution was

concentrated and a part (250 mg) of the obtained residue was
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30 obtai ned residue was dissolved in 1,4-dioxane (5 m).. Thereto . was
added aqueous hydroxyl am ne solution (50~, 0.14 m) and the m xt ure was
stirred at roomtenperature for 5 hr. The reaction solution was
concentrated and the obtained residue 107 was dissolved in pyridine (10
m). Acetyl chloride (0.1 nl) was added with stirring under ice-cooling.
The stirring was conti nued at roonttengerature for 30 mn, and at 130C

for 3 hr. TAESIUYER| Bhdipethaxarthene d8nédtir 2PE PiRaneTREfoBiGiardd s

residue was porid nefl dina eabnmydebs oimhQaraRhyo( 2t hgyaneeetakd acet at e=4:
1) to give the title conpound (178 ny, 31%$J. . 1HNVR(CDC1;, 300MHz) S:
0.88(t, J=7.@rgRwigg)with 25111r16’e(ﬂ?d%ﬂ4)1°e qegdng: 1 Ehe FeastEon » oot

é:gés'('lzy ]Z_H) sofatdBhSwasdlEkirred’/ At Bo&tp(tgi'tp&é)turé ﬁtﬁr 6Sda}?§'|)and4 72 (s, 2H),
S

io 1H) 65(s
5-{N-(6-{] ST@@tﬁtSsa%’PPPﬂﬁ?SﬁB'ﬂﬁW %rfﬁfPPnﬁe ("ssn%gf’r?ﬁ
[ 1, 2, 4] oxadi Azadurd- ¥49 %EEH:B&J&M hyﬂ) |e&ﬂ§tl‘ aEcé;da);el\knthehytLe&m no} pent anoi ¢ acid
hydrochl oride To a_so] ution % neth% £<‘?a°d(6 {[N l is bis
(trifluor omeftSAPHERAN FIRP 'taé‘e M sapyrated, by ati 59 ric layer
yl )an} noj rre;hyd }drld@-rbvﬁé)’k?dl%nekﬁw:ﬁaﬁ:@ nfs}oﬂeﬁﬁ\ HThee (w]a§8fﬂlg)ereggbg§ ned in
Exanple 8 a I r of ur an- net hano added aqueous
sodi um hydro?(’l‘"g&&‘ ?ﬂt‘%’(’&ﬁe (PR, SPANEERRP I_lt‘ I\r‘{?’tﬁb”%ﬁ rfﬁ%%et 8fPer at ure.
The react FONpEIfikd QisivgSa ZDrephtdtifed ANEE maglat: andmasé@raphas (adgded. The
m xture was extracted W t acetate and i he Xt{,ﬁat was n\%Qed

h
successi vel yPHieh et arra: Wétt%?eattaé'ﬁ“ rjr}né"c Fhe 9 8" "™as dri ed

over sodi um gid gl e(sedndasndizpym sul fate was fil tered off. The filtrate-
.was concentrat eg agd the obtained residue zs was purified by colum
chromat ograp y xane ethyl acetate=2:1). To a solution (7 m) of the
obt ai ned con!pcxlmdsmm R{ hecaie (et 1ad datk 1oy phérss 11 AN daettyar-i ¢

aci d- di etkgyl hg i azofoﬁ%) yths m%qqla&an_%gmé_ perature.. The
preci pi t at ed™* €6 %va\é et BBy Fritratton and' diied to give the title
_ ethylamino}pentanoic acid hydrochloride
a) methyl 5—[N—(6—{{N'—[B,Sibis(trifluoromethyl)benzyl]—N'-(5-
methyl-[1,2,4)oxadiazol-3-yl)amino]methyl}indan-5~y1l)-N—-
ethylamino}pentancate )

20 . Te a suspension (10 ml) of methyl 5-(N-{6-[N’'-(3,5-
bis{trifluoromethyl)benzylamino}methyl]indan-5-y1}-N-
ethylamino)pentanoate (500 mg) obtained in a similar manner as.

'in Example 6 a) and sodium hydrogen carbonate {160 mg) in
methancl was added cyanogen bromide (165 mg) with stirring-at

23 room temperature and the stirring was contimmed for 2 hr.

The reaction solution was diluted with ethyl acetate and
washed successively with water and saturated brine. The
organic layer was dried over sodium sulfate. Sodium sulfate
was filtered off and the filtrated was concentrated. The '

32 obtained residue was dissolved in 1,4-dioxane (5 ml).. Thereto :
was added agueous hydroxylamine solution (50%, 0.14 ml) and
the mixture was stirred at room temperature for 5 hr. The -

reaction solution was concentrated and the cbtained residue
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so conmpound (158 ng, 86%) (see Table 2). Exanple 9 nethyl
trans-4-{[N-(2-([N -[3,5-bis(trifluoronethyl)benzyl]-

-(2-methyl -2Htetrazol - 5-yl )am no] net hyl } -4- 108
rifluoronethoxyphenyl)-N ethyl am no}net hyl } cycl ohexanecar boxyl ate a)

{[3,5-bis(trifluoronethyl)benzyl]am no}-2-nethyl-2H tetrazole s A
olution (70_ni) t.rifluorongthyl)benz ehyde (6.71 gq) and

ani no- 2- ng?ﬁﬁltséf’f‘éefollﬁ I‘(‘é”'génﬁ) (30, by ué%l‘éty@a ﬁ éjﬁdéﬁl Yreflux for
4 hr. The reass iade8Okithi- emmagcmmnneat@dlw t f1ge s@htﬁiﬁgedea&eSI due was

. di ssol ved in_et.han (70 m and sodium 10 borohydride (2.10 g) was added
with stirri nﬁoréttmr"lﬁgrﬁt QAP TP F 2T 5P E°F e 1B ati tif ﬁ/a§°rsg Ffed at
room tenperahmrmaf:ﬁioxBGOMﬁonaﬁds &ﬁhbéﬁﬁﬁieaq&l&ﬂltﬁeadiﬁmhblm chloride was

added. The mxtu was ext d with et acetate. The extract was
washed succe5&t é‘waﬁ tpﬁrhgf §n‘6°]1“§'ns%lf%’i'“5? al??‘l”'né“ ~hefanergdic | ayer

was dri.ed ovetetsaei4im) aulcjmeetnﬂohmdlcmmuhaauesw f3iky ered of f. The

| opr opanol - GRIGRLes SR, bR R0 TP e R T AR, GR e 48 1ed Trem

1HNPI | t ( CDCLB, E0aM jufl: 24) 16( 20 Bt) J=14. ﬁ&{dzﬂ):ﬁ Ruazs) 3530 #,82(brs, 1H),

EI Z?'gfl %morom%&yI@nzy %(5 El?%’l mé?%yﬁ %ﬁ- 2% (éé%[ N§"[ *1%21s,

yl ) anmi no} Ket1HM,} 7465 ¢<,f Raior Gnige boxyphenyl) - N-
et hyl am no} ngt £x o te - sol ut,i
nmet hyl trans%J%(Ikl- g‘{ﬁgp l\fjng “Big %f%)’lf(g“rﬁe”—toﬁ'yﬁg%-%emylo] N %1 “geihnl
trifluoronet hloﬁyph@mﬂlpam—rie}rﬂrmmyﬂo)quiﬁhéu@dr&&%bbb(m—at e (330 ng) in -
ohl or of or m Ve SUREL b 0L CLLAT g GR1801) W th Stirring under

, To a solutlon (5 ml) of methyl 5-{N-(6-{{N’-[3,5-

t

5-
S
5-

15 bis(triflﬁoromethyl)benzyl]—N'-(5~methyl—[l,2,4]oxadiazol—3—
yl) amino]methyl}indan-5-yl)-N-ethylaminc]pentancate (178 mg)
cbtained in Example 8 a) in tetrahydrofuran-methancl (THF-MeOH '
4:1) was added agueous sodium hydroxide solution (4N, 2 ml)
with stirring at room temperaturé. The reaction solution was

20 stirred overnight and water was added. The mixture was
extracted with ethyl acetate and the extract was washed
successively with water and saturated brine. The organic layer
was dried over sodium sulfate and sodium sunlfate was filtered
off. The filtrate was concent;ated and the cobtained residue

25 was purified by column chromatography (n—hexane:ethyl
acetate=Z:1). To a solution (7 ml) of the obtained compound in
n-hexane was added dropwise 1N hydrochlorie acid-diethyl ether
{0.3 ml) with stirring at room temperature. The precipitated
solid was collected by filtration and dried to give the title

30 compound (158 mg, 86%) (see Table 2}.

Example 9 .
methyl trans—-4-{ [N~ (2-{[N*-[3,5-bis (triflucromethyl) benzyl]-
¥'-(Z2-methyl-2H-tetrazol-5-yl)amincimethyl}-4— A
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30 10 mn. The reaction solution was treated with aqueous sodi um hydrogen
carbonate, extracted with ethyl acetate and washed successively with water
and saturated brine. The organic |ayer was dried over sodi umsulfate and
sodiumsulfate was filtered 109 off. The filtrate was concentrated and the
obt ai ned residue was dissolved in DM (3 m). This solution was added -

dropwise to.a ?ﬁl utlon (3 mﬁ% of 5-[[3,5
bls(trlfluor(}'ﬁé S5 BE FSYPRRTHO M- rrethyl 2H-tetrazole (331 s ng)

obt ai ned i n Etagpinind]agtiNdcpexbherahychitbdeyak ny) in DMF with stirring
at - roomterrpera%nL The stirring was continued for 15 mn and saturated
aqueous ammomy k- orPHRtRE S luprarathy Henay Jamiao ks mexkylidHisd with et hyl
acetate. The textaagle was washed successively with water and saturated
brine. Thegi o organic_|layer was dried qver sodiumsulfate and sodi um
sulfate was filtdt 818 FAG “WI Pt at©was concentrated and the obtained

resi due Wﬁs pusrﬁrﬁdubyon@;hymb@ham{y@gr apm gn- a:lhﬂsaa@uei—hyl ac;at ate=4:1)
to give the ti C oun 366 e 2 is Exanple 169
ethy1 Cr ane- PAthigerBRRtR G390 ol Pin Bipkne G, Bor0 bhisy pricn

- (2- et hyl| £2++4 eibt. azdle- Bea)dt);am sSuQutRbh Wajs- Eoﬂa&ﬂt}thtéh and the
trlfluororreth hey eth rreth h ce
2-f1 uor o- 4- ma%éh-? e %T'H- ﬁo’F’ ﬁ??% d%% QZWB?‘E ﬁ@pﬁﬂ%’i‘ﬁh (200 n )
of 5-fluor®- Bemrdmtcmdiuenem(dn@as ggdeaindzﬂomaﬂtrm;jladerdarﬁ g) in
N- net hyl nor phol i ne. was dro

f1 uor osul fonyﬁfrffﬂﬁ? 0) acetrﬁF‘é{’(c%S g‘j“‘iﬂi E‘l'ﬂs SHFFFAGTECT®0C over 2 hr.
The stirringtemseracate rfoed30 adint, hand ameutetyoe agbetus Eﬁﬂozﬂuﬁ hr and the -

reaction sol on ,.2s.wa st IIed nder atm)shrlc eto give a
yel | ow Imu?%iootllﬁiesw%\s/a? +ut%fw f‘g rexane( %ﬁ%ﬁﬁi) a d dhed with
sat ur at ed bramstatéhe T@agm:(actageesr waglsed] rsuede D3iene 18 Gl thinva Sait faaae and
sodi um Suh;a&é&d%%%e& Aéf%red ge oréLQQCO%nfgrnggg dried over sodium '

sulfate and scdivm sulfate was filtered off. The filtrate was
concentrated and the obtained residue was recrystallized from
isopropanol - water {3:7, 50 ml) to give the title compound.
*HNMR (CDC13,300MHz) 5: 4.16(s,3H), 4.66(d,J=6.3Hz2H),

20 4,92 (brs,1H), 7.79(s,1H), 7.83(s,2H).
'b) methyl trans-4-{([N-(2-{[N'-[3,5-

_ bis(trifluoromethyl)benzyl]-N’- (2-methyl-2H-tetrazol-5-
yl)amino]lmethyl}-4-trifluoromethoxyphenyl)-—N-
ethylaminoimethyl)cyclohexanecarboxylate

25 To a soluticn (5 ml) of methyl trans—4-{[N-ethyl-N-(2-
hydroxymethyl-4- ‘
trifluoromethoxyphenyl) amino]lmethyl)cyclohexylcarboxylate (330
rng) in chloroform was added thionyl chloride (0.074 ml) with
stirring under ice-cooling, and the stirring was continued for

30 10 min. The reaction solution was treated with aqueous.sodium
hydrogen carbonate, extracted with ethyl acetate and washed
successively with water and saturated brine. The organic layer

was dried over sodium sulfate and sodium sulfate was filtered
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hexane sol uti on was added dropwi se over 1.5 hr to a m xture of so
tetrahydrofuran (300 mM) and 1.0 Msolution (600 m) of s-. butyllithium

i n hexane, which had been cooled to -78C and stirred. The stirring was
continued for 1 hr and N, N di nmet hyl formam de (57 m) was added dropw se.
After conpletion 110 of the dropw se addi.ti-on, 2N aqueous hydrochloric acid

(600 m) was %dd%&&a&g*%he m xture was al|owed to warmto room

t enper at ure. °Fht s s PER(BF GREIPIERETE 2BAd R SRERRGS Resifeer and
saturated briwae. diEseleéqan DMF aieml)aS THIs @d1O¥RIn was Oslided arbfake and

sodi um sulfatte waslfi ter%d Jg)ff. %hF ' filtrate was concentrated to give
the title compotind 143%™ 5 p-TI3kARVR( CDCL3, 300MHz) $: 2. 56.(s, 3H),
7.14 (g,(4JE(lflzs-gl‘l'znilflhl}rom)e&hiﬁ)hl(eiilzyﬂ]lfaﬁa#nSHIZZ-mH'dhyléﬂi—g&if&mlé"&sa120 b) ethyl
trans- - t am nq) net cycl ohexyl }acetate . b- . '
trans- 4- (et hgggc"ar 65?/‘?]&&”%?"}/"8?0 o‘?’n’efﬁﬁeﬁ x’iﬁ‘?erc‘dﬁcf%l mgd in DFuti on
(600 M) of ettlylstdroxerpel phexasasardraxy! arke (sk5@rglg imasetdanaledas added
sodi um hydr gxi 38.8 g) _wit tirring at roomt erature. The is
reaction sol g?’f (C)ig’ \%\’é’% a9 %’?E‘braf%g iqufﬁpugnﬂmﬁ’f‘ﬁw d‘gliggiﬁ/l“ﬁﬁo%%oacet ate
(192 nl) wasTheldecttuie wabi extmeattd onthsethifl aBevdts . adrRd et G8s 21$

sodi um et.hox| t hanol .so] uti, 363 M) with stirring under ice-cooling
over 1 hr. J'f‘i‘ijf‘ﬁ'{“’s FPFTHG o é”&%ﬁi‘%ﬁ&& i epratadibring! (The; g (126 m) 20

Frring wa
was added?? Thegrrdmnbayeunwhordres $dekl sgdimndupsddeadndeAnaoful o84S, 15 g)

wer e- added m st.d.rred at 60C for 6 r wth heating. The
reaction so?ﬁ% %gﬁ%&aﬁﬁgm\ﬂgﬁ? ottirlé: ﬁgen i g oc?lbc’gﬁqtf%?ﬁ#;f’g&u‘?’@ and insol ubl e
mat eri al s weektainkd oresd doé fwast pnoljledchy | dedumil heh xioinh t sgtaphywag-concent r at ed

and the obtajned. 2 Si wag. A lLuted wiith ethyl acetate. The m xture was
washed succeés% \?é?%/ﬂﬁi £ %g%\tfeagufej)o&s? Hy'dr %ﬁlgﬁqce acr ,“n\?\i/af%srg]ﬁ‘ﬁd .
sat urated bré%id. (F&e Tabdand)c | ayer was dried over sodium sulfate and

sodi um suksf ag.e, 98 {dd tered off. The filtrate was

ethyl trans;(4~{[N—(2—{{N'-[B;S-bis(trifluoromethyl)benzyl]~
N'—(meethyl—2H—tetrazol—5~yl)aﬁino]methyl}—S~methyl—4~
trifluoromethylphenyl)-N-ethylamino)}methyl }cyclohexyl)acetate
a) 2—fluoro—4fmthy1—5—trifluoromethylbenzaldehyde
20 To a suspeﬁsion (200 ml) of 5-fluoro-2-iodotoluene
(110.6 g) and copper iodide (76.2 g) in N-methylmorpholine was
added dropwise methyl fluorosulfonyl (difluoro)acetate (150 g)
with stirring at 120°C over 2 hr. The stirring was continued
at the same temperature for 3.5 hr and the reaction solution
25 was distilled under atmospheric pressure to give a yellow
ligquid. This was diluted with hexane {300 ml) and washed with
saturated brine. The organic layer was dried over sodium
sulfate and sodium sulfate was filtered off. The obtained
hexane solution was added dropwise over 1.5 hr to a mixture of
30 tetrahydrofuran (300 ml) and 1.0 M solution (600 ml) of s-—
butyllithium in hexane, which had been coocled to -78°C and

stirred. The stirring was continued for 1 hr and N,N-

dimethylformamide (57 ml) was added dropwise. After completion
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concentrated to give a crudely purified product (180.4 g) of so the title
conpound. b..-2) ethyl trans-[4-(N-ethyl carbanoyl)cycl ohexyl]acetate To a
solution (200 m) of the crudely purified product (180.4 g) of trans-4 111
(et hoxycar bonyl met hyl ) cyci ohexanecar boxylic acid obtained in b=1) in

t et rahydrof uran was added thionyl chloride (74 m) wth stirring at room
tenperature The reaction solution was -stirred for 3 hr and concentrated

to give an' aCfdthndsppefse Additkionyt #Hrqugousiydsechinrighasisl H88R i oned acid

chloride in pptéRhudao] WnaNcyBhidgded 50PN SRal & Wakhafy dghuran (250 m )
and 70~ aqueous ethylamne {250 mM) with stirring under ice- cooling. This

reacti on sol GEFRATAREES st TRiedaForXIECHPR Wid Dhowansy 2pBOTsHPY Wid added. The

mxture was @xt&AGhAdsydrBted MHink0 26EtMANARGIdN L #Xd IBGLa WA Mashed
successi ver with water and saturated brine. The organic | ayer was dried

over sodi uin SefirnsElEae anditndivm| sukfetaaes fitterad off- TR filtrate was

concentr at ed rangedtRew D i-anbesk /a8l dUE MRs €RC Ft!Ei@'doh%@&cf rem sigxane- et hyl
acetate to give the title conpound (78.9 g, yield is from ethyl

4- oxocycl ohex@Wecar boxyl ate 37~). 1HNVR(CDCL13, - 300MHz) g: 0. 90-1.10 (m
3k o3 9é‘°’E“*’%“‘“‘3¢E* a3 s e B T e T 209

m
4.13 (q, f'l:é* 5Ef-, 8“5 3g{’brg|z’ s, 3B b-3) et hyl
trans- 8{ 44?(15& eédhyhaﬂim%mhmu-swmah&wir&e&ﬁﬁmﬁloi@xﬂﬁuﬁmI on (600
m) of ethyl trans- et hyl car bano, cl ohexyl ] acetate (100 g) and
sodi um bor oRyYr g8 ?7’5 (Etﬂﬁxy‘:ﬁ g‘é‘i ’Z?ﬁ!{f%ﬂh%fé‘eﬁ Y4ioRAiSe acetic

acid (114 m) overrola hgolwkidh S(tsnnrdxmgowndﬁ{ylr efl ux, and zs the reaction:
solution was further stirred fg hr. The reaction solution was quenched

by dropwi se SHRVE-BRSBPGATRTY 15D 0 nl) Thith e5EF 1 KBS AflFER P Rool i ng.

1. SN Aqueousnhpdxidixtiiee (Bsdsoxi Gath 1 rivhy aRsoandtthpediudd. XiThee Was

eXtraCtedlyMteactlon solution was stirred for 1 hr and ethyl

_dlethylphosphonoacetate (192 ml) was added. To this reaction
solution was added dropwise 21% sodigm ethoxide/ethancl
solution (363 ml) with stirring under ice—~cooling over 1 hr,
The stirring was continued for 1 hr and acetic acid (126 ml)

20 was added. Then ammonium formate (111 g) and palladium carbon
(5%, 15 g) were added and the mixture was stirred at 60°C for 6
hr with heating. The reaction solution was allowed to return
to room temperature and inscluble materials were filtered off
through celite. The filtrate was ccncentrated and the obtained

25 residue was diluted with ethyl acetate. The mixture was washed
successively with 2N aqueous hydrochloric acid, water and
saturated brine. The organic layer was dried over sodium
sulfate and sodium sulfate was filtered off. The‘filtrate was
concentrated to give a crudely ?urified product (180.4 g) of

3% the title compound

' b —2) ethyl trans-[4- (N—ethylcarbamoyl)cyclohexyl]acetate
To a solution (200 ml) of the crudely purified product '

{180.4 g} of trans-4-
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ethyl acetate and the extract was washed successively with so water and
saturated brine. The organic |ayer was dried over sodiumsulfate and
sodiumsulfate was filtered off. The filtrate was concentrated and the -
obt ai ned residue was dissolved in ethanol (500 m ). 4N Hydrochloric
acid-ethyl 112 acetate (125 ml) was added dropwise with stirring at room
tenperature, and the stirring was continued for 20 hr. The reaction

m xture was derkaxrgarbenyleeiinl)gyelchaxagntathesiddc anidceRtdipetdyimith 2N

aqueous sodi Bﬂl)hﬂi‘xr Qétﬂ-ﬁlyd!é@hﬁranaﬂgs %d&@&uﬁ?ito%glbéﬂﬂ&ldl hg;0Rgpni ¢ | ayer
was dried over sodium sulfate and sodiumsulfate was filtered off. ‘The.

filtrate waswithftdnting eg repmyitemperaturet | &he oFRpSHAE (Plubien wEs) .

3HNMR( CDC13, s§91%|d| 3 % h- % Jcoﬁ§ex({£!atéb*)to JgﬂfQ ért 7aclci7cﬁl|3§u.d§|'l) a 1.25(t,
J=7.1Hz, 3H), 7 (m 1H), 72,18 (d,

J=6. 8Hz, ﬁ)solzlmn( 680 L1 ) wzthezwovezmegt{@ed 9@# orm ln4 12 (q,

J=7. 1Hz, ZH) te@:)ah%&byfuztahaaﬁ (aﬂi'dé(ﬁ l\hz(o%wﬁgé\l to[ %eérahydrofuran (250 ml)
bls(trlfluoronethy)benzyl ]-N -( | -2Ht et razol - 5-

yl ) am no] et A }705. pepiepps- ﬁﬁﬁ@l‘%r@é@t'ﬁ’y’l pHéRyshingisg under ice—

et hyl am no] mesdmal CY%QQ%QCXQQEt@lﬁtQGIJ-)wa‘%t BYirred for 30 min and
trans-(4- ([ N-ethyl-N-(2-hydroxyneth net hyl - 4-
trifl uoromet F§¥gFhdR0T i Hed r?é%ﬁ?i }%9%I"E)‘Wé‘k‘§?)‘éﬁ?eﬁ§¥?"&e‘it it sEbYl fonate A

sol ution (M79céﬂa)te0£nc2ﬁleugi@aétrwmehsée@%uu:b;wm?rmiéwk«he@;aénéehyde
(47.03 g), ethyl trans-{4-[(N ethyl anm no)nethyl|]cyc ohexyl)acetate (57.05

g) and pot asEFtHFRtedRFdAst e TPOLIIAGI | InYes) HahEigE et &89 er 1 ef | ux

for 48 hr. Jieraheasdd @Baseh Wb 0t d\Rssak] oaedat ef et e £l Ot FRQKas
t enperature and washed , successively with water, ueous zs potassi um

hydrogen sul FORENEFRIESShART dted oBFa e FRRidegRRs crE%FéﬁfearlJ\hﬁ%d dr5o%d over
magnesi um suhéahe-afd 1mageesicurb SyllvieatRe Al ef &digRind ofd.o & harol (100 nl)

was added, o, t he obtained sqlution and sqdium borohydr| de (4.31 g) was -
added mntﬁ from ethyl 4-oxocyclohexanecarboxylate 37%
THNMR (CDC13, 300MHz)§: 0.90-1.10(m, 2H), 1.13{(t, J=7.3Hz, 3H),
1.25{t,‘J=7.1Hz, 3H), 1.40—1.6d(m, 2H), 1.72-1.95(m, 5H),
-1.99(m, 1H), 2.19(d, J=6.8Hz, 2H), 3.28(m, 2H), 4.13(qg,
J=7,1Hz, 2H), 5.39(brs, 1H).
20 p-3} ethyl trans-8{4~[(Naethylamino]methyl]cyclohexyl}ﬁcetate
| To a suspension (800 ml) of ethyl trans—té-(N- .
ethylcarbamoyl)cyclohexyl]acetate {100 g) and sodium
borohydride (75.2 g} in tetrahydrofuran was added drOpwiée
acetic acid (114 ml) over 1 hr with stifring under reflux, and
25 the reaction solution was further stirred for 2 hr. The
reaction solution was quenched by dropwise addition of water
{200 ml) with stirring under ice-cooling. 1.5N Aqueous sodium
hydroxide (1000 ml) was added. The mixture was extracted with
ethyl acetate and the extract was washed successively with
3% water and saturated brine. The organic layer was dried over
sodium sulfate and sodium sulfate was filtered off. The
filtrate was concentrated and the obtained residue was

dissclved in ethanol (500 ml). 4N Hydrochloric acid-ethyl
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stirring at roomtenperature. The reaction solution was 30 stirred for 1 hr
and aqueous ammoni um chloride (200 M) was added to allow for
partitioning. The organic |ayer was washed successively with water and.
saturated brine, and dried over sodiumsulfate. Sodium sulfate was
filtered off and the 113 filtrate was concentrated. The obtai ned residue
was dissolved in diethyl ether (1060 m ), and p-tol uenesul fonic acid
hydrate (43agetgtenddzaddedvwas tdddsﬂldzrqugsatwrt:hoﬂimxpgrqt umem The

stirring was 8815‘%1‘ gggg fol gbé‘ Stlgpﬁfﬁﬁé' gégﬂgggdd{%lgglér %e col | ected

by filtration an ed to give t conpoun
1HNVR( CDC13, r8aohidn) @xnirﬁowels B4loned 44ch ethydlatetatd=dndbashad#), 1.23 (t,

16 Tre, o 5oy Yibn o BepelPillu il ghotaT wodhd o 0, (-
J=7. 1Hz, 2f4) safigRel DE(nm. IHp, ofggilc( Yayer)w8s Ghided2edsr BoBBu(s, 1H), 7.54

(S 1H) 7. 7.73ul(fjate aﬁf%lm&@ulfa%& waé?gfpitserey_gff c- 'gl}e %tlggi'ate was
trans- (4-{[N-(2-{[N
bi s(trifl uor epRIsnErabechpl §ive the- wtley Fomieundt (81§ 95-87% .

yl) ami no] net ik EndBt Ydordla ggl Al ero%t“gylmenylfo—(lg #7.1&' 3H)
et hyl am no] net hyI }c ycrohex ? acetate A solution of yl
trans- (4-{[ NI et hiH.- K& - Zﬂzhywloxyn%?hyl 1K) pat- |6§1—1488(m, 5H) , 1.99 (m,

trifluoronet iy phe a t expule] t oI uenesul f onat e
(120 g) and sodph’E wgr g;g(r)\dt{:%r g%}nét@éq?g@ Ll éllqlfn%lgf ljl'zeﬁsg ater (480-480

m) was stirfet1&e. rgm 4tl§1‘ﬁeré’fhr3éizfro3m30 mn and partitioned. The

organi c | ayeg) wasy1 \ashed @.L[qqqewl{\/ﬁal Ypydh water .and saturated brine and
dried over magnesi um sul f(ate gnesiumsul fate was filtered off-and zs

the resul ti n'gl%ﬁﬂraﬂwomghﬂdaeazsdwoﬁw & meghyl B-aetarol3Bo nl) of
thionyl chl %lj%lﬁéymeﬁiymJs—h@tﬁﬁﬂeﬂglﬂﬁcﬂoﬁétﬂfl&)ﬁg%ﬂn-grer i ce-cool ing.

The stlrrE g was continued at room tenperaturef m n and pyridine (33
n1) was addetithvdapipeimethyl}cyclohexyl)acetate

c-1l) ethyl trans-{4—{[N-ethyl-N-(Z-hydroxymethyl-5 —methyl—4—
trifluoromethylphenyl)aminolmethyl}ecyclohexyl) acetate p-
toluenesulfonate

A solution (470 ml) of 2-fluoro-4-methyl-5-

20 trifluoromethylbenzaldehyde (47.03 g), ethyl trans—{4-[{N-
ethylamino)methyljcyclohexyl jacetate (57.05 g) and potassium
carbonate (94.5 g) in toluene was heated under reflux for 48
hr. The.reaction solution was allowed to return to room
temperature and washed‘succeSSively with water, aqueous

25 potassium hydrogen sulfate and saturated brine. The organic
layer was dried over magnesium sulfate and magnesium sulfate
was filtered off. Ethanol (100 ml) was added to the obtained
solution and sodium‘borohydride {(4.31 g) was added with
stirring at room temperature. The reaction solution was

3 stirred for 1 hr and aqueous ammonium chloride (200 ml) was
added to alloﬁ for partitioning. The organic layer was washed
successively with water and saturated brine, and dried over

sodium sulfate. Sodiom sulfate was filtered off and the
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reaction solution. The m xture was washed successively with 30 water and
saturated brine. The organic | ayer was dried over. sodiumsulfate and
sodiumsulfate was filtered off. The filtrate was concentrated and

pot assi umt-butoxide (27.5 g) was added to a solution (900 m)-of-the
obt ai ned residue and 114

5-{[3,5-bis(trifluoromethyl)benzyl)am no} 2-met hyl -2H tetrazole (69. 7 g)
obtai ned in Etdhpite 9agm)congeptnytedi ndbRyohtminadi xreidie twast dissqlyedt room

tenperature. ;Ehgiertivhl L4 \WBSecca} | rwﬁdpieézu%nggumléawoﬁh%mﬁ%ueous

amoni um s chloride was added. The mixture was extracted wt
acetate and tlhé- @ rHes agdsd\idhedtiriagsat oo GtnHeTRbees. afhk saturat ed

brine. The owgapig Iax@rco\q%md 26:r 0 §fr. SAfleUPte il £ 2L &y PSP UM sul fat e
was filtered off. '? ltrate was concentrated and the o tal ned resi due

was purifi2d¥pye ccell&ﬁﬁtqdobzhmmpégwaﬁw drigdekaneivet e tiddeate=4: 1) to
give the titLEmp&in 1§ﬁg 808) (see Tabl e 34). Exanple 170"

trans-(4- ([N bls(trlfluoroneth ) benzyl]-N -(2-
met hyl - 2Htet*§‘%d£p@ﬂyl§WHb§ mot ROt 1% (et .- - 2%(t, J=7.1Hz, 3H),

trifluoronet [ﬂyi;pﬁenyh -ﬂ}ﬁetﬂw ani @pgn{mtlﬁyl ncys@Lph@%I ) afet hCgzpgi d To a
sol ution (326 of eth trans- %
(3, 5 bi S(tr Fﬁhorzoﬁ%fchyr])]iée?f?yl 3k 235t 1A - 274 S a3 8- 10~

yl') ani no] met byl ad- st hyl, oélr uLbug{zorr@hhylwasnylﬁswm ), 7.07(d
et hyl am no] net h@%cycl ‘ohexyl )acet at e 118 %\H‘ in_ethanol was. added 4N
aqueous sodi U 1RFdr X de 7 st {Fi 6%’(176 448y 1 e n?- Fride rI7fy OHE - 1B

tenperature. 171 (beactiggn sol ution was stirred at 60C for 2 hr- and aqueous
citric acid was added with stirring under ice-cooling for neutralization.
The nixture Wl 25PekitapsettWilFn(ZtHY ~k&rate and the extract was washed

successi vel ybid ctﬂis.m:&romaﬂqns&uﬁ@t]ed bpinecnjhemwrganioil ayer was dried
over sodi ym sul fate and sodiumsul fate was filtered off. The filtrate was

concent r at ed? Lippanotediel Y @Stk dngEit 1“°r°m3ﬂ1Y1PhenYl7 ~N-

ethylamlno]methyl}cyclohexyl)acetate

A solution of ethyl trans-(4-{[N-ethyl-N-(2-
hydroxymethyl-5-methyl-4-
trifluoromethylphenyl)amino]methyl}cyclohexyl!acetaté p-

20 toluenesulfonate (120 g) and sodium hydrogen carbonate (32.3
g) in toluene-water (480-4B0 ml) was stirred at room
temperature for 30 min and partitidned. The orgahid layer was
washed successively with water and saturated brine and dried
over magnesium sulfate. Magnesium sulfate was filtered off and

25 the resulting solution was added dropwise to a solution (360
ml) of thionyl chloride (17.65 ml} in toluene with stirring
under ice-cooling. The stirring was continued at room
temperature for 30 min and pyridine (33 ml) was.added to the
reaction solution. The mixture was washed successively with

30 water and saturated brine. The organic layer was dried over .
sodium sulfate and sodium sulfate was filtered off. The
filtrate was concentrated and potassium t-butoxide (27.5 g)

was added to a solution (900 ml) of the obtained residue and
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purified by col um chromatography (n-hexane ethyl acetate=2:1) 30 to give
the title conmpound (104 g, 928) (see Table 34). Exanple 142

trans- (4-{[N-(2-{[N -(3,5-bis(trifluoromethyl)benzyl}-N -(2-

nmet hyl - 2Htetrazol - 5-yl') am noj met hyl } - 5-net hyl -4 115

trifluoromethyl phenyl)-N-ethyl am no] et hyl } cycl ohexyl )acetic acid :
hydrochl oride To a solution (1.5 m) of trans-(4-{[N-(2-([N -[3,5- bis
(trifluor oneﬁhY[%,@ehzy(@r-itﬂlutéﬂmmhhyilbezshhrl-mruiapd)+2-51e$hyl-2ﬂ-

yl') am no] net t I, o} %@%e y% 7
et hyl am no] rrgt% %(;ng ohexé‘ )CE';{J'cT'féa %{‘g&alcm:sgﬂ : i'h 8ther was added 1N
hydr ochl ori cdmﬂlyélfhman(lﬁeze@lw privtimgset rodomgtenperatars -t eTreer at ure. The

e L 0 gPak g a5, %%u{we%dfrpﬁl . bl b a%rg{eg%lgéaeou ! Qg Ne titIE
trans- (4- {f NcplorigR w§3 28dedis The mflhmvar@mhy*i)ﬂ;@mgghptw etiRl '
met hyl - 2H-t eh&%ﬁ% - %} t%]ay ML AQLRt by Qt.‘%])w A ARV vte'igtm.th water a 8d '

| uor onet hyl phe | am noj ne cycl ohex 'S aci
met hanesul f ofdtwrated briokut iTha qmlm Jaysic wranb:led el 5OAiufN - [ 3, 5-

bis(trifluorompd il dRenzusbn Nul%%t@%@yk%ﬁ}% Lﬁtéﬁ L filtrate was

yl)am noj met hyl } - 5-net hyl -4-tri Tl uoromet hen
et hyl ami no] HWWFEW‘@%HE%W@EM@&QCMSJ{% Safg)PUP:nfEEtdw& adluapet at e was

added et BANESkE0LLarRGl thk3aiE, Jibl1 thibkarSL T B9 o BRI tif&ggerature

The stirring was continued for 15 hr d.the precipi
col | ect ed bycemporpdt {136 garkP¥dr (aep tTbeﬁ’\Aé)an et hyl acetate sol vate of
met hanesul f 1je Ty S Was suspended in heptane-ethyl acetate (3: 1,

990~ml) and zs the suspension was stirred with ‘heating at 80C for 20 hr, |
al |l owed to refanen ($ol WNodaT t BYpé? attrie (t¥iflperenpthid) Renized] tH - @rve the.

titl e compouRt 91z @er i) stRanEablfodhy-hetngi i ar manner ‘as in

Exanpl es } 2, 168,
5 trlfluoromethylphenyl)—N—ethylamlno]methyl]cyclohexyl)acetlc

acid

To a solution (326 ml) of ethyl trans-(4-{[N-(2-{[N'-
[3,5-bis(trifluoromethyl)benzyl]}-N'-(2-methyl~-2H~tetrazol-5-
v1l)amino]methyl)}—~-5-methyl-4-trifluoromethylphenyl) -N-

20 ethylaminé]methyl}cyclohexyl)acetate (118 @) in ethanol was
added 4N -aqueous sodium hydroxide solution (163 ml) with
stirring at room temperature, The reaction solution was
stirred at 60°C for 2 hr and agqueocus citric acid was added with
stirring under ice-cooling for neutralization. The mixturé was

25 extracted with ethyl acetate and the extract was washed

_ successively with water and saturated brine. The organic layer
was dried over sodium sulfate and sodium sulfate was filtered
off. The filtratg was concentrated. The obtained residue was
purified by column chromatography (n—hexane:ethyl acetate=2:1)

3¢ to give the title compound (104 g, 92%) (see Table 34).
Example 142
trans—{4-{ [N—{2-{[N'~-{3,5-bis(trifiuoromethyl)benzyl}-N*- {2~
methyl-2H-tetrazol-5-yl)amino]methyl}—-5-methyl-4-
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and 170, the conmpounds of Exanples 1D 141 and 143-167 were 30 obtai ned.
These are shown in Tables 1-34 together with Exanples 1-9, 142, 168, 169.
and 170. 116 Table 1 Exa~le Structural Fornmula NWVR (S val ue, 300Nff1z)-
Gg3: cF_ N ~ 0.~(t,J-7.0Hz,3H),0.98-1.10(m 2H), ~~"~ ' '
1.32-1.60(m6H),1.67-1.82(m4H), FC ~ 1 N/ ~ NON
1.90{m1H),2.53-2.63(m2H), 1 ~ asa-2.n(m 2H), 2.74(d, IJnVsHz, zH),
2.81(q,J-7. CFEliEQPIQmﬂﬁqxipsﬁﬁyld—H7ethHH@m19€&mﬁibyl1CYC1°hexyl)acetlc
(s,2H),4.82(g 1HL,6.82 (s, 1 H),7.65(s,ZH),7.72(s,1 H) CCp3 -~
0.91(t.J@. OF%, gﬁz‘%gﬁ’rhg 2H), CFA N-N N ~N

1.33-1.62(m 6H), 1T98315€821(CH?IAH)1 5 ml) of wrans-(49P(Nn(BHf (W513,%2(m 2H), 2
~ 2.65-2.77( Sz SN — ﬁ{gﬁ =Iutebliza2d)-54. 18(s, 3H), 4. 63
(s. 2H), 4. 81(?%Rr1§178(cﬂ:e{ﬁ%) zé.w N %2 Ti H a 5

(s,1H), 7. 621(glnam)mvsJrs@(hyliﬂ;~met1!y¥4ﬁtr}fr-fyom@m@hen¥u W-N 0. 81
(t,J=6.9Hz, 3}y, onbxyl e 0ad PRMAGH) sel BRLEEE) . 3 FaC
\ (~ 1. 96(m2H)’q2 50°2 5&?&?‘:0 o) s, 3H) . & éxg 2H) . 4. 76(5, 2H), |
6.91(5,1 H) Fdaer éNlhrq;roch?mstsv( gcgﬁ)etheg? Q20 m) wi ,

room temperature. The precipitated solid was collected by

stlrrlng at

filtration and dried tec give the title compound (128 mg, 94%)
10 {see Table 29).
Example 168
trans-{(4~{ [N~ {2-{[N*-{3,5-bis{trifluoromethyl)benzyl}-N’'-(2-
methyl-2H-tetrazol-5-yl) aminolmethyl)-5-methyl-4-
triflucromethylphenyl)-N-ethylamino]lmethyl}cyclohexyl)acetic
15 acid methanesulfonate )
To a solution (580 ml) of trans—{4-{[N-(2-{[N°~[3,5~
bis(trifluoromethyl)benzyl]-N’—(Z—methyl—ZH—tetrazol-S—
y1l) amino]lmethyl}-5-methyl-4-trifluorcomethylphenyl)-N-
ethylaminolmethyl}cyclohexyl)acetic acid {96.3 g) in ethyl
20 acetate was added methanesulfonic acid (13.56 ml) with
stirring at room temperature. The stirring was continued for
15 hr and the precipitated solid was collected by filtration
: and dried to give an ethyl acetate solvate of methanesulfonate.-
This was suspended in heptane-ethyl acetate (3:1, 990 ml) and
25 the suspension was stirred with heating at 80°C for 20 hr,
allowed to return to room temperature, filtered and dried to
give the title compound (91.0 g, 83%) (see Table 34).
In a similar manner as in Examples 1-9, 142, 168, 168
and 170, the compounds of Examples 10-141 and 143-167 were
30 obtained. These are shown in Tables 1-34 together with

Examples 1-9, 142, 168, 169 and 170.
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17 DVBO- d6:
.15-1.70(m 6. 5H), 1. 70- 2. 14(m 3H),

.58-3.00(m 6H), 3.35.4. ~(m 2H). HCl
7.07(brs,1 H,
MCP

CF, N- NO.70-1.10(m 4SH), , ~Y
4 F,C~H ~

~ ~ 4.16(s,3H), 4.76(brs, 2H), i -
7.62,8.10(m 3.5H CDG 3:

~ -

. 06( RJ- 72Hz, 3H), 1. 00- 125(m 2H), ,
1Y/ 2.06(m2H),2.19(m 1H), 5.

.32-1.69(m 4H), 1. 71- 1. 90(m 2H),

1
1
2
4.755.10(m 2H), 6. 91(brs, CSH),
1
1
F

,C\~~ HH | ~ 2.76(t,J=7.3Hz, 2H), 2. sB1®I17 4Hz, ~ ~
2H), 2. 98(d, J{6.8Hz. 21), 3..26 =72Fz. 2M) . 4. 38(s. 2FL. 5. 04(5. 21, 5(s, 1
H),7.10{s, 1 }1?"7";7}5( s, Zﬁfmgi.lﬁij(]sﬁ"fl@bllarabl d 2 %g%e"aéf‘feuc%%’ F) For ﬁul a
NMR {S val ue] 300NH4). DNBO d6: 0. 83(1, J- .30, 3H), 0. 92- 123(m 2F), |CF, ~
p,H 123-1.60(m6H),| Fc~N/ 1.86(m 1H),2.0}(m2H, 6 : Hcl | ~ ~
2.76(t,J=7. 31z, 2H), 2. 87(t, 3,7 4 . - 2H) , 3.|000(8I-ZOHABHNN 985, 100,2H)2H) |
5.06(s, 2H), 6{83(t, J{4. 7THz A H P. 83-85 |4 32.4.60(m.6H)1.67-
7.09(s, 1H), 7%2(brs, {H) .7 . 7.96(x, 1 f’ﬁ,s.‘%"oféf'ﬁ-h%'l’—’éﬁbm 114 H
CDg3: ~, ~N §.9q(t, J=7."FHz, 3H), 1 0 LLIB( m PHPOm.TH).2E3-263(m:2H),
1.30- 1. 60(m §H), 1. 88(m 1H), 2. 2.64-2.77(m,2H) 2.74(d,J=7 SHz2H),
2.81(q,J=7.0Hz,2H).4.17(s,3H) 4.67
n.p. 98-100 (5.2H),4.82(s,2H),6.79(s, 1H),6.82
(5.1H),7.85(s,2H).7 72(s,1H)
CDCI3: .
. y 0.91{t,J=7.0Hz,3H),0.98-1.1 4(m,2H},
: CF, N-N
.(,'\r/;, 1.33-1.62(m,6H),1.68-1.82(m,4H),
Nc( l N | 192(m,1H)251-262m2H),
2 - pg : 2.65-277(m,2H),2.76{d J=7 .5Hz,2H),

| 2.83(q,4=7.0Hz,2H),4.18(s,3H),4.63

(8.2H),4.81(s,2H),6.78(s,1H),6.83

m.p. 116-119 (s,1H),7.64(s,1H),7.65(s,1H),
7.74(s,1H}
DMSO-d6:
oF, NN 0.81(t,J=6.9Hz,3H),0.90-1.10(m,2H),
NY/N , ' 1.20-1.53(m,6H),1.80(m,1H),
3 FiC C/O 1.96(m,2H),2.66-2.80(m,8H),
@ 4.17(s,3H),4.75(s,2H),4.76(s, 2H),
() 6.91(s,1H),7.07(s.1H),
7.83(s,2H),7.97(s,1H)
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~ N~ zH), 222(s, 1H,

2.70-2.91(msH), i

N~

4.55(s, 2H), 4.59(s, 2H), 5: 37(s, 1H),

7.03(s,1 H), 7. 12(s 1 H) 7.71(s,3H cF, o-~ DVBO 16: i
0. 65-1.05(m SH), 1.70(m 4H, 8 F,c ~ ~ ~ -
1. 63-220(m 4H), 2. 60 3.00(m4H), ~ ~ 2.46(s, 3H), 3. 00- 420(m4H) ~ 0 ha
4.50-5. 10(m 4H), 6. 80-8. 10(m 5H)  CDCI 3: 0. 70-0. 85(m 2H), 0. 69(4J=72Hz, 3H),
CF rug 1. 10- ¥—56{m-3H)+—1-673-00m4H-—YNfps '
2.15(m 1H), 2. 9(dJ72H22H),9Fo ~'i ~ | DpSO-ds: !
2.83(q, J=72H4, 2H) , 3.(64(s, 3D, p-ik’ ~ N ) 420( 3036 4 , 2H) , 4. 83(s, 2H),
F,co ~ 6.96(§, 1H), 7/06(d, J 8 @0k 1H), 7. 13(4. 70 4 7.65(s, 2H) | -
7.75(s,1 H ¢D&:  dF, 0Y91(t J=6. 9Hz 3#&160(9@@)18?%@@%). i NYN
1.-30- 1. 60(m §H) , 4. 92( ng, NC 2 Qgé_gb Lol 3%,1&, (m BH),
1 4.19(s, 3H|, 4. 64(4, 21 , 4. 85(s 'f/[% opls 1 8‘ %) ('aZﬂ’z
7.66(s, 2H), 7]75(s, 1|H ) - T4l anpl e St (ﬁ$*8I47F(§‘Frﬁ£rlla NMVR (S valjue,
300MHz) 119 CDG3: ~- 0. 90( . 9Hz, 3H) , 04 985 {0k 2658 ibrs.0.5Hy, NN
1.30-1.62(m 6H), 1. 59(kJI=72H, 1FC~I N 49(5% bs.0.50,
3H).1.91(m 1H), 2. 03(m 2H) , 2. 75(d, 7.07(brs, 1H),7.62-8.10({m,3.5H)
CDCi3:
1.06{t,J=7 2Hz,3H),1.00-1.25(m,2H),
o, ‘F—H 1.32-1.68(m,4H),1.71-1.90(m,2H),
=N
m 2.06(m,2H),2.19(m, 1H),
5 FC (/O 2.76(tJ=7.3H2,2H).2.88(t J=7 4Hz.,
2H),2.98(d,J=6.8Hz,2H) 3.26(q,
J=7 2Hz,2H).4.38(s,2H),5.04(s,2H),
6.85(s, 1H),7.10(s, 1H),7.74(s,2H),
7.81(s,1H)
Table 2
Example Structural Formula NMR (§ value, 300MHz)

HCI

m.p.83-85

DMSO-d6: |
0.83(t,J=6.9Hz,3H),0.92-1.23(m,2H),
1.23-1.60(m,6H),

| 1.86(m,1H},2.01(m,2H),

2.76{tJ=7.3Hz,2H),2 87(tJ=7 4Hz,
2H),3.00-3.80(m,4H),5.01(s,2H).
5.08(s.2H),6.83(t,J=4.7Hz,1H),
7.09(s, 1H),7.52(brs, 1H),7 83(s,2H),
7.96(s,1H),8.50(d,J=4.THZ2H)
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a ~ N~ J-7.5Hz, 2H), 2.70-2.93(m 6H), ~ / 4.48(q, J=72Hz, 2H) , 4. 66(s, 2H),
43] 6{s,2H),6.99(s,1 H),7.04{s,1 H. 7.66(s,2H),7.71(s,1 H CDG3: CF, ~N
0. 88(kJ=7. Oz, 3H}, 0. 95-1.10(m 2H),  / N, N =Y 1.30-1 S6(m 6H), 1 J30(m 1 H),
12 F,c ~ ~~ 2.02(m2H),2.66 2.88(mBH),  ~ 3.76(s, 3H), 4. 63(32H) 4.81(s, 2H),
[ 7.00(s, 1 H) 7 04(5 H) , 7 67(5 2H), 7. 69(5 1 H CDGE3: 0.75-0.95(m1

H), 0. 95(t, J= eF; 100-1.“06m2:.“,1.30 ;.UG(m_SH), ~~ -
N/ 1.80-2.1 . 13-~ :
4.65(s, 2H) , 4] I Hz, 2H) | Godticy AnzHBMD0t Hsim 218 04(d, 1
H),7.09(s, 1 20, 7. 7p(s (é“% Tj@é m2, O o 06
CF, r-( 0.84] \ﬂ 3%16 6. 1 &{in 1H) 204G,
125-158(m6H N . OV Mo 2bhs 17 DAl 5g 13(s,¢|),

~ ~2.62 2.9 s, /242““%’ )2 gfi

H),7.91(s, s,1 H lap A AP -

1 7.03(s,1H),7.12(s,1H),7.71{s,3H)

DMSO-d6:
0.65-1.05(m,5H),1.05-1.70(m,4H),
1.83-2.20(m,4H),2.60-3.00{m,4H),
2.46(s,3H),3.004.20(m,4H),
4.50-5.10(m,4H),6.80-8.10(m,5H)

CDCI3:
0.70-0.85(m,2H),0.89(tJ=7 .2Hz,3H),

. }*‘-N\/ 1.10-1.50(m,3H),1.67-1.90(m.4H),
J: N’Y,N _ o 2.15(m,1H),2.69(d,J=7 2Hz,2H),
9 FC \/'QJLO 2 83(q,J=72Hz,2H),3.64(s,3H),
' Jg\;r" f 4.20(s,3H),4.68(s,2H),4.83(s,2H),
F,c0” 6.86(s,1H),7.06(d,J=8.8Hz, 1H),
7.13(d,J=8.8Hz,1H),7.65(s,2H),
7.75(s,1H)
CDCI3:
CF, ,r;z—n\" 0.91(t.J=s.9HL3H),o.95-1;1a(m.éH).
m* 1.30-1.60(m,6H),1.92(m, 1H),
10 NC ‘ (/O 2.04(m 2H).2.70-2.52(m,8H),

" 4.19(5,3H),4.64(s,2H),4.85(s,2H),
6.96(s,1H),7.04(s,1H),
7.66(s,2H),7.75(s,1H)

Table 3
Example Structural Formulé NMR (& value,' 300MHz)

119



CF, n 0.79(t,.1=6.9Hz,3H),1.02-1.12(m 2H), [/ SYH
127-1.62(m6H),1.86-2.05(m3H), FC~ ( H~
2.75(t,J=7.3Hz, 2H}, 2337{t,J-7.3Hz, 15 "' HCl | ~ H~- I
2H), 3A0-3.70(m 4H), 4.92(s,2H), / 5.02(s, 2H);8.90(d, J=3.5hiz,1H), 7.17(s,1
H,7.34(s,1 H7.50(brs,t H, 7.83(s,1 H,8.00(s,1 H Table 4 Exanple

Structural F - VEO-—d6-

0.80(t,J=6.9 ,3I—I),1.00-'-125(m2|—|), ~' 127-1)68CH 6H), 1. 80- 2. 10(m3H) S1
~ 1 N 2.78(f|J=7.3H1, 2H), 2. 88(t =7.3Hz, 16

2H) . 3. 00- 3. 70( m 4H) | 4. 92( /—-— Ha - O?O(LJ-GQHZ.SH)OQS-‘I A15(m,2H),

96(s, 2H), 6 91(d,J:3 7Hz N720(brs 1 H] 1.70-862(u,68):B5MirT 2HA) |
.54(brs,1 H|, 7. 83(3, : oo\g P 8. 28{ S} it ABOIGi 219) s ~

. 81(f, J=TAHE, 3k, O. 95:, Xe OYH

4.
7

0 .
1.20-1.60(m M), 1. 75-2.10{m 3 H| 4=7.5Hz,2H),2.70-2.93(m,6H),
2

/

7

1

HCI '~ =) 2503, 4.79(s, 2H),
, 7.36(br.:ﬁa‘44;',7‘?§%g’?’€s{'gfé ,'7.86%&83, :ztl)b
_8. 9Hz, 3H) , [ 488 2H)BSRENEI4E. B 7~ © H , N

. 75(t,J=7.4kz, 2H), . 84(G =7. 4
4.87(s, 2H) | 7. 04(s]1H), 7. 09(
'99(s 1H 1p1 DVBSOld8: 0. 78(

25-1.70(m 6H , 1. 85{2. 10(m 3H), 7 66(5.2H)7 T1(s.1H)
cDCI3:
or, N 0.88(t.J=7.0Hz,3H),0.95-1.10(m,2H),
/@:’Iu | 1.30-1.56(m,6H),1.90(m, 1H),
12 F,C o 2.02(m,2H),2.68-2.88(m,8H),

3.76(s,3H),4.63(s,2H),4.81(s,2H),
7.00(s,1H),7.04(s.1H),
7.67(s,2H).7.69(s,1H)

CbCl3:

0.75-0.95(m, 1H),0.95(tJ=7.0Hz,3H),

- Q
_ 1.00-1.20(m,2H),1.30-1.60(m,5H),
NC/Q\,N - 1.80-2.10(m,3H),2.70-2.93(m,8H),
N\/O 4 65(s,2H),4.70(s,2H),6.67(d,J=8.2
{ Hz,2H),6.76(tJ=7 2Hz, 1H),
7.04(s.1H).7.09(s, 1H),7.20(ddJ=
7.2,8.2Hz,2H),7.72(s 2H),7.79(s,1H)
: DMSO-d6:
CF, §=( 0.84(1J=6.8Hz,3H),0.92-1.12(m2H),
' /@\S)”" 1.25-1.58(m,6H),1.83(m, 1H),
14 NG -_ N 1.97(m,2H),2.04(s,3H),2.13(s,3H),
' 2.62-2.90(m,8H).4.64(s 2H).4.76(s,

2H),6.91(s,1H),7.09(s,1H),7.91(s,
1H),7.93(s,1H),8.31{s,1H)

13
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18 F C ~ !

(G -7.3Hz, 2H), 3. 16- 3. 82(m 4H),
7.19(s,1 H), 7.53(brs, 1 H), 7.82(s, 2H),

N ~ 225(5,3H),2.75(t,J:73Hz,2H) 2.88.
4.89(s, 2H), 4. 99(s, 2H), 7. 07(s, 1H
'8.02(s, 1 H DVBO d8:

Hel

~ N~

0.80(t, J-6.9Hz, 3H), 0.95-120(m 2H), CF ~-( ~' s ~ N 120-1 so(nsH).1
s5(m1 H, 19 F C ~ | ~~202(m2H) 224(5 3H)277(t o~ N~ :
J=7.5Hz, 2H , 3-88{(tF=7SHz; 2:3, —He 330360 mAH—4-92(52H)4-99
(s, 2H), 8. 50( .17(s,1 H), 7.57(6rs, 1) HMS?*’QB(S 2H) , 8. oz(s 1 H)
DVBSO- d6: 0. 9(t J—_2HZ 3 0 120(m2Hj, 0%‘“‘%942.%”02112
120- 1. 60(m 6K, ran> ,,Fc~~ ~ % ﬁl:& nss z77t ~
N~ J-7.5Hz, 2 t,J= , HCI i 3;\52?-;1 am l—&ﬁ-&%@ }2H) 4=8
(s, 2H), 7. 15(: hﬁ ‘E?ﬁ(t.ﬁ-?hﬁz.ém!z‘ls?({@b'aﬁ Exarpl e
Structural F VR ('S value NII
0. 80( W 6. 9Hz | 3H), 1. 00- 125( Ags2 Z's 2'1{3390-370(*“4”)492(5%)
1.30-1.65(m ¢H), 1. 82-2. 10{ m 3H) 21 NC ~ | | Bod(s,2H),6.90(d J=3 5tz 1H),
225(s,3|—|),2.$8(t,3- TSHZ, 2H), ‘ K
_ _ 7.17(s,1H),7.34(s, 1H)7.50(brs, 1H),
' | 7.83(s.1 H),8.00(3,1 H)
Table 4
Example Structural Formula NMR (6 value, 300MHZ)
DMSO-dé:
0.80(t,J=6 9Hz,3H),1.00-1.25(m,2H),
Fs o 1.27-1.63(m,6H),1.80-2.10(m.3H),
/@\J‘/ 2.78{tJ=7.3Hz,2H),2.88(t.J=7 3Hz,
16 NC (/O 2H),3.00-3.70(m,4H),4.92(brs.2H),
HC! 4
96(s,2H),6.91(d,/=3.7Hz,1H),
7.20(brs,1H),7.35(d,J=3.7THz,1H),
7.54(brs, 1H),7.83(s,1H),8.00{s,1H)
8.28(s,1H)
DMSO-d6:
e, 0.81(tJ=7.0Hz,3H),0.95-1,18(m2H),
)@\"/\f" 1.20-1.60(m, 6H), 1.75-2.10(m,3H),
. FC NS (/O 2.75(t,J=7 4Hz,2H) 2. 84{LJ=7 4Hz,
HEl N 2H),2.90-3.35(m 4H),4.79(s,2H),
4.87(s,2H),7.04(s,1H),7.09(s, 1H),
7.36{brs, 1H),7.65(s, 1H),7.86(s,2H)
7.99(s,1H)
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/

~ NI ~ 2.88(t,J-7.5Hz, 2H), 3. 70-3. 60(m 4H), HOl /
4.88(s, 2H), 4. 92(s, 2H), 7. 06(s, 1H), 720(s,1 H),7.52(brs,1 H),7.83(s, 1 H),
7.99(x,1 H),827(s,1 H DVMsO-d6: [/ o.e2{t,J-s.sHz, 3H> 0.s7- 120(m2H) .
/~( | ~ sYN 125-1.60(m 6H),iJ34(m1H), 22 NC~"' N/ '
2.03(m2H ,2.38(s, 34, 2.80(t, ~ NI ~ J-7SHz, 2H,2.88(t,J-7.5Hz, 2H), HG
3. 00~. 6D( M 4h)—4—94{5—4H) -6 50(x1 H 7 1751 H 7 53(brs1 H)
7.88(x,1 H), BA2{s, 1 |H),828(s,1 H DVBO d6: | DMSO-ds: e
0.80(t, J-6. 9ifz. 3H). 0. 95- 1. 15(1m 21, CF ' Qorbf j-89rdsifdBu el B5(mILH .
23 F ¢ ~ | NJ/ 2.00(m 2H),&, 035, 3H), 2. 76(t | %‘ 23 2,
J-7.3Hz, 2H), 3. 64(t, J=7. 4 I—9.,]¢N HOl /2. 90] u%mmmmmtﬂ(m&zw 4J3£
{s,2H),7.10(4,1 H) . 39( 1 7.86(s,2H), ~
0.70- 1. 15(m $H) 1820 1. ' w 7?"%&12()]2 E E%Qfg?l 3Ft), |24
F3C ~ ~~ 2.58-3. ~(m|6H), 32§l S He u-Tﬁmszmmﬂm 620(4, 1H),
/ 6.97(tus, t [H),7.11(brs, 1 Fb 60~. 10( M Bl 433 .09(s.2H)7.07(s, 1H),

7.19(s,1H),7.53(brs, 1H),7.82(s.2H),

8.02(s.1H)

DMSO-d6:

19

| 7 57(brs, 1H),7.88(s,2H),8.02(5.1H)

0.80(t.J=6.9Hz,3H),0.85-1.20(m,2H),
1.20-1.60(m,6H),1.85(m, 1H),
2.02(m,2H),2.24(s,3H),2.77(t,

J=7 5tiz,2M),2.88(t,=7 5Hz,2H),
3.10-3.60(m,4H),4.92(s,2H) 4.99
(5.2H),6.50(s, 1H),7.17(s,1H),

20

DMSO-d6:
0.79(tJ=7 2Hz,3H),0.97-1.20(m.2H),
1.20-1.60(m,6H),1.85(m,1H),
2.02(m2H)2.17(s.6H).2.77(t,
J=7 5Hz,2H),2 87{t J=7 5Hz,2H),
3.05-3.60(m,4H),4.90(s,2H),4.98
(,2H),7.15(s, 1H),7 54(brs, 1H),
7.89(s.2H),8.03(s,1H)

Table 5

Example

. Structural Formula

NMR (8 value, 300MHZz)
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\ Danso-ds: cF, ro 0.70-1.15(m SH), 120-1. 7o(msH, ~ i N ~
1.71-2.13(m 3H), 227(s,3H), 25 F,c ~ N ~~ 2553.00(m 6H), 320-4. 00( m 2H),
Hci ~ ~ 4.40-5.00(m 4H),8.02(brs, 1H), 6.83-7.35(m2H), 7.85(s,2H), 7.98(s, 1
H) Table 6 Exanple Structural Fornmula NNIR (S value, 300MHz) \ CD(~3: CF,
rN - 0.70-1. 07(m4 5H) 1.18-1. 60(m ~0 -~ 6 5H) 1 82-2.10(m 3H), 2. 17(s, 3H,
26 F,C ~ N ~42-803: UU\II['—H‘I} 366 .o:)\lllcru
3. 45~. 05(m 2H), 4. 79(|s, 1H), i 4.65{.70(m 4H), PM§9(<1§ 1 Hj,  7.32(brs, 1
H),7.85(_s,2H),7.70(s,_1 H) 3: CF N 1. 05(r|rb .g,ga, 03 1&@(1%%7%,,, ~N
2.00(m 1H), 2.{13(m 2H), 27 &g’ ~N ~ 2~-3. ! go sz)

N~ 3.93(s, 3H)f, 4. 90(4, 2 4(%%31 2Hj HCi i‘l &Bi(wvﬁmibs%mﬂ(mﬁﬁ
7.10(brs,1H),| 723(d,J sgﬁ,ﬁo,@%,;lymz,,mw 2Hj| 124

DVBO d6:  ~ (. 93&m 3 - m 2 48
~ 1/ 2.60-3.00('5;1 4H)H? 7?—%8( @Mﬁ}’{wfg?z( s, qH),

4.86(62H).4 92(s 2H),7.06(s,1H),

7.20(s,1H),7.52(brs, 1H),7.83(s, 1H),

7.99(s,1H),8.27(s,1H)

DMSO-d6:

/:( 0.82(tJ=6.9Hz,3H),0.97-1.20(m,2H),

‘SN 1.25-1.60{m,6H),1.84(m, 1H),

,@V\ﬂ: ' 2.03(m,2H),2.38(s,3H),2.80(1,

N\/o J=7.5Hz,2H),2.88(t.J=7 5Hz,2H),

3.00-3.60{m,4H),4.91(s,4H),

6.50(s,1H),7.17(s,1H),7 53(brs, 1H),

7.88(s,1H),8.02(s,1H),8.28(s, 1H)

DMSO-d6:

— 0.80(tJ~6.9Hz,3H),0.95-1.15(m,2H),
| 0N 1.20-1.60(m,6H).1.85(m, 1H),

’s e Q}: - 2.00(m,2H).2.03(s.3H).2.76{t,

, i > J=7.3Hz,2H),2.84(t.J=7 4Hz,2H),
2.90-4.00(m 4H).4.76(s.2H),4.84
(5:2H).7.10(s,1H),7.39(m,2H),
7.86(s,2H).8.00(s,1H)

: DMSQO-d6:
cF, b\s 0.70-1.5(m,5H),1.20-1.63(m,6H),
n

22 NC

| /@\/N 1.73-2.12(m,3H),2.18(s,3H),
24 | FC - (/O 2.56-3.00(m,6H),3.25-4.00{m.2H),
Hel ™ 4.50-5.00(m,4H),6.20(s. 1H),
6.97(brs, 1H),7.14(brs,1H),
7.60-8.10(m,3H)

123



HCl i

5.15(m ZH), 7. 06(s, 1H), 721(s, 1H),

7.30(brs,1 H),7.71(brs,1 H),

7.96(s,3H OVBO-d6: cF, ~l 0.85(t, J-6. 9I—|z,3|—|),1.02-120(m,2|—|), S, NY
1.30-1.62(m 6H), 1.84-2. ~(m 3H), 29 F3C ~ ~~ .50(5 3H), 2. 74(t, J- 7. 3Hz, 2H),
Hc~ | ~ N 2.86(t, J-7.3He, 2H) 2.91.3.35(m4H), [/ 4.82(s,2H),4.99(s, 2H);
7.07(s, 1H), 7. 38(brs 2H), 7. 89(s, 2H) , 8. 01(s, 1 H OVBOd6: \
0. 85(t, J=6J) Kz, ; 124-1; :)U( oM 1+82(m3tH—+— O /N
30 FC ~ | N+ 2.00(i 2H), 2. 33(s, 3H), 2. 77(k [ DMS
J=7.5Hz, 2H), P. 84(t, J- 7. SHzcrR rQ Hei ~ i 2. aafﬁzﬁ(msmﬂzdlﬂﬁ{nse gH) , 4. 82
(s,2H),7.06($,1 H),7.36(br 1 ,  71.92(s, 2% &%SH 7 Exanpl e
Structural Férmula NWVR ( 300P9Hz) | 5512 FHpSH).2Ys. H)--N
2 30n 00( I 49 4 93( 5. 310 31 o gou 220 6 68 brs, 119)
. 50~. m , 4. S, , ' ~ rs, ,
7.15(s, 1H), 7| 45(m 1}, 7. 600" 1 7.67(s 2135907?%% é‘%aﬂ“ . 03- 8. 15(|m 2H)
6.83-7.35(m,2H),7.85(s 2H),
7.98(s,1H)
Table 6
Example Structural Formula NMR (8 value, 300MHz}
COCI3:
CF, tn : 0.70-1.07(m,4.5H),1.18-1.80{m,
O ‘
/@\:‘ 6.5H),1.82-2.10(m,3H),2.17(s,3H),
26 RC N (/O 2.80-3.00(m,4H),3.00-3.35(m 2H),
N ) .
© Hel 3.45-4.05(m,2H),4.79(s, TH),
4.65-5.70(m,4H),7.03(s,1H),
7.32(brs,1H),7.65(s,2H),7.70(s, 1H)
CDOI3: '
o o 1.05(m,3H),1.20-1.80(m,8H),
: F,
1° @h 2.00(m, 1H),2.13(m,2H),
27 fc N - 2.80-3.30{m,4H),3.10-4.00(m,4H),
: o N\/O 3.93(s,3H),4.90(s.2H),5.24{brs,2H),
5.46(d J=3.3Hz,1H),7.10(brs,1H),
7.23(d J=3.3Hz,1H),7.34(s,1H),
7.70(s,1H),7.74(s.2H)

124



G:ES. 1

1. 96-220(m 3H), 2. 87(t"1- 7. 5Hz, 2H).
2.94(t, J-7.5Hz, 2H), 3203. 90(m 4H) ,

5.37(s, 2H), 5.

7.75(s,1 H), 7.77(m 1H), 8.34(m 1 H)

70(brs2H), 6. 69(m 1H), i

~a(~108(tJ69Hz 3H),1.00-1.80(mBH), \

32 FaC ~~

~ N Hg . ‘
6.96(m 1 H), 7A4(s,2H), 7. 73(s, 2H),

~ CDg3: CFa ~N-N N , N

( ~

0.95-123(m 5
~~ 420(s, 3H),
7.30(m 1H), 7.
N-N 0: 90- 125
2. 00( mLH), 3. (

N 7.30m 1H 747s1H 7
0. 92-125{m aHl), 28402

36— 70(m-6H—33 N-2-02(m-HH-)3—-05-3—406{m-<4H-— F3C
4.80(s,|2H), 5. 12(s, 2H}, N HCl (DMSO-dé:
45(s, 1K), 7. 56(m 1H) FaC 7.70 §g§(ml-§_|)?1&l'§g(ﬁm%|:ﬁ COg3: |Cfa
m SH), 1. 30- 1. a@( , N, N 3
5- 3. 45(m 4H) 4 19(s, 3H] 144(5-6(1&9%}125) 13(s, 2H), I-TCI ~
FSC7 ( 2H) 7. T3(s, 1| bixo- .%é , Neri
TN T 2.0)24 ﬁ&) §§ka74Hz,2H),

35 F,c ~ ~ 2]93(kJ-7 2Hz 2H) 4H) | 361(E M49(m-2 4.52(s,2H),
3.60(s, 3H),4{17(s, 3H), 5. 01(*1%5 5. ag_(gﬁ,%gtbqg"@ﬁgzlq(sﬁ“ﬁ H) ,
725(brs, 1 H) |8.02(s,[3H)
_ 7.30{brs, 1H),7.71(brs, 1H),
7.96(s,3H)
DMSO-d6:

3
i SYN
29 Fe”

HCI

0.85(t,J=6.9Hz,3H),1.02-1.20(m.2H),
1.30-1.62(m,6H),1.84-2.06(m,3H),
2.50(s,3H),2.74{tJ=7 3Hz.2H),

2 86(t.4=7.3Hz,2H),2.91-3.35(m.4H),
4.82(s,2H),4.99(s,2H).7.07(s,1H),
7.38(brs,2H),7 89(s,2H),8.01(s, 1H)

DMSO-d6:
0.85(t,J=6.9Hz,3H),0.90-1.15(m,2H),
1.24-1.56(m,6H),1.82(m, 1H),

20 - 2.00(m,2H),2.33(s,3H),2.77(i,
et N\D J=7 5Hz,2H),2.84(t,J=7 5Hz,2H),
2.92-3.25(m,4H).4.77(s,2H),4.82
(s,2H).7.08(s,1H),7.36(brs, 1H),
7.92(s,2H),8.01(s,1H)
Table 7 -
Example Structural Formula NMR (8 value, 300MHz)
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Tabl e 6 exanple Structural Fornmula NMR (S val ue, 306MElz) CDG3: ~
0,88(m3H),125(m1 H),1.42-1.78(m c~' NN 2H),1.85(m1

H),2.12(m 2H), 225{m 36 Nc ~ | ~ ~ 2H), 2. 84(kJ-7.5Hz, 2H), 2. 94{k Na ~ N-O-
J-7.4Hz, ZH), 328(m 2H), 3. 61(s,3H), ~ i ~ 3.80(m 2H), 4.17(s, 3H), 4. 96(s, 2H),

5.41(brs, 2H),7,06(brs,1 H), 724(brs,1 H) 7.71(s,2H), T.77(s,1 H CDgS
2

D2 23{m-2H)2-86(k | =

LN

1.08(m 3H), 1.[34—3—8G{m-dH)—eF—it—2t2
J-72Hz, 2H), 2.{94(kJ- 1. 1Hz, 2H), 37 F, ¢

/

N 9091310 4, DO(m4H) 3.60(s,3H), N

Na ~ ~ ~c~ 3.86(s, 3H),4.79(brs, 2H), 5. 9(5rs,10§(m)2j.—_q 5*@%@1’8@’722(3’1 H)

OSSN H), 7.73

724(brs,1 H),|7.30(s,9 H),
1.07(m 3H),137(m 1H), 1 @;{ ~' ~~ 2H) | 1.8822mBH),2.25-3.0¢(mi2H),, 228(k N ~
(

38 Fc ~ | | 1 J=7.3Hz, 2F 8l(t,J-7. 3Hz, 2}

2. 93(kJ-7. 4H4, 2. 3| 105 ( ﬁ .5%?5653%"'4@*93(‘1’7'?’5 3H),
4.99(s, 2H), 533(brs,|2H), ]_'l |§B

1.13{m 3H). 1|30(m 14}, 1. 457920

N~ 3H] 7 25,& APl 187806 118
7.67(s,2H),7.82(s,1H),
8.03-8.15(m,2H)

21( 4.506.80(m2ZHEOS3BRIY), CDp3:
7.3Hd, 2H)

~

CDCi3:

s : 1.08(t,J=6.9Hz,3H).1.00-1.80(m,8H),

@\)" K 1.96-2.20(m,3H).2.87(t,J=7 5Hz2H),

32 FC (D 2.84(tJ=7.5Hz,2H),3.20-3.90(m 4H),
HC 5.37(s,2H),5.70(brs,2H),6.69(m, 1H),

6.96(m, 1H),7.14(s,2H),7.73(s.2H),

| 7.75(s,1H),7.77(m,1H) 8 34(m, 1H)

J , cDOI3:
N-N |
GFs Nk 0.95-1.23(m,5H),1.30-1.70(m,6H),
h 2.02(m, 1H),3.05-3.40(m,4H),
33 FCQ_,N - (m,1H) 40(m.4H)
5 . { \D 4.20(s,3H),4.80(s.2H).5.12(s,2H),
HCI ‘ 7.30(m, 1H),7.45(s,1H).7.56(m, 1H),
' FC 7.70(s,1H),7.76{s.2H)
| CDCI3:
CF, N-N .
NN 0.90-1.25(m,5H),1.30-1.75(m.6H),
Y 2.00(m, 1H),3.05-3.45{m,4H),

7.30(m, 1H),7.47(s, 1H),7.56(m, 1H),
FiC 7.71(s,2H),7.73(s,1H) |

34 N |
NC d [)  [4.19(s.3H).4.86(s.2H),5.13(s.2H)
" bﬂ *
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N~39 Nc ~ 1 T~ 2. 84(t,J~7.4Hz, 2H),2.95(kJ~7.3Hz, Ha ~ N ~ ~ /oH

2H), 3. 10~.00(m 4H), 4. 17(s 3H), ~i _ i( d.94(s.2H).5.35(brs, 2H),
7.08(brs, t H, 721(s,1 H), T.73(s,2H) 7.79(s,1 H) CDC13: \
1.04(brt,J-8.5Hz,3H),1.23(m21 H, -~ "\ p
141166(m2H) 179(m 1H), 2. 13(m 40Fc~~~~~YY ~
2H), 2. 17(s, 3H-224{kJe72Hz2H) ~ AN gi 2 87({kI~7 3Hz 2H)2-04(kIg7 4Hz,
Hqg ~ 2H), 3. %0-4.00 m4H),4 82(s 1H), 4 84 QDGB{) 522(s 2H) 7. 07(5 1 H) ..
726(s, t H),7.67(s,2H),7.70(s,1 H) Table . For mul|a

i 2 : 9'?@5%@“%&%%@%‘73( m |~ ~~

NM R (S val u¢, 300M iz °ﬁe§'hjpgs. 1. 04(br{ 3= 6-0r, BH)° 1181

4H) , 292(m 2H] | 2. 42( m ~~ 2. 85(t, J- [2BHR4QRUHIR SRET MOz, (41

Fc\ ~ 2H), . A B b o g

4 62(s,2H), 4 -‘:’%‘ﬁ%‘éﬁ%’hﬁt"%‘(ﬁf" 342

2Hz, 1 H), 7. 4% 13.60(s. 3HONBTIs38).5.01(brs,2H),
5 3aiSorh 7 Velbhtl), 1 34(m 1HYE, N~

0.80(t, J-6. 9z,
7.25(brs,1H),8.02(s,3H)

158-1.80(m B

Table 8

Example Structural Formuia _ NMR (& value, 300MHz)

CDCI3:

| 0.88(m,3H),1.25(m, 1H),1.42-1.78(m,

» I 2H),1.88(m, 1H),2.12(m,2H),2.25(m,

2H),2.84(tJ=7 5Hz,2H),2.94(t,

’(/V\ﬁ\- J=7 4Hz,2H),3 28(m,2H),3.61(s,3H),
0 3.80(m,2H),4.17(s,3H),4.96(s,2H),

5.41(brs,2H),7.06{brs, 1H),

7.24(brs, 1H),7.71(s,2H),7.77(s,1H)

CDCI3:

_ 1.08(m,3H},1.34-1.80(m,4H),

o, N 2.12(m,2H),2.23(m.2H).2 86(¢,

' . J=7 2Hz,2H),2.94(t,J=7 1Hz,2H),

37 | FRC ~MN 7 - |3.104.00(m,4H),3.60(s,3H),

N\/\/\g’o\ 3.86(s,3H).4.79(brs,2H),5.09(brs,

' 2H),5.46(s, 1H),722(s, 1H),

7 24(brs, 1H),7.30(s, 1H),7.70(s, 1H),

7.73(s.2H)

36
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42 F,c \ | ~~~~ ~ 2H),2.71(m 2H),2.90-3.70(m 4H), ~ ~

3S5(s, 3H), 3.73(s, 3H), 4.58(s, 2H), Hci 4.69(s, 2H),5.63(s, 1H), 6. 9T(s, 1H),
7.30(brs,1 H), 753(s, 1H),7.78(s,2H), 7.93(s,1 H DWVSO d6:

0.82(t, J=6.9Hz, 3H),0.80-1.00(m2H), cF, , 1.04-122(m2H),1.36(m 1H), N\~
~" 1.60-1.84(m8H),2.16(m 1 H), 2. 58( \' I N// ~i 43 NI~

2H) , 2. 72( m 2H)y+2-90-3—70{m-4H)- =~3-56{5;3H)+3-F3s+-3H)4.58(s 2H) _ Nci
4.62(s, 2H5. 41(s, 1H), 699(s 1H) 7. 30( br rli)coﬂ353(s 1 H,7.76(s, 1 H) .,

(
1
7.87(s.1 H).4 19(s, 1 H 129 DMSO-d6: 0. 79(1]. 1(m 21,
CF, N 1%3-121%%2%{?1037&@1%1) TR H’E@Q%ﬁ?@’ 1§91 ,'(22]5(;?
s,

L

44" F, ¢ ~ ~ o ~)2, 74(m 24 60(m 4H) , aaH@(rM(lszmgumas, 2H), ha
4.70 2 5.163 1H), 6 7.32(b . 7 78(s, 2H ,
(s, 2H), (s, 1K) ! H)9I—|~/3H) 0( ji é @Hzfﬁiféﬁulﬁ%ﬂl) (s |

Z93(s,1H DNBSOd8: |[G,c8
~ O 3 R APBHYT 4PIZ2R)AN0BHS(R28B(m | 45

1.04-121(m 2K) , 1. 37(m 1 Hy

e 4. 63(5,02H}2,F%f 53'2 g(rln El)k?’s,gits%,m ) {asohodbtnatibady 00 2
4.99(s.2H),5.33(brs 2H),

7.06(brs, 1H),7.21(s, 1H).7.70(s.3H)

CDCI3:

1 .13(m,3H).1 30{m,1H),1.45-2 20(m,

/

f n{,} 3H),2.12(m2H).2.31(LJ=7 3Hz 2H),

ne 2 84{t J=7 4Hz 2H),2 95{t J=7 3Hz,
HC N \/\/\H,OH 2H},3.10-4.00(m,4H),4.17(s,3H),
O | 4.94(s,2H),5.35(brs,2H),

: 7.03(bls,'i H),7.21(s,1H),7.73(s,2H)
7.79(s,1H) '
cocis:
1.04{brt,J=6.6Hz,3H),1.23{m,1H),
T é{, ' _ 1.41-1.66(m,2H),1.79(m, 1H),2.13(m,
10 £ Q\/N I/ 2H),2.17(s,3H),2.24(t J=T 2Hz,2H),

\/\/\rron 2 87(tJ=7.3Hz,2H),2.94(t,J=7 4Hz,

39

HC1
o 2H),3.00-4.00(m,4H),4.82(s, 1H},
4 84(s,2H),5.22(s,2H},7.07(s,1H),
7.26(s,1H),7 67(s,2H),7.70(s,1H)
Table 9
Example Structural Formula NMR (d value, 300MHz)
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7.33(brs,1 H,7.55(s,1 H,7.75(s,1 H, 7.87(s,1 H),8.19(s,1 H Table 10
Exanpl e Structural Formula NWVR (S val ue, 300MHz) CFs ~ N~ CDCI3: 46 F,c |
~ ~ 0.70-220(m 14H), 2. 49(brs, 3H),. ~ ~ 2.so-a2o(m sH}, aaosoo(m4H)

NDh I PNADNREPRON

.80(t, J-7.3Hz, 3H), 0. 7al. 00(m 2H) ,
.60-1. 60(m4|—|)
.84(t,J-7.3H0z, 2H), 2.
.66(s, 2H), 5.
.92(s,1 H ©DVBO-6:
.3a(m 1H), 19

.67(5,2H), 5.
.92(s, 1H)

< 6.70-7.50(m 2H), 7. 68(s, 3H) 130 DVBO- d6:

ﬂ 4

~ 1.0a120(m2H),1.34(m1 H, ' /

AZ_ I~
T A>3

o~

.0~

+—89(m—2H

90-3. 70(m4H)
H,7.12(s, 1 H),

2

58(s 1

at 6o(miaH, o |~
kJ- 7. 4z, 2EF52.7 98" 420(m 4H) ,

59 S 1 7.40(b
0.

~ (~~ 2.85
Chg3 !

HG ~ 3.|%
7. 36( bt)g
0. 7al. 00{m SH), 1. oa120(n®
q 1.9a2.10(m(4

— A
.IO r\-J'l ‘-H_IL LI_I},

:3H), 3. 69{s, 3H) *4
-=576|-f1:.%(-l§1 i&H}a(:Z 8
'22('?6('1@142?'“ 3k, 2H), 48
B as Q-mﬁﬂ%%ﬁfba 59(s
s, 1 1;24] ) 71480( S,
00(""»4“)13% ha2(m 3H
4.62(s,2H),4.76(s,2H),547(d,
J=2.2Hz,1H),7.07{s,1H),7.30(d,
J4=2.2Hz,1H),7.45(brs, 1H),

7.66(s,2H),7.74(s,1H)

5’(5
0(s

42 :

| 7.30(brs, 1H),7.53(s,1H),7.78(s,2H),

DMSO-d6:
0.80{t,J=6.9Hz,3H),0.80-0.97(m,2H),
1.02-1.20(m,2H),1.34{m, 1H),
1.58-1.80{m,BH),2.13(m,1H),2.56(m,
2H),2.71(m,2H),2.90-3.70(m.4H),
3.55(s,3H),3.73(s,3H),4.58(s,2H),
4.69(s,2H),5.63(s,1H),6.97(s,1H),

7.93(s,1H)

43

DMSO-d6:
0.82(t,=6.9Hz,3H),0.80-1.00(m,2H),
1.04-1.22(m,2H},1.36(m, 1H),
1.60-1.84(m,8H),2.16(m, 1H),2.58(m,
2H),2.72(m,2H),2.90-3.70(m,4H),
3.56(s,3H),3.73(s.3H) 4.58(s,2H),
4.62(s.2H),5.61(s,1H),6.89(s, 1H),

7 30(brs, 1H),7.53(s,1H),7.76(s,1H),

2H),
2H),

F,o
2H),
2H)

7.87(s,1H),8.19(s,1H)
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~ 1/ ~ .0

2.14(m 1H), 2. 68(d, J- 7. 3Hz, 2H),
3.73(s,3H},4.52(s, 2H),
H,7.13(s,1 H),7.72(s, 2H)

1.7a1.93(m 4H), 2. 04(m 2H),

He...
49 ~ ~ 27a2.
4.54(s, 2H), 5. 43(s, 1-

~O~
92(m6|—|).3.64(s,3H), i
H,7.01(s, 1 H),

7.75(s, 1H) 131 OVBO d6:

7.12(s, 1

0.80(t,J-6.9Hz, 3H), 0.80-1.00(m 2H), cF, ~ ~ 1. oo 122(m 2H), 1. 37(m1H, -~
~ Q 1.57- 1. 84{m4H—+92-212(m 3H—50-Ne

2. 77(WB. OHz |2 .87(W 7. 3Hz, ec~~~2|—|),§"§@‘d§ 55(m 4H), i

3.72(s, 3H), 4. 63(s 4 H),5.60(s,1 H, 7.16(s 4760 1698 2(s, H ,
7.77(s,1 H,1.89(s, 1 H), 8 19 ,1 H Table {1 g@'(a 2@@ ructd_?'m? Form{l a
NMVR (S val ue,| 300MHZ) F D&%@ZH@.ZHMﬁﬁde% ~ Y[ W~
0.55-220(m 13H), 2. 4c-3.‘/ o, 1 q§&3ga Dei Fb ~ ~
6.91,7.07, 7. §0- 8. 12(Im 514 \E ? QQ%H§ ( Q&ﬂié&%
0.50-220(m 13H) 43. 49-% 80(m 8r)) . L@@a‘zmzwsem@gmmm» g
6. 70-7. 30, 7. ¢0-8. 40(lm SH) §._74Rs'3H)'4'59(52H)’

0. 60-1.40(m BH), 1. 60- 1. 85(m

4.70(s,2H},5.63{s,1H),6.97 (s,1H),

| 7.32(brs,1H),7.54(s,1H),7.78(s,2H),
17.93(s,1H)

45 .

DMSO-d6:
0.80(t,J=6.9Hz,3H),0.80-1.01(m,2H),
1.04-1.21(m,2H),1.37(m,1H),
1.80-1,85(m,8H),2.05(m,1H),2.58(m,
2H),2.72(m,2H),3.00-3.60(m 4H),
3.74(s,3H),4.59(s.2H),
4.63(s,2H),5.62(s,1H),7.00(s, 1H),
7.33(brs, 1H),7.55(s,1H),7.75(s, 1H),
7.87(s,1H),8.19(s,1H)

Table 10

Example

Structural Formula

NMR (8 wvalue, 300MHzZ)

46

= (O

CDCI3:
| 0.70-2.20(m, 14H),2.49(brs,3H),
2 60-4.20(m,BH),4.40-6.00(m,4H),
6.70-7.50(m,2H),7 68(s,3H)
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538 Fc~1/ [~ ..~"~~ 1.85-2.15(m3H,2.05(s,3H, ~\ I \ IN
2.50-3.00(m 8H),4.62(s,2H), ea ~ ~ 4.68(s,2H),5.11(s, 1H), 6. 93(s, 1H),
7.08(s,1 H),7.83(5,2H),7.99(s,1 H 132 OMBO-d6: F, ~ o
0.60-122(m7H),7.30(m 1H, '* ~ 0 1.60-1. 84(m4H) 1.87 2.15(m3H), ~~ 54
Nc r on205(s 3H) 40300(mBH) Ha | -
4.62(s, 4H) , 5r16(tst)6-93(s1H); —708(x7t 7 84(sT1 —93(ts1H) ,
824(s, 1H) 3: . ~{1.11(brt,J-6.9Hz, 3H), 1. 6’96 ~!
4H), 2. 13(n2 225(m 2H) 2.833.00 55 Nc ~ | crEO(t,JG-?aﬂz,sﬁ 070-1 00%11.2H§.
(m4H . 320-3 80(m4-|) 3.60(s.3H), ~ ~~ 3.8]1(s 3I—2 g E&‘ 08( brs,i2H),
Ha ~ ~I ~ 0 b.44(s, LI—|),7.16(br/s,iI-|),7;17(s | 1-f0-120mgH ) 7.73(s; 1
H,7.77(s; 1 ,  7.81(x, abl e 12 Exanp ﬁsﬁgo@ﬁuuyﬁég(,ﬁgﬁﬁul a NWMR (IS
val ue, 300 ) CDgB: m3H) 1. Od- { I\:_Igé
1.42-1.96(m pH) ,2. 1_3g 6 X 2. 152 @ﬂ#(ﬁwiq 70-3.05 ~
| ~oti (m4H,3.00-#.°0 (m4H) 0 4. rD4a, I3 BHEEH 0908 M(m,4H),
3.54(s,3H),3.69(s,3H),4.58(s,2H),
4.66(s,2H),5.58(s,1H),7.12(s,1H),
7.36(brs,1H),7.48(s, 1H),7.80(s,2H),
7.92(s,1H)
DMS0-d8;

0.70-1.00(m,5H),1.00-1.20(m,2H),

/@\A ﬁ\ 1.90-2.10(m,3H),2.73(1,J=7 .3Hz,2H),
a8 FiC (/O OH | 2 85(t,J=7 4Hz,2H),2.90-4.20(m,4H),
C Ha ' 3.70(s,3H),4.59(s,2H),

' 4.67(s.2H),5.59(s,1H)7.12(s,1H),
7.40(brs, 1H),7.50(s, 1H),7.80(s,2H),
7.92(s,1H)

CDCI3:
0.63-0.93(m,2H),0.89(t,J=7 OHz,3H),

. 4 | 1.12-1.42(m,3H), -
, /é\/?l 0 1.70-1.93(m,4H),2.04(m,2H),
NC rd 07 | 2.14(m,1H),2.68(d,J=7.3Hz,2H),

2.70-2.92(m 6H),3.64(s.3H),
3.73(s.3H)4 52(s.2H),
4.54(s,2H),5.43(s, 1H),7.01(s, 1H),
7.12(s.1H),7-13(s,1H),7.72(s,2H),
7.75(s,1H)

qFs ¢ Efl 1.34(m,1H),1.60-1.80{m 4H),
s

49
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7.08(x,1 H),726(s,1 H,7.70(x,1 H, 7.76(s,2H 133 CDy3: ~
1.0(brt, J=6.9Hz, 3H), 125-1. 70(m ~ F' N~ 4H), 2. 14{m 2H , 2. 38(m 2H) , 2. 89(t,
57Nc~~/J73H22H)298(tJ7AH22H),~1"""0H '
3.30~4.00(m 4H), 3. 90(s, 3H), Hq (~ i 0 4.71{s, 2H), 4.92(s, 2H), 5. 49(s 1
Hy, 7.15(s,t H), 7. 36(s, ,2H)., 73{s H, 7. 77(s 1 H),7.81(s,1 H) CDgS i
~ ~ 0.97(m 3 127=F80(mA+) Y —2-13(m 220=2—F5tmz2H+2-62( 58
F,c( J:73Hz,2H),2.,7(t J-7.3Hz, 2H), Ha ~ 1 4§ 10~. 00(m 4H), 3. 86( . 3H),
4.80(s, 4H),6490(s, 1 |H),7.30(s,1 H, 7.67(s, 3Hb(t,.7-sbﬁé,§wﬂo.dd)1uo%(r§§|4)§ 1 |‘D
DMVBO- d6: 0. 8((t,J=7|0Hz, 3H), 0. 70-1.00(m ck, ~
2H), 1. 00- 123(m 2H) , 1. 40(8f1 ~ 1 N~ 0 188012803 ARFmiHy2_ 2 12( m|3H),
59 F,c ~ ~ ~gH 2. 74 t,J 86(t J-'1§H134(".21H 395_§1fn“)3 G~ ~1], (
,2H),3.31(m 2H 3. 71 8(0&3 2H) (T 7.46(s, 1
H), 7J32(s, 2Hf , 9.93(‘5 1 H), 825( TﬂU'BUHﬂHHB(U'? Rk
0.630.90(m 2H), 0. 87(t, Jad- <~ 1. 1% 5o(aB8s@hAm)L. TO- 1. 95(m4|—|), i
~Yo6DN t+,~~ 2{03(m2 , :
3.72{s,3H),4.63(s 4H),5.60(s, 1H),
7.16(s,1H),7.49(brs, 1H),7.52(s, 1 H),
7.77(s,1H),7.89(s,1H),8.19(s, 1H)
Table 11
Example Structural Formula NMR (O value, 300MHz)
CF, NN '
NI\()N DMSO-d6:;
ﬁ\ 0.55-2.20(m, 15H),2.40-3.80(m,8H),
51 F,C r oM
' \,O 1 4.16(s,2H),4.50-5.20(m 4H),
He 6.91,7.07,7.60-8.12(m,5H)
CF —N/
Jijf/h DMSO-d6:
- - N ( OH 0.60-2.20{m, 15H),2.40-3.80(m,8H),
4.15(s,3H),4.00-5.20(m,4H),
p 6.70-7.30,7.60-8.40(m,5H)
' DMSO-d6:
& ?b 0.60-1.40(m,8H),1.60-1.85(m,4H),
O
53 e - #,,lLOH 1.85-2.15(m,3H),2.05(s.3H),
| 2.50-3.00(m,8H),4.62(s,2H),
HCI
' 4.68(s,2H),5.11(s,1H),6.93(s, 1H),
7.08(s,1H),7.83(s,2H),7.99(s,1H)
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~ ~~ 2.66(d, J=7. OHz, 2H)
3.77(s, 3H), 4. 56(s, 2H) , 4.

~

2.67-2.92(m 6H),
79(s, 2H) ,

7.00(s, 2H), 7. 67(s, 2H), 7. 72(s, 1 H),

7.75{s,1H) 134 Table 13 Exanple Structural Fornmula NWR (S val ue, 300MHz)
Cbg3: cF, ~--t~ 0.90(m 3H),0.90-120(m2H), ~ N\'S ~ ~" '
1.32-1.70(m6H),1.90(m 1H), 61 FFC ~ ~~ 2.06(t,J=72Hz, 2H), 2. 46(s, 3H),

2: 653. 00( m Bify+4—68{s2H) \ 4-80{s2H)+6-5 ’s,lH),?AS’a T
7.6T(s,2H),7]|76(s,1 ~ 1.02(m 3H), ! DS@Did674(m4H) cF, N1

J=7. 4Hz, 2H , 2. 98(t, J OO PP Ay 3. 86( o, 31,
FICL i o 4.79(s, 2H) |4. ] 1@2‘(@4@%1?7-22%(51,3&'”—0 7.78(s, 1
H, 7.80(s,} Hs548.9 2.85(s S 13, 2.00(m 8H),
F' N~ ~ Hm 225(m 2H) i65(~ ~2/ 008

320- 3. 80(m 4H) , 3. 60
2H), 5.51(d, J$2. 3Hz, ]

5662(s4Y) 540606936119, 33( br g

7.08(s,1H),7 84(s,1H),7.93{s,1H),
8.24(s,1H)

55

dcpaa:

| (m,4H);3.20-3.80({m,4H),3.60(s.3H),

17.33(s,1H),7.73(s,1H),7.77(s,1H),

1.11(brt,J=6 9Hz,3H),1.30-1.90(m,
4H),2.13(m,2H),2.25(m,2H),2.83-3,00

3.81(s,3H),4.77(s,2H),5.08(brs 2H),
5.44(s,1H).7.16(brs, 1H),7.17(s,1H),

7.81(s,1H)

Table 12

Example

Structural Formula

NMR (6 value, 300MHz)

13

CF,

cocl3:
1.05(m,3H),1.05-1.40(m,2H),
1.42-1.96(m,2H),2.16(s,3H),
2.16(m,2H),2.27(m,2H),2.70-3.05
(m,4H),3.004.00(m,4H),
4.79(s,3H),5.22(s,2H),
7.08(s,1H),7.26(s,1H),7.70(s,1H),
7.76(s.2H)
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1 H),T.11(5,1 H), 723(d, J=2.3Hz, 1 H),
1.15(t, Je6. 9Hz, 3H), 1. 30-2. 00( m 8H ,
227(m 2H), 2. 69(m 2H), z. n{ m 2H)
~/ ~l ~~ 3.93(s, 3H), 4. 86(s, 2H), 522(brs, ~ 2H),

H),7.08(s,1 H), 724{d, J=2SHz, 1 H),

CDp3: F, ; 1.
2.42(m 2H), 2.
3.96(s,3H, 4
7.41(s,1 H),
(S value, 30(
2.38(m2H), 2.
3.94(s, 3H), 4.
7.44(x,1 H),
0. 60-0.90(m 1

Nc

7.72(s,3H) 135 CDg3: ~
N~ 1 Hrr

~ 320-3.80(m 4H), 3. 61(s, 3H),
552(d, J-2SHz, 1H), 6. 99(brs 1

64 ~

7.74(s, 1 M), 7.76(5,1 H),7J32(s, 1 H

5.49(s, 1H),7.15(s,1H),7.36(s 2H),
7.73(s,1H), 7.77(s,1H),7.81(s,1H)

04{r-3H) 130 1.88(m BL) Nom,—HG—~
65(m 2H) . 2. 80(m 2H), 65 P,c ~|CDSI330. 4. 00(m 4H), ~ ~ I

70(s, 2H), 4.85(s, 2H}, 5.52(s,1 s, 1 Hjf
,67(s, 2H), 7 .7,5‘0 t H Table 1zH)°8@“'§ %%thﬁ}gﬁ'gForrrula NMVR
M) 4DGS: @08(m3|—|) 1 30| SR {4 2H)2 304mBH). 2096, Hel

69(m 2k , 2H), Nc ~ | ~{3. ~ ~
7463, 2HNZ SO0 o~ - ssz(sglﬁhléﬂgg% E&’H’?g@(s 1H)
1.73(s, 1 H), 7. 78(5 704 5} 3B0-HPO(IG!)DRE 2
PH) , 0. 89(m 3H, 4.71{5.2H),4.92(s.2H),

58

CcDCI3:
0.97(m,3H),1.27-1.80(m 4H),

2.13(m,2H),2.20-2.75(m,2H), 2.82(t,

J=7 3Hz,2H),2.97(t J=7.3Hz,2H),
3.10-4.00(m,4H),3.86(s 3H),

4.80(s,4H),6.90(s,1H),7 30(s, 1H),
7.67(s,2H},7.73(s,1H),8.88(s,1H)

59

DMSO-d6:
0.80{¢,J=7 0Hz,3H),0.70-1.00(m,

2H),1.00-1.23(m,2H), 1.40(m, 1H),
1.58-1.82(m,4H),1.92-2.12(m,3H),

fon 2.74(tJ=7.0Hz,2H),2 86(tJ=7 3Hz,

2H),3.14(m,2H),3.31(m,2H),3.71(s,
3H),4.75(s,2H),4.80(s,2H),
7.09(s,1H),7 46(s, 1H),7.82(s,2H),
7.93(s,1H),8.26(s.1H)

60

CDCi3:
0.63-0.90(m,2H),0.87(1,J=7.0Hz,3H),
1.15-1.55(m,3H),1.70-1.95(m,4H),

| 2.03(m,2H),2.16(m, 1H),

2.66(d,J=7.0Hz,2H),2 67-2.92(m,6H),
3.77(s,3H)4.56(s,2H),4.79(s,2H),
7.00(s,2H),7.67(s,2H),7.72(s.1H),
7.75(s,1H) |
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N~ ~ ~ 1.00-120(m2H), 126(m 1H); 67 F:c \' ~~M-H
1.55-1.80(m 8H), 1. 99(m 1H), ~ ~ 2.40.3.80(m 8H), 4. 16(s, 3H), Ha
4.74(s, 4H), 6.73(s, 1H); 6. 85(s, 1H), 7.80(5,2H), 7.95(s, 1 H DVBO-d6: \
0.60-0.90(m 2H), 0. 82(t, J-6.9Hz, 3H), CFA Nt~ ~ /~ u 1.00-1.40(m 3H), ~ ~ ~
, /N 1.58-1.85(mBH),2.02(m 1H), 68 | ~ 2.40-3.80(mBH), 4.16(s,3H), ~ Ha
4.68(s, 2H), 4. 73(s, 2H), 6. 72(s, 1H), 6.84&3 1 H),7.80(s,1 H,7.84(s, 1 H
8.19(s, i H DWVMBSO<!6: ~ o.so(m 3H>, daB ]@a(mZH) F~~N-0
1.01-123(m 2H), 1. 42(fjm 1IH cC ~ Il ~~~d 1.5/- 804(m8H z U4(m 1H),
Na ~ ~ ~ 2.54(% . 12. 71%%“?1%)“‘%’2?(’&?“2%3 1 MMR f5 value,
3.43(m 2H), 3.[7I(s, 3H), 4. 73(S, 2H),  4.82(s, 2Mpopemd3(s, 1 H),7.36(s,1 A
7.81(5, 2H), 7.]193(s, 1 {H), 8. 30(s\ 1 H  CDG3: '
0.65-1.00(m 41-1) . 0.{87 t.JGF. OF 3ti). Nomj0LOWEBHLO8O{ LGN, | ~ ~ ~ |Q
1.65-2.00(m BH), 2. 13(m 1 g Nc \ /~..~1m13_5§é( SZW q9 d, J=7. 3Hg, 2H),
~ ~ 2.69(m 2H), 2. 80(|q, J- A 3.77(s, 34 ?']é P75 s, 2H)
6.79(s,1 H): d.8%3¢s, ] HC7.86(%, 2 (/O 2.06(t,=7 2Hz,2H),2.46(s, 3H),
‘ 265-3.00(m,8H),4.68(s,2H),
4.80(s,2H),6.94(s, 1H),7.06(s,1H),
7.67(s.2H),7.76(s.1H)
| cbCi3: _
\ ‘ 1.02{m,3H),1.30-1.74(m4H),
CF, Pi'—\\
NW\"N 2.15(m,2H),2.26-2.68(m,2H),2.88(t,
o | - J=7.4Hz,2H),2.98(tJ=7.7Hz.2H),
- \/WOH 3.20-4.40(m 4H),3.86(s,3H),

, O | 4.79(s,2H)4.95(s.2H),7.02(s,1H),
7.31(s,1H),7.72(s.1H),7.78(s,1H),
7.80(s,1H),8.90(s,1H)

CcDCi3:
N . 1.12(t.J=6 8Hz,3H),1.30-2.00(m.8H),
F N’i} el - 1 2.25(m,2H),2.67(m,2H),2.76(m,2H),
3 | R - 3.20-3.80(m,4H),3.60(s,3H),
: O \/\/YO\ 3.95(s,3H),4.86(s,2H),5.33(brs,
‘ e 2H),5.51(d.J=2.3Hz,1H),6.98{brs,
1H),7.11(s,1H),7.23(d J=2.3Hz, 1H),
7.72(s,3H)
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7.72(5,1' H),7.74(s,1 H 137 Table 15 Exanple Structural Formul aNVR (S

val ue, 300MHz) DMBO-6: 0.65-0.90(m 2H),0.81(t,J-7.OHz, 3H), fFa ~ ~ 0
1. 00- 125(m 2H),125(m 1H), ~1 -~ 6~~~ 1.58-1.80(mBH),2.00(m1H), 71 FaC |
~ 2.05(s, 3H), -2.80(m BH), ~ 4.59{s,2H), 4.68(s,2H),5.11(s,1 H, HG

6.75(s,1 H), 6. 86(5 1 H),7.82(s, 2H), 7J39(s, 1H) DVSQU6:
0. 65- 0J30( m 3687 6-OHz— CF

{ + h|
A\ T, v O ITLy |
3H), 10013((m2|—|),130m1H), 72H~~|'Caﬂl31601

(
J32(m BH), 2. §4(m 1 ~ 05 3H), 2. 4 m
475005, 21 4{61(5. 205 5. 6%y H: . Ha 6 13Ty g Ry

Q
=+

1 H,

7.90{s,1 H), §23(s, 1 @@ oH wrsoaa ~ RP?Z(mZH)269(m.2H)277(m2H)
0.70-1. To(m {1H), 1. 70- '~ 2. $98: A HE 13 0460(m6|H),
73 FaC 4. 71, 4. 7644. §94. 575 |/ G - - 2 03, g&Aar}@H§ N Pu(s. 21 |
7.83,7.97,8.Q0, 8. 03(s, 3H) P 3e§§ammmsmszz(g@{m BH), |- |
H- Hy 223(m 2H) , 2.62(m 2H), m 2H) 2H),5.52(d J=2.5Hz, 1H),6.99(brs,

1H),7.08(s,1H),7.24{d J=2.5Hz,1H),
7.74(s,1H),7.76(s,1H),7.82(s, 1H)
CDCI3:

F, N A 1.04(m,3H),1.30-1.88(m,8H}),
2.42(m,2H),2.65(m,2H),2.80{m,2H),
65 FiC ' o | 330-4.00(m.aH),

\AAg’ 3.96(s,3H),4.70(s,2H),4.85(s,2H),
5.52(s,1H),6.89(s,1H),7.26(s, 1H),
7.41(s,1H),7.67(s,2H),7.75(s,1H)

Table 14

Example Structural Formula ' NMR (§ value, 300MHz)

chais:
‘. \y \ 1.08(m,3H),1.30-1.88(m,8H),
N HCI 2.38(m,2H),2.69(m,2H),2.81(m,2H),
1 3.304.00(m,4H),
V\WN 3.94(s,3H).4._74(5,2H).4,90(s,2|-|),
' o 5.52(s,1H),8.94(s,1H),7.26(s.1H),
7.44(s,1H),7.73(s,1H),7.78(s, 1H),

7.79(s,1H)
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74 FaC\ r 3.10-4.00(m4H), 3.59(s,3H), | ~'0o" \
3.80(s,3H), 4.88(s, 2H),5.02(brs,2H), 6.96(s,1 H),7.01(bis,1 H),7.69(s, 3H,
8.39(brs,1 H 138 CDG3: - cF, N~ 1.10(m3H),1.20-1.86(mBH, ~ I N "/G -
226(mzH),2.65(m2H) 2. 78(m 2H), 75 Nc \ | 3.10~).00(m4H), 3.61{s,3H), | ~
~\ 3.80(s,3H),4.87(s,2H),5.16(brs,2H), 7.02(brs,1
H, 7.02(s, 1H) mFZ2(s-2H). 7. 79(s 1 H) 828(hrs 1 H) Table 16 Exanple
Structural Formula R (S val ue, 300MHz) N1
0.97(m 3H), 1.30- 1. 90( m 8H),, ~ 1 ~ Na 224 : m2H), 76 F,c
\ (* 2.80(m2H), 3. 20 s L ~—~ 1 - 3%0%%{%1.%\?}).53@:;%,
3.86(s,3H),4.{77(s, 2H), 6. 68(@: 1 [H)00A.20@(2H).1.260n,1H),.66( s, 2H) ,
=034 1

195(5,1 1 8.[00(py 5. X W PP 0 o g 1

"~ z20-z.70(jm zH), z.
~ of 3.88(s,3H),4.78 6. 81@<0-8.85(m,8H).2.26(s.311),

H,7.71(s, 11-41), 7. , Y01 (ks 1 H) \ : g

1 05(m 3H). 1120 1. 90 . ) \| s T3k 6.F3(s, Wiy 6.88ks.11),

3H), 225(m 2H)|, 2. 67(n ~| 7.80(s,2H),7.95(s,1H)
DMSO-d6:

0.60-0.90(m,2H),0.82(t.J=6.9Hz,3H),
| 1.00-1.40(in,3H), '
@J\,H 1.58-1.85(m,8H),2.02(m, 1H),
2.40-3.80(m,8H)4.16(s.3H),

4.68(s,2H),4.73(s,2H),6.72(s, 1H), -
6.84(s,1H),7.80(s, 1H),7.84(s, 1H)
8.19(s,1H)
DMSO-dé:

py 0.80(m,3H),0.80-1.00(m,2H),
B N ,
| - o | 101-123(m2H)142(m,1H),
o |Fe CO‘J\OH 1.57-1.804(m,8H),2.04(m, 1H),

: 2.54(m,2H),2.71(m,2H),3.23(m,2H),
3.43(m,2H),3.71(s,3H),4.73(s.2H),
4.82(s,2H),6.93(s,1H),7.36(s. 1H),
7.81(s.2H),7 .93(s,1H),8.30(s, 1H)
CDCI3:
0.65-1.00(m,2H),0.87(t.J=7 .OHz 3H),
. N 1.15-1.50(m,3H),

: j.L 1.65-2.00(m,8H),2.17(m,1H),
76 | ne (/O‘“ OH | > 58(m,2H),2.66(d.J=7 3Hz.2H).
. : 2.69(m,2H),2.80(q,J=7.0Hz,2H),
‘ 3.77(s,3H),4.56(s,2H),4.73(s,2H).
: - | 8.79(s.1H),6.82(s, 1H),7.66(s,2H).
7.72(s.1H),7.74(s,1H)

68
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78 F,c | ~~oN 2H),325(m 2H),3.45.4.00(m2H), | ~ 0 4.82(s, 3H),5. 17(brs 2H ,
6.91(brs, 1 H),?.O?(s,l H,7.67(s,2H), 7.72(s,1 H 139 CDG3: F,

1.10(m 3H),1.13-1.90(m 8H),2.16(s, ~ ~ o Ha | 3H),228(m 2H , 2. 69(m 2H),

79 Nc \ | H27T(m2H) 3.00-4.00(m4H), | ~ I

4.78(s,2H), 4.82(s, 1H), 5. 16(brs,2H), 6.93(brs,1 H),7.05(s,1 H),7.70(s,1 H),
7.77(s2H) CDG3: cF, N-N 1.09(m 3H),127(m 1H), :~) ~ Ha
1.40-1.95(m 7H), 228(t,J~7. 3Hz, 2H), Stablteclf\ I ~

2.60(m 2Fl ), 2. m ZH), 3. 30(m 2 m ZH), 4. IT(S,3H)
4.98(brs, 2H), , 2H) Stnﬁ“@f(‘int%“ﬂ‘“#ﬂ 7. cz(s *IMM)&?V P@s MPzTabl o 17

Exanpl e Strudtural o T & NV - (S valrue, 37
1.00-1.43(m4H), F4 NN~ N ~ Hp 1.43-1. QE%M% 2. 30(tJ 7.3Hz, 2H), | NO ~
| N/ 2.63(mj2H), 2. 77(m 2H), \:3 32(m 2H), 81 |8.65-080fnIHNBIB1(tI=7.0Hz,3H),

(/)

3.55-3.95(m 4H) , 4. 17(s, 31§ 4.93(s, ? 6.94(brs i1
H),1A2(5,(1 H),H)7.74(s,(2 Q’J A (—S—(lH) %m(%gé%%ﬁ&ﬁ?nm) (
71 F,C ' \/O 1.58-1.80(m,8H),2.00(m,1H)

2.05(s,3H),2.40-2.80(m,8H),
4.59(s,2H),4.68(s,2H),5.11(s.1H),
6.75(s. 1H),6.86(s. 1H),7.82(s.2H),
7.99(s,1H) |
DMSO-d6:

" t"\ { 0.65-0.90(m,2H),0.82(brt.J=6.9Hz,

P o |3H1.00-1:30mm.2H)1.30(m. 11,

Ncﬁl_ N (/O..JLOH 1.60-1.82(m,8H),2.04(m, 1H),
- {2.05(s,3H),2.40-2.80(m,81),
4.59(s,2H) 4.61(s.2H),5.09(s, 1H),
6.73(s,1H),6.85(s. 1H).7.82(s, 1H),
7.90(s.1H).8.23(s,1H)
cr, oy~ DMSO-d6: |
M 0.70-1.70(m, 11H),1.70-2.14(m,3H),
’s ” - 2.60—3.00(m,6HA).3.30-4.SO(m.ﬁﬂ),
: N J:> 4.71,4.77,4.88,4.97(s.4H),

HCI 6.93,7.06,7.11,7.74(s,2H),
7.83,7.97,8.00,8.03(s.3H)
coot3:
1.03(m,3H),1.20-1.86(m,8H),
W owa 2.23(m,2H),2.62(m.2H),2.77(m.2H),
74 | FC d 3.10-4.00(m,4H),3.59(s,3H),
Y 3.80(s,3H),4.88(s,2H),5.02(brs,2H),
6.96(s,1H),7.01{brs, 1H),7.69(s,3H),
8.39(brs, 1H) '
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0.62-0.92(m 2H), 0. 86(t, J=7. OHz, 3H), cF, o~ 120-1.94(m 7H),2.07(m2H), 82
F.c ~ ~ H ~ ~~ 2.17(m 1H), 2. 49(s, 3H), ~ ~

2.64(d, J=7TAHz, 2H) . 270-2.90(m sH). ~ i 4.58(s, 2H), 4. 77(s, 2H), 6.98{s, 1
H,7.02(s, 1 H),7.62(s, 2H), 7. 73(s 1H CDg3: cF, H\ Ha |
1A8(m 3H), 1. 40- 1. 80(m 4H), \ 32(m2H) 3.30-4.00(m 4H). 83 FCC/ ~
3.90(s, 3H), 4. 78¢5 2H)+5-42(bre2H) =~ ~ O

5.54(s, 1H), 7.]16(s, i H), 7 33(m 1H), F,CO 7.34COCB:H),7.63(m 1 H), 7. 73(d, 3H)

CDg3: F ~ 1.Q1(m 3H), m4H), "~ \ He _
2-31(t,J:7AHz,2H),2 70 4 doqpﬁ 84 F, c _1“%n&ﬂ12018&m8H)
3. 87(8, 3H) , 4. 68(8 2H) 4 (s |—|) HCI ~ | ~H 5. :gggcmwzeﬁ@(zy)’am{mZHnG(m lH),

F.C =~ ' 754(4, 14, 7.Jo8 74Cs, 2H), 7. @é" 33
1.05(m 3H), 1.36- 1. 74(m 4H), i y .\3:? %%60 00(m 4H) ,
' 4.82(s. §H) . e m A 62rhb 60 2t),

85 He ~ / 3.84(s.3H). 4. 68(s.
, F,c | ~ 7. 7.
(m 1 1), T73{ SBORY B ENLTECH o 14

5.49(d, J=2. 3z, 1H), 123{d, Ja
1H), 7. 39(m 1), 7. 56(s, 1H), 7.

Exanpl e Strug¢tural Kornula - NMR (S val ue, ‘;MWT)E@%WB cF, ~ Ja~
1.08(m 3H), 1. 40- L. 70(m 4F), ' _

Table 16
Example Structural Formula NMR (& value, 300MHz)
CDCI3:
£, \y-—\\ 0.97(m,3H),1.30-1.90(m,8H),
N 2.25-2.95(m,2H),2.60(m,2H),
76 FC ( o | 2-80(m:2H),3.20-4.50(m 4H),

\/\/\cf}r 3.86(s,3H),4.77(s.2H)4.78(s,2H),
6.68(s,1H),7.13(s,1H),7.66(s,2H),
7.75(s,1H),8.90(brs, 1H)

CDCI3:

rt—\ 1.03(m,3H),1.30-1.90(m,8H),
2.20-2.70{m,2H),2.66(m,2H),
77 2.81(m,2H),3.20-4.40(m,4H),
\/\/\ﬂ’ 3.88(s,3H),4.78(s,2H),4.93(s,2H),
6.81(s,1H),7.12(s,1H),7.71(s,1H),
7.79(s,2H),9.01(brs, 1H)

CcDCI3: _
1.05(m,3H),1.12-1.90(m,8H),2.16(s,
3H),2.25(m,2H),2.67(m,2H),2.76(m,
78 [ RC d : 2H),3.25(m,2H),3.45-4.00(m2H),
. Wﬁorw 4.82(s,3H),5.17(brs,2H),
6.91(brs,1H),7.07(s,1H),7.67{s.2H), |
7.72(s,1H)

HCl
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NN~ HCl 86 / ~ T/ 229(m2H),3.10-3.80(m4H, F C\ 1 -ql
4.16(5.3H), 4. 90(s, 2H), 5. 19(s,2H), F,0 ~ ~ 0

7.34(m 1H), 7. 49(s, 1H), 7.60(m 1H), 7.74(s,3H ~ DMSO-d8: F' r N Ha
D.80-1.70(m 7H), 1. 42(t, J=7.3Hz, 3H), /| ~ ~~~ '

1. 80- 224(m4H) 2. 60- 3. 05, 3. 30- 420 87 FaC\ ~ off :
(mBH), 4. 48( gg3~F3Hz 2H)}——= ~ 4 55 6 10(m4H) 8.85-720_7.60-8 13 (m SH)

E, r-N-~O' DNBQW6: i| | "~ Ha 0.70-1.70(m 7H)|CDCB4- 222(m 4H), 88 F,c - ~
2 60- 3. 00, 3. 30- 4. 40(Jm

8 N TR
4. 48(t, J-5. 4Hz, 2H) , 4. 60 .’1@ 4H) st 6. 86- 8. ﬁ%‘r’%‘f%"%ﬁfé&%‘.ﬁlﬁ(&
1€ 3

0.85(brt, J6. gHz, 3H),{1. (m /Fl NVN Hp385)280m,2052690w2H)0Hz, 2H). g9 F, C
UL b ol e T S
1. 05(s, 9H), 1.|15- 1. 64( . IﬂTB{szH)482(s1H)516(brs2H) :
R el ) e R A S
' : 7.77(s.2H)

‘ CDCiI3;
cF, NN 11.09(m,3H),1.27(m,1H),

"\YN e 1.40-1.95(m,7H),2.28(t,J=7 3Hz.2H),
80 | FC d on | 2:80(m.2H),2.76(m.2H),3.30(m,2H),
Y 3.50-3.90{m,2H)4.17(s,3H),
4.98(brs,2H),5.28(brs,2H),
6.91(brs,1H),7.02(s,1H).7.71(s.3H)

r

¢

Table 17
Example -Structural Formula NMR {3 value, 300MH=z)
CDCI3:
TN ' 1.00-1.43(m,4H), :
F+ N ug '
NV 1.43-1.96(m,7H),2.30(t,J=7 .3Hz,2H),
g1 NG N |/ . ?.63(m,2H),2.77(m,2H),3.32(m,2H).
O \/\/\"/0"' 3.55-3.95(m,2H),4.17(s,3H),
‘ © 4.93(s,2H),5.29(brs,2H),
6.94(brs, 1H),7.02{(s,1H),7.74(s,2H),
7.80(s,1H)

140



7.19(s,1 H),7.70(s,3H) 142 Table 19 Exanple Structural Formula NWR (S

val ue, 300MHz) CDg3: ~ 1.06(m3H),1.00-1.70(m SH), 1.86(m cF x-r(
1H), 2.11(m 2H), 226(t,J-6.9Hz,2H), ' ~~' MG 91 F,c ~ 1| ~r
2.81(t,J-72Hz, 2H), 2. 92(t,.1-7.5Hz, ~ ~xoH 2H), 3. 003. 40(m 2H), 3803J10(m ~

~ 2H),4.17(s,3H), 4.98,5.03(brs,2H), 5.37(brs,2H),7.03(6rs,1 H), 722(s,1

’2'~ﬂQR{thﬁl—l\’l’lﬂ(m’2l—|\ (‘F ~ ~
Q;Z'ﬁé(i’zéﬁﬁ’lm,l.@e(m 1H), 2. 10(m 2H), odoPats:i~ ~ 1 / e
R T TS et ).
7.69(s, 3H) /'| DVBO- N NuHa 0.56- 1, 45 WWGJIM@DTWI—E 3H),
EIEE VEesila 15 STORIN C) et
7.80(s, 2H), 7.]95(s, 1 |H) ~ GDg3; A~ HG| 2600997 W&2H).2202. 96 mBAL M 1H) , ~
29301, 3.7 Tho ohy 4 10-4. 0o(any o {esBezmia e,

| 6.98¢s,1H),7.02(s,1H),7.62(s 2H),
7.73(s,1H) -
cDCi3:
1.08(m,3H),1.40-1.80(m,4H),

o 2.32(m,2H),3.304.00(m.4H),

. | 3.90(s,3H).4.78(s,2H),5.12(brs,2H),
5.54(s,1H),7.16(s,1H),7.33(m, 1H),
7.35(s,1H),7.63(m, 1H),7.73(s,3H)
CDOI3:

[ \ 1.0%(m,3H),1.33-1.70(m4H),
"Q Hal 2.31(tJ=7.0Hz,2H),2.70-4.00(m,4H),
84 | pc N - 3.87(s,3H).4.68(s,2H),4.84(s,2H).
' NN | 5.53(5,1H),7.26(5,1H), 7 46(m, 1H),
FC ©  }7.54(s,1H).7.60(m, 1H),7.70(s.2H).
7.74(s,1H)
CDCI3:
A 1.05(m,3H),1.36-1.70(m,4H),
"Q . HOl : 2.31(t,J=7.0Hz,2H),2.604.00(m,4H),
B3 Inc - 3.84(s,3H),4.68(s.2H),4.82(s 2H),
\/\/\nf“’" 5.49(dJ=2.3Hz, 1H),7 23(d J=2 3Hz,
F,C © | 1H),7.39(m,1H),7.56(s,1H),7.58(m,
1H),7.73(5.1H).7.78(s 2H)
Table 18
Example Structural Formula NMR (6 value, 300MHz)
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~i ~~ 4.16(s,3H),5.00(s,2H),5.34(brs,2H), 7.13(s,1 H,722(brs,1 H),
7.67(s,3H) 143 CDC13: cF, N-Nwoe 0.67-0.90(m 2H), 0. 88(t, Js7. OHz, 3H),
N'/N~" 1.15-1.96(m 7H), 2. 04(m 2H), 220(m 95 F,¢ ~ ~~"'~~"+

1H), 2.66(d, J-6.8Hz, 2H), 2. 70-2.92 ~ ~ (m©6H),4.12(m 2H), 4. 59(m 2H),
4.69(5,2I—|),4.86(52H),6.96(5,1 H, 7.04(s, t H,7.64(s,2H),7.73(s,1 H) -
Tabl e 20 Exampl—e—St—Lu-cI-u-La-l_Eo.LmuJ_a_Nm—és_A_aJ_ue, 300f =112z} DVSHR:

0.68-0. 95(m 2H), 0. 90t , J- 6. gHz 3H), / 1.00-] cam@mzH) 1.32(m1 H, F{NN
2. QO(d,Og-é: SI-IZIZEDS(? ggi) o ,j::.l)~ ?625) ", ‘Wt“sa’@hﬁ“"hngb‘(‘”’zw 4. 82(s,
F,c ~ HO 2H), 723%_(3 iﬁ;o 1(,3-1%0\]4:71504,2 zzq&(zw)aftsszmmanzﬁ) 7. zsi(stto,
ey éS(H) m gm,i.es-i.%(m NG s 3o AR B |
223(s, 2H), 2. 49(m 2H), 2. 71 (m 24 ~ ~ 161 --734(&0H2?m(m)mapm41m3(s,3+1), v
4.66(s, 2H), 4.76(s, 2Rl ) 6. 6ICs, 1H), 6.83(s, Lb?g&;me?(s 2H)', 7. T3(s, 1 H| 144
DMSO-d6:  ~ (.—66-—0%0“!‘, 2H)0.85(t . J- 7 OHz, ‘
. DMSO-d6:
N ke 0.80-1.70(m,7H),1.42(t.J=7 3Hz,3H),
N D - 1.60-2.24(m4H).2 60-3.05,3.304.20
OH | (m,8H),4.48(q,J=7.3Hz,2H),
o | 4.555.10(m4H),6.85-7.20,7.60-8.13
(m,5H)
o DMSO-d6:
| N Hol 0.70-1.70(m,7H),1.84-2.22(m,4H),
88 | FC d o | 2:60-3.003:30-4.40(m,8H), |
I1\/\/\!(_],’ 4.4a(t,.1'-5.4|-|i,2|-|).4.60-5.10(m.4H),
6.86-8.13(m,5H)
DMSO-ds:
o N | 0.85(brt,J=6.6Hz,3H),1.18-1.50(m,
/é\ﬂjvﬂ Ha1 4H),2.10(t,J=7 OHz,2H),
89 |rc N 2.65-3.10(m,4H),4.14(s,3H),
| " 1 4,60-4.98(m,4H),6.90(s, 1H),
Fc07 N7 © | 7.057.45(m,2H).7 86(s.2H),
7.94(s,1H)
_ CDCi3:
N | 1.05(s.9H).1.15-1.60(m.3H).1.86(m,
/é\"]f" He! | 1H).2.10(m,2H).2 81(t4=7 SHz.2H),
90 | R N7 2.92(t,J=7.5Hz,2H),3.28(m.2H),
: . \/%]’DH 3.30-4.00(m,2H) 4.17(s,3H),
5.00(s,2H),5.37(s,2H).7.07(s,1H),
7.19(s,1H),7.70{s,3H)
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F' o~~~ ~~~~...111 1.00-1.40(m3H), / NY HG ~ ~ | ~~~~
1.60-1.80(m4H),2.01(m1 H, 98 ~ F c aH 2.69(m 2H), 2.81(m 2H}, 4. 16(s, 3H),
~ ~ 4.80(s,2H),4.84(s,2H),6.90(s,1H), F,CO7.n(m1 H,729(m1

H, 7338(s,zH}, 7ss(S,1H) DvsGQd6: cFa /i'"'N ~" (~N~

0.55-2.15(m 17H), 1. 44(m3H), Ny p ~, 2.40 2.90(m 6H). 3. 3fi 3. 58(m 2H).
PC~99~449(qJ73H22H)4T4s,T2I—q HCI~~~493495(52H)
le L3(s 2H DVBOXJ6: "H cFa ~t~a

6.74,6.85,6.90, 7. 55(s, 2H) . 7.79(s. 18P
0.55-2. 15(m Y7H),, 57( 83(m2H) ,
100 F,c ~ r H-aH %e~9(m%%d£§§%l zf"%’fla 2H) | HCS’Qbﬁz 15 Vapigy %"S‘éﬁ% 2H)],
6.75,6.83,6.92,7.55([s,2H), 7.80(s,1 H),7.9%cpcrH Table 21 Exanple
Structural Fqrnula NMR (b val ue, 300MHz) CPC13: cF, N~+-r~
0.90-1.65(m 34H), 1. 704. 00(mq 3H), | Ha 1.06(m,3H),1.00-1.70(m.5H),1.86(m,
g """\ 1H)2.11(m.2H),2.26(t,J=6.9Hz.2H),

o 2.81(1J=7 2Hz2H) 292(t4=7 SHz,
| \/\/\)L 2H),3.00-3.40(m,2H),3.50-3.90(m,

2H).4.17(s,3H),4.98,5.03(brs 2H),

5.37(brs 2H),7.03(brs. 1H),

7.22(s,1H),7.67(s,1H),7.69(s.2H)

cDCi3:

0.96(brs,6H),1.10(m, 3H),

AN
& N'};‘N HOt 1.28(m,1H),1.86(m, 1H),2.10(m,2H),
e ,lijl\,N - 2.18(s5,2H).2.81(t=7 4Hz,2H),
- oH | 2.93(t,J=7 4Hz,2H),3.38(m,2H),
0 |378(m,2H).4.16(s,3H),4.99(s,2H),
5.35(s,2H),7.10(s,1H),7.21(s, 1H),

7.69(s,3H)
DMSO-de:

—
) N
' ,:F' Y/:, HOl o 0.56-1.45(m,8H),1.44(t.J=7 2Hz,3H),
03 Fe ,[ l N - Lo, | 1.52-2.10(m,7H),2.50-3.80(m,8H),
4.49(q,J=7 2Hz,2H),4.71(s,2H),

4.79(s,2H),6.92(s, 1H),7.08(s, 1H),

92

7.80(s,2H),7.95(s,1H)
\ CDCI3:
CF, N—N
' N‘ﬁ/‘h ot 1.00-2.00(m,12H),2.10(m,1H),
J: Il N 2.00-2.70{m,3H),2.80(t,J=7 OHz,2H),
94 F,C ( 0{m,3H),2.80(%, 2,2H)

N on | 2.93(tJ=7 THz,2H),3.10-4.00(m 4H),
W 4.18(s,3H),5.00(s,2H),5.34(brs.2H),

7.13(s,1H),7.22(brs, 1H),7.67(s,3H)




| 2.10(m 2H), 2.81(t,J-7.3HZ, 2H),
.93(t,J-7.4H, 2H), 3. 00- 4. 00(m 4H),
.18(s,3H),4.98(brs, 2H), 5. 37(brs, i
.68(s,1 H),7.70(s, 2H 145 CDG3:

101 Fac
~ ~ off
0 2H}, 7.
cF,

r-r{ 0.88(t,J~

\

~

09(brs, 1H) 7.18(s,1 H,

2
4
7
|~ 1.52(m 2H),2.04(m 2H), 2.13(s, 2H), 102 FeC \ -
2. T3- 2. 97( m §H 37 3H— N8/ EH)—F——an -
4.52(s, 2H), 4.[57(s, 2H), 5. 44{s, 1H) 7.01(s, 1{M@PCB:08(s, 1 H), 7.11(s, 1 H)
7.71(s,:3H  (4DG3: cgm N.0. , 1. 08(m3]§},0;,0 L7 850 4=7 oFz Sy~
1.83(m 1H), 2.|[10(m 2H1) , 2. 1’7(.{2 9H), 103 F,c (AT B s=7 0 S
2.50(s.3ti),q.82(m 3H, mBH) . ~ N-q HG1115.3.98(6 4 20423 20m04 s,
I 5.30(s2H), 1. 0%B6s, 1 Ad s, 06% (&) 2ddd _@lyﬁ.% %m- N~K HG
0.88(s, 6H),0.]188(m 3H), 1, 32(m %YZ )gjd‘%,.] 9 m4H)
F,.c "N qgi 4.138(s,3H), 4.84(brs ,4.86(s, 2H)(m )4112@*‘-2*')459("12?1)
8.97(s, 1H), 7.[07-7.6Q(m 2H), 7.87(S, 2H) | 168 biipalasidony, 096~
HG 0.89(s, BH), 0. 89(h 3H), 1. 35¢tm 1H), o8 bfiyalootdlzr BERENY

T 7.04(s,1H),7.64(s 2H),7.73(s,1H)

Table 20
| Example Structural Formula NMR {8 value, 300MHz)

96

FC

ELEDLO, )

DMSO-d6:
0.68-0.95(m,2H),0.90(t,J=6 .9Hz,3H),
1.00-1.24(m,2H),1.32(m, 1H),
1.63-1.85(m,4H),2.02(m, 1H),
2.80(d,J=6.9Hz,2H),2.89(q,J =6 9Hz,
2H),4.17(s,3H),4.80(s,2H) 4.82(s,
2H),7.22(s,1H),7.31(d.J=8.0Hz,1H),
7.45(d,J=8.0Hz,1H),7.83(s 2H),
7.95(s,1H)

97

CF, ,*N‘ )

&or

cpda:
0.91{,J=7.0Hz,3H),1.30-1.46(m,2H),
1.46-1.65(m_10H),1.68-1.85(m,4H),
2.23(s,2H),2.59(m,2H),2.71(m 2H),
2.80-2.98(m,4H),4.18(s,3H),
4.66(s.2H),4.76(s.2H),6 B1(s, 1H),

144

6.83(s.1H),7.67(¢.2H),7.73(s.1H)

6. 9H-3H), 1. 00(s, 6H)-

2H) ,

104



I

105 ~ |

2.05(s, 2H), 2. 82-320(m 4H),
F, c

4.17(s,3H),4.77(s, 2H), 4. 82(s, 2H), '

728(s.1H).7.29(m 1H) . 7
Tabl e 22 exanple Structural a
0.75-1.10(m 5H), 110155(m3H) ~I

.~0(d.

J- 8.
For nul

\

\' /A0

, 7.81(s,2H),7.94(s,1 H)
val ue, . 300MHz) GDg3: ~
;

146

e ) (e}
prt—2o

106 F,c ~ ~

4.73(s, 2H), 4. 77(s,2kb,5.42(s,1H),' F, W
7.06-7.30(m 3H), 7. 19(d, I- 2. 1Hz, 1H), 7

0.86(s, 6H), 0.]91(t, J-
~ ~ ~ 4H), 3. 11(s, 3H)
2H), 5. 61(d, J92. 1Hz, 1
7.39(d,J-8.1 I3H)
7.92(s, 1H)

2H), 2. 19(s, 2H) , 2. 48(
'" ~ 0 5.34(s, 2H),

Wtﬁ@\\@

+)1 60-1.80(m4H1201(m1H§,3(S 2H) |
3B§(mi 281
W,sa(smag@p

7.17(m, 1HH;.29(m 1Hg 7.88(5 2H)
7.96(s,1H)

;,éba(m 4( s, 2|\D

n(s

39 3

Hcl

DMSO-d6:
0.55-2.15(m,1TH),1.44(m,3H),
2.40-2.90(m,6H),3.36,3.58(m,2H),
4.49(qJ=7.3Hz,2H) 4.74(s,2H),
4.93,4.95(s,2H),
6.74,6.85,6.90,7.55(s,2H),
7.79(s,1H),7.95(s,2H)

106 3

DMSO-dé:
0.55-2.15(m, 17H),2.40-2.90(en,6H),
3.34,3.57(m,2H),3.83(m,2H),
4.49(m,2H),4.72,4.73(s 2H),
4.91,4.98(s,2H),
6.75,6.83,6.92,7.55(s,2H),
7.80(s,1H),7.95(s,2H)

Table 21

Example

Structural Formula

NMR {8 value, 300MHz)

- 101

CDCi3: .
0.90-1.65(m, 14H),1.70-2.00(m,3H),
2.10(m,2H),2.81(tJ=7 3Hz.2H),
2.93(t,J=7.4H,2H),3.00-4.00(m 4H), '
4.18(s,3H),4.98(brs, 2H),5.37 (brs,
2H),7.09(brs, 1H).7.18(s,1H),
7.68(s,1H),7.70(s,2H)

145

0 1.60-2.00(m 4H), 2.18(m 1H),

3 04(5 2H), 30355(m
%oﬂ o _



DMSO- d6: 0.62-0.90(m 2H}, 0.84(t,J-6.9Hz,3H), F o 1.00-125(m 2H), 128(m 1H ,
"' ~11i) ~ Ha o0 1.60-1.83(m4H),2A0(m 1H), 109 F,c ~ ~oH
2.50(s,3H),2.67(d, J-6.6Hz, 2H), ~ 2.80(q,'J:6. 9Hz,2H),4. 73(s,2H), F,co ~
4.74(s,2H),6.90(s, 1H),7.18(d, J=8.7Hz,1 H),729(d,J=8.7Hz,1 H),
7.86(s,2H),7.97(s,t H) 147 DVMsO-6: \ 0. 85(m 6H), 1 06-1. 35(m4H) ~ F, HY-~
Ha 1.40(m 2H) m209t3=F2Hz-2H)— 110 F ==~ =} gy
2.60-3.60(m4H,4.16(s,3H), ~Y Vv v V' H4.7E GBH) 4. 84(s 2H), 6.93(s,iH,
F=co ~ 7.08-7.40(m 2H) 7. ,  7.95(s, 1H Eﬁpme Struct br al
Formul a NVR (JS val ue, cF, N-N DIVBCX%BG{I@QJ%%% )

OST-2.14(m 15H), 1. 97%(d, ] 111 Fac ~ H1/520024),2.04(m,2H),2.13(s,2H),

2H), 2. 40- 3. 8q( M &) . |4, ~ 4.60~51
. 5 o,
ﬁ?{'} ~ | B.5R(s.24).4.57(,2H),5.44(s, 1H),

4. 60

6.91,7.07,7.40-8.10(m
0so-1.65(m 13H) ;1. 8(Q-z. 1s(m

~ [= -
e 507 207 e s ol sy e do oo | Pl cee i,
0.79(s, 6H), 0]96(m 3H), 0.83-1.74(m | Hy Ha|7.71s3H)
CDCI3:
& )9 | | 0.98(s.6H),1.08(m.3H),1.31(m, 1H),
| /@\”’\f" .- 1.83(m, 1H),2.10(m,2H),2.17(s.2H),
103 | Fc r 2.50(s,3H),2.82(m,2H),2.93(m,2H),

N Ot
Ha1 MK [s05410marasaan),

5.30(s.2H),7.07(s, 1H),7.18(brs, 1H),

7.66(s,3H)
. DMSO-d6:
- .»{N:h‘:\a HCI " | 0.88(s,6H),0.88(m,3H),1.32(m.2H), -
m 2.04(s,2H),2.60-3.70(m.4H),
104 F,C I/
N o | 4.16(s,3H)4.84(brs,2H) 4.86(s,2H),
W 6.97(s,1H),7.07-7.60(m,2H),
F!co .
7.87(S.2H),7.97(s,1H)
. , DMSO-d6: ,
' CF, N,N-':'\ HCt 0.89(s,6H),0.89(m,3H),1.35(m, 1H),
los @\j:" 2.05(s,2H),2.82-3.20(m,4H),
F,C '
A _ w 4.17(s,3H)4.77(s.2H) 4.82(s 2H).
o o 7.28(s,1H),7.29(m,1H),7.50(d,
3

J=8.4Hz,1H),7.81{(s,2H),7.94(s,1H)

l4e



113 F, ¢ ~ |

2.60-3.00(m 6H) ,3.40-3.78(m 2H),
8.07(m SH)
0.69(brs, 6H), 0. 95(m 3H), 1. 44(m 2H),

6. 90- 720, 7. 60-

r o 4H), 1J322. 16(m 4H),

148 ~ &l 3:

114 F,c ~ (

~ o~~~

~ 4.14(s, 3H), 4.60-5. 10(m 4H),

~\ /

2.07(brs,2H),2.18{m2H), ~ " x "~ 'oH 2.50-3.40(m SH}, 4.19(s,3H), Ha _ _
1( /' ~ 4.81(s,2H), 4.97(brs, 2H) 6.98(s, 1H), 7.10(5,1 H),7.71(s,1

H,7.73(s, 2H} DMVBQJ6: 0. 63-0. 85( m FAple.383(f, J-6. 9Hz, 3H), F N-

122(m 1H), 1. 47 ~ =z_NYa M 4H), 198(de/Hz TT5JF,c ~
~1 2I—|),2.67(0F‘,g(50-'é@Hz 2%%?5%1“”‘“6}%6 4z, 2R 4 l‘f?(léleBI-BOOAm??(sTle-i)

| F,co ~ 4.81(s, 2H),[6. 87(s,1 A, 7. 15(d, ol F), 726(d,J-8. 7z, T H),
7.84(s,2H),7.195(s,1 |H Table 24 Exarrple Strtc raI Formula NWK (S vaj
300MHz) CDGY: \ O. 85(sc§H)\ . 11(m 3H) , 127 ( A7RHEOmM5H), ¥10-HS(m,3H),

1.55(m 2H), 2.]127(m 2H) , Hot' ~ 0 3.105349 (s,3H), 4 ~
N\ A x~ 4. 97(s, 2H) .|5. 3 7.12(s, 1, 180 FBMAD 18 S 5F

7.10-7.40(m 4H}1‘?5 T4(Fs
12(m 3H),

0.88(s, 6H), 1.

127( m

F{CO

Cilus

80-8.60(m,4H),3.84(s.3H),
4.73(s,2H),4.77(5,2H),5.42(s. 1H),
7.06-7.30(m,3H),7.19(d.J=2.1Hz, TH),
7.73(s,2H),7.74(s,1H)

107 | ee

F,CO

DMSO-d6:
0.86(s,6H),0.91(t.J=6_9Hz,3H),
1.33(m,2H),2.04(s,2H),3.20-3 .55{m,
4H),3.71{s,3H),4.70(s,2H),4.74(s,
2H),5.61 (d,J-=2.1Hz,1 H),7.24(s,1H},
7.39(d,J=8.1Hz,1H),7.53(d,J=2 4Hz,
1H),7.72(m,1H),7.83(s.2H),

| 7.92(s,1H)

108 | ke

NY HC!

F,Co

CbCI3:
1.00(s,6H),1.15(m,3H),1.20-2.00(m,
2H),2.19(s,2H),2.48(s,3H),
3.00-4.00(m,4H),4.94(s,2H),
5.32(s,2H),7.10(s,1H),7.20-7.60(m,
2H),7.74(s,1H),7.77(s,2H)

109

DMSO-d6:
0.62-0.90(m,2H),0.84(t,J=6.9Hz,3H),

1.00-1.26(m,2H),1.28(m, 1H),

1.60-1.83(m,4H),2.00(m,1H),
2.50(s,3H),2.67(d J=6 6Hz,2H),
2.80(q.J=6.9Hz,2H),4.73(s,2H),
4.74(s,2H),6.90(s,1H),7.18(d,
J=B.7Hz,1H),7.28(d,J=8.7Hz,1H),
7.86(s,2H),7.97(s,1H)




,~ N~+ Ha 1.5T(m 2H), 229(m 2H},

7.52(s, 1H), 7. 70(m 1H), 7. 74(s, 1H),

117 F,c ~ ~~ 3.00~.00(m 4H), 4. 19(s, 3H),

Y~~ 4.99{s, 2H), 5.36(s, 2H), 726(m i H),
7.77(s, 2H)

F, c

/
149 DVSO- d6:

0.63-0.85(m 4H), 0. 87(t,J=6.9Hz, 3H), ~ N-~ 124(m 1H);1.47(m1H, / | N.°
Ha 1.40-1.73(m4H), 1. 97(d J-6.9Hz, 118 F,c ~i7 ( "IfH 2H), 2. 76(d:
J~. THz, 2H) , 2. 869~ H—b—3=6-OHz2H)}—4- F4Ls 3H) 4. 77(s 2H E ¢ []~"
4.78(s, 2H), 7. 18(s,15k,729(d, J-82Hz, 1 H), 7.]PMS@B:82Hz, 1 H), -
0.70-2, 00(m|3H) 3.00-3. 58(pAp 3. 36(d, 8B IIPAL 3y 11
~ 1 -~ ~H 4. . 5H@7(brs, 2H) 140(m2H)209(tJ-72Hz2H)
7.05-7. 45(m4H) 170 14( 7.74(s, 1 }%'6&3%4 6
N-~"- NNNN 0. d2( br s, eﬁ?", 0.94(m)3 ,\9%75 *@3 (&3H) Hr o
(m 4H), 2. 09(mh 2H), 231(m 2H), ~~ (Y 2 |4973(2.2’§Ia’(5ﬂ52¥96-23(8.8lﬂ)3 80(m
4H}, 4. 19(s, 3H), 4 60t)i ' i . 98 7.14(brs 3 z?(;‘ ipTabl e 25
Exanpl e Strudqtural Hornula NMR (S val ue, 30()NII|2 %62)
7.95(s,1H)
Table 23
Example | Structural Formula NMR (8 .value, 300MHz)
cF, ‘:N_,:,‘ DMSO-ds:
,©\N,YN Hd 0.57-2.14(m, 15H),1.97(d,J=6.6Hz,

111 | Fe N CO“"\&("" 2H),2.40-3 80(m,8H) 4.16{s,3H),
4.60-5.20{m,4H),
6.81,7.07,7.60-8.10(m,5H)

T DMSO-d6:
' "ﬁ/“ Hat 0.60-1.65(m,13H),1.80-2.16(m,4H),

112 | Fe N o | 2.604.30(m,8H)4.15(s.3H),

\/><\)\°“ 4.60-5.10(m 4H),
6.86-7.10,7.64-8.10(m,5H)
DMSO-d6:
0.79(s,6H),0.96(m,3H),0.83-1.74(m,

113 4H),1.82-2.16(m,4H),
2.60-3.00(m,6H),3.40-3.78(m,2H),
4.14(s,3H),4.60-5.10{m,4H),

6.90-7 20,7.60-8.07(m,5H)

~



65- 0. 85(m 2H), 0. T1(t, J=72Hz, 3H), -,
.04-1.18(m 2H), 1. 18-1. 37(m 3H),
.60-1.78(m 4H), 1. 99{m 1H),

~

N | ~~{
F,C ( OH 2:60-2.

Ha

121 ~ ~r~J ~

80{m 4H), 4. 14(s,3H), -~
d, J=

ORrAPRPLO

8.

.77(s, 2H), 4.82(s, 2H), 6. 8T(s, 1H), F, CA 7.15(d, J~8.9Hz, 1 H), 729(
H),7.86(s, 2H, 7. 96(s, 1 H) 150 - DVSO-d6:
. 65- 0. 85( m JH—0—F4{+J—6-5Hz3H)—1-05-120(m 2H)-1.5
~~ N~ Ha 1H{1 62-1.480 m4H 1 98 m 1H 122 FP@m-~ ~qi
§H§37g dlj(g %H)Z z21f|)7’7 ( ) -98"',21 JF oo L | 06ob.6H)0.85m. 31 44m2H),
%%8?38%(—{)8 1I(-1)D,Cl77134_16( 1H)l/ 7 33% d, | 28?@5[2*,"&-13[’!‘-3@89( s, 2H),
127-1.52(m 3t , 1. 714 DL R |50 S 41931,
2.02(m 1H), 2]69(d, J{7. 123 F, c & | | #.81(s.21):4.97(brs 2H),6.98(s,1H),
PO U PRI e LA i L s R
7.66(s,2H), 1.76(s,1 . 0.67-0, 90( | PMPOREBO(t , J- 7. OHz, 3H) |
1221 SOUm S 17213 82(m AR FNN = NedoDasimarnoasus-esrasi
. \!‘":\ 1:22(m.1H).1.47(m,1H),
NYN HeY 1.45-1.73(m,4H),1.98(d,J=6 7Hz,
115 £,C (/O/YO“ 2H),2.67(d,J=6.5Hz,2H),2.79(q,
b/" © | J=8.9Hz,2H),4.15(s,3H),4.77(s.2H),
F,CO 4.81(s,2H).6.87(s,1H),7.15(d,
J=8.7THz,1H),7.26{d,J=8 7THz,1H),
7.84(s,2H),7.95(s,1H)
Table 24
Example Structural Formmla NMR (5 valﬁe, 300MHzZ)
cDCI3:
s, \’N_N! 0.85(s,6H),1.11(m,3H),1.27(m,2H),
t NY‘N Hal 1.55(m,2H) 2.27(m,2H),
116 FiC ( o} 3.10-3.80(m,4#),4.18(s,3H),
ﬁj"\/x\’u‘w 4.97(s,2H),5.33(s,2H),7.12(s,1H),
co ' 7.10-7.40(m,2H),7.74(s, TH),
7.78(s.2H)
cbCi3: .
A 0.88(s,6H),1.12(m,3H),1.27(m,2H),
Qﬂ'j)‘« Har 1.57(m,2H),2.29(m,2H),
117 F.C N e 3.00-4.00{m,4H),4.19(s,3H),
/E:(“*/X\iou 4.99(s,2H),5.36(s,2H).7 26(m, 1H),
FiC : ' 7.52(s,1H),7.70(m,1H),7.74(s, 1H),
7.77(s.2H)

149

OHz

3



124 F~c ~ [~~~ 2.79(d, J- 4. THz, 3H), 2. 83(q, J=7. OHz,
F, 0O ~ 4.82(s, 2H), 5. 34(m 1H), 6. 96(s, 1H),

2H) , 420(s, 3H), 4. 68(5,

2H), ')

~ N

2H),

D,

ue,

\

FCp ~ |

7.06(d, J-8.6Hz, 1 H),7.12{d, J-8.6Hz, 1 H),7.65(s,2H),7.75(s;1 H 151
CDC13: 0.70-0.85(m 2H), 0.88(t,J-7.OHz, 3H), F NN
1.30-1.70(m SH), 1.70-1.82(m2H), x / 1li ~ | N~
2.38(m 1H) , 2. frfeI=F—Hz—2H—225 F,c
2.85(q,J-7.0H, 2H), 2| 92(s, 3H), ~ I. N W@H) 420(s, 3H), 4. 67(3
Fs~ ~ ~ 4.82(k. 2H). 6] 96(s, 1H), 7.07(d, J-8.8 |
7.66(s,2H),7.[74(s,1 H Table 26 Exanple Stru t'uré#} Qrﬂrﬁﬁ@‘fﬁs'ﬁiﬁgms val
300MHZ, DVBO-[6) 0.7al.oq¢ M), 0sl(e, J- 6. OHZABH.1H)147(m.1H)
1.05-1.30(m 2H), 1. 36 65190(m4 1,4%
Jao ot 2t 3 by J_%@@u QAL 7€ B
4.72(s, 2H), 4.001£821)¢ N~ %z}«f“ Hw@?mwmmzzmd
HC~ J~9.0Hz, 2H), 7. 13(d, J=9. ~320d, J- 9% %
7.99(s,1 H (.75-0.95(m 2H) (t,J-7.0Hz, 3H), '%%éli%(ﬁé?m 2,%}1_'?34(rr 1
H, 1.70-1.43(m4H),2.02 (M1 H), 2 12(s, ' [#78(2Hp7.18(s,1H).7.29(d,
3H),2T4(d J- 7 O‘|Z 2|‘|),2 89(q, 127 P c~ / J=8 2Hz 14).7.45(d ]
J-7.OHz, 2H), 4. 65(s, dF1 ), 4. 84(s, 2H), 2.1H),7.45(d J=8.2Hz, H),
7.78(s,2H),7.92(s,1H)
\ CDCi3:
| i NF’;}“ HCH 0.70-2.00(m, 13H)3.00-3.85(m,4H),
15 | pe (1 - o~ 3.36(d,J=6.1Hz,2H),4.17(s,3H),
) ] N\/O 4.98(s,2H),5.37(brs,2H),
o 7.05-7 45(m,2H),7.14(s.1H),
7.74(s,1H),7.76(s,2H)
. CDCI3:
CF, N-—N :
Q\i\ N o 0.82(brs,6H),0.94(m,3H),0.80-1.75
N (m,4H),2.09(m,2H),2 21(m,2H),
120 | FRe r a |
XA, | 281(m2H),2.90(m,2H) 2.88-3.:80(m,
4H),4.19(s,3H),4.60-5.90(m,4H),
7.14(brs,2H),7.70(s,3H)
Table 25
Example Structural Formula NMR (& valne, 300MHz)
DMSO-d6:
0.65-0.85(m,2H),0.71(.J=7 2Hz,3H),
P“"\ HCI 1.04-1.18(m,2H),1.18-1.37(m,3H),
121 F,c’©\/ 1.60-1.78(m,4H),1.99(m, 1H),

pyden

2.60-2.80{m,4H) 4.14(s,3H),
4.77(s,2H),4.82(s,2H),6.87(s, 1H),

7.15(d,J=8.9Hz,1 H).'( 29(dJ=8.9Hz,

1H),7.86(s,2H),7.96(s, 1H)
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s ~ (~ ~~ 6.52(d, J-8. 6Hz, 2H), 6. 90(d, J~8. 6Hz, FaCp ~ |
2H), 6. 96(s, 1H), 7. 16(d, J-8. 8Hz, i H)

729(d, J-

HG ~
8.8Hz, 1 H),7.88(s, 2H),

7.96(s, 1H) 152 0.75-0.95(m 2H), 0. 90(t, J=6. 9Hz, 3H),
1.06-125(m 2H),1.33(m 1 H), cF, ~ 1.66-1.82(m4H)2.01(m 1H),2.12(s, i | ~
~ 3H}, 2. 74(d, J-5.3Hz, 2H), 2. 66(qg, 128 F.c ~ (oH
J-6.9Hz, 2H), 4[67(s, 2F), 4. 86(s, 2H), ~ ~ 6. 41(fensdaé. 46(s, 1H), 6. 47(m 1H),
F~CO ~ Ha 6.9p(x,1 H},6.97(m1 H),7.17(d, J}8.3Hz, 1 730dJ . 3Hz {1
T)b7 Zzg?(szzq)igi(% iH)l H)Nﬁ ?862 iot(BrSn(ZH) Qﬁmé )strz ﬁ;?(zm v 129
m m , m 43) 054 M (i (m, ~ VT

~i 1 ~p~J-pb.1Hz, 2H), (ﬂ‘&'i Wz 2H) '
4.14(s,3H), 4. p1(5, 2m,4. Fcoel H&'J162-130(m4u)193(m1m
6.90(s, 1H), 7. [[7(d2J=p 3 .‘,&7% 7@,ﬁ?3hgz,%,zlghdJ,7g,4@(s 1H)
0.62-0.85(m 2H), 0. 83 t*, J- 6. , 3-1. g N N
0 1.60-1.78(nj4H), 2. po(m 1 7130 ~ AXdG. )4.77(5,2H).4. |
3H), 2. 66(d, J-b. 1Hz, 2H) , 2. Toda ~7F ¢ ~~J-6.72H;.~, AT 8508 6D {H66(s PH) |
Fco~1 Ha 4 71(s,2H),6.89(s, 1H), 7.16(d, J~ MB jl—f( d }81H:,1
H, 729(x,1H),7.31fs,1 H),7.39(s,1 H Taf 7@‘@7"3 iz 7 586 2.

7.98(s,1H)

CDC13:

0.70-0.80(m,2H),0.88(t,J=7 .0Hz,3H),

123

bﬂf;@"‘
F,CO

1.27-1.52(m,3H),1.71-1.86(m.4H),
2.02{m,1H),2.69(d,J=7 OHz,2H),
2.84(q.J=7 .0Hz.2H),4.20(s,3H),
4.69(s,2H),4.83(s,2H),5.19(s,1H),
5.33(s,1H),6.96(s,1 H),?.oe(d.'
J8.8Hz,1H),7.13(d,J=8.8Hz, 1H),
7.66(s.2H),7.76(s,1H)

124

CDCI3:
0.67-0.90(m,2H),0.89(t,J=7 0Hz,3H),
1.22-1.50(m,3H),1.72-1.82(m,4H),
1.92(m,1H),2.68(d,J=7.0Hz,2H),
2.79(d,J=4.7Hz,3H),2.83(q,J=7 OHz,
2H), 4.20(5,3!-!) 4.68(s,2H),
4.82(s,2H),5.34(m, 1H),6.96(s. 1H),
7.06(d,J=8.6Hz,1H),7.12(d,J=8.6Hz,

151

1H),7.65(s,2H),7.75(s, 1H)



Exanpl e Structural

0.67-0.85(m 2H), 0. 85(t, Ja6. 9Hz, 3H)
1. 60- 1. 80(m 4H) 2. 01(m 1H),
2.68(m 2H), 2. 81(q, J=6. 9Hz, 2H)
4.14(s, 3H), 4. 71(s, 2H), 4. 74(s, 2H)

Formula NNI'12 (S val ue,

N~p 131 ~ i ~
Fcl~\~(,

Fco ~ |

300MHZ, DMBO- d6)
1.05-122(m 2H},1.30(m 1 H),

153

JT ~

HG

6.89(s, 1H), 7. ~3=8- , , , . . , ~7 ;
H),7.70(s, 1 0.670.85(m 2H}, 0. 85(t, J- 6. 1. 02-120(n2H), 129
I2-I) 9~d~~ 6136 % 80(2 m84H) 2. gOS9 m 1H), 3'2~ ~ /T 0.70-0.85(m,2H),0.88(tJ=7 .0Hz,3H),

7 J 1(q, J-6.9Hz, 132 ~ N
gk%ée. 98(3, 18 ,37. 16(1 g()ﬁ(@mmvmkaoﬁiém, 1 H)
N bl 1 02 338 |Gt 3 25,
2.H;31(d, JES. 6Hz, 2H) , 2| 3oo(ssm4zo(ssH)4s7(s,z(H)
2H), 3.11(d, J-6. 3Hz, 2 ? 1(s, 1 1
V 7.35(S, 1H),[7. 81(S, PH), 7.765(5, 1H) 0. 60-0. 8?(%{3&%%6(7?%)1703"6 oHz,
cF, N\n ~ 1.15(m 1H)}, 1. 45(m 1H), 1. 45- 1. 68( m| J=B.8Hz,1H),7.13(d,J=8.8Hz,1H), _
4H), 1. 97(d, J-16. 8Hz, 2H) 2. 58(d, 134 F' ~ ~ Jas. 72(.q, J6. 9Hz, 2H) ;
4.15(s, 3H), 4.175(s. 2H) . 4. 79(s. 2H) . VS

Table 26

Example

Structural Formula

HMR (& value, 300MHz, DMSO-d6)

126

CF,

FCJ@\EJLO%

0.70-1.00(m,2H),0.91(t,J=6.9Hz 3H),
1.05-1.30(m,2H),1.36(m, 1H),
1.65-1.90(m,4H),2.04(m,1H),2.76(d,
J=6.6Hz,2H),2.88(q.J=6.9Hz,2H),
4.72(s,2H),4.91(s,2H),6.64(d,
J=9,0Hz,2H),6.94(s,1H),7.13(d,

| J=9.0HZ,2H),7.13(d,J=0.0Hz, 1H),

7.32(d,J=8.0Hz,1H),7.89(s,2H),
7.99(s,1H)

127

F"’%%@

0.75-0.95(m,2H),0.90(t,J=7 .0Hz,3H),
1.06-1.25(m,2H),1.34(m, 1H),
1.70-1.83(m.4H),2.02(m, 1H),2.12(s,
3H),2.74(dJ=7.0Hz.2H),2.88(q,
J=7.0Hz,2H),4.65(s,2H),4.84{s,2H),
6.52(d,J=8.6Hz,2H),6.90(d,J=8 6Hz,
2H),6.96(s,1H),7.16(d,J~8.8Hz,1H),
7.29(d,J=8.8Hz,1H),7.88(s,2H),

7.96(s.1H)
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0 F~ 7.00(s, 1H), 7.34(s,1H),7.79(s,2H), F 7.93(s,1 H 154

0s6-0. 75(m 4H), 0. 84(t,J-6.9Hz,3H), ~ 1.02(m1 H),122(m1 H), 130(m2|—|) N
~~YNNq0145170(m4H)212(dJ76Hz 2H), 135 F,c ~ ~ ~ ~"~~ |
2.65(m2H),2.79(m 2H), 4. 15(s, 3H), a.n(s, 2H), aso(s, 2H) ss9~s, 1H>, F ~ /
7.15(d, J~8. 1Hz, 1H), 726(d, J~8. 1Hz, 1 H),7.84(s,2H),7.96(s,1 H Table 28

Exanpl e Strucfural Fpriura NVR ('S val U, d%%(m%@ﬁ(uﬁsmsm

0.70-0.92(m2H),1.06{m3H), i ~Fc ~1 ~/

0.94-1.17(m 2H), 1.36{m 1H), 1.47(m 136 ' \ [11.06-1.25(m2H).1.33(m,1H), e

1H), 1. 61-1. 82 m 4H) , B. 3.37(m 3 eG

4.19(s, 3H), 4. P4(s, 2H ; .ag%‘??r sﬁéﬁrﬁgmﬁ%ﬁ%ﬁﬁ)@% 73($, 3H)

CDCI3: F, ~r-F( 0.70F 1. 18tm %4, 1. 03(m 3k ] 3H).2.74(4,4=5.3Hz.2H),2 86(q,

1.45(m 1H), 1. 82 m. S L2, 4

J-6.7Hz, 2H), 3 o‘}%m 2 | 155’(*5 §€§Hﬁz@§§£(33%45§(ﬂ't)s 2H |  HG

F 7..02(brs,1 H, 7. 031(5, 1H, 7 F 11847 (), 5i)s5,46)1H),6 4 TRGHR - .
6.9_5{3.1H).6.97(m.1H),7.17(d.
J=8.3Hz,1H),7.30(d,J=8.3Hz,1H),
7.88(s,2H),7.96(s,1H)

0.68-0.90(m,2H),0.86(t,J=6 9Hz,3H),
1.07-1.23(m,2H),1.31(m,1H),

/ .
| j“/’iu ' 1.62-1.85(m.4H),2.03(m, 1H),2.69(d,
h 3=5.1Hz,2H),2.82{q,J=6.9Hz,2H),
2 | [ 1) P @10.* 2H),2.82(q z2H)
| \Q 4.14(s,3H),4.61(s,2H),4.72(s 2H),
' 6.90(s, 1H),7.17(d.J=8.3Hz, 1H),
F,Co Hel
' 7.22(s.2H),7.28(d,J=8.3Hz,1H),
7.46(s,1H)

0.62-0.85(m,2H),0.83(t,J=6.7Hz,3H),
1.03-1.19(m,2H),1.27(m.1H),

N 1.60-1.78(m,4H),2.00{m,1H),2.30(s,
T - ﬁ\ 3H),2.66(d,J=6.1Hz,2H),2.78(q,

, J=6.7Hz,2H),4.14(s,3H).4.66(s,2H),
wo 4.71(s,2H),6.89(s,1H),7.16(d,

| J=8.1Hz,1H),7.27{d J=8.1Hz,1H),
7.29(s,1H).7.31(s,1H).7.39(s, 1H)

F,CO

Table 27

Example Structural Formula NMR (5 value, 300MHz, DMSO-d6)
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"y" 0.70-120{m4H),tAQOm3H), F,c ~ ~ ( 1.30-2.40(mBH),2.97(m 2H), 3. 14(m
138 ~ o | 2H),420(s,3H),4.85(s,2H),5.04(s, F~i "qg
2H), 5. 39(s, 2H),s.98(brs,1H), FF F 6.99(s,1H),7.70(s,2H),7.75(s,1H 155

CDg3: ~ 0.70-1.10(m4H),1.00(m3H), CF, NN~ H..... ~~+ HG
1.33-1. 82(m 6H , 2.753.40(m 4H), 139 F~-C-W ~ ~. " ~0i
3.-10(d, J- A ) B 6(5 SH,— ~— =

4.18(s, 3HJ . 4.182(s, 2H), 5. 08(brs, 2H) , 7. 04(s, Iﬁ,ﬁlﬂ-afiiﬂ-?"}’:%éﬂ‘i’f%%‘(zrﬂ*ém,
7.70(s,2H), 7.{74(s,1 H) DI\/SOdG 0. 55- 0. 85( m |atds-12fi ey, 1.300m, 942, 3H), CF,
Hrj 1.05-1.35{m4H)} 1.4 /m 4H), HOB Hd T

2. 618(d Jns. 6I—|zF2H) ,H)2.81(91°' ﬁ H)140_ F, c o :80.80m4)301(m.1H)

2H), 3. 36(d, J46. 9Hz., 2H) , Hj, ~ i 9. 7dcnspiH) Blsediarh, 89{s, 11 ,

F. 0O 7. 16(d, Ja817Hz, [1r ¢ I 977 Dy o0 Sy A2 0Ga, T H Thbl e
29 Exanpl e Stlructural Formul a W' | ue, §66ﬁﬁ§'§j‘7 “4("—’(2 ]

0.65-0.95(m 4H), 0. 95- 125(m 2K M i,5 ~ ~ 1. (&@%sAH).7.1054-8.950R), 6H) 1

F,c \ ~~~~"cH 2.38(s 3H} $:95-3.70(m 4H), ~|=

3.35(m 2H), 4.[19(s, 3H) , 4. 96(s, 2H) , 728(d 4=8.4Hz,1H),
7.50(s,1H),7.56(s,1H),7.70(s,1H)

0.67-0.85(m,2H),0.85(t,J=6 9Hz.3H),
1.02-1.20(m,2H),1.29(m, 1H),
1.62-1.80(m,4H),2.00(m, 1H),
2.79(d,J=6.3Hz,2H),2.81(q,J=6.9Hz,

XI

=1
e

132 2H),4.14(s,3H),4.79(s,2H),4.85(s,
2H),6.90(s, 1H),7.16(d,J=8 8Hz,1H),
7.27(d,J=8.8Hz, 1H),8.02(s, 1H).
8.33(s,1H),8.35(s, 1H)

e, \;4 - 0.55-0.80(m,4H),0.80(t,J=6.9Hz,3H),
"\\r" HO . 1.02-1.32(m,2H),1.47-1.78(m 4H),
133 | F© (/O-“‘“\oﬂ 2 61(d,J=6.6Hz,2H),2.75(q.J=6.9Hz,
2H),3.11(d.J=6.3Hz,2H),4.17(s,3H),
Q 4.78(s,2H),4.81(s,2H),7.01(s, 1H),
F)‘;o | ' 7.35(s,1H),7.81(s,2H),7.95(s,1H)
_ 0.60-0.80(m,4H),0.78(t,J=6.9Hz,3H),
B :f$ e 1.15(m,1H),1.45(m,1H),1.45-1.68(m,
@\/‘ ' 4H),1.97(d J=6.8Hz,2H),2.58(d,
130 | "€ mo" J=6.5Hz,2H),2.72{q,J=6.9Hz,2H),
0 4.15(s,3H),4.75(s,2H).4.79(s,2H),
F)g__‘ﬁ’ | 7.00(s,1H),7.34(s,1H),7.79(s,2H).

7.93(s,1H)
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~C ~. HG ~ 5.34(br5, 2H), 726(s, 1H),
~ 0.63-0.90(m 4H), 0.89(: J-6. 9Hz, 3H), F
1.29(m 1H), 1. 50(m 1H),
4H), 2.00(d, J- 6. 6Hz, 2H) , 2. 33(s, 3H),

1.45-1.80(m i
|

7.36(bts, 1 H),7.74(s, 3H)

rte" "a
~ 142 F,c ~ | ~ ~
~ ~[~] ¢

156 DMVSGd6:

2.77(d, J-6. 6Hz, 2H) . 2. 86(q. J~6. 9Hz. F, c-~ 2H), 4. 17(s, 3H), 4. 77(s, 4H), cN,
7.14(s, 1 W), TI6(s, 1] Fy, 7. 7805, 2F), 7. 93(S, [} ' =
0..70-0. 95(m 2H) , 0. 95- 1. 32(m 2fi), N~ 1.'%%‘3’?:"%@%?&‘(‘%’6%{), 143
Fcr | | 11 |2.12(d,10~6. THz, 2H), 2. 38(s, 3H), |11.02(h.1HYd 28(n81+9A BagzH), 3. 50 m
oH), 4.18(s, 3H)., N d p, ‘9@ 2H), 5. 36(s, 2H),, 7
H).7.73(s, 1 H).7.76(ls, 2 I 0R95( 1%%02’,6@7'@?%?9”'6?' K
%22(7?1d1\]k%,é£o;|1_§83(?13 Nl/lAl)ioul€~65(¢(’|2H)279(m2H)415(33H)67( ‘2LH) i
: d, J=6. , , 4. q, J- o~z S )
co I i 4.81(d,2H),6.]92(s, 1:9X2J03(a, | J~-Egﬂ§%"£3‘;‘§£@8%5psjﬁ’8 4z, | H)
7.62(s,2H), 7.|73(s, 1 [H) DVBB d6: 0. 66- 0. 85( h7ABIdN=1183¢.7 266 Sk4tiz3H) .

1H),7.84(s,2H),7.96{(s,1H)

Table 28
Example Structurai Formula NME (8 value, 300MHz)

o
Jé\"f
FC

CDCI3:
0.70-0.92(m,2H),1.06(m,3H),
8.94-1.17(m,2H),1.36(m, 1H),1.47(m,

k/ -
136 | ° 1H),1.61-1.82(m,4H),3.19(m,2H),
_ | 3.37(m,2H),3.38(d,J=6.0Hz.2H),
F%<° e 4.19(5,3H),4.94(s,2H),5 22(brs,2H),
TEE 7.06(brs, 1H),7.08(s, 1H),7.73(s.3H)
CDCI3: '
Fy N).“;‘: 0.70-1.18(m,4H),1.03(m,3H),
| re d (/Ow\n/oﬂ 1.45(m, 1H),1.55-1.82(m,5H),2.16(d,
137 6 | 4=6.7Hz,2H),3.07(m,2H),3.24(m,2H),
ﬁjﬂ - 4.18(s,3H),4.89(s,2H),5.1(s.2H),
| F‘Z:,(: 7.02(brs,1H),7.03(s,1H),7.72(s,2H),
7.75(s,1H)
s/ CDCI3:
J{j\p{}"" ~ 10.70-1.20(m,4H),1.00(m,3H),
13g - | F° W 1.30-2.40(m,8H),2.97(m,2H),3.14(m,

2H),4.20(s,3H).4.85(s,2H),5.04(s,
2H),5.39(s,2H),6.98(brs, 1H),
6.99(s,1H),7.70(s,2H),7.75(s,1H)
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& ~~ 1.04-122(m 2H), 129(m 1H),
~ ~ ~ 0N 2.66(d, J-6. 7THz, 2H), 2. 79(q, Jn6. 9Hz,

F,co ~ "a4.72(s, 2H), 6. 87(s, 1H), 7. 15(d,
7.52(s,1 H),7.68(s,1 H),7.80(s, 1 H

| ~ "yN 1.60-1.82(m4H), 2. 00(m 1H),
2H) , 4. 13(s, 3H), 4. 69(5, 2H),
J-~8.3Hz,1 H), 726(d, J=8.3Hz, 1 H),
157 Tabl e 30 Exanpl e Structural

145 F, c

Formula ~ NVR (S val ue, 300MHz) DVSO- 06: _ .
0.57-0.80(m 4y, 0. 84(kJ-72Hz, 3H), — 1.05- L. &Sé]%zﬁ) A7 1T 75( M 4y, 1146
~ ~~/Ho "\ R.67(d, P-6.6Hz, 2H), 2. 79(q, I=72H""F' ¢ | ~
2H), 3. 11(d, J- b. oH) , 4. 176s, 3H), Z0H).100m 3R 1002k BHY7 . 11('s, 1HY,
er 7.12(d, J-8 ) - . .7.,.86 lﬁ? 99(s, 1H  DMPQ6:
0. 60-0.90(m 4 1331 E 2157%34%%%84’1 75(m{SH) ,
147 ~ ~ ~ ~ H 36 6] 4z10(d, =B OHA2H),3 28(s,3H),
2H), 2. 78(q, J~P. ( 19%7 1H),
7.1 3(d,J ~. 4 f@éﬁ@gﬁ%%ﬁ ,'ﬁz"l]ﬁt)]’g’fﬁ?em :
~ 0S5-0.75(m@H), 0.8 €7, , ‘ Hed,7.06-7.30(m,2H),
1.09(t,J=7.SHz, 3H), 1} 15(m 1H), ~ ~1 ~ ,.~ 1 . 5Q-1.69(m 4H), |14 8
F,c CH ~ 253-P 68(mMUH) 2 76(q -6 7Hz 2H) TR 7439 ,
: DMSO-d6; - :
. 0.55-0.85(m 4H),0.85(t,J=6.8Hz,3H),
CF, NN 1.05-1.35(m,4H),1.40-1.80(m4H),
)@\N;I’N ne 2.68(d,J=6.6Hz.2H),2.81{q,J=6.9H
140 | e C Y o e o
2H),3.36(d, =6 9Hz,2H),4.17(s.3H),
] cobN 4.79(s,2H),4.81(s,2H),6.89(s, 1H),
) 7.16(d,J=8.7Hz,1H),7 .28(d,J=8.7Hz,
1H),7.86(s,2H),7.97(s.1H)
Table 29
Example Structural Formula NMR (8 value; 300MHZ)
| CDCI3:
g 0.65-0.95(m,2H),0.95-1 25(m.2H),
/é\"f 1.06(m,3H),1.25-1.95(m,6H),
141 |Fe (/O"h"” 2 38(s,3H),3.05-3.70(m 4H),
3.35(m,2H),4.19(s,3H),4.96(s2H),
. HCl
WL 5.34(brs,2H),7 26(s,1H),
7.36(brs,1H),7.74(5,3H)
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ci ~ 3.08(d, J-6.1Hz, 2H), 4. 14(s, 3H),
7.08(s,1 H),7.80(s, 2H), 7. 94(s, 1 H)
0.72-1.00(m 2H), 0. 91(t, J- 6. 9Hz, 3H)

4.70(s,2H),4.77(s,2H),6.92(s,1 H),

15b DVSO0~6:
(r) 1.02-1.35(m2H),1.33{m1 H),
Hz

1.69-1.87(m 4H),2.03(m 1H), ~ ~ 2.76(d, J-6. 6Hz, 2H), 2. 86(q, J-6. 9Hz, 149 ~
~~~Fcr H‘2H),3.62(s,3H),4.61(5,2H),4.82(s ~ Co ~ ~ Ha
2H), 6. 60(d, J- B OFZZF[ ], 6. 73(T, ~ J=9 Otz 2HT 7 08(s 11" 18('“, J—644iz, 1
H),7.31(d, J-8 7.91(s, 2H), 7.97(5,1%‘S ®DC13: CF, r( o 60- 1
J30(m 13H), 2. = Ng 150 Fe | o~ ( ,m&sﬁ@nm) H? m gH),
~ ~ ~ 3.84(S, MRL7(s, 2H),  ~ AH),
Qila 7.10(br okl & 31 Exanp1I2§("S *i')déP(ﬁ'rwﬂfﬂéﬁﬁﬂi"a NI\/F (s
val ue, 300M i 8 QHi}) .08 (+5\68iklbr) 2153t ~1Y (
~H209(m2|—, 0( 41£s 3H) [ \
e 1C(2s79%"l:ﬁ "F-’gl}égs DVBD- d6:

2H),4.17(s,3H) A.T7(s,4H),
7.14(s,1H),7.16(s, H),7.78(s.2H),
7.93(s,1H)

143

CDCI3: |
0.70-0.95(m,2H),0.95-1.32(m,2H),
1.07(m,3H),1.35-1.95(m 6H),
2.12(d,4=6.7Hz,2H),2.38(s,3H).
3.34{m,2H),3.50(m;2H),4.18(s,3H),
4.99(s,2H),5.36(s,2H),7.22(s, 1H),
7.38(brs,1H),7.73(s, 1H),7.76(s,2H)

144

w\P,OH
1y
3 OH

CDCi3:
0.68-0.95(m,4H),0.87t,J=6 9Hz,3H),
1.27(m,1H),1.50-1.85(m,7H),
2.67(d.J=6.5Hz,2H),2.81(q,J=6.9Hz,
2H).4.17(s.3H) 4.67(s,2H),
4.81(s,2H),6.92(s,1H),7.03(d,

[ J=8.4Hz,1H),7.10(d J=8 4Hz,1H),

7.62(s,2H),7.73(s,1H)

145

DMSO-ds:
0.66-0.85(m,2H),0.83{t.J=6.9Hz,3H),
1.04-1.22(m,2H),1.29(m, 1H),
1.60-1.82(m.4H) 2.00(m,1H),
2.66(d,J=6.7THz,2H),2.79(q,J=6.9Hz,
2H),4.13(s,3H).4.69(s,2H),
4.72(s,2H),6.87(s,1H),7.15(d,
J=8.3Hz,1H),7.26(d,J=8.3Hz, 1H),

7.52(s,1H),7.68(s,1H),7.80(s,1H)
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N ~ Nc~ 127(m 1H), 1. 35.1. 75(m SH ,
1.99(d, J- 6. 6Hz, 2H), 2. 77(d, J=6. 9Hz,

9Hz, 2H) , 4. 16(s, 3H),

H), 728(s, 1 H),

7.49(d,

152 ~ i ~
F,c ~ 11
F,a ~i 4.77(s, 2H), 4: 80
J-7J3Hz, 1 H),7.85(s, 2

0. 61- 0. 80{m4H) 0.81(t, J- 6. 3Hz, 3H) F

I
N 2H) 2 88(q,J-6

(s, 2H), 726(d, J-7.8Hz, 1

H,7.97(s, 1
Y

H  DVSO d6:

153

1.09(t, J-7. 4Hz, 3H), 122(m 1H), / ,{,a}ﬂl 5(m 1H), 1. 45-1. 67(m 4H),
F ol ~~~_~||~r\~~/~/ " 1Qﬁ(r1'|ﬁ 3 2 52-2 67{m 4H) G ~
2.T6(q, J- 6. 3H 14( 3 Hi, 4] T7 s,

7.08%2,'1 H 7 gﬁffﬁ,gsgﬁf‘ﬁrﬁ Mn'ﬁié%hﬁ- (ks 62235 sbo)
0.66-0.83(m 4H), 0. 71(t, J- 7. 4Hz, 3H), CF, \ N- N Dis0-de: |
120-1.38{111,BH), 1. 4f(m1H. N- N 154 ~ ~ Y J

1.45-1.70(m 4H), 1. 97(d, J-6. RHz, 2H), F,c (-~ %570@('6%’-0-34{“‘72”2-3“}-
2.7D-2.83(m 4H), 4. 14{5, 3 ~ 4. 76( s, {Afs5-1435{RLi8), 1475 s, 1H) ,
7.30(d, J-8.3Hz, 1 H),[7. 4 g3HzHa 1 H), 7. :
N ~' 0.66-1. 87(md0H), o]
2.11(s, 3H), 2.15(m 2H) 3. 003. 80 i)
4.93(s, 2H), 5.30(5, 2H 685(5 1 11(5

FRAC |

Br

,2B1), 8 51(4,) tHz 2HYO (s, )

T areldafa B S Ihis R0 © 32

7.12(d,J=8 4Hz,1H),7.35(d,J=8.4Hz,
1H),7.86(s2H),7.99(s, 1H)

EE ARk

147

. :
CF NN
_ i NYN HeY
F.C 'd H

DMSO-dE:
0.60-0.90{m,4H),0.84(tJ=6.9Hz,3H),
1.23{m, 1H),1.40-1.75(m,5H), -

1 .99(d,J=6.9HZ,2H)-2.66(d J=6.6Hz,
2H),2.78(q,J=6.9Hz,2H),4.17(s,3H),
4.76(s,2H),4.82(s,2H),7.11(s.1H),
7.13(d,J=8.4Hz,1H),7.36(d,J=8.4Hz,
1H),7.86(s,2H),7.98(s,1H)

148

F,C

Cl

DMSO-d6:
0.55-0.75(m,4H),0.81(LI=6.THz,3H),
1.08(t,J=7.5Hz,3H),1.15(m, 1H),
1.22(m, 1H),1.50-1.69(m.4H),
2.53-2.68(m,4H) 2.76(q.J=6.7Hz,2H),
3.08(d,J=6.1Hz.2H),4.14(s,3H),
470(s.2M),4.77(s,2H),6.92(s,1H),
7.08(s,1H),7.80(s,2H),7.84(s, 1H)
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Forrmula NVR (S val ue, 300MHz) DMSO d6:

160 Exanpl e Structural
F, r~ Ha 1.00-1.18(m 2H), 128(m 1H),

0. 60-0. 85(m 2H), 0. 83(m 3H), 156 ~ ~ ~

1.58-1 J30(m 4H), 1.99(m 1H), F,c (oH 265(m 2H),2.79(m 2H), 3. 47(m2H), F ¢
(i 4.16(s, 3H), 4. 76(s, 2H), 4. 78(s, 2H), a 7.08(s,1 Hy, 7. 19(5, 2H), 7. 85(s, 2H),
7.97(s,t H DVBO-d6: CF ~ 0.65-0.83(m4H),0.70(t,J-7.4Hz, 3H), 1 ~ ~~ Hp
~~ 122-1.38(nf 3A), I. gI- 1L 73(mM SHy, 157 F, T ==
1.97(d, J- 6. 9Hz, 2H), 2| 30(s, 3H), ~ o ~ 2.68-2 %@%‘r‘ﬁ"ﬁm 4.14(s,3H), F,c|~
4.73(s,2H),4.75(s,2H),7.12(s, 2H), 7.75(s,2k}0?k,m(;ﬁgﬂ)d-§1(t®mz'@ﬁ,
0.60-0.85(m 4H), 0. 73{t, J-7.1 Mz, 3H), cF, NAT—-H Ib
1.15-1.38(m 3H), 1. 40} 1. 73(m e 158 F ¢ ~ 1%‘3”’“%@‘1“%1*&! J-6. 7THz, RH),

\ ~ 0 2.57- 11.69-1.87(m,4H),2.03(m, 1H),

- 4

S 3(s. 21 b Fobutlnbedibdit L
0.70-0.98(m 2 _—Zﬂ)ﬁbﬂsﬁﬂhﬁi(sﬁﬂ)l%mZFD,

1.34(m1 H, 4

b eda it AL 2

J=9.0Hz,2H),7.06(s, 1H),7.18(d,
J=8.4Hz,1H),7.31(d J=8.4Hz.1H),
7.91(s.2H).7.97(s,1H)

150

OMe

Ccbas;
0.60-1.80(m,13H},2.12{s,3H),
2.60-4.00(m,4H),3.05(m,2H),
3.84(S,3H),4.16(s,3H),4.17(s,2H),
4 87(brs,2H),6.56{brs, 1H),

7.10(brs, 1H),7.67(s,3H)

Table 31

Example

Structural Formula

NMR (& value, 300MHz)

151

Jé:
N, .-N

HC

| 0.65-1.85(m, 10H),1.03(m,3H),

| 3.004.00(m,4H) 4.15(s,3H),

Cbdi3:

2.08{m,2H),2.15(s,3H),2 27 (s,3H},

4.93(s,2H),5.34(s 2H),6.90(s, 1H),
7.10(s,1H),7.69(s 3H)
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159 ~ ~ ~ Il 2.76(d, J-6.1Hz, 2H),2.88(q,J-6.9Hz, F,c ~
2H),4.67(s,2H),4.86(s,2H), P,CO~ ~ 6.56(d,J~-8.7Hz, 2H), 6. 95(d, J- 8. 7Hz,
2H),6.99(s,1 H),7.18(d,J-8.4Hz,1 H), 7.31(d,J-8.4Hz,1 H),7.91(s;2H),
7.97(s,iH DMSO-d6: 0.67-0.90(m 2H),0.86(t,J-6.9Hz, 3H) r~

1. 0S1.30(m 2H), 1. 30(m 1H), N~1Nna164185(m4V\) .03(m 1H), 160 F,c

/N~a‘~pN2/U(deb|—|zzl—|)zbd(qdou é
2H),4.15(s,3»—<[477( 4H) Fco~| 6. 92(s, ng'd8(dJ84Hz 1H),

LR N GG E I e i
ructura ofnul a ue,

0.70-1.00(m 2H, 0. 95(t, Jg 2};[{ H) Bol 1.10- 1, 53‘(#?’34%57’0759“6'6’(m4m F| |
2.10(s, 3H), 2. 19(m 1H) , 2. d, - 11Lmdu-ssuz.zmzmd.:=sg|-x;
J-6.9Hz, 2H), 2| 86¢4, J} meti @)%E%(j 493(s 1) ,
~ 525(s, 1H), 6| 60(d, J} 6. 7 ' Wﬁ) 1H), |

(7)' %g(g’gg?' 72501 SDQI f4gd’6"°|§Hz 3H),  127(r 1D(H‘mémgmﬁﬁéﬂ D:‘VBOdb{ 2
. 70-0. m , 0. , J- 6% , , m L 42- , af' ~

Ha 2.02(d, J~. PHz, 2H)| 2. 14(’s, 3H), - $ sz 7 2sR MDA |

J=7 8Hz,1H),7.85(s,2H),7.97(s,1H)
DMSO-d6: '
. | 0.61-0.80(m,4H),0.81(tJ=6.3Hz,3H),
NS o 1.09(t,J=7.4Hz,3H),1.22(m, 1H),

- H | 1.45(m,1H),1.45-1.67(m,4H),

6 | 1.96(d,J6.7Hz,2H).2 52-2.67(m,4H),

a | 2.76(q,J=6 3Hz,2H),4.14(s,3H),
4.70(s,2H),4.77(s,2H),6.93(s, 1H),
7.08(s, 1H),7.80(s,2H),7.93(s,1H)
DMSO-d6:
0.66-0.83(m,4H),0.71(t.J=7 4Hz,3H),
1.20-1.38(m,3H),1.47(m,1H),

. N :
FA ) HCI
Na, N
/@\A H 1.45-1.70(m,4H),1.97(d,J=6 7THz.2H),
ﬁhjroﬂ

154 [ g ,

2.70-2.83(m,4H).4.14(s,3H),
. cbﬂ 4.76(s,2H),4.79(s.2H),7.19(s, 1H),

’ 7.30(d,J=8.3Hz,1H),7 45(d,J=8.3Hz,

1H),7.79(s,2H),7.93(s, 1H)

, cnea:

1 ,{-H{ 0.66-1.87(m, 10H),1.04(m,3H),

155 | fc m | 2.14(s,3H),2.15(m,2H),3.00-3.80(m,
4H),3.85(s,3H),4.16(s,3H), ,

4.93(s,2H),5.30(s,2H),6.55(s,1H),

7.11(s.1H).7.66(s,3H)

153 FC

OMe

Table 32

le0



~ ~ 2.76(d, J=6. 1Hz, 2H), 2. 87(q, J~6.9Hz, 162 Fc ~, / o |~

2H), 4. 66(s, 2H), 4. 66(s, 2H), 6. 54(d, ~ ~ J-6.7Hz, 2H), 6.92(d, J-6. 7THz, 2H), F ~
6.98(s,1 H),7.17(d, J~-6.1 Hz,1 H), 7.31(d,J~6.1 Hz,1 H), 7.89(s, 2H), |
7.97(s,1 H DMBO-d6: 0.62-0.84(m 4H), 0.83(t, J-6.9Hz, 3H), w ~

122(m 1H),1.39-1. 73(m SH), 163 ~i ~/ ~ ~ ,pH - L -
1.99(d, J-6. 7THz, ZA) I77s, 3A) — Z.0/[ 0. J-6. IF~H), 2-79{ - J69FF ~
0 F ~ ~ ~ t+a Epele 73(sSEF|)‘°‘61r96(§°f1'H§la7. 17 d, M¥RG(&ipplue, 300MHz)

H), 729(d, J-8.@Hz, 1 . 7.85(S, ZA), 7. 98(sS, I "DVbU- d06: _
0.-65-0.90(m 4H) , 0. 881(I J-6. 9Hz, 3H) F 1T 'm1H), 1.42-1.78(m SH),
~ N~ HG 164 Hc ' ~ ~+ 2. OO(d - 6. 7THz, 2H) , |04 85(r3.26),0.83(m,3H);-] O

2.50(s, 3H), 276(d, J- 6. 9Hz. CWF c o~ 1 2.65(/Q -6, 9Hz, 2F() . 4: 68(s. 4H)
7.12(s.t H), 14(s 1 ), 7 75(sk2HHe 7. 94(s, [ q@&d@gf@ﬁz@k
2625F0 83(m H) 55 7{d N 2-8B- 1803 99(n, ), 1. 70(m SH) ,
c ~ ~ g d* < ~L Q. C.\ .~
2.26(5, 3H), 2.67-2. 8C|(m 4H) ﬁ%’%ﬁ?’%ﬁ%@?‘ﬂﬁ&”"
e 4.16(s,3H),4.76(s,2H),4.78(s,2H),
7.08(s,1H),7.19(s,2H),7.85(s,2H),
7.97(s.1H)
DMSO-ds:
0.65-0.83(m,4H),0.70(t.J=7 4Hz,3H),
/@\ﬁ)‘ 1.22-1.38(m,3H),1.41-1.73(m,5H),
157 | Fe N 1.97(d,J=6.9Hz,2H),2.30(s,3H),
0 2.68-2.83(m4H)4.14(s,3H),
4.73(s,2H).4.75(s.2H),7.12(s.2H).
7.75(s,2H),7.91(s,1H)
DMSO-d6:
. 0.60-0.85(m,4H),0.73(t,J=7.1Hz,3H),
CFy NN g 1.15-1.38(m,3H),1.40-1.73(m,5H),

N\\'/N L £
[: | : 1.99(d,J=6.7Hz,2H),
158 E.C N. l) WOH ( Zz, )
H° | ,..\/O o 2.57-2.80{m,4H),4.16(s,3H),

4.79(s,2H),4.83(s,2H),6.90(s,1H),
7.16(d,J=8.1Hz,1H),7.32(d J=8.1Hz,
1H),7.87(s,2H),7.98(s,1H)
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7.92(s,1 H Table 34 exanple Structural Forrmula NVR (S value, 300N Iiz)
CD&3: 0.76(t,Jnv.4Hz, 3H), 0.77-0.90(m 4H), ~r~N
1.30-1.42(m4H), 1. 42-1. 75(m5H), ~~YJ ,,,,~ AH

2.17(d,J~. 4Hz, 2H), 2. 38(s,3H), 166 F,cr 1( ~Ho

2.74(d, J-7. OHz, 2H) , 2. 77(m2H), F.c - 4.19(s,3H),4.62{s, 2H), 4. 79(s 2H) ,
6.92(s, 1 H),79'5(5 757 (s 27 76(s; J.I"B T 64—C€bCE3 106651+
AQ(m 4H), 0.88[t,J-7. OHz, 3H), N ~ 1.31(m 1H), [[PMR46:77(m sH), 167 F,c | ~ ~
~ .m-OH 2.1T(d, J=6. 7Hz, 2H), 2. 30(s,3H), i 1 I\*dmloga@m,zmogg(u-sgﬁz’gﬂ)
2.68(d, J-7.CHg, 2H), 2} 83(9, J-7. OHz, 2H~420(s 4 68(s

4.85(s, 2H), 6. P8(s, 1H', 7. 33(5, 1H), 7.63(s, 2H)},1 '('735 1° m2ﬁ1~/
0.75-1.30(m4H), 1. 05 |~ "~ 1.32-1134§5(m§;1€dd)1‘33"14a(d J-6.5Hz|2H),
168 F,c ~ (~"|~ 2.50 :

39(s,34); 0 \ % %éqmlm) 4 18(s, 3H|
F, C MsCH 4. 92[s, 2H), 720(s, 1 Hy, 036'(@?_ 7751 203H)  CDg:
0.70-1.00(m 4H) 168992 J3H), [ 1RA(t z}rs(zul-elﬂaz,ﬁhﬂzaé(qaﬁimzl H)
' bﬁfﬁ 2H),4.67(s,2H),4.86(s,2H),

F.co 5.56{d,J—8.7Hz,2H),6.95(d,_J-B.7Hz,
' | 2H),6.99(s,1H),7.18({d J=8 4Hz,1H),
7.31(d.J=8 4Hz,1H),7 91(s,2H),
7.97(s.1H)

DMSO-d8:
0.67-0.80{m,2H),0.86{t,J=6.9Hz,3H),
1.05-1.30(m,2H),1.30{m, 1H),

L o S
/é\“ﬁd‘ HCt ﬁ,\ 1.64-1.85(m,4H),2,063(m, 1H),
‘160 FC NS “on | 2.70{d,J=6.6Hz,2H),2.83(q,J=6.9Hz,

L] |/ g 4
' 2H),4.15(s,3H),4.77(s,4H),
F,CO ' 6.92(s,1H),7.18(d,J=8.4Hz,1H),

Lv.”

7.29(d,J=8.4Hz,1H),7 88(s,1H),
7.98(s,1H),8.23(s,1H)
Table 33
Example Structural Formula NMR (8§ value, 300MHz)
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cF, Nwl ~"Y" 1.45-1.85(m5H),2.12(d,J~.6Hz,2H), 179 F,c ~ ~ ~~
2.39(s,3H),2.75(d,J-7.0Hz,2H), ~ 1| "~ . 2. 88(4 J=T. OHz, 2H) 4.11(q, J=7. 1Hz
F, C~ 2H), 420(s, 3H), 4. 63(s,2H), 4.80(s,2H), 6.93(5,1 H,726 (s,1 H),
7.59(s,2H),7.72(5,1. H COCI3: 0.68-1.05(m4H),0.92(t..|=7AHz,3H), /. F -~
1.36(m 1H), 1.57-1. 81(mSH) ~ N-1J ~ ~ 1/ 2.18(d, J~. 6Hz, 2H), 2. 40(s, 3H),
170 F,c ~) a gr76td, pg=7OHz;2H2-88(, =7 CH €
2H) , 420(s, 3H)} 4. 63(s| 2H), 4.80(s, 2H), 6 93(3,“1'3’%' 727(s,1 H),
7.59(s,2H),7.[r2(5,1'H 165 The conpounds sh _0L1rbo_(Fﬁlb|-h)®g%ﬁJDﬁsztyﬁ)prOleC6d
ina simlar|mnner{ Table 35 Structural F

trans-(4-{[ N 2-{[N'-(3 et hy42 r-N~5trlflu1o’r°c?r58f"|‘r§'r')ﬂe-fﬁzzyq°§mﬂ'*)-|2- ~[H~
met hyl - 2H-tetyazol -5 OH F,c ~~ yl') am no] et SD1omlbybrda, —~ 0 ~
trifluoranethlyl phenyl ) - N- G thyI ani no] met{h rbfc?l;'/-?:l % b?( ‘ﬁacet ic acid

1 hy 6 Hz.zﬂ).ms(q.J 2Hz2H),

trans-(4-{[N-(24§f N} {3-
F,C 4.68(s,2H) 4.70(s,2H),4.93(s,1H),
/gj"" 5.25(s,1H),6.60(d.J=8.7Hz,2H),

F,C0 7.06(s,1H),7.08(d J=8.7Hz,1H),
7.18{d,J=8.7Hz,1H),7.34(d,4=8.7Hz,
2H),7.70(s,2H),7.79(s,1H) |
DMSO-d6:
' 0.70-0.95(m,4H),0.91(t,J=6.9Hz,3H),

1.27(m, 1H),1.42-1.80(m 5H),
2.02(d,J=6.9Hz,2H),2.14(s,3H),

CF,
2HCI
/@\é; | 276=6.1z2H).2.87(0.46 SHz,
? C/O/\OYZ 2H).4.66(s,2H),4.86(s,2H).6.54(d,

162
F,C

J=8.7Hz,2H),6.92(d,J=8.7Hz,2H),
6.98(s, 1H),7.17(d,J=8.1Hz,1H),
7.31(d,J=8.1Hz, 1H),7.89(s,2H),
7.97(s,1H)
DMSO-d6:
0.62-0.84(m,4H),0.83(t.J~6.9Hz,3H),
. NP\—\( 1.22(m, 1H),1.38-1.73(m,5H), )
163 | m .I/ o~ 1.99(d,J=6.7Hz,2H),2.47(s.3H),
’ T | 26resms 1z 2186160t
ET‘ Her 2H).4.73(s,4H),6.90(s. 1H),7.17(d,
J=8.4Hz,1H),7.29(d J=8.4Hz,1H),
7.85(s.2H),7.98(s,1H) | |

F,CO
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o~ 5-trifluoronethyl benzyl)-N -(5- ~ H nmethyl-[1; 2, 4] oxadiazol -3 F,c | ~ ~
~0H yl )am no] net hyl }-5-nethyl -4- ~ ~/~/ ", o ~ trifluoronethyl phenyl)-N
F,c \ ethyl am no}net hyl } cycl ohexyl)- acetic acid ethyl _
cis-(4-{[N(2-{[N-[3,5- cF, NNw~ bis(trifluoronethyl)benzyl]-N -

(2-methyl -2Htetrazol -5- \ NY F,c | ~ t(~oH yl)am no] net hyl } - 5- met hyl - ~
~/~ ~ O trifl poronethyl phenyl)-N— F, ¢ \ ethylg rrethyl}cyclonexyl)-
acetate. CF, f-r; ~ bis(trifluoromethyl)beuy

(2-rethyl -2H-tetrazol-5 F, C ~ Q yl)am no} met 19ﬁ§r0$3(mﬂﬂliy$8(w-6.ﬁ-jxam ~

L1 uoromst iy phenylybut ) peyeLohel ) acel slh dfframel 2 ( (131

[ 2-met hyl - 2& etrazol - I rrL;g}mQWd-)*GBHMM(S@H)F c ~ | ~

o1 uororety) #iénodf” hert ok dout Boel sniglrkeammbesune ol | pu ng
- 2.85(q.J=6.5Hz,2H),4.68(s,4H),

7A42(s,1H),7.14{s,1H),7,75(s,2H),

| 7.94(s,1H)

DMSO-d6:

0.65-0.83(m,4H),0.70{t,J=7 5Hz,3H),

1.22-1.37(m,3H),1.40-1.70(m,5H),

1.97(d,J=6.7Hz,2H),2.31(s,3H},

2 46(s,3H),2.67-2.80(m,4H),

4.66(s,4H),7.11(s,2H),7.73(s,2H),

7.92(s,1H)
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Table 34

Example " Structural Formuala NMR (& value, 300MHz)

CDCI3:
0.76{t.J=7 4Hz,3H),0.77-0.906(m,4H),

%F‘ Ly 1.30-1.42(m,4H),1.42-1.75(m 5H),
: ‘/l e 2.17(d.J=6.4Hz,2H),2.38(s,3H),
N\O 0 |274(d,J=7.0Hz.2H),2.77(m,2H),

F,C ' o 4.19(s,3H),4.62(s,2H),4.79(s,2H),

6.92(s,1H),7.25(s,1H),7.57(s.2H),
7.70(s.1H)
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inhibitory effect of the conpound of the present
Li poprotei n Potassium brom de (KBr) was added to plasma (40 niL) of

of Donor

heal t hy subject and the m xture was adjusted to have a

invention. 5 Preparati

specific densit

on

y

d=1.125 g/ nL. The m xture was subjected to- density gradient centrifugation
(227, 000xg, 4C, 17 hr) and a io fraction showing a specific density of -

d>1. 125 g/ nL (HDC3 raction) was narvested. | IQg. obtarned fractTonm was
di al yzed agaijnst PB$ solution (10 mmol /L Nak 5 10 nmmol /L NaH2PGa: (. 15
nol /L NaCl; 1|nol/L EDTA (pH 7.4)].  Then, . tr|o.6amdmas)esseliehohigsher ol |(37
MBgq) was dissolved if 95~crt yahol , gradual | y}is,,adde h
above-nention¢d HDL3|fraetydhgM th stirring ahgi(ﬂqﬂbﬁ#aﬁﬁ&"-gﬁl-37c for .18
hr. [By this )pﬁllreﬁti )Q&? |abel e ESHEI-8l7HaR),2msaH),f | ed by |the
action of |ecyihi A CY S ). t on.the HOL3 surfage
and taken wup|into HPL3 as tr u el ed C%@@f’%ﬁ{}'ﬁ@&ﬂgm{rgﬁﬂ.@)]_ 20
After incubat{on, RBf was addest; the m xture]2ad2e@pHpdek ), have a
specific dens|ty d=1}21 g/nt, swbjected to depsit j C trifuglrtion
(227, 00xg, 4F, 17 hf) and a fraction of spe‘{gﬁ‘ﬁ%’“ﬁ%ﬁ@ﬁqk‘%ﬁﬂl g/ mL| was
harvested. The obtai hped fraction was dial yzgtbea)Agsstihe af orementi oned
PBS sol ution S T0 gIve HDC3 T ncor porating (5(5%%%; (T 3FCE-HDLC3, specific
density: 1.12p<d<l1.2[, specific activity: 10 ‘dpnf L), which was used as
a donor |ipopfotein.| 167 ag_rﬂi’ ment al Exanpl @.75:-1.30(ham) tosmy3ef fect in yitro
on CETP actiyity injtota L asma The donor |j.optot el t aj ped above]was
added to plasjrma 5 of h subject to rep{a#é'éas?T‘gHH;}d%&ﬁi',g@’c%ﬁt ai n| ng
plasma (1, 00p- dpAT L) FeThE tonpoyfrd i ssL(ﬂﬁo@cBH).nsﬂslae)t hyl formam dp. A
sol ution of the conpound or al 8ne |( and .t H|] CE- HDL;
-containing pfasma ({100 L) . adged into ﬁ%“‘#ﬁﬁ%@‘%ﬁ(‘i‘?t hi s was
i ncubat ed at 7C or 4C-for hr. After i de926@EH),cg7(s.3BH3.206I1H)i on [ 100 L,
20 mmol /L Tri;. 7.38(s,1H),7.77(s.3H)
CDCI3:
0.70-1.00{m,4H),0.92(tJ=7.0Hz,3H),
RS 1.24{tJ=7.1Hz,3H),1.36{m, 1H),
/@\"j“ 1.45-1.85(m,5H),2.12(dJ=6.6Hz,2H),
179 s N ) =7,
FiC «’:/O \(;)r° 239(s. 327507 0H2.2H),
: 2.88(q,J=7.0Hz,2H),4.11(qJ=7.1Hz,
F,C _ .
- 2H),4.20(s,3H),4.63(s,2H),
4.80(s,2H),6.93(s, 1H),7.26(s, 1H),
7.59(s,2H),7.72(s,1H)
CDCI3:l
. 0.68-1.05(m,4H),0.92(tJ=7 OHz,3H),
F, {
,{:‘\}"N 1.36(m, 1H),1.57-1.81(m,5H),
2.18(d,J=6.6Mz,2H),2.40(s,3H),
170 F,C '
o 2.76(d,J=7.0Hz,2H),2 88(q,J~7.0Hz,
F,C 2H),4.20(s,3H),4.63(s,2H),
4.80(s,2H),6.93(s,1H),7.27(s,1H),
7.59(s,2H),7.72(s,1H)
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0.15 nol/L NaCl (pH 7.4)] containing 1 nol/L nmagnesium chloride and 2~
dextran sul fate was added to each m crotube
stirred. After
4C, 10 mn),

(10, 000xg,

super nat ant ( HDL

difference in

al one at 4C and 37

t aken as percent
conpound necessary
| Cso val ue.

as an
Exanpl e No. |
0.27 8 .0.63
0.44 33 0.56

0.51 42 0.70]

54 0.79 55 0.

keeping at. 4C for 30 min,

t he ggasur enen

i nhi bition
for

Iues 0 n b
Sedphs SRt ReBIOR S
decrease in té&bnidiakfearereree i n t he so neasur enent values of speci nen was
of CETP activity.. The concentration of the
i nhi biting the CETP activity by 50$% was cal cul at ed
The results are shmawle ASthe fol | owing.

b
| }C%ﬂ%aelll%r%o%ri i on of

zs Table 36.

LSO (Pl EXanpre NO.
10 0. zétrffter%lsf‘owb 25 13

eSO (M)

1'U. 2o 2 U. U

34 U. 22 55 U. 50 3b U. 54 o7

77 58 ,0. 75
f NY/N
FiC

F,C

Oy

43 0. 55 44/0.36 45 0.49 46 O
4559 0.43 60 0.78

O . .
35 I8 o [0, Bprtayty
methyl-2H-tetrazol-5-
vi)aminolmethyl}-5-methyl-4-
trifluoromethylphenyl) -N-
ethylamino]methyl}cyclohexyl) -

acetic acid

D.58 168Compognd Nage (. 58 23
470
BIr@f bdoromethylbenzyl) -N*-{2~ |

trans— (4-{[N-{2—{ [N’'—{3-methyl-
S—trifluoromethylbenzyl)—N'—{S—
methyl;[l,2,4]oxadiazol-3—

vl) amino]methyl}-5-methyl-4-
triflﬁoramethylphenyl)jN- o
ethylamino}methyl}cycichexyl) -

acetic acid

ethyl cis—-{4-{[N-(2-{[N’~[3,5-
bis(trifluoromethyl)benzyi]*N’—
{Z—methyl-2H-tetrazol-5-

yl) amino]lmethyl}-5-methyl—-4-
trifluoromethylphenyl) —N-
ethylamino]mgthyl}cyclohexyli—

acetate

{4-[2-(2-{[N-[3, 5~
bis (trifluoromethyl)benzyl]-N-
(2—methyl—2H—tetrazolfs—

yl}amino]methyl}-5-methyl-4-~

trifluoromethylphenyl}butYl}-

cyclohexyl lacetic acid

and the m xture was thoroughly
the m xture was centrifuged
ss and the radloact|V|ty in the obtained

fraction) mas measured with a scintillation counter.
sol vent

The

8 7
9 41
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64 0.75 65 O.

29 66 0.87 67 0.26 68 0.28 69 0.34 70 0.54 71 0.44 72 0.39

73 0:19 74 0.40 75 0.41 The 1Cso values in Tabl e-show average val ues.

Tabl e 37 Exanple No.- ICso (M Exanple No. I1Cso (pM 76 0.29 77 0.54 78
0.32 79 0.89 80 0.43 81 0.33 82 0.59 86 0.941 169 89 -0.69 91 0.56 92

0.19 93 0.76 96 0.31 98 0.30 99 0.53 102 0.59 103 0.43 104 0.35 105
0.60 107 0.56[ 108 025 109016 i1 O o7 114028 1t . ; 119
0.24 . 12T 0. 3%‘%3‘6?@1'%“131 0.17 135 0. 2P

D. 13 120 0.28) 121 OC%SdAZh

137 0.14 .138

Tabl-e show average
vivo .on CETP aek

the present i

7
gl,/1 141 0.12 142 Poi6(ttdBluhrbletHilg befsgl vakugs in
ues. Experinental Exppple 2:_inhibjtor ffect exo
@ M total plasma of %Wﬁﬁ'ﬁﬂh%ﬁgvﬂz#ﬁg—comw d of

sus@endeg-.] oH yllamino}lmethyl)-5-methyl-4-

wventi on was
o trifiuoromethylphenoxy]—

heptanoic acid

Experiméntal Examples
The following tests were performed for the CETP activity
inhibitory effect of the compound of the present invention.

Preparation of Donor Lipoprotein

Potassium bromide (KBr) was added to plasma {40 mL) of
healthy subject and the mixture was adjusted to have a

specific density d=1.125 g/mL. The mixture was subjected to

'_density gradient centrifugation (227,000xg, 4°C, 17 hr) and a

10

15

- 20

25

fraction showing a specific density cf d>1.125 g/mL (HDL:
fraction) was harvested. The obtained fraction was dialyzed
against PBS solution {10 mmol/L Na;HPOQ,; 10 mmol/L NaH,PQ4; 0.15
mol/L NaCl; 1 mol/L EDTA {pH 7.4)]. Then,:tritium—labeled
cholesterol (37 MBq) was dissolved in 95% ethanol} gradually
added to the above-mentioned HDLs fraction with stirring aﬁd
incubated at 37°C for 18 hr. [By this operation, tritium-—
labeled choiesterol was esterified by the action of lecithin
acyl transferase (LCAT) present on the HDL, surface and taken
up into HDL; as tritium-labeled cholesteryl ester ([°HICE)].
After incubation, KBr was added, the mixture was adjusted to
have a specific density d=1.21 g/mL, subjected to density
Qradient centrifugation (227,000xg, 4°C, 17 hr) and a fraction -
of specific deﬁsity d>1.21 g/mﬁ was harvested. The obtained
fraction was dialyzed against the aforementioned PBS solution
to give HDL; incorporating [*H]CE ({*H]CE-HDL:, specific
density: 1.125<d<1.21, specific activity: 10,000 dpm/pL), which
was used as a donor lipoprotein.
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0.5% nmethyl cellulose solution and orally adm nistered once to a healthy
hanster with a plastic gavage needle. Blood was taken at 2 or 4 hr after
the admi nistration and CETP activity in plasm was neasured according to
the follow ng nmethod. 10 The donor |i poprotein obtai ned above was added to
hanster plasma (100L] to prepare [3H] CE-HDL3-containing plasma (ca. 1,000
dpmiL). The [3H] CE-HDL3-containing plasma . was dispensed to two
m cr ot ubes by-25 L each, and one was incubated at 37C and t he other was
i ncubat ed at BE€p¢mimentyk Exz@plmdh. intfibdroiy efdeot iimgyiTBS ogoCERE on (50 |.)
containing 1 _ppl/ik.,"Bgnesi ride and 2~ dextran sulfate was added to
each m'crotubfa1 and the n%%?g%l%%gg thoroughly -stirred. After keeping at 4C
for 30 min, the m Fhardongaslixeprpidigebtaineti)abdx gas 4€ide@0taipirsmand t he
radi oacti vityokndNen otk ed o8 t anfagb EDL T act s was. neasured-w th
aliquid sci ﬁti I Iaat'e'an count etro. B’?ﬁ%ar}%a i %gitl Vi Il'ilaccc?%t?%lem[QSﬁﬁflal-lDLB-.
cont ai ni ng pl asMeowdpnipdas uiTed sanphuad |waguitssdivetiid atimethylcount er, and
taken as the oLghibadi QaChiYibY oeTBfe dhBBILE or! falcgtl (F was
calculated fromt hé foll g:\% Fng or mul ae usolgtl%g t he tgo%%]%%?gd?l[gégt_%i ty (Total
count), radi ol iapit theh\IITE-HPIrc abyatiaionng PAEsoaUILOpP piid weadi akieti Vi ty
by. 4C i ncubat i QAL e ) e ';1?'jvid | .and. taken as
Che CETP. act o g el B, s SEPPLEBLL SRR SRSt bR 141
count) - (37@ Rkounbfitey/ (FotwpbliounTpy xddGtioe CETRE NRObmlgN Bfissach
conpound adnmi g 3 (ai J1OMaBE Ol HaHd cBR+d N8 nGET RAGL I the sol vent.
adm ni stration group asaloo_ was )?glccul aJ’t egglrzonr’? t ze %%Sw%g 20 formul a
and expr esseditprgde andrp deytran t5udfate wasoaddedCET Peanht mi¢tgtube . each
compound adni Dicst5at{ .0 Q) LAGIETE: A0 tdet k¥ O a50LY §DLp; AITL Njest rat i on
group) x100] The results are shown i § ?]ﬁe t}{ohy%'wi Pﬁ§gt%r ﬁeépmg &t 408 )
_ for 30 min, the mixture was centrifuged (10,000xg, 4°C, 10 min),
15 and the radioactivity in the obtained supernatant (HDL .
' fraction) was measured with a scintillation counter. The

difference in the measurement values obtained by incubation of

solvent alone at 4°C and 37°C was taken as CETP activity, and
the proportion of decrease in the difference in the

20 measurement values of specimen was taken as percent inhibition
of CETP activity. The concentration of-the compound necessary
for inhibiting the CETP activity by 50% was calculated as an

ICsp value. The results are shown in the following.

25 Table 36
Example No. ICse (M) Example No. ICse (FM)
1 0.23 2 c.08
3 0.24 : 4 0.18
7 | o0.27 8 0.63
10 0.23 11 0.63
12 0.25 13 0.58
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2s Tabl e 38 CETP inhibitiod~) conpound Dose (nmg/kg) 2 (hr later) 4 (hr
|ater) 35 30 37.8 - 36 30 33.3 - 37 30 45.4 - 38 30 79.4 - 39 30 49.6 -

171 40 30 59.5 - Al 30 36.0 89 10 77.7 - 91 10 44.7 - 92 10 46.9 - 96 10

"41.1 -. 98 10 43.3 - 107 10 41.9 - 108 10 53.8 - 109 ~ 10 42.8 - ~ 115 3
- 62.1 118 3 - 55..4 142 3 - 71.6 - 143 3 - 42.2 . 154- 3 - 64.2 157 3 -
80.4 158 3 -[55.6 he CETP .1n |g tionsfin |aﬁée SNOW aver age vatugs.
Experi nment al Exanpl@ 3: bl opd HDLC."chol eatferol ihACtreasing s Rftct i
normal hanstef To thg plasnp (404 4k) obtpined fyom thg abovg-sentioped
animal at 4 of_8 ht after the adm'nistratjon was _added {15~ polyet hyllene
glycol -soluti pn (403k) and fhe mgxkpre wals thogoughly |stirrgdys After
keepi ng at ropm-tenperaturelfor—10
: 36 0.34 37 - 0.80
38 0.47 39 0.88
40 0.39 41 0.51
4z 0.70 43 0.55
44 - 0.36 45 0.49
46 0.39 . 51 0.41
52 0.37 53 6.70
54 0.79 55 0.77
58 0.715 59 | 0.43
60 _ 0.78 63 ] 0.64
64 0.75 65 ‘ 0.29
66 ©0.87 67 0.26
68 0.28 69 | 0.38
70 0.54 71 : 0.44
72 , 0.39 : 73 0.19
74 0.40 75 0.41

The ICsy values in Table show average values.

Table 37

Example No. ICsp (uM) Example No. ICse (yM)

76 0.29 77  0.54

78 0.32 79 0.895

80 0.43 81 0.33

82 6.59 86 0.941
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10 m n,
chol est er ol

(HDL fraction) was measured..

the m xture was centrifuged (10, 000xg,
content (HDL chol esterol
The increase

content) of he

4eC, 20 mn) and
obt ai ned super nat ant
rati'o of the HDL chol esterol

t he

content of each conpound .administration group when the HDL chol esterol
content of the 172 sol vent adm ni-stration group as 100 was cal cul ated from

t he

(~)_ ((HDL cH

fol | ow g 70z

chol est er ol
results are 9
conpound' Dos

118 3 21.1 3%
17.9 27.1:

show aver age
t he experi nen

Ki TAYAMA LABH
nor mal - f ood

for 24 hr anc
manuf act ur ed

rabbit (pre

a and expressg im §. HDC cholestegrol Tncrease fatio
ol este contlent - %ach donpou admi ni|strat9-o8 group/ HDL
contentgza of.solven mniqtrati group)x100J: %go The
lhown in the fallow ng.” Tablie 39 chol éster ol Pncr eabe
e (ny/&g) ratifo ($)0431(hr ldter) -Bd hr lajer) 4%k5 3 2313 30.7
7142 3 2Q_1 91433 17 0 21 .3 15413 13 392 4 57. 3
138 3 19k 8 23.7 'TheoHEl chollest.erabzi ncregase rat.is9s i n [fabl e
vatves—26—E |JC[;'IICIIL at—be n"pl e—4—concofitant—use—tes For
t, 101®8ek- ol ( naIeOJﬁbanes¢ whi t @04rabbi{s (mnadbacturfed by
b COo. .. LUtd. T Wwere used Thg an|na| Was—agctimated—on
4, Wanuf acfured <%y o ilental 18 o- Ser Vi ce 5§ and ff ast ed
a h| _ Choleste f.ood]{0. 253, gholesteror - ﬂg -4,
by O'rental IBio-Service Coj) was given by 100 g ay pdr-
i m napy,feeding) foj ;3 days{ .On {pg nextiday qf ,gay 3 {of
115 0.09 118 0.09
119 0.13 120 - - 0.28
121 0.23 122 0.24
127 0.37 129 0.61
131 0.17 135 0.22
137 0.14 138 0.16
140 0.12 141 0.12
142 0.06 143 0.10

The ICsy values in Table show average values.

Experimental Example 2:

y

activity in total plasma of normal hamster

inhibitory effect exo vivo .on CETP

The'compound of the present invention was suspended in

0.5% methyl cellulose scolution and orally administered once to

‘a healthy hamster with a plastic gavage needle.

Blood was

taken at 2 or 4 hr after the administration and CETP activity

in plasma was measured according to the following method.

1o

The donor lipoprotein cbtained above was added to

hamster plasma (100 yL) to prepare [’H]CE-HDL;-containing

plasma (ca.

1,000 dpm/pL) .’

The [*H]CE-HDLz~containing plasma

was dispensed to two microtubes by. 25 pl each, and one was

incubated at 37°C and the other was 1ncubated at 4¢C for 4 hr
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prelimnary feeding, blood was-taken fromthe auricular arEery 20 before
feeding, and the aninmals were grouped by 6 rabbits per group based on the
.paraneters (HDL chol esterol content, total ,cholesterol content, :
triglyceride content). of plasnma and body 173 weight. Foods were prepared
(manuf actured by Oriental Bio Service Co:.) by adding srnmvastatin (0.002 O ,
compound (0.2~) of Exanple 168, or sinvastatin (0.002 0 + conpound (O. 2$)
of s Exanple 168 to a high-chol esterol food, and each f ood was given to -
t he grouped animals by 100 g/ day per rabbit for 15 days. At- 8 hr after

f eedi ng on day ebgh. t Aetéotizk-daldohayatBs tslenidn oiF0t ik} cantbéimirgr Lery under

th HDL hol est t hol t d A—
To content | n APACIRGEPE R SRIPEtEe The oF CerEnen aroere Taiage e v

calcul ated fr oma[:(lt:ﬁtc&btﬁﬂmlaﬁﬂt em@Immm:en&asH&ormmugssﬁrnledcomfear)/ HDL
S rated from .

chol esterol t ent h HDL3 fraction. e

pl asna by uI t SCR gnaFué;zé]??)%D:’ré’nH‘lPheSE BBV &P Bt (ﬁ‘?u%%?t he is .
fracti on was®ngas o0y, | 4pcTadd eindl, t &id ahel ddiidaetivOsgX inAfvA dbtabnéent and
HDL3 chol esterol conten sed on _the e control
group as 100. 'FEB‘FI&“IG“{E{D@?% iﬁ%ﬁ%‘ic?’ﬁ &*E“%%KL%L dﬁﬁ“&ﬁol esterol

i ndex (~) cont enin‘l(ri)lacﬂdiﬁ edintey. TCiraaiodONviag aﬂ&hesﬁma:st-nm.an 53 114
128 conpound of 82 114 141 Exanple 168 SI@HaSta%LQd scintlllatlon :

contalnlng plasma was measured wi
‘counter, and taken as-the total radioact1v1ty, The transfer
19 rate of [’HICE was calcnlated from the following formula using
the total radioactivity (Tétal count), radioactiviﬁy‘by 37°C
incubation (355C count) and radioactivity by_4°C incubation (4°C
count) of the'sample of each individual and taken as the CETP‘
activity. - o . I
15 CETP activity (transfer ratio {%)) = {[(4°C coﬁnt)-{37°C
count).]/{Total count) }x100 o
The. CETP inhibition of each compound
.admlnlstratlon group based on the CETP activity of the solvent
-administration group as 100% was calculated from the following
20 formula and expressed- in %. '
CETP inhibition (%) = 100-[(CETP activity of
-each compound administration group)/(CETP activity of solvent
admlnlstratlon group) x100]

The results are shown in thé-following.-

25 Table 38
| | CETP inhibition(%) |
compound’ ‘Dose (mg/kg)
) . 2 (h; later) ] 4 (hr 1ater)(
35 30 _ 7.8 - | . -
36 30 33.3 L -
37 . 30 . 45.4 -
38 30 . 79.4 -
39 30 | - 49.6 -
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compound of 37 150 170 Exanple 168 zn Industrial Applicability Fromthe
foregoing test results and the like, the 174 conpound and a salt thereof

of the present invention have . superior CETP activity inhibitory effect.
Therefore, they can decrease IDL, VLDL and LDL that pronote
arteriosclerosis and . increase HDL that acts suppressively. -As a result,

they are s useful as prophylactic or therapeutic agents or ~ hYPerlipidem a:
Zn addition; they are useful as prophylactic or therapeutic agents for

arteriosclerotic disease and the like. Moreover, concurrent use of the
conmpound o the presgnt Jinvendgon wfh-a dyffereny therapeutic fagent for
hYPer | i p| dem meceutical a‘lpn'r) IS expegt ed to pronuot e ]
i ncrease in HDL. chauester |, decsease afterigecperotijc index partficularly
rer_rarkably, grd—showext ||r:|y Stpet ot SyHet U:ou;\., —ef-feect—Fherefore, it
is clear thatl the &npound i s ofl® he prpsent 7¥n¥enti ¢n can be used .
concurrentlyfwith dittgrent phar nacelti cal agent, partrcutartyjother -
t herapeutic lagents—for hviperdipidem a, arte??bscler)5|s coronaryl artery
di sease,. obegity, dizabeteg or hypgertensjon. ¢p ofhis 1pp||ca1ion I § based on
pat ent appl i tat on—Nos—--3A55604.,.2002 a_i 107161 /?ﬂ{'R filed_ in -lFir an, t he
contents of [which9%re herjeby i n®orporated byirieference. 175 ci a~ds 1. A
di benzyl am n¢gTonpogund-Tegresented—by—tihe—fornota—t \n } u~B ~./ N
Cl) ./ A~~la 98 - 10 43.3 - : o
' 107 10 a9 -
18 - {. 10 s3.8 -
109 - |- 10" 42.8 -
~ . .1s 3 - 62.1
118 3 - | s5.4
| 142 3 - 71.6 B
- 143 3 - 42.2 . )
154 3 - 64.2
. 157 3 - 80.4
158 3 - 55.6

The CETP inhibitions in Table show average values.

Experimental Example 3:'blood HDL .cholesterol ihéreésing?
5 effect in normal hamster | .

To the plasma (40 pL) obtained from the above-mentloned
animal at 4 or 8 hr after the administration was added 15% '
polyethylene glycol solution (40 ph) and the mixture was
thoroughly ;tlrred. After keeping at room temperature for 10

10 min, the mixture'was centrxfuged {10,000xg, 4°C, 20 min) and
the cholesterol content (HDL cholésteﬁol content) of the
" obtained supernatant {Hbﬂ fraction) was meééuredJ The incrgaser
ratio of the HDL cholesterol content of each compound .

administration group when the HDL cholesterol content of the
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Ra . wherein s 'Rl and Rz ~ - ~ - are the sane or different and each is a
hal ogen atom _ a nitro group, a cyano group or a ClL 6 al kyl group
optionally substituted by hal ogen atons; R3, Rand RS. to are the sanme or
different and each is a hydrogen atom . a halogen atom a C _6 al kyl group
optionally substituted by hal ogen atons, a ClL_fi alkylthio group
optionally substituted by hal ogen atons or a Cl s al koxy group optionally
substituted by hal ogen -atons, as or ‘R3 and- R~ or R~ and RS may form
together with a: - carbon at om bonded thereto, a carbocyclic ring .
optiona~. |y hallivieng mmsﬂmbﬁsarafp ashedey Qa¥Chdlculht® 2Bk @l |y

havi ng substituyent(s); A is -N(.R-)(Ro). (wherein R~ and Ro are the sane or
20 di.fferent tHdosing’ |°§““é1?1)?d‘fio§@1métsﬁﬁ1 im %1 s alkyl group (wherein CL_6
al kyl .group imrophbnitlek¥l SeShkd Un_ta&qobY%phqrMbL HrA9BsPdrol content

- (CHz) m COORS- (wherein RO is a hydrogen atomor a Cl-s alkyl group and m
is 0-br an irffe§aft prompoprd mdmip: stratien cgrqup/EDE | BeirgFetioly Fortentp

{wherein C5_ ok seyedrtabhinlmddeivhe b0 Yeohs) Slfoh0Dgd | y substituted by 1 176
to 3 substituents from hal ogen atom™ nitro group, am no group, hydroxyl
group, cyano groupr %G?F“b‘?ﬁbt?ﬁe shgwng ig R‘Eﬁ(f"@#@‘ﬁ&i‘g Ci "6 al kyl group

(wherein C-gaBhkyis group S optlonally substituted by hydroxyl group,
_al kox hos-aheno—atoun) (CHz)}-g—CONCRz 0} (RA) (ywherein

G_6 s YO ot 6 —PRoSPRERe—gH-euPys Sl Ay
R20 and -Rz1 are the sane-qr di fferent gnd iﬁﬁcthl%ﬁﬂ?ydldgsﬁea$®n1)r Cl_6
R 7s hydroben ‘%{“oﬁ%’% 701 oot WFPED, o _anass rablo g ) O Luhereln
' - ' . 4 {hr later} 8 (hr later) '

115 '3 23,3 30.7

"118 3 21.1 31.7

142 3 20.3 '31.9

143 3 17.0 21.3

14 | 3 13.3 22.4

157, : .3 17.9 | o 27.1

158" | '3 . 14.8 23.7

“?hg HDL cholesterol increase ratios in_Table.shbw average
vaiues.' |
10 '
Experimental Example 4: concomitant use test 7
For the éxperiﬁent, lo-véek;oid'male Japapese'whife _

" rabbits (manufactured by KITAYAMA LABES Co., Ltd. )-wefe'used} 
o The anlmal was accllmated on nommal food (RC-4, manufactured
15 by Oriental Bio- Servxce Co.) and fasted for 24 hr and a high

cholesterol food (0. 25% cholesterol-added RC-4, manufactured'
by Orlental Blo—Service Co.) was glven by 100 glday per rabbit
(prellmlnary feeding) for 3 days .On the next daonf day 3 of

‘ prellmlnary feeding, bloocd was taken frém the auricular artery

20 before feeding, and the animals were grouped by 6 rabbits per _
group based on theiparameters (HDL- cholesterol content, total
~cholesterol confent,,triglyceride content). of plasma and body
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10 integer of 1 to 5)) , -C(Ri) (Rix) (R13) (wherein Rii, Rz and R13
are the sane or different and each is a hydrogen atom a C _6 al kyl group
(wherein C1_6 alkyl group is optionally substituted by phenyl group or -
OOOR9 (wherein RO is asdefined above)) or a G4 _|lo . is cycloal kyl al kyl
group (wherein C9_io cycloalkylalkyl ,group is optionally substituted by 1
to 3 substi tu%géhtfrom hal ogen atom nitro group, am no group, hydroxyl
group, cyano group, acyl group, Cl1_6 al koxy group, C 6 alkyl group
(wherein G _6 al kyIFogﬂeugﬁliESpamar@daKwuzgcm by Lnmi@nbyl w}dﬁoxyl gr oup,

G -s al koxy gr 9989
(wherein Rzo ngyv?%n ch) %%ég fine af):(l)l\l/e 0(%@” Clslzg&yx%%o{ V\/nerel n .

R10 and r ar e°&sExaspilaetbtabovedimvpstatinO(C. l(fRir)l fm@po@maoo 2¢Wherein Rl
Rz and R ; sakga@s L85k NGA 42 ' b S X! e Qg00p; or a

het erocyclic regj?%ue R6 1Is ap%#ﬁpgb%s:\tegt g?ﬁf&g ha’?dg)ge%ﬁxaftog)m Hg nitro group,
an am no grodpven %W@)G}‘Pumd)l}plmal%yanbﬂfgm’day Ray geBbit geoud, a G _s

al koxy group, qay$z B & KeNykeddr SR QY énfa G%Saléﬂél SEAUB1EINGLEI N O s

al kyl group is optionally 30 substituted ydrox group or - 16
(wherein Rig trkem fmpdrEgenzemtd Brt%FYOlnéﬁlalala9$ﬂgaseap)§DL and n isan
integer of 1 tRoRsRerd1 RAEEMY, LBELL UnoPhsfhRRALNRGHY cept abl-e
salt 177 tlhere%f 12: 0e dillj%enzyl am r?e s;(':orrrrl%ougréld o?'ld+ n#%ﬁalcmherel n s R3,
R and RS :*° a%twel%éﬁ@sw et 'é?%ﬁﬂ’tmdanaheaﬂﬁrsowlweﬁwewdeatom a

hal ogen at om yas Gh16u lded sE5PYR:ORI QRBLdsherSUDSHILHE AfheDY hal ogen at ons
or a Cl1 6 al koxy group optionally substituted by hal ogen atons, or R3
and. R cholesterol content)/HDL cholestercl content]. Furthermore,

the HDL; fraction was separated from plasma by
ultracentrifugation and the cholesterol content of the

15 fraction was measured.

In Table, arteriosclerotic index, ApoA-
I content and HDL; cholesterol content are shown based on the -

value of the control group as 100%.

Table 40
' HDILx
Arteriosclerotic ApoA-I )
group . : ' cholesterol
index (%) content (%)
content (%)
controi ' 100 100 100
simvastatin 53 114 128 -
compound of
82 114 141
Example 168
Simvastatin +
compound of 37 150 170
Example 168
20 Industrial Applicability

From the foregoing test results and the like, the
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iuor R and RS may form together with a carbon atom bonded thereto, a
carbocyclic ring optionally having substituent(s) or a:heterocyclic ring.
optionally having substituent(s); R~ and R$ ss are the 'sanme or different
and each is a hydrogen atom a C _6 alkyl group {wherein Cl_b al kyl group
is optionally substituted by phenyl group.or -COORS  (wherein R9 is a
hydrogen atomor a Cl1_6 alkyl group)) or a. C4_lo cycl oal kyl al kyl group
(wherein CQ 1o 20 cycloal kyl al kyl group is optional ly substituted by 1 to
3 substituents from hal ogen atom nitro group, -amno group, hydroxyl -
group, cyano gmp@pndaand agsalip theClof ol kb \prsup, irfvhn®ish Kydvedr OUp OF.

- COOR10 wwher droe t m or aClsaIkyI group)); 2s Ru Rz
and R33 are tﬁ'{eﬂ%é%%drﬁdlg??er%xt 8% §iFesthy FhsgRfere .athey qenCl 6

al.kyl group (mﬁem DL, 6VEHIK yindgLELI X hias pﬂﬁdt@nakieh%um&ctéﬂseﬂn@y phenyl
as defined above) or a

roup or - »
gycl gal kyl al kyi group ?\Nﬁ%%laﬁ%& SYRPTEFR %ﬂtl’kyl%ﬁ I{”yFes‘g\‘%uﬁhf’% asti onal |y
substituted Mpeful ;a3 prepipstactiensa ﬂxbeaiaélﬁ\:lz@gﬁaeﬁé)'fbrm tro-group, -anino
roup, hydro an rou Cl~ 178 al kox roup, .
?:1-spa| k)):l %p o&% 9’(‘ “g#%r‘ﬂ“m eY?%’%S‘%?éFFreﬂP&sebbégot%Ra Ps a
hydr ogen at omar ah¢vaalp@genc adgents af oY lakGefididlerofit A1kBL:d QWP hydr oxyl
group, a cyang,group, - s acyl group; a Cy_6 al koxy group or a Cl_6 al kyl
grou P (wherel ncG _b aI kyl group.is optionally substituted by hydroxyl
group or - COORLQ (Muxepeér, Rbnchsrenthygs Q:{Eliheaé&ﬁioﬁhdaoimth@ ﬁiéggntgr oup)).,

16 jpvention w1th a different therapeutic agent for )
hyperlipidemia {statin pharmaceutical agent) is .expected to -

. promote increase in HDL.cholesterol, decrease arterlosclerotlc
index partlcularly remarkably,rand show extremely superior

| synergistic effect. The;efore, it is clear that the compound
1% of the present invention can be used concurrently“ﬁith a’

- different- pharmaceutlcal agent, partlcularly other therapeutic
agents for hyperllpldemla, arteriosclerosis, coronary artery
dlsease, obesity, diabetes or hypertensmon

20 This application is based on'patent apﬁlecatlon Nos.
255604/2002 and 107161/2003 filed in Japan, the contents of

which are "hereby 1ncorporated by reference
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or a prodrug thereof or a pharmaceutically acceptable salt 20 thereof. 3.
The di benzyl am ne conpound of claim1 or 2, wherein RLis a G -s alkyl
group substituted by a hal ogen atom or a prodrug thereof or a
pharmaceutically acceptable salt thereof. is 4. The di benzyl am ne conpound
of claim3, wherein RL is a trifluoronmethyl group, or a prodrug .thereof. or
a .pharmaceutically acceptable salt thereof. 20 5. The.di benzyl am ne
conpound of claim1, -3 or 4, wherein ring.. B and (R6)" are each 179 / ~ R~

~ R~ N/~ NNNN /,!' N\ ~1°0. ~u N T~IYY Y-t R R81 R~ N \ ~ 1
N\/ .S ~%MN\V/NR N/NM /~ N \ RCLAIMS | ~~ 7 Al RB1 U~ ~1t /] - ~t
N-N ,, Rso / / N Rst R~ Rst
R 0 Ll Bedv e cloliha RRebeaenced B png onfufh B 30 !

M9 ~ RB2 / ~R~~' ~R82 / /| NRO/ ~ R~ 1Y

Rst i R87 Rsi Rsz R : _
RSt Rso Rst R~ Rat s az z Rea/ NN Rso\ Rso

~ 1 Rs~ Rsz t
/' ~ Rez J*[.FSZ_

(1)

wherein
5 R! and R _
_'are’the same o;'different and_each is a halogen étom;
a nitro group, a cyanb group'or a‘C15 alkyl grouﬁ
‘ optlonally substltuted by halogen atoms;
- R®, R* and R°
R are the same or different and each is a hydrogen atom,
a halogéﬁ atom, a Ci-¢ alkyl group optionally
- substituted by halogen atoms, a C;.¢ alkylthio grouﬁ
optionally Substitutedrby halogen atoms-of a Cis
’ | alkoxy group optionally substituted by halogen atoms, -
15 . ~or R® and R' or R' and R® may form, together with a.
' carbon atom bonded thereto, a-carbocycllc ring . .
optlonally having substituent(s) or a heterocyclic
. - ring optlon;lly having - substituent(s!,
A isi—N{Rf)(R?) (whérein R’ and R® are the same or
20 'differenteand eacﬁ is a ﬁfdrogen atom, a Ci alle.
group (wherein C;.¢ alkyl group is optlonally
substituted by phenyl group or
—(Cﬂz).-—COOR’ (wherein R® is a hydrogen atom or a Ci
alkyl group and m is 0 or an integai of 1 to 5)) or a:
25 Ce10 cycloalkylalkyl group {wherein Ci.1p R
.. eyeloalkylalkyl group is optionally substituted by 1
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R~ Rsi Rso Rst Rso Rst Reyo~/Rsi | Rsz | R ~ Rs: i "~ RZ/ | N/ or

wherein R60, R61 and R2 are the sanme or different and each is a hydrogen
atom a halogen atom a nitro group, an am no group, a hydroxyl group, a
cyano group, an acyl group, a Cl_s al koxy s group, a Cz_s al kenyl group or
a C3_s alkyl group (wherein CIS alkyl group is optionally substituted by

hydr oxyl group or -(%Ilgl 4 i.s.as defined bov or a prodruq
t hereof or a phar naceutlcaéﬁ%%%‘é%%?p%%'?ehaég??n Pt %23 Y 6. The

di benzyl anmi ne CONMPOUrEhiod gicupm Sydrekel girnup) Rgald @n'dup.( BﬁyD r;}:lbﬁpﬁach - Rso
1 Rso ~o0

Eg RsRlSI ReRs f) ;?/s | \ RSO I%e_\ Rﬁfoﬁy\grﬁﬁ) )(f\ng Ng}N?J:?u {Whﬁselﬁs(fl"Rgikst wherei n
R60, Rfil and R62 ar ey@epdif |opedomiayesmstatmemby_ghydrheylaojronp aCi-¢
phar mceut sal) . 2CoSphabl & aghlod Uhe8lore orglh O REOTLERHIER GRIPOLN, O
%~ /1 \ ~ 1\ //\~~whetdil R*Nend|R* ae~the Maie Yoryddffesemteami Ra6hand R61
o Shorcor s e S pBeBRY #e BE1ES a0k SRISIRCRLL SRbLECT P 201
is to 7, wherein A isinthie )OQERB)tC(Memerr(Cm ~e0PRR dwhkerzsindRYi hed
hydrogen atom or Cj¢ alkyl group and r is 0 or an
10 integer of 1 to 5)), —C(RY) (R*¥) (R®) (wherein R, R
and R are the same or different and each is a
hydrogen atom, a Ci-s alkyl group (wherein C;¢ alkyl
group is optionally substituted by phenyl group or -
COOR? (wherein R’ is as defined above)) or a quﬁ‘
5 cycloalkylalkyl group {wherein Cy4,p cycloalkylalkyl
group is optionally substituted by 1 to 3 substitueﬁts
from halegen atom, nitre group, amino group, hydroxyl
group, cyano groub, acyl group, C;¢ alkoxy group, Cis
aikyl group (wherein C;.s alkyl group is optionally
20 - substituted by hydroxyl group, Ci-¢ alkoxy group or
phosphono group), -(CHﬂq-CON(R“)(Ru] {(wherein R¥, RrR*
‘and g are as defined above) or ;{CHﬂ,—COORm {(wherein
R! and r are as defined above})) or -0-C(R') (RY) (R™)
(wherein R™, R'? and R* are as defined above] ;
25 ring B is an aryl group or a heterocyclic residue;
R® is a hydrogen atom, a halogen atom, a nitro group, an
amino group, a hydroxyl group, a cyano group, an acyl
group, a Ci¢ alkoxy group, a Cp;¢ alkenyl group or a Cys
alkvl group (wherein C;.s alkyl group is optibnally
30  substituted by hydroxyl group or —-COOR'® (wherein R'*
is a hydrogen atom or a C;¢ alkyl group)); and
n is an integer of 1 to 3

or a prodrug thereof or a pharmaceutically acceptable salt
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in claiml) or a prodrug thereof or a pharmaceutically acceptable salt

t her eof . .
181 al kyl

al kyl" group ‘or "a prodrug-thereof or a pharmaceutically . acceptable salt
thereof. 11. The di benzyl am ne corrpound of claim1, which is-select ed

t he- group

9. The di benzyl am ne conpound of claimB, wherei
group or a prodrug thereof or a pharnaceutically

consisting of 10

N-[3-(N -cyclopentyl met hyl - N - et hyl am no] -5, 6 7, 8-

tetrahydro
bls(trlfl u
3-{[N-3-(
tetrahydro

naphebzdien- 2- yl et hyI] N[ 3, 5- : :
oronet hyl ) benzyl ] -(2-net hyl -2Htetrazol -5-yl ) am
N -cycl opent yl net hyl - N - et hyl am no) -5, 6, 7, 8-

n R isacCl6é6
acceptabl e salt
t hereof. 10. The di benzyl am ne conpound of claim9, wherein Rs is a C1L 6 s

ne,

naphttied ddb@nagtlamiihy | donrido(iRd et lethimH- t et razol -5 25 .-

yl)am no] met hyl}-5-trifluoronmethyl benzonitrile, :
'N-[3 5- bls(trl? uororrethyl)benzyl] N-[6- (N -cycl opentyl rrethyl
- et hyl anf nB),i Bjamd5RY| met hyl ] - (2- met hyl - 2H-tetrzol - 5- vyl

N-[3 5-bis

N Lot b o) o S MR (o R AT RS 1 oy
i de, : atom, a halogen atom, a C;s alkyl group optionally
(e grerio el st R S L
N-[6- (N -cycl opentyl n@ﬂiyshaJle adulbypk 260 tHld) b ORdlkooel | Si3Y | dr Magnd R*5- bl S.

hydr ochl ori
N[6-(N -cC
(2Htetraz

)am ne,.
20 ‘
%/%Qﬁ“ne

from

trifluor t hyl ) benz -+ i di n-2-y1)am-ne “hydrochloride,:

( N-[6-(N - %"’J& oi;eanw n%ﬁ Ky %{ 3 By 5&%03“1"985’.1.&'5 “élthe? WFF°N“°‘“
(3,5-bis(trifluor orrettkqﬂd)abeﬂieﬂe]to( 5a r&%trBM&:ylecﬁ-)ihgzéﬁtﬁnayiQ ARy SO

5{ (6-1[N-(3,5-bis(trifluorometh benzzvl ms*th]}_./r‘r ‘

[ 1, 2, 4]-oxadi azol - 3-yl hB‘]‘?fEi‘ﬁ\}l? AREBEYFYE le’ ’é*t"‘r%/f’a HALIENt anoi ¢ a_ci d
hyd rochl ori-de, " having substituent(s); f

. '15 -

20

. 25

30

R’ and R®

atom, a C;.¢ alkyl group (wherein C;.¢ alkyl grcﬁp is -

are the same or different and each is a hydrogén

optionally substituted by phenyl group or ~COOR®

{wherein R® is."'a'h'y_drogen atom or a Ci alkyl group)) -

or a Cs¢go cycloalkylalkyl group (wherein Ciqo

.cyéloalkylalkyl group is optionally Substituted by 1

to 3 substltuents from halogen atom, nitro

amino group, hydroxyl group, cyano group, acyl group,

Ci-s alkoxy group, Ci-g alkyl group or -COORY twhereln -

group,

RY is a hydrogen atom or a Ci alkyl. group)) ;

RII' R12 and RIS

are the same or different and each is a hydro’gen‘:_

atom, a Cs alkyl group (wherein Ci alkyl group is |

optionally substituted By phenyl group or -COOR®

(wherein R® is as. defined above) or a Cigo

cycloalkylalkyl group (wherein C.-m cycloalkylalkyl

group is- optlonally substituted by 1to 3

substituents from halogen atom, nltro group

group, hydroxyl group, cyano group, -écyl grbup, Cl-.s
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met hyl trans-4-{{N-(2-{[N -[3,5-bisCrifluoronethyl)benzylJ- 182
N -(2-nethyl-2Htetrazol -5-yl)am no] nethyl }-4- trifl uor onet hoxyphenyl ) - N-
et hyl am no] met hyl } cycl ohexanecar boxyl at e,
3-{[N-[6-(N -cycl opentyl net hyl - N -et hyl am no)i ndan-5 s
yl methyl)-N-(2-nethyl -2H-tetrazol -5-yl)am no)nethyl }-S-
trifluoromethyl benzonif G 10
N-[ 3, 5-bis(trifluoronet hny%bcéI ﬁ] CN-‘["’G”E’&I gf:‘i/u(ﬁ open IRnet(Flh?rem RY
N - et hyl ani no) i ndan- 5- ¥ st Hgfing abevsil)-i2H-t et r azol - 5- vyl )am ne, io
N-[ 3, 5-bi s(trgél uoronefhyl }bgp 6-( t h
N - et hyl am no)i ndan- S-yl net Eyl(];é/%dla%%r%hyal Nfl]l—ﬁ/% %E%Ft?'% §§£T&/§r°l)1/‘i") am ne,
3- ({N-[6- (N -cycl opent 3 mgéhg| 9¢upet #yiivsrorp) igydan, 5 cyano group, an
yl met hyl ] - Ns phenyl am ng} § triflsyq I ni tr
3 {[N-[6-(N -cycl opent ylyrr%% +Q - fFly amg‘%o QF%Z% alky? groub
yl met hyl ] - N- (4, 5-di net ﬂﬂphlerﬁhlil &zalagwgll )?amm(}]snemmn}ilsy substituted by
tr| f1 uoromet hyl benzonigJdrkbgyi —c: h 14
[3 S-bis(trifluoronet hyI )I‘Sengzrc’u RE RI ({3‘§/C rgﬁzénpfyl met hy"fdrm':Ien
- et hyl ami no) i ndan- 5-3#°fFePhy3 |Ca{st hllaleogrqugil)) ainine ' 2u hydrochl ori de
3- ([N

6- (N @1‘/9& 993@)&5& %LMAFN:‘ §t;§HéJr§;H&é199mQ9 N a%ce{)‘ﬁalT e salt

yl met hyl ] - 1N—(thlazol 2-yl)am no} et hyl )-5- trifl uorone enzonltrlle
hydr ochl or i dethereof.

N-[3, 5-bis(trifluoromethyl)benzyl]-N[6- (N cycl opentyl net hyl zs

N -et hyl am no:¥| ndan-5-yl met hyl ] - (oxazol -2-yl )am ne hydrochl ori de,

N-[ 3, S-bi s(tr11f Fi8r tReoAylamide, ppreawnpeot (Naigyt| Gpént YiersinyR- is a '

N - et hyl am na,indegybo¥ BHEtJMSLJ_{éﬁéHEBRIYJl tﬂylageﬁ oM, )@fﬂansmcmﬁgr ochl ori de,

30 N-[3,5-bis(trifluoronethyl)benz cycl opent yl et hy
N - et hyl am noS eR82h-9- ¢ H%%WCFUEHQ%VW‘F‘%%‘:%%? szdywmeﬁé hydr ochl ori de,

4. The dibenzylamine compound of claim 3, wherein R! is a
triflucromethyl group, or a prodrug thereof or a
pharmaceutically acceptable salt thereof.

20 5. The dibenzylamine compound of claim 1, 3 or 4, wherein ring

B and (R';]n are each
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N-[3,5-bis(trifluoronethyl)benzyl]-N[6-(N -cyclopentyl nmethyl- - 183

N - et hyl am no) i ndan- 5-yl net hyl 3- (4, 5-di net hyl t hi azol -2- yl)am ne

hydrochl ori de, 3-{[N-[6-(N -cycl opentyLnet hyl -N -et hyl am no)i ndan-5-

yl met hyl ] - N- (5- met hyl t hi azol - 2- yl)anlno]nethyl} 5- s

trifluoronethyl benzonitrile hydrochlorlde

3-{[N-[6-(N -cycl opent yl net hyl - N - et hyl am no) i ndan- 5-

yl methyl - N-* (4- et B8 t hi az Zwyl)anln met hy| R®5- Reo

trlfluoronethqu onltrﬁ ydﬁ?ehlorld (3, | S jy;s;

(trifluoromet hyk) bg) zyI]N-N- 16 ( clo | met iyl A \

N --etliylam no)inffan- 5= quethyl) 4- met hyNYoxazol - &<y ydrochloride,

N-[3,5-bis(trifluoronethyl’)benzyl{-N[6-(N -cycl open

N - et hyl am no)iggan- 5- ykaet hyl ] - (3 met hyli sothi azol - am ne

hydr ochl ori de, ﬂg hge Yol SOkl 250~ R Y

N-[3,5-bis(trifl pnet h penzy N-[6 \cycl meltil -
am{ n

N -et hyl am no)i ® 5- yIs LRyl ] a 5- et
hydr ochl ori de,
N[ 3, 5- bls(trlfkyoronethyl fG N‘- ' | -

) benz
N - et hyl am no) i nRdan- 5- ylnethyl]xk
hydr ochl ori de,
N-[3,5-bis(tr )
N'-ethylanino??nd n- hyl - et hyl - am
hydr ochl ori de,
N-[ 3, 5-bis(trifRuoronetfiyl) zS;lsN-[GR?hI cyckopent yl et hyl - zs

T~
< —o c
3 S
—
= ;
'j

N - et hyl am no)i -5 y I yethyl | pyr qu 4- nlne

hydrochlorid&P
N-[3,5-bis(t I oneth enz
N - et hyl am no)i ndan-5-yl net hyl ] - thyI

yl ) am ne. hydrochkori ge, 80 Rge: Rei

N-[3, 5-bis(triflyorgmet I)benz |]-N-[6- N cy penf@lnethyb-
N'-ethylanino)in aﬁ 5-vyl t yl { t Regl/f- leazo" yl)anlne
= :

thladlazo -

hydr ochl ori de, ~RezN Re2™ R6Z Xy \xﬂ N Ree
;

RGI Rsz Rﬁl Rcz Re] RW Rs' Rso Rs1 Rﬁo RB! o
Y AN . ) e [ e
ROOAEN—/{ R0 RS0 // Re2 Re N\fN Re | =~ ¥
' RE® Rst RS Rel R0 Ret Re RSl

wherein R®®, R®! and R®? are the same or different and each is a
hydrogen atom, a halogen atom, a nitro group, an amino group, a
hydroxyl group, a cyano group, an acyl group, a C;¢ alkoxy
group, a C»s alkenyl group or a Ci élkyl group (wherein C;
alkyl group is optionally substituted by hydroxyl group or
~COOR!* {wherein R!* is as defined above)) or a prodrug thereof

or a pharmaceutically acceptable salt thereof.
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[6-(N -'cycl opentyl met hyl - 184
n yl am ne hydrochl ori de,

6- (N -cycl opentyl net hyl -
n-z-y
2- (N

N-[3,5-bis (trifluoronethyl)benzyl]-N
ridin-3

( : .

-2-ylam ne s hydrochl oride,

(

N - et hyl am no)i ndan-5-yl met hyl ] - pyri di

N-[3,5-bis(trifluoronethyl)benzyi]-N|
- et hyl am no)i.ndan- 5-yl net hyl ] - pyri di

N-[3,5-his(trifluoronethyl)benzyi]-N| -cycl opent yl net hyl - o

N - et hyl am no)-5-trifluoronethyl benzyl]-(2-nethyl-2Htetrazol- 5-yl)am ne

hydrochl ori de, 3-{{N-[2-(N -cycl opentyl nmet hyl - N" - et hyl am no)-5- ~0

trifluoroneth§l ez ¢iberkylaminet hyhpdid ef rcdadin- % wherein ring B and

yl ) am noj nmet h %), ib {lporonet hyl benzoni trile hydrochl oride, net hyI

5-[N-(6-{[N - { 5 %trlfluororrethyl)benzyl] N -(2- :

met hyl - 2H-t et r azol -g@e yge) ami @o)nmt hyhc}nl NgheLn- Eﬂs‘yIQa,N- %,hx;,am no] pent anoat e

hydr ochl ori de, s et h I
5-[N-(6-{[N - (#chano- qu thyI N ):N\
rrethyl-2|—|—tetr 5-y|u HNO] 1}in _y| |)

et hyl am no}penta oate hy rochl orlde met h I
5-[N-(6-([N bls(trlfluoro t hyl ) benzyl]-N -
met hyl - | H-pyramnl - 3- yl%no] nk%t hyl } i nckgh- 5-yI )R‘N- 20 et hyI no] pent anoat e

hydr ochl ori de, Na=fN- ( 6- —_—
N (Z%hyl \ = ;7 Hi\i |

(trifluoronethyl)Benzyl :
tetrazol - 5-y1) ] mef* i nd# yl)- yl ai pent acid
hydrochl oride, 5F[N-(6-{(N -(3-cyano-5-triffl uoromethyl bengyl)-d¥ - (2- net hyl -
2s 2Htetrazol - 5-xg)an1no]nethyl}indan-5-y|)-N— et hyl am no) pent anoi ¢ aci d
hydrochlorlde 5-(N—(6-{[N‘-[3,5-bis(trif|uoronethyl)benzyl]-N'-(3-

met hyl i soxazol | ) am no] met hyl )i ndan-5-yl)-N et hyl am no] pent anoi ¢ acid
hydr ochl ori de, RS2 _ , _

5-[N-(6-{(N -[3Y5-bis(trifluoronethyl)benzyl]-N-(.1-nethyl-1H

pyrazol - 3-yl ) am'no] net hyl }i ndan- 5- yl) - N—ethylanlno]pentanOIC aci d
hydrochl ori de,

wherein R?®, R®! and R are as defined above or a prodrug

thereof or a pharmaceutically acceptable salt thereof.

7. The dibenzylamine compound of claim 6, wherein ring B and

Reo
\
Y

wherein R*® and R* are as defined above or a prodrug thereof or

{R®), are each .

o0 Reo R61 Réo Re1

/ L/

N—N
20 ff O\ » \
N / kN

7 B
T

a pharmaceutically acceptable salt thereof.

8. The dibenzylamine compound of any of ¢laim 1 and claims 3
15 to 7, wherein A is ~N(R"} {R®) (wherein R’ and R® are as defined
in claim 1) or a prodrug thereof or a pharmaceutlcally

acceptable salt thereof

9. The dibenzylamine compound of claim 8, wherein R’ is a Ci-g
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met hyl trans-4-{[N-(3-{[N -[3,5-bis(trifluoronethyl)benzyl]- 185

N -(1-nmethyl -1 H pyrazol - 3-yl)am no] net hyl }-5, 6, 7, 8-

t et r ahydronapht hal en-2-yl)-N " -et hyl am no] net hyl } cycl.ohexanecar boxyl at e
hydr ochl ori.de, nethyl

trans-4-{(N-(3-{[ N -(3-cyano-5- trlfluoronethylbenzyl}

N -(1-nethyl-| yrazol amno}rrethl} 5,
t et r ahydr onapﬁf- | EHR ?F)Zl‘ér"gfﬁ?ﬂ%ﬁ ¥ Rt ﬁyﬂ’l}W‘@Fﬁ'ﬁ’é’fﬁﬁ&ar boxyl at e

hydrochl or i deacceptabbe 4aitNHetebfN -[ 3, 5-bi s(trifluoromethyl)benzyl]-N -(1-
met hyl -1 H- pyrazol - 3-yl)am no] nethyl }-5,6,7,8- io0

t et rahydr onapht hal en- 2-yl) - N et hyl aauno] rret hyl } cycl ohexanecar boxyl i ¢ aci d
hydrocrﬂt)rldelo The dlbenzylamlne compound of claim 9, whereln R® is a Cy
trans-4-{[ N §| anoStanuororrethXIbenz %‘;I\I é)

met hyl - | H—pyr 1 g %dﬂrREFFRIItPESE%f Pra2 t AT ERGE UiFaphY hal en- 2-yl ) - N
is ethylam noq;d&ﬁahy&]}d:séﬁhﬂhﬂfé&aeﬁar boxylic acid hydrochl ori de,

N- (3, 5-bis(trifluoronethyl)benzyl]-N[6-(N -cyclopentyl nethyl -

N - et hyl am no)i ndan-5-yl met hyl ] - (5-net hyl -[ 1, 2, 4] oxadi azol -3- yl)am ne
hydrochl ori dey1. Whéydlbbhﬂflﬁmnéné[&ﬁt@ﬁu{x@ £ k:iBaﬁn li,Swhich is selected
(trifluoronet ‘

N - (1- et hyl ’Ih’%é-mpg?%z%f’l’% %ﬂ"}séfﬁ:’fﬂﬂ #&t hyl }i ndan-5-yl)- N
et hyl ami no]ﬂnmm#}uy@yammaﬁéﬂmyha{amwdrmﬁhksm for o¥: 3

o L Ml S s e
et hyl am no] nmﬂ%yt}mmlo@hmmemﬂ)@lyl-(m—mhgl-lfmﬂlteﬁfdmu-deynmmm hyl
o O N 005 L SRR ) 7.5
et hyl ami no] nmdtyhl}mheﬂen&anenwwytﬁle ~N-(2-methyl-2H-tetrazol-5-
et hyi -1 H py Pl S RS b R R T
et hyl am no] mat-§l 3-tisl(ohiflanecesthg ybercya d 1 ﬂﬁy-dNOﬂ‘hzlc!ib?dm;ylmethylf
IGHRAIG HER TN AT, S TR
] yl)amine, _
N—[3,5—bls(trifiuoromethyl}benzyl]—ﬂ—[ﬁ—(N'—cyclopentylmethyl—
20 N'—ethylamino)indan~5#ylmethyliw(2~methyl~2ﬂ-tetrazol—5—
vl)amine hydrochloride, .
N—{6-(N'~cyclopentylmethyl-N‘—ethylamino)indan—S—ylmethyl]—N—
(ZH-tetrazol-5-yl)~[3,5-bis(trifluoromethyl)benzyl]amine,
N*[6—(N'—cyclopentylmethyl—N'—ethylaminb)indan—5-ylﬁethyll~N~
2% [3,5-bis(trifluoromethyl)benzyl]-(pyrimidin-2-yl)amine
hydrochloride,
N-[6- {N'-cyclopentylmethyl-N’-ethylamino) indan-5-ylmethyl]-N-
[3,5—bis(trifluoromethyl)bgnzyl]—(S—methyl—lﬂ—pyrazol—B—
yl}amine;
39 5~{N-(6—{[N'—[3,5fbis(trifluoromethyl)benzyl]—N'—(S—methyl“
[1,2,4]oxadiazol-3-yl}amino]methyl}indan-5-y1)~N-
. ethylamino}pentancic acid.hydrochloride,

methyl trans-4-{{N-{2-{[N’-[3,5-bis{trifluoromethyl)benzyl}-
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et hyl am no] net hyl } cycl ohexanecar boxyl i c acid hydrochl ori de, 186
trans-4-([N-(6-{[N -{3-cyano-5-trifluoronethyl benzyl)-N -(2-

nmet hyl - 2Ht etrazol - 5-yl ) am no] nmet hyl } i ndan-5-yl ) - N

et hyl am no] net hyl } cycl ohexanecar boxyl i ¢ aci d hydrochl ori de,
trans-4-{[N-(6-{[N -[3,5-bis(trifluoronethyl)benzyl)-N-(3 5
met hyl l'_SovaOk*5T2§Um£§H§ﬂ%mééMz}ﬂﬂﬂ%1 Qﬁyﬁa}}ﬂ&tgyu-zx- .

et hyl am no) net hyl | cycl'ohexanecar boxyl’i ¢ aci d hydrochl ori de,
trans-4-{[N-( Gr{i[wor%@%mbh@nlﬂ ¥t uor omet hyl benzyl ) -N - (3-

met hyl'i soxaz Olaﬂ'é;ﬂéknkﬁgjn&%%}é@@lhh&?aﬁ{&ﬁiﬁ(&aa@te,

et hyl am no] nmet hyl } cycl ohexanecar boxyl i ¢ aci d hydrochl ori de, | in mét'hyl
5-[ N-(6-{[ N - g3l dydho b tcyiionotylns thyl bl hAathylapino) indan-5-

g; :né L : : g*r ip-ydgﬁrﬁét_h%lYlﬁ-atﬁtﬂgﬂﬂﬁtbﬁlﬁ’éﬂ}g@&%%'ﬂ ahlRhRybani,nglpentanoate
5-[N-(6-[[N -%Bi@yaﬁ@neaﬂwpﬂmﬁ‘éﬁa%yl benzyl)-N -(3-nethyl -

i soxazol - 5-yl yayg ”Q [ s Wb | a0} U4 ' aci d
hydr ochl ori de, %%ﬁﬁlﬁﬁgﬁ%% %%gﬁﬁﬁé?gln%?]ﬁgﬁbenz%&el\%?(ll- met hyl -
1H- pyr azol - 3- Y1)y ke ihey Aydan-ddeineshyl) - N-eghnit Zimtabigredt8noi ¢ aci d |

hydrochl ori dey1yamine, ,
5-[N—(6-{[1N!; ;)IS,S-bi_s(tri_fl uor oret hyl } benzyl )-N - (1-nethyl -1 H 20
[ 1, 2, 4] tri azo¥=Byriimitasf HneprtisHd Rro s )P ke - @Y hgyalrpssFpbeathndt ¢ .aci d

hydrochl ori dey:-ethgisuidof iMdnSs{{ Mhethdt P- Qlfethyl-1H-[1,2, 4] triazol-3-
(trifluoromethyl)benzyl]-N -(1-

met hyl -| H [ 1,2V 8PEPfazol - 3-yl ) ani no] net hyl }i ndan-5-y1) - N

et hyl ami no] mei-hyth} gychyohe catPerethi t-r1eClednPyiae i Qahdg- SS
trans-4-{[N-(6-{[N -(3-c g%c??,&_trifl u%rorret hy%;]benzylh -N-(1-

net hyl - | H [ 1, 2.2 E¥ o PR anleping STt iy FribkersngthyiRenzeonitrile,

et hyl am PO]WW34TXN}F@“$N0h§?@ﬂ$@§ﬂ£§1ﬁéﬁh.EFﬂacﬁéhylamino)indan-S— _
N-[3,5-bis(trifluoronethyl)benzyl )-N-fG-(lN' -cycl opent yl net hg/l -

N - et hyl ani n&)FREBAL SNy (Fret i thed-tR{3RAL- B 1Y D amipR] nghhy2 b125- 30 yl ) ani ne,
5-[N-(6-{[ N -d3reyafimredhf Idehbpi@reEhyl benzyl ) - N - (1- et hyl - :

1H-[1,2,4]triazgl - 3-yl z:a,m' no] met hyl %i ndan- 5-y|6) - N
- N-[3,5-bis (triflucrometliyl)benzyl]-N-| - (N’—cyclopentylmethyl--

N'-ethylamino) indan-5-ylmethyl]-(thiazol-2-yl)amine i

20 hydrochloride,
3-({N~-[6-({N'-cyclopentylmethyl-N'-ethylamino) indan-5-
y¥lmethyl]-N~-(thiazol-2-yl)aminc}methyl)-5-
trifluoromethylbenzonitrile hydrochloride,
N—{3,5—bis(frifluoromethyl)benzyl]-N~[6-{N'-cyclopentylmeﬁhyl—

23 N’-ethylamino) indan-5-ylmethyl]-(oxazol-2-yl)amine
hydrochloride,
N—{B,S—bis(trifluoromethyl]benzyl]—N—[6~{N'—cyclopéntylmethyl~
N‘-ethylamino) indan-5-ylmethyl]~ (5-methylthiazol-2-yl)amine
hydrochloride,

30 N-{3,5-bis(trifluoromethyl)benzyl]-N-[6- (N’~cyclopentylmethyl-
N'—ethylamino]indan—S-ylmethyl]—(4~methylthiazol—2fyl)amine
hydrochloride, o
N-[3,5-bis(trifluoromethyl}benzyl]-N-{6- (N'~cyclopentylmethyl-
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et hyl am no] pent anoi ¢ aci d hydrochl oride, 187 nethyl

5-[N-(3-{[N -[3,5-bis(trifluoronethyl)benzyl]-N -(1-

met hyl - | H- pyrazol - 3-'yl ) am no] net hyl }-5,6,7, 8-

t et r ahydr onapht hal en- 2-yl ) - N- et hyl am no] pent anoate hydrochl ori de, s mnet hyl
5-[N-(3-{[N -(3- cyano5tr|fluororrethylbenzyl) N _-(lam , -
met hyl -1 H pyrgzol 3-vl ) am.ngl net h . o

t et rahydronapﬁ e rjixﬂgziﬂm)mﬁglgﬁﬁm ﬁn’?p nt ano SRERY D b‘?"b"(}hﬁori de,
5-[N-(3-{[N - szﬁmlnieshx(dnbicmmmr.ret hyl ) benzyl ]-N - (1- rret hyl -1 H 10
pyrazol -3-yl)g ) e t traydr napht hal. en- 2- I)

N- et hyl am no] ng@P iﬁ] C&a giﬁ?& | dg 81 ?Qm 5 shdar-sl

5-(N-(3-{[N - ((Bnmﬂlb-lﬁ*(ﬁFMéﬂl}ﬂthdinZbgh)Z@h)mMet(hjdmeﬁ-hy| -
1H pyrazol - 3- ¥JL_) %Lerﬁt l?.gel}zo 1%r%1 8- woelr & ¥> gnapht hal en- 2-
ro

yl)-Net hyl am™no pen anorc aci ori
trans- 4- {{N—(3"{E[N‘<I[6f3~1'5r4:bck(nemlti'hum¢elﬂh-;dt)lbéaﬂndo} inllar-3-

met hyl - 2H-t et | 13-

t et rahydr onap%%%“e{n-%l n&lﬁ}lyq%hp%égrlﬁ 20 af“ﬁnﬂmthl"'ohexanecar boxylic acid
hydr ochl. ori detriftlpanguﬂhﬂmér{@n(t[:ml-e( Bydmdoﬁmer,l fl uoronmet hyl benzyl)-N -(2
20 et hyl - z .

t et rahydr onap t¢1 ?eﬁi 2‘%’5 % %‘Wé%ﬁ%{ﬁe?hgf}m c%‘ﬁllo)?aeﬁg et)th}'ill ic acid
hydr ochl or ey’ —etthmlmum{ {.Ma(nssffmatps;ﬁ— m-slétlnylfol:cambfﬁewmyi@:benzyl j-N-(1-
rrethyI-IH-[l LLbhl &%4Qk- 3- yI)amno]rrethyI} 5,6,7,8 2s

t et rahydronapht hal en- yI') et hyl am no] met hyl } cycl ohexanecar boxylic acid
hydrockﬂ()rldeN [3,5-bis(trifluoromethyl)benzyl]~N-[(6~(N*-cyclopentylmethyl-

trans-4- {[P+(ﬁ&LQEﬁb Aﬁinsy 55;# Eﬁg%f%ﬂ%;@éLi?ﬂ}%é%ﬁldgolig;yl)amlne

methyl -1 H[1, 2, 4]tr|azol
tet rahydronaﬁmdﬁaFlélfPeryl) N- so et hyl am no] et hyl } cycl ohexanecar boxylic

aci g L (r)irafoblfk [éa[,bt%la% rﬁr“%k%%’%ﬁ‘ﬁ?‘?w BEAL Y OROE! Y LA iAp Uy hethyt-
y —etg§lam1no)lndan—5 ylmethyl] (S-methyllsoxazol -3—-yl) amine

hydrochloride, )
N-[3,5-bis(trifluoromethyl)benzyl]-~N-[6-~(N’-cyclopentylmethyl-
N'~ethylaminoLindan-S—ylmethyl]—{3~me£hylisoxazol—5*yi)amine

20 hydrochloride,
Nj[3,5~bis(triflubromethyl)benzyl]—N-[6~(N’-cyclopentylmethyl—-

. N“-ethylamino) indan-5-ylmethyl}-(l-methyl-1H-pyrazol-3-
¥1l)amine hydrochloride, . _
N-{3,5-bis (trifluoromethyl)benzyl]-N-[6- (N'-cyclopentylmethyl-

25 N'-ethylamino)indan-5-ylmethyl]-(1-methyl-1H-pyrazol-4-

"~ yl)amine hydrochloride, .
Ne[3,5—bis(trifluoromethyl)benzyl]—N—[6—(N'~cyciopentylmethyl—
N'~-ethylamino) indan-5-ylmethyl]-(5-methyl-{1,3,4}thiadiazol-2-
¥1l)amine hydrochloride, ~

3a N—[S,S—bis(trifluoromethyl)benzyl]—N-{6—(N'—cyclopéntylmethyl-
N'—ethylamino)indan;S—ylmethyl}—(S—methyl—{1,3,4]oxadiazol—24
yl)amine hydrochloride,

N-[3,5-bis (trifluoromethyl)benzyl]-N~[6-{N'~cyclopentylmethyl-
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t et rahydr onapht hal en-2-yl)-N 188 et hyl am no] net hyl } cycl ohexanecar boxyl i c
aci d hydrochl oride.,

trans-4-{(N-(3-[[N -(3-cyanb-5-trifluoronethyl benzyl)-N -(3-

met hyl i soxazol - S-yl ) am no] net hyl }-5,6,7,8 tetrahydronapht hal en- 2- yI) N— S
et hyl am no] met hyl } cycl ohexanecar boxyl i ¢ aci d hydrochl ori de,

2- (5-{N-(3, 5-hy, séh}a}lfl yor onel, Ha%_iyﬁﬂ.gﬁl}{%i_;__pylem-s-ylmne

cycl opent yl methyi _
yl met hyl j am nch){tled)d!lﬂmlidé yl ) et hanol hydr ochl oride, methyl

5-[N-(3-{[N -3 Iuoro yl ] 1.0

met hyl -1 H [ 1, %J E?t i ﬁii’g{: ’3ff NIPF AR FX’%% "%é\l'/‘N('CYCl"PentYlmethYl‘ .

t et rahydr onaplm'haﬂanaﬁuyd})muaﬁ%wmatmlp@mma-ueylahmﬁbochI ori de, methyl
5-[ N-(3-{[ N;s- % rloStrlfIvororrethbeenzyI) N -(1-

met hyl -1 H-[ 1, yﬂfrlazo -3-yl)am no] methyl )-5,6,7,8- is ‘

t et r ahydr onapht b3 %eiri 2 { gat i1 Mo edritihg i) ealzge Dt mneat(8 - dydbpetdyame tiey 1-

S-[N-(3-{[N - [3.95R)8 rlflu ro thI e | J-N -(1-methyl -1 H
[1,2, 4]tri azoF 5ﬂ1y gﬁ'mi e ﬁq]? X‘%&S‘ gggniyl'}' Gl Wi derazo1-
t et rahydronapﬁt—hbila@nné Wd)rohhbcbﬂi)dleam no] pent anoi ¢ acid zo hydrochl ori de

S (3 N 63 a3

ri az
tetr ahydrJoﬁ%lphtiﬁluene@egdy)lbéthMyNamw]tpgmmﬁmetramulds— hydr ochl ori de, 2s
5-[N-(3-{[N %ﬁrfi P; z o) ?re%] é@%éx}f?_ﬁ”ﬁ}’érlzbr'\;ridi?i' hydrochlorid

t hvl ﬁ e hydrochleride,
{rgt réh;/g(r))(;ﬁggmﬂwlleg— B'I-ytlﬁ)]: [\N'e*t[;g:emsrm}'pélumethﬂo benzyndro<d-or i de,
N-(3-{[N |
[ ( {[ lflélé\ ?{aﬁ.otescr { §J &?.P% nyZJ.y} 1}1dan-5(-yl)—sb?—

rret hyl i soxazo m no ‘
tetr ahydronapﬁthvélaenn@-pph):ambasiehyymmppm,anm c acid hydrochl_ori‘de,

13 methyl S—[N-(6~{[N’-(3-cyano-5-trifluoromethylbenzyl)-N’-(2-
methylmZH—tetrazol—S—yl)amino]methyl}indan~5—ylﬁethyl)—N—
ethylamino]pentanocate hydrochloride,
methyl 5—EN-(6~{[N'—[3,5—bis(trifluoroﬁéthyl)benzyl]—N'—(1—
methyl-1H-pyrazol-3-yl) amino]methyl } indan—-5~y1) -N—

20 ethylamine]pentancate hydrochloride, '
5—{N—(6—{[N'—[3,5—bisttriflnoromethyl)benzyl]—N'—(Z—methyl—ZH—
tetrazolés4yl)aﬁino]méthyl}indan-S—yl)-N—ethylamino]pentanoic
acid hydrochloride, . _
5= [N~ (6-{ [N'—-{3-cyano-5~triflucromethylbenzyl) -N'- (2-methyl-

25 2H-tetrazol-5-yl) amino}methyl }indan-5-yl) -N~
ethylamino]pentancic acid hydrochloride,
5-[N-(6-{[N’'—-[3,5~bis (trifluorcmethyl}benzyl]-N'- (3~
methylisoxazol-5-yl)amino]methyl}indan—-5-y1)-N—
ethylamino]pentancic acid hydrdchloride,

30 5—[N—(6—{[N'~[3,5—bis{trifluoromethyl)benzYl]—N’—(l—ﬁethyi—lH—'
pyrazol-3-yl) aminc]methyl}indan-5-yl) -N-ethylamino]pentanoic
acid hydrochloride, -
methyl trans—4—f[NH(S-{[N'—{3,5—bis(trifluoromethyl)benzyl]—
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5-[N-(3-{[N -[3,5-bis (trifluoronethyl)benzyl]-N -(2-methyl-2H 189
tetrazol -5-yl)am no] net hyl }-5, 6, 7, 8-t et rahydr onapht hal en- 2-

yl )-- N- et hyl ant no] pent anoi ¢ aci d hydrochl ori de, '
5-[N-(3-{{N -(3-cyano-5-trifluoronethyl benzyl)-N -(2-nethyl -
2H-tetrazol -5-yl )am no] net hyl }-5, 6, 7, 8-tetrahydronapht hal en-2 s
yl)-N-et hyl an.nol.p 0| aci d hydrochl ori de,

trans-4-{[ N (b- %]N i;%ynls Byfﬁ?gfgﬁﬂﬁéﬂé?mefﬁghkﬂf Re875-

met hyl -[ 1, 2, 4}:@mmlhyaiﬁﬂap$tyhie&mZﬂ9lm~hyl }indan-5-yl)-N-

et hyl am no] met hyl }c cI oh ecar boxylic ac

5-[N-(2-{[N - F%Y %‘E’t“? g‘?’ﬁb’ﬂ’&’r&?ﬁ%ﬁ‘?ﬁéﬁ‘%@ﬂﬁaﬁﬁ hefraghigpidey

py[1 alzol 3- ]yl ) @eritiya] ﬁﬁr{sw;}-{gagt(m-i twm{Gneyimssphﬁmhbrﬁhethylbenzyl)—
etyamno_.pet oic_a roc

5-[N-(2-{[N - “BFEREY f‘r%’b‘iﬂ& t??wlgslé?ﬁ%)r“]“wl*(‘fxﬁe"{m -l H
pyrazol - 3-yl )mm}zmdaph}.h&dnr—ewumnenet hyl phenyl ) - N- et hyl am no] pent anoi c
aci d hydrochl gr |Y(1

5-[N-(2- {[ N -T3¥F5H %°s]§‘eFP¥H‘i¥8f‘%’}F€iaﬁ§F%’é9?2‘yﬂ?t‘?\| hyggochlonyse.
lH;]plyr azol - : 3- Wa)’aﬁﬂﬂbﬂmghyh}'—élstﬂf—ftﬁ!slﬂﬁfiﬂﬁbb@iﬁeﬁﬂh@my]bénﬁyi]-Nr...(1.. -
et am noj pe ] acCl ro Qri ge

5-[ X (2-{] N - 'F?iggbﬁ‘s Qi %‘P‘y‘gr“ Sﬁg‘?ﬁw? BEHEH 7208 7¢ 87 et hyl - 2+
tetrazol - SEWIgmﬂmbytl}alént—zﬂfﬂ)um-orret hyl phenyl )-N-' 20

et hyl am no] p

d
S (ke (6 ([N - ToEShttfe Bl Sr BT chetoh s Bimberr i ests Rtrpebianias.
tetrazol - 5- yIt)IanBﬁt)-]{rwt—loy-}GnmdMayb}s%ﬂEanMma&ﬁnmm (gcid

N ey Feste L B2 AR R T (2 2
et hyl am no} Pemtaﬂmcproaep@tm}ldnfm-mlmmde ) _
e L0 A LT el
et hyl am no] péfm[én@bdsabrxflhydwmﬁhb@rbde:yl$m~[6 (N'—cyclozsentylmethyl*
t5e'£ L\;{zgl {EraNyl-Ng g?n |‘i'h]a§‘ I f 3 ggdgﬁgﬁ}“glqeq‘ze’ﬁ%yﬁhgm ﬁ] mé 3’}/&%%%{71@7 pént anoi c
aci d hydr ochlva) amiime hydrochlonde | |

methyl t:ans—4—{[N—{6—{[N’—[3,5—bis(trifluordmethyl)benzyl}—

20 N'-{l-methyl-1H-pyrazol-3-yl)aminolmethyl}indan-5-y1)-N—
ethylamino]methyl }cyclohexanecarboxylate hydrochloride,
trans—é—{[N—(G-{{N'—[3,5-bis(trifluoroﬁéthyl)benzyl]~N'—(1—
methyl—lH—pyrazol—B—yl)amino]methyl}indan-S—yl)—N¥_
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,

25 methyl trans—4—{ [N-(6—{ [N’~ (3—cyano-5-trifluoromethylbenzyl) -
N’-{l-methyl~1H-pyrazol-3-yl)amino]methyl}indan~5-yl}-N-
ethylaminc]methyl}cyclohexanecarboxylate, |
trans-4-{{N-(6~{ [N'— (3~cyano-5- trlfluoromethylbenzyl)—N’w(1— ;
methyl- lH—pyrazol—3—yl)am1no]methyl}1ndan—5~yl]-N—

30 ethylamino]methyl }cyclohexanecarboxylic acid hydrochloride,

trans-4—{[N—(S—{{N'—[3,5;bis(trifluoromethyl}benzyl]—N'—(2—
methyl-2H-tetrazol-5-yl)amino]lmethyl}indan-5-~y1)-N-

‘ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
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6-[N-(6-{[N -(3,5-bis(trifluoronethyl)benzyi]-N-(2-nmethyl-2H. 190

i fl
tetrazol -5-yl)am no] net hyl }i ndan-5-yl)-N-et hyl am no] hexanoic acid
hydrochl oride, 5-[N-(6-{[N -[3,5-bis
(trifluoromethyl)benzyl]-N -(2-methyl -
tetrazol -5-yl)am no} net hyl }i ndan-5-yl)-Nethyl am no]-3,3- s

di net hyl t I.¢._aci d. hydr ochl _ . ,
A e e e T e s e
et hyl - 2H-t et r agdiyv1l52+ Yecmranol thetvhyaginedaetiiy iy i hdde-5-y1) -N- .

t hyl ami hyd
(L 2T (6 (TP GRS PR A BB ereBR a8 Pt forice,
met hyl - 2H t et teare-45¢ (N-)(&@ni BOT8E h*yﬁ:}snmdaﬁ‘r@rym&wl)benzyl}—w— (3-

t hyl t Al ' )

Crans_a ((N [N RSPPRETLY T R oaEhth (MBSO (2. 2.
hydr oxyet hyl )ewlta@i-mcalmlthﬂ- l;dy}zéqhﬂ@}lﬁeamdxyllndm l}i'q:i:dtihloride,

t hyl b I ,
A L s T i Gl
net hyl - 2H-t etmeibgl i soxpzpantnd] seisniinletiyl kindahorydirelhyl phenyl ) - N
et hyl am no] neéw L& 1&1181 El?}ff}%?@i&?@%h&ﬁ ﬂ.wc%cq%hﬁfc%l qx§ oride,

ri met b

(1{2[N—(3{[N | 'uoro nzyl
nmet hyl - 2ertmmu 5;‘3 YYen RYidteppnp=5;6i TlBOJchtertBhJ}Ehmwépmh-allen 2-yi)-N

et hyl am no] et a ,[,gcﬁ n~-S-v1) —N—
tra%s 4- {(]N-(ngi%'{lh%&yﬁl %ng%%(ls—bt ?ﬁellng'grggnet Yll}i%c(’éanzil 'UNN (2-

met hyl - 2H-t et?@lé@@ﬂﬂp‘;mﬂm}:ﬁmmphhﬂnﬁs trifluoronethoxyphenyl)-N

et hyl ami no L h o _Q8.me ~
L ol O R B A SN 8 s

et hyl - 2Ht et rlsz&ﬁzcs’-yﬁryh}ﬁnﬁ@]omwl}llsd@-ﬁ Blk-él—pahx/mnamﬁmmncz yl)-N
so et hyl amisnqjarat yd JeM EdLh@xanecar boxyl i ¢ aci d hydrochl ori de, :
trans-4- ({N-[3-({N -[3,5-bis(trifluoromethyl)benzyl]-N -[2-(2- .

hydr oxyet hyl )S‘ZP‘Ff%t{rfﬁzof3'5’¥?¥1?'a§ﬂtﬁéﬂmrl?9lﬁ}ihﬂb8n?¥38‘ ~N'—(1-methyl-

1H-pyrazol-3-yl)amino]methyl}indan-5-yl} -N-
ethylamino]pentancic acid hydrochloride,
5-[N-(6-{[N'-{3,5~bis (trifluoromethyl)benzyl}-N‘~- (1-methyl-1H-

200 [1,2,4]triazol-3-yl) aminolmethyl}indan—5-y1)~N—
ethylamino]pentancic acid hydrochloride,
trans—4—{[N—(6~{[N'—[3,5—bis{trifluoromethyl)benzyl]—N'—il—
methyl—lH—[1,2,4]triazol*3—yl)amino]methyl}indan*Sfyl]-Nw
ethy;amino]methyl}cyclohexaneéarboxylic acid hydrochloride,

25 trans-4-{[N-(6-{[N’-(3-cyano-5—trifluoromethylbenzyl) -N’-{1-
methyl-1H-[1,2,4]triazol-3-yl) amino]methyl}indan-5-yl) ~N-
ethylamino]methyl}cycloﬁexanecarboxylic acid,

N-[3,5-bis (trifluoromethyl) benzyl]-N-[6-(N’~cyclopentylmethyl-
N'—ethylamino)indan-S—ylmethyl]—(3—methyl—[1,2,4]thiadiazol—5—

30 yl)amine, '
5~[N-(6-{[N'— (3-cyano-5-trifluocromethylibenzyl) -N'~ (1-methyl—
1H—[l,2,4]triazol—3—yl)amino]méthyl}indan-S—yl)*N—

ethylamino}pentancic acid hydrochloride,
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t et r ahydr onapht hal en-2-yl]-N 191 et hyl am no} net hyl ) cycl ohexanecar boxyl i c
aci d hydrochl ori de,

1-{3-[N-(6-([N -(3,5-bis(trifluoronethyl)benzyl]-N -(2- nethyl
2Htetrazol -5-yl )am no] net hyl )i ndan-5-yl)-N
ethylan1no]propyl)cyclohexanecarboxyl|c acid hydrochlorlde S

5-[N-(6-{[N - blsitrlfluororrethl)benz ] (1-methyl -1 H

pyrazol - 3-yl )’ﬁ?ﬁlﬁ’&) Aethy3ri H&Iar@Esyﬁ’/ s(ﬁréfﬁwraﬂ?ﬁmbéewldrﬁerﬁw pent anoi ¢
acid, 5-[N-( 6mé1£hl‘91- L3+ 5rdalz 81 13-iyfi1h u@imtehwmbsneyus N - (5-nethyl -

[1, 2, 4] oxadi azol | ) am no] et hyl il ndan-5-yl)-N-ethylam no]- io

5157 i et hyl pEREERBHESREPGn AT K m—&@hywlw@wnpam 5 bi s

(trifl uoronetiwdad&ﬁma:y:lde- N - (2- et hyl -
tetrazol - am no rret h§ LE‘%\ trifluor orret haxyphen
n

et hyl am no] TdPeC¥RIT SRR JERT e @-)Lbe“zYl.’"N ‘-1~
S-[N(2-{[N r[n&rfyibm(;tyrrh%w—wa&mdomeﬂzwhhg -A,8=net hyl - 2H S5

tetrazol - 5y| nmet hyl 4tr|fluoronethylphenyl) N-
et hyl ani no] - 3 GF‘ﬁé éé’?‘ﬂ]ﬁ‘o?cﬂa’m NyerRhBdpe brenganoate
trans- 4- {[I\I—(t?yc{rbhhh{ﬁ.,dﬁ bis(trifl uor orret hyl ) benzyl ]-N - (1-

nmet hyl - | H pyr z0| no -4- trifluoronget hoxy henyl
et hyl ami no] rmeTTHY }iyﬁd Dy o D r oy R T ¢ Bgnetth T

5-[N-(2-{[ M ;(1&,&5:)])4-35—1;(11) amiﬂdméﬁimgel}hyal ka@!bird&iyd(:&na{ﬁi&hxieﬂ—lj- ~y1) -
O ! am o] - 4 RPHERADNBUAEAROF A8 RAARPORRIR b, |
S-[N-(2-{[ N -I-3N5{biifttr Hﬂd&ﬁhﬁﬂﬂﬂﬂﬂbﬂ‘w&yﬂm{zﬁlm hyi—rr?e%hyl—
1,21 oot gl o) s R o 0 oo fopsanen
tI’anS-4-{[N—(yﬁ-){—B%tl{y?aaﬁxﬂh]@eﬁtindﬂcuaémhybdmlii&é] N -(5- o
ot hy! arm nop RCRVE S ohE e b BOREF P o P °”?§L*ﬁqut9“e”y' o s
6- [ N ( 2- ([N fr(eShﬁl-kﬂfsQ:étraleoueﬁeymtahyhc)bmthyl]—-SNG,Q2&—rret hyl -
tetrazol - ylt) %raﬁpdmna&yt alengg_lyjll) ugr omret hoxy_phenyl ) - N
ethylamino]methyl } cyclohexanecarboxylic acid'hydrochloride,
'trans—é—{[ﬂ-(B—{[N'—(3—cyano—S—trifluoromethylbenzyl)—N'-{Z—

20 methyl-2H-tetrazol-5-yl)amino]methyl}-5,6,7,8~-
‘tetrahydronaphthalen—2-yl)-N- o
ethyiaminojmethyl}cyclohexanecarboxylic acid hydrochleride,
trans—-4-{[N-(3-{[N’'~-[3,5-bis(trifluoromethyl)benzyl]-N'-(1-
methyl-1H-[1,2,4)triazol-3~yl)amino]methyl}-5,6,7, 8-

25 tetrahydronaphthalen-2-y1)-N-
ethylamino]methyl }cyclohexanecarboxylic acid hydrochloeride,
trans—4~{[N—(3—{[N'—(3—cyano—S—trifluoromethylbenzyl)—N'ftl—
methyl-1H-(1,2,4] triazol-3-yl) amino]methyl)-5,6,7, 8~
tetrahydronaphthalen-2~yl) -N- -

30 ethylamino]methyl}cyclohexanecarboxylic acid,
trans—4—{[N—(3“{[N'—[3,5—bis(triflﬁoromethyl)benzyl]“N'*{B—
methylisoxazol—S—yl)amino]méthyl}-5,6,7,84
tetrahydronaphthalen~2-yl)-N- ‘
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et hyl am no] hexanoi ¢ acid hydrochloride, 192 ..trans-(4-i[N-(6-{[N-[3,5-bis
(trifluoronethyl)benzyl]-N -(2- .

met hyl - 2H-t et razol - 5-yl ) am no) net hyl )i ndan-5-yl ) - N

et hyl am no] nmet hyl } cycl ohexyl )acetic acid hydrochl ori de,

6-[N-(6-{[N -[3,5-bis (trifluoronethyl)benzyl]-N -(2-nethyl-2H s -
O o Y AR B S50 R s BL I AR 0R whadocilTRALY! hexanor e
6-[ N-(6-{[N - [3aBsti-d(Nr (I (UYr otfichyhytrenryf ludioné erhylbbhyy 1) 2N - (3~

tetrazol - 5-yl i DO h i ndan-.5-vl).-N-et am,no) -3, 3- di met hyl hexanoi c
aci d ﬁydroc%l é"r%?]agpg%gégj[}ﬁ}(g?ﬂ%o%[%ﬂgl gl—gs]y éfe}%” : | . yinerane
(trifluoromet FetridemirphipiNhal @arletyRy+N-2H '

tetrazol - 5- ¥l j : hvl.} L ndan-S-vl) - N-et hyl.am no) -4,.4- di net hyl pent anoi c
aci d ﬁy dr ocﬁl %%ga?lllggimé/ﬂkll-?CYcr.'loﬁeXaI}eqargox 1i¢ aci hyﬁrochqlorlée,y P 10!
trans- (4-{[ N- @243F W-{p 35-Dilsi( st 1 flubkoroy iyl b2y prgylel--(v - ( 2- -

met hyl - 2H-tetr -5 L nal -4 _5—
trifluoronet hé’%g éﬁ‘#@eﬁrﬁ(‘k?%r}tﬁnﬁﬁ°i§ﬁa€yé| ohexyl )acetic acid

hydr ochl ori deylmethyljamino}tetrazol-2-yl)ethanol hydrochloride,:

6-[N-(2-{[N - - Dics {1 il uor onet hy - N (2~ et hyl.-
e L e e
et hyl ani noJ*® 4mgthitlrdHhA i2e % btmiagohed - Lhsmirod ety e 5, @07, 8-
6-[N-(2-{(N - i ' h Li-N - (2-08thyl - 2H
te'E ragol {(5 yl )Egtnﬁg]h?r%éﬁlfl LEQ‘{'?F %’uﬁ%gﬁ%ﬁ%%&ﬁ%{i@e Y

et hyl am no] - 4hydgtiagméehidehexanoi ¢ aci d hydrochl ori de, :

t -(4-{(N Ng - bpedtsL LQNEL;f P e
Lo (0 el e e et s
trifl uoronet ¢Eydnyll) LiN2et Hdigmp hddwel apdrdedpetiotidx§l §dcéti ¢ aci d

hydr ochl or isles o ¢ 2808245k -5 LN - [3,.5:01.5 ; . '
(trifluoromet hy] )abgnzf/“fél {‘H’\kl% érr%it)ﬁ)ifl ?‘%‘lfta%%’r“é’zp&“?%‘??ﬁt)eam no] met hyl | - 4-

trifluoromet WesdpsreigaideN= 30 et hyl ani no) et hyl } cycl ohexyl ) net hanol

0 (N (B DTN T a5 BT L 35, bts (erdElppponethyl) henzy)l (1 rmaghyl-16-

tetrazol - 5-yl glar?firﬁb}’?ﬁﬂzﬁhi}‘iﬁ%dla'nifsﬂyﬂa}hﬂleﬁh‘jl7ar$i-no] -5, 5-
tetrahydronaphthalen-2-y1) -N-ethylamino]pentanoic acid

20 hydrochloride,
5—[N—{3—{{N'-(3—cyano~5-trifluoromethylbenzyl}—N'—(l—methyl—
1H—[1,2,4]triazol—3—yl)amino]methyl}-S,G,?,S—
tetrahydronaphthalean—yl)HN—ethylamino]pentanoi¢ acid
hydrochloride, .

25 SQ[N*(3—{[N'—[3,5~bis(trifluoromethyl]benzyl]-N'—{3—
methylisoxazol-5-yl)amino)methyl}-5,6,7,8~
tetrahydronaphthalen—z—yl}*N—ethylamino}pentanoic acid
hydrochloride, '
5—{N—(3~{[N'—(3~cyano—S-trifludromethylbenzyl)—N'—(3-

30 methylisoxazol-5~yl)aminolmethyl}-5,6,7,8-
tetrahydronaphthalen-2-yl)-N-ethylamino]pentanoic acid
hydrochloride,

.5“[N—(3—{[N’—[B,S—bis(trifluoromethyl)benzyl}—N'—{2-methyl~2H—
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di met hyl hexanoi ¢ acid hydrochl oride, 193

trans-4- ([ N-{2-{[N -(3,5-bis(trifluoronethyl)benzyl]-N -(2-

met hyl - 2Htetrazol -5-yl )am no] nethyl }-4- trifl uoromet hoxyphenyl)-N
propyl am no] net hyl } cycl ohexanecar boxylic acid hydrochloride, s
trans-4-{[N-(2-((N -[3,5-bis (trifluoronethyl)benzyl]-N -(2-

nmet hyl - 2H-t et | -5- _I_ | uor onet hoxyphenyl ) - N--

i sobutyl ami no]r: me% hzfl}?}%ﬁ) %xééﬁg%‘ggbyiyfr% RIS sRAP i hRden2-
trans- 4- { [ N- (21Y-Netligl bbb Foeitahbl ¢l aica detiyadorhemzide], - N - (2 10

met hyl - 2H-tetrazol.=5: yl,) agi no] ne tri oro thoxy

et hyl am no] me% ?1@'{)}'[(3:2y{:?ﬁohg5n €%:nar% %ﬁflgc”éﬁecfg’ﬁﬁ? mi (%‘meé‘
traﬂsI 4-{ (N (@i—{t[eruta{@,—B-blﬁ(xﬁ;hbirhetla?ommsmh) bfef&t;ﬂahy&\kc#a%hﬂ%alenl f—
met hyl - 2H-tet | nmet 4 trifl uaromet hoxypheny N— y
et hyl ani no] ne )cyc??ia%fexa 51‘:’5?‘ %’;(/ylacéd Jf F&ni de,

trans- 4- {[N—(Qna{nFN'l {BI-BGb{ El\('t—IthﬂiMlsconﬁﬂyalo):bﬁéwll}b&hz-y(ﬁ-u'— 5-

B e e
trans-4-{[ N (ez:.h{yF.NhJ.r{oSmﬁtlm.ls}c&tlwﬁdmﬂ&@ﬁlﬂiohylidﬂwﬁl 1-N-(4-
chl or ophenyl )Sa-rﬁln?i rﬁlrlqgﬁg} 54bE.£ {)Jll%(il’ gggrgquxyﬁif %Hﬂ"gﬁ’ I(aémethyl 1H-

et hyl am no] met hyl } cyc x'aneca oxy rcoactd
trans-4- { [\ FZTeEN 3["3'153111!!@]@emﬁﬂluefmﬂbykémﬂ:hbyﬂvﬂhelﬁyi({NQS

tol yl iy hoxyph

e?hgl Zi%mngflrergftﬁgyﬁlfép%%%éagﬁgégé%oxgﬂ’g g’@lx'ﬁl%ydr ochl ori de

trans- 4- { [ N- G240 R~{[[8; S[biSsbs tirfifhavomethyl )Heeagy] N1 {methyl-1H-

t ol yl ey L h h :
oly )am noj %?EQ&’A]} 3T Hal:Jlan% O%< &1%?%#%meah%lc%qenyllh-&— 30

et hyl am no] ne cyc hexanecar boxyl i ¢ "acCl
trans-4-{[ N ﬁﬂh{'{%‘mela?@lt@mem grdehydaochhb e {de- et hyI

ttea;?g%l ng]filrles%ﬁlsll gp]{glﬁf)hh%é&)énec%:sg&%y i %@gﬁgﬁ@i@)hen I Ori &_methyl-
1H—pyrazol 3-yl) amino]methyl}-4- trlfluoromethylphenyl)—N-
ethylamino}lpentanoic acid hydrochloride,
5—[N-(2-{ [N'~[3,5-bis {trifluoromethyl) benzyl] ~N’— (2-methyl—-2H-
tetrazol—s—yl)amino]methyl}—4~trifiuoromethyiphenyl)-N—'

20 ethylamino]pentanoic acid hydrochloride, _
5-[N-(6-{[N’~{3,5-bis (trifluoromethyl)benzyl]-N’- (2~ethyl-2H-
tetrazol—S—yl)amino}methyl}indan-S—yli—N—ethylamino]pentanoiq'
acid hydrochloride, '

_ S5—{N-[6-({N"-[3, 5-bls(trlfluoromethyl)benzyl]—N'—[2 (2—-

25 hydroxyethyl)~2H tetrazol-5- yl]amlno}methylilndan— —yl]—N—
ethylamlno}pentanolc acid hydrochloride,
5—[N~(2~{[N'*{3,5—bis(trifluqrqmethyl)benzyl}—N'—(2—methyl—2H~
tetrazolws—yl)amino]methyl)—4—trifluoromethoxyphenyl}—N— |
ethylaminolpentancic acid hydrochloride,

30 5-[N-(6-{{N’-[3,5-bis (trifluoromethyl) benzyl] N’ (2-methyl-2t-
tetrazol-S—yl)amind]methyl}iﬁdan—S*yl)—N—ethylamino}—Z;Z—
dimethylpentanoic acid hydrochloride,
6-[N—(6—{[N'*[3,5—bis(trifluoromethyl}benzyl]—N'—tZ—methyl-ZH—

1990



trans-4-{[N-ethyl -N-(2-{[N -(2-nethyl -2Htetrazol -5-yl)-N -(3 194

nmet hyl -5-trifl uoronet hyl benzyl ) am no] net hyl ) - 4- '
trifluoromethoxyphenyl)am no] et hyl } cycl ohexanecar boxylic acid
hydr ochl ori de,

trans-4-{[N-(2-{[N -(3-chloro-5-trifluoronethyl benzyl)-N-(2- s

met hyl - 2H—tetrt@E% -yl )an tel { henyl)-N

et hyl am no] et hy? z@gc'%{@allg%%gc}égrg%%%yl)lfé&%m gunydr 0oC Mégﬂ‘exaxogc

trans- 4- { [ N- et2iaydl -hiydgoclokidg,2- et hyl - 2H-tetrazo| 5- yI) N' (3- -
nitro-5-trifluog be I N (D _
trifluoronet hoxygﬂﬁgﬁamﬁ% gfﬂ#}?}:cyc ex41n)}a)§grz &)ﬂ i éz a"(':elt&yl ZH"_-
hydr ochl ori de tetFzaed- éﬁyl{)[aNJ-(n@}!{é{tNYl[&@nbﬁsyl)-N-ethylamanI -3,3-
(trifluorometyld sk razol - 5y|)amno]rrethy|y 2, 2-
di fl uorobenzo[ 1, 3 'tylc %Q yf’é?n&%]o) met hyl } cycl ohexyl ) net hanol
hydr ochl ori de trans- 4 {[N*(G {[N‘—[3 S—bls(trlfluoromethyl)benzyl]—N'—{z—

trans. (4 {00 Conf{ M- LokaBl SELh bhySUBLDY] JagRZY i Nes (2

met hyl - 2H-tetrazol - am no
di f I uor obenzoFEhB‘]ad'FDRme-tSﬂl?yq\uohe{mwweﬁbmm agid d&ydr@d:iéwtlt)lacet ic aC| d

hydrochl ori de,; 2 6—{ [N’ - ‘(o
trans- 3- (4- é[N—(%{[FN'{ S B e T TS STy b W (3
met hyl - 2H- t'&t Pagul- BHyirE)‘:am’-ﬂb‘]'ahmlhmnﬂdmewylf}liuéﬂmﬁewhbxlyphenyI) -N

et hyl am no] ne a e
tra%s (4- {](I\I-L%[ H[%q%&%l%ﬂl(ra?fégﬂ%lﬁo%g!{:%%genzyl ](8&1{?&(15i ’
met hyl - 2H-t et F—’éﬁ!@l‘ﬂﬁiW')lénﬁﬂ)]ﬁétﬁwi}&(zrizf@dgomemldﬂbamxd—l’zNS [2 (2-

di hydr ob Eoildcag J he: t hanol
0 o arenzcl s st AT Lkl o e

(trifl uor()net?ﬁngﬂggﬁggm$FIhylquclohexanecarboxyl1c acid,
met hyl - 2H- tet ‘EquBf —)(Qm P@]—rfgt Ml)s (%rgfﬁmgo{ngﬁl{ﬁf)hgﬂ 2N3 (?é)

di hydr obenzo[ 1, 4] di OXI n- 6- - am no] et hyl} cycl ohexyl )acetic aC| d
hydrochlorldeme thyl- 2H—tetrazo 5—yl)am1no]methyl} 4—

trans-2- (4- {[ NifIndiMethPimudiyd( Lsd f | uor onmet hyl )benzyl ]-N.-(2-
ethylamlno]methyl}cyclohexanecarboxyllc acid hydrochloride,
{(1-{2-[N-{3—-{[N'-[3,5~bis (trifluorcmethyl)benzyl]-N’~ (2~ 7

20 methyl-2H-tetrazol-5-yl)amino]methyl}-5,6,7, 8-

tetrahydronaphthalen-2-yl) -N—-
ethylaminc]ethyl}cyclopentyl)acetic acid, ‘
trans—4-{ [N~ (2-{[N’-[3,5-bis (trifluoromethyl)benzyl]-N’~{2-
methyl—2H—tetrézol—5—yl}amino]methyl}—4— ’

25 trifluoromethoxyphenfl}—N~
ethylamino]methyl]cyclohexanecarboxylic acid hydrochleride,
trans—4-{ [N~ (3-{ [N"—-[3,5-bis {trifluoromethyl)benzyl]-N'—(2-
ethyl—ZH—tetrazol—S—yl)amino}methyl}—S,G,?,8; | |
tetrahydronaphthalen-2-yl}-N- ‘ '

30 ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
trans—4- ({N-{3-{{N"—-[3, 5—bls(trlfluoromethyl)benzyl] -Nr-[2-(2~

hydroxyethyl) -2H-tetrazol- 5—yl]am1no}methyl} -5,6,7,8-

tetrahydronaphthalen-2-y1l]-N-




met hyl -2H-tetrazol -5-yl )am no] methyl }-2, 2,3, 3-tetrafluoro-2,3 195

di hydrobenzo[ 1, 4] di oxi n-6-yl)- N ethylan1no}nethyl}cyclohexyl)acetan1de
hydr ochl ori de, '
trans-N-[3,5-bis(trifluoronethyl)benzyl]-N{2-[N -ethyl-N -(4-

met hoxynet hyl ) cycl ohexyl net hyl ) am no] -5 s

trans. 20 (4 {(M Lo EH o e YL ‘E%%;W“Wﬂ‘é“' ort de
met hyl - 2H-t et rlag?)T (9r§wn-riéf?réctlﬁmlﬁluoromethyl)benzyll-N'—t2—-methy1— '

trifluoromet hoxypheayh) -4k myi@nn@eﬂqgﬁtl%}ﬁsy-gh@hﬁxyl)et hanol 10

hydrochl ori de, trans-(4-{
(trifl uor(Nﬂetﬁyvy%ﬁﬁ*fyiq:qﬂyl ggclohexanecarboxyllc acid hydrochloride,

met hyl - 2Ht et sap@! (621 Yk )y, QﬁﬁfgﬁiQYkiud$oﬁEE£9ﬁIbénzyl]—N'—(1—metFyl~1H~

trifluoronethyl phenyl )-N-et hyl am no celcl ohexyl ) met hano
hydr ochl ori dePyDago 1-3~yl)aminojmethyl lndan S5-yl1) -N-ethylamino}-3,3-

trans-(4-{[ N éz.ne{{ﬂylpé&as,o@bsﬁlu fl uoronet hyl ) benzyl ]-N -{2-

met hyl - 2Ht et razol I n'eth | }-5-nmet hyl - 4-

trlfluoroneth§TBhéﬁyF¥ NiétﬁJFéﬁﬁﬁbf rﬁ?FFE?dPﬁﬁﬁ%vrfacﬁ?ﬁ@thahTd

hydr ochl ori deg1fz ansxwraazbmhi% Exhhnd]%xe@h?lﬁ(nfdﬁhf-éiéﬁr) o g aenz 1 - N - (2-
20 net hyl - g;+tetrazol %an1no nmet hyl }-4-met h

trifl uor omet hyt PIreRs Illﬂeé MALEPRY] r’i’é’F‘ﬁ?F‘}Jﬂfé%hexyl )acetic acid .

hydr ochl ori des- ENHQBS{(N%=ﬁbhb%ﬁ&sﬁ&fifﬂﬁ%téméﬁﬁ§l)benzyl]—N'~(Z—meth 1-2H-
{trlfluororreth - nmethyl -2Htetrazol -5-yllam no]rrethyl} 4- 7s

z
trifl uoronethd y#l')y WWP&H’PYHJ‘%FHW]}WE'P%WWWWDMSphon| c
acid, trans- élt}(y[lbl-nira:](—[Sl\b—c(ﬁrelﬁﬁQI&'zﬁahéié | deq ORRIAYh Doz, ) - N - (2-
met hyl - 2H-t et ) am no] et - trifluoromethox phenyl)-N 30
et hyl ami no] me{ﬁé'ﬂ(éy{: ﬁéia%é’&ar‘ I"PE"‘&%*ihé' IWperaadArdii Gemethyl-2H-

trans- (4- {IN ﬁez;r{akbll §-31 Parkiin®{ e i1y 0n 0pEL Nyb )} BRAZYL bhd¥ 16 2x-
met hyl 2H-tet rt% 1ncy] -%amdr;.?n thylh elr1};:affo.1l?<:r %ggg hheyn rL)?:hlorlde,
trans—4—{[N—{Z—{{N'~[3,5—pls(trlfluoromethyl)benzyl]—N'f(l—
methyl—lH—pyrazol—?-yl)amino]methy1}~4—
trifluoromethoxyphenyl) ~N—

20 ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
S~[N—{2-{{N*-[3,5-bis (trifluoremethyl) benzyl]-N'— {1-methyl~1H-
pyrgzol-Bhyl)amino]methyl}-4ﬂtrifluoromethoxyphenyl}~N—'
ethylaminc]-3,3-dimethylpentancic acid hydrochloride,
5-[N-(2-{ [N’~[3,5-bis (trifluoromethyl)benzyl]-N’—{5-methyl-

25 [1,2,4]0xadiazol—3—yl]amino]metﬁyl}—4—trifluorﬁmethoxyphenyl]~
N-ethylamino]-3,3~dimethylpentanoic acid hydrochloride,
trans-4-{ [N-(2—-{[N'-[3,5-bis (trifluoromethyl)benzyl]-N’- (5~
methyl-[1,2,4]loxadiazol-3-y1l) aminc]lmethyl)—-4-
trifluoroﬁethoxyphenyl)-N—

a0 ethylamino]methyl}cyclohexanecarboxylié acid hydrochloride,
6—[N~(2-([N'—[3,5-his(trifluoromethyl)benzylj—N'—(2—methy1~2H—
tetrazol—S—yl}amino]methyl}—4—trifluoromethoxyphenyl}~N—

ethylaminolhexanoic acid hydrechloride,
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et hyl am no] met hyl } cycl ohexyl ) met hanol hydrochl ori de, 196
trans-(4-{[N-(2-{[N -[3,5-bis(trifluoronethyl)benzyl]-N -{2-

nmet hyl - 2H-tetrazol - 5-yl ) am no] net hyl } - 4- br onophenyl ) - N

et hyl am no] met hyl } cycl ohexyl ) aceti c acid hydrochl oride,

trans- (4-{[N-i2- {[N [3,5-bis(trifluoronethyl)benzyl]-N-(2 s

met hyl - 2H-t et razol E‘gam no] net hyl } - 4- chl or o- 5- et hyl phenyl ) -

N- et hyl ami no] R ‘?cijl ‘dﬁekW')‘rfétcﬁa‘mﬁ(thyﬂlmhtnethsdepenzyl]m'—(z-

trans-4-{[ N (8e{r[ﬂ—2ﬁ3ae§:rgk§ilsﬂyf1¥ M&%EE%JJ?}%E&X'% hh -4
met hoxyphenyl ) ami n01 met hyl }-4-tritluorone f\l—
et hyl am no] meEHA 3Ry Re BifeRuhkaysl bbsa ) ecatia alc:ydrm:bonlmdezo

t 4-{[ N-§2 3308 536t | I
mrs?ﬂys/l (ZI—H tfarzrf)-l[{kl—{éilggn '_*Hg: %é{:%h}"ﬁ%%gm ;LQ@{W L Nz 6iny1-26-

net hyl phenyl ) *RER@ERYT PIE‘PWJH‘?FI}ICMGMWYQMWRWF%M ori de,

trans- (4- {[N&ﬁdtbwhéﬁnéiglaﬁlhrﬁ%&ﬂ&hﬁ?gﬂ /I')benzyl ]-N -(2- IS
nmet hyl - 2Ht et r azol am no] et -4,5 met hyl phenyl ) - N-
et hyl ani no) met T I8 yﬁ%oﬁé%ﬁﬂéé??kflﬁeFWWﬁbbﬂmudlé'—(Z—methyl 2H-~

trans- (4-{[ N-fdchpdi- ﬂ@lﬁaﬂn%(]kéiﬁ;}l‘}@ﬁ@%—tsh,y{h?w ”%LHH] ﬁ
nmet hyl - 2H-t et azol am no] net -4- trifluoro y "0 |ob?henyl) N 20
et hyl ani no] ne ﬂ‘é’;&/la):éﬁe‘ﬁ‘é‘aablr‘b‘fﬂﬁ’?dr ochl ori de,

t 4- {1N-SANEL O (3 B3 3 de9as ARy
mreflﬂfll (ZH{E et£§ ag{c_)li 5{ Elzl g3m Egit;r,nta?fh fFQ§4 chl o#%g%qukﬂ (ZL%TS'hyl T2H-
N- et hyl ami no] FeERSIy oy &t AndRy ')‘%Pé’éftllién%ﬂﬂ“é h}’U?*b@thlzandao]—tl 4-

trans- (4- {[N-c(ﬁe{:lﬁ;}\ipebaalﬁnt&l stid |h%hygml@rlg¥| )benzyl]-N -(2 2s

met hyl - 2H-t et r azol ) am nol net hyl }-4

trifluoromet hﬁFBﬁeH’yl{}/NMZpr{éﬁyT fa"'mSnB}?rE:trHﬂ?%W‘leMWe}xazbhw (2¢i d

hydr ochl ori dm,ethyma-ﬁélta{a[z&(-i—y{m Mt h3erRi 5140 T | uor omet hyl ) benzyl]-N - {2-

met hyl - 2HLetr ?flg é?ﬁ am nol net hy I%(11 5- met hoxy-4- 30

met hyl phenyl JFEREBHAFGT HEPREEHY ricy Ydﬁ@k‘}/‘?])“@ééﬂlﬁyafépblexmapecm ori de,

trans-4- ({ N- p2id [H¥drpehmrs, (tri Pl uor onet hyl ) benzyl ]-N - ( 2-
6—[N~(2—{[N'—[3,S—bis{trifluoromethyl)benzyl]—N'—(2~methyl—2H-
tetrazol—S—yl)amino}methyl}~4—trifluoromethoxyphenyl)-N—
ethylamino]—4,4—dimetﬁylhexanoic acid hydrochloride,

20 6—[N—{2—{[N'—{B,S—bis(trifluoromethyl)benzYl}—N}—(2—methyl—2H—
tetrazol—S—yl)amino]methyl}—4—trifluoromethylpheny1)—N—
ethylamino]-4, 4—dimethylhexanoic acid hydrochloride,
trans— (4-{ [N-(2-{[N’'-[3, S—bls{trlfluoromethyl)benzyl]-N'—(2—
methyl-2H-tetrazol- —5-yl) amino]methyl}-4—

25 trlfluoromethylphenyl)-N—ethylamlno]methyl}cyclohexyl)acetic
acid hydrochloride,

trans— (4~ {[N—(Z—I[N'—[B S—bls{trlfluoromethyl)benzyl]—N'—(2—
methyl-2H-tetrazol- =5-yl)amino]lmethyl}-4-
trifluoromethoxyphenyl) -N-

3 ethylaminolmethyl}cyclohexyl)methanol hydrochloride,
6-[N—(6—[[N'—[3,5—bis(trifluoromethyl)benzyl]—N’—(z—methyl-ZH—
tetrazol—S—yl}amino]methyl}indan-S—yl}—N—ethylamino]—5,5~

dimethylhexanoic acid hydrochloride,
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met hyl - 2H-tetrazol -5-y1) am no} net hyl }-4-(2, 2, 2- 197
trifluoroethyl)phenyl]-N ethylam no}nethyl)cycl ohexanecarboxylic acid
hydr ochl ori de, '
trans-(4-{[N-(2-{[N -[3,5-bis(trifluoronethyl)benzyl]-N -(2-

met hyl - 2H=t etrazol - 5-yl ) am no] net hyl }-5-nethyl -4 s

trifl t hyl ph - | .an no] et h cycl ohexyl )acetic acid
nydlrochl or | det=erans PP (BPE- By e Tes b A b hEr Iy iy ] - - (2-
nethyl-:2H-tetmemhj1*53yﬁamaaiﬁmﬂ5¢§nr@ﬁﬂno4me??ﬁ¥;-4—l ] N _ 1o »
trifl t hoxynph | ).~ N- | no] et cycl ohex acetic acid -
h;hrogg{gp?de?é¥$§§g¥%%?FK§%%§%FRF&T3?5-big {tyifluorgnethyl)benzyl]-Nﬂ-(4-
et hyl pheny| ) aptapyjiaet dyimeciy I JicytL ctonametaboxpea yddid\Nnydrochloride,
ranso 4 {(N (ke fuPas AR T P sFefERyPhensg perpiio s o-

me';]hlyl - 2H i[ etmﬁ:wu—ﬁi?de)taaiﬂo]sﬁmrqdil}pﬂmewygmr—]mgr orrﬁ]t hoxéph‘enyl ) - N

t am no] ne cyc exaneca i c aci ydr ochl ori de, .

_ter ans. 4. (I :\I— g%"#[li;f’y‘f? ]D;mﬁs];g;‘ﬁ:lipxnet h)éLib'ensz]E&;\tli 5&(‘:4- g

| sopr openy| phspurphamia € ek hnrabBkyibey yarbeRlbride,

rans (4 (LN (oot R RS e BRETE (PRt SRS rometugi peneragpy - 2

tol yl ' mesthy L1 2H-tet kddalobonBitdndxy syl } -4

e?hiléﬁ?hg?lmﬁ%}*i%%g '§9§??§5L%2f¥J%? SZid dihidrochloride,

trans-(4-{[N-(2- ..éﬁé , D-01'S { ri Iuoronethy!)beqzyIL-N'-{S Zs
Wethyl-[1,2,4qumxédninpdheﬁhzﬂ}ﬁaﬂiqhikané¢gﬂ§brﬁ11clac;d aTlde, _ »
trifluoromnet hgr -N-gthylam nol net. cy.el l)agetic ,aci

h;/:jroghl ori dgé,)‘)é'%(‘rga‘gsw[k“)&-‘ﬁﬁk(2?{?@?%&‘?‘3&%}’5“3’ SHHHAIITLL 2
(trifluoronetierhybetizykiradol(-5-yl) aminolmethyl}-4- .

nephyl-j1,3,4Lg§%ghgﬁgkkﬁg¥%gﬁghQ%LnethyI}-5-nethy[-4- 30 _

trifluoronethyl phenyl)- ylam no] nmet hyl } cycl ohexyl )acetic acid

hydr ochl or i deSthytamigofuetHyRd ¢9cYdhxafid:aFbbkgiic acid methylamide,

(trifl uorOnegﬂ¥kgl%ﬂ}%ﬁLliiv[N(5f3,5~bis(trifluoromethyl)benzyl}-N'~(2“

methyl-ZH-tetrazol~5—yl}amino]methyl]—4--
trifluoromethoxyphenyl})-N-

" 20 ethylamino]methyl}éyclohexanecarboxylic acid dimethylaﬁide,
tfans—4—{[N—(2—{[N'—[S,S—bis(trifluoromethyl}benzyl]—N'—(4—
chlorophenyl) amincjmethyl}—-4-trifluoromethoxyphenyl) -N-
ethylamino]methyl }cyclochexanecarboxylic acid hydrochloride,
trans—4—{[N-(2—{[N’—[S;S—bis(trifluoromethyl)benzyl]—N’—{p—

25 tolyl) amino]methyl}-4-trifluoromethoxyphenyl) -N- N
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
trans—4—{[N-(2~{[N*-[3,5-bis (trifluoromethyl)benzyl]-N'— (m-
tolyl)amino]methyl}—4—trifluoromethoxyphenyl)—N~ _
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,

30 trans-4—{[N-(2—{[N’w{3,5-dichlorobenzyl)—ﬁ'—{ijethyl-ZH»
tetrazol-5-yl1)aminojmethyl)-4-trifluocromethoxyphenyl)-N—
ethylamino]methyl}cyclohexahecarboxylic acid hydrochloride,
tran5*4—{[N—ethyl-N—(2—{[N'-(2—methyl—ZE—tetrazolws-yl}QN'-(3—
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met hyl -[ 1, 2, 47oxadi azol - 3-yl') am no] net hyl } - 5-met hyl - 4- 198

trifl uororret hyl phenyl ) - N- pr opyl am no] net hyl } cycl ohexyl )acetic acid
hydr ochl ori de, trans-(4-{[ N (2- {[N'-I35b|s '
(trifluoromethyl)benzylj-N-{2-

net hyl - 2H-tetrazol - 5-yl ) am no] net hyl } - 5- et hyl -

trifluoronethyl phenxl ) - N- propyl am no] net hyl )eycl ohexyl )acetic acid,
trans- (4- { ( N- PN 13 Bopranqihwil PeRford AR IIFPERWATI - N - ( 2-

met hyi - 2H t et E@:@ﬂuogo&{é tlgl‘ﬂl}oﬂne %f‘})@yc@éhexanecarboxyllc acid
trifluoroneth hen - N- et hyl am no] net hyl } cyci ohexyl )acetic io0 acid,
trans-(4- {[N— 9’(@*‘5 bis-(trifluoronethyl)benzylj-N -(2-

met hyl - 2H- t et E?e?r%'—-?lst g«b) @ fel-nBt Bl dro>siet iBlofome thy 1benzyl) —-N - (2-
trifluor omef hyl phen N- et h | am no] net hylgcycl ohexy?r) acetic acid

met hanesulforf&?"é‘yll E"EWFZO ~5-yl) aminoimet

t rans- (4-{[ N££rf{1hblroxﬁé’méx%1§e(ﬂyrlb fquoronet hyl ) benzyl ]
-(2-methyl -2Htetrazol am no] net hyl } - 5- net hyl -

tr i fluoromet h?/%’r@ﬂy’l“)l“ﬁt@fﬁﬁy&%h%’}w W‘}W&Foﬁé’ﬁyf‘y%&?@d%nd

trans- (4- {[ N- 2efst-A- ¢ [i3eenpl-9-t(2ig tW(@mM1>Mkkz& ~5(g1) 40~ (3-

met hyl -2H-tetrazol - S-yl ) am no] net hyl ) - 5- net hyl - 4- :
trifiuoronet APREAyHYL I‘H—“Bf?ﬂﬂfﬁ‘ﬁf}ﬂ?}ﬁ#‘é‘t’ H'?’r‘}‘t??‘éf’*’bﬂe’x?l’) acetic acid or a
prodrug t her eefi falo foritRbRASIAHY Cahins ] A CBRtIADE Botiebhecd bBkEDIc 2284 12. The
di benzyl am ne compound of claim1, which is selected fromthe group

consi sting ofPydreRBiqTider N { 2- {[N' [ 3,5-bis(trifluoronethyl)benzyl]-N - (2-
met hyl - 2F+tEﬁiﬁﬁhQLtﬁﬁbmﬁyaﬂl{Wﬂ'aﬁkfﬁﬂﬁhs4trfﬂluoromethy1)benzyl] -N"—(2-

trifluoronethoxyphe N- et hyl am no cycl ohexyl )acetic acid )
hydrochl ori dé“e"{“g'é %a/'(")z?tf’(‘?\‘ﬁl(’% NS ‘}t/h ¢t7i%1 uor onet hyI ) benzyl]-N -(2-
difluorobenzofl,3]dioxecl- 5—yl]—N—

15 ethylaminolmethyl}eyclohexyl)methanol hydrochloride;
trans— {4~ {[N-(6-{[N’~[3,5~bis (trifluorcmethyl)benzyl]-N’'-{2-
methyl-2H-tetrazol-5-yl1) amino]methyl}-2,2-
difluorcbenze{l,3]dioxol-5-yl) -N~
ethylaminolmethyl}cyclohexyl)acetic acid hydrochloride, '

20 trans—-3-(4-{[N-(2-{[N’'-{3,5-bis(triflucromethyl)benzyl]-N"~ {2~
methyl-2H-tetrazol-5-yl) amino]methyl }-4- .
trifluocrcomethoxyphenyl)-N- |
ethylamino]methyl}cyclohexyl}propioﬁic acid hydrochloride,
trans— {(4—-{[N-(7-{[N’'-[3,5-bis{trifluoromethyl)benzyl]-N’- (2~

‘25 methyl~2H—tetrazol—5—yl}amino]méthyl}—z,2,3,3—tetrafluoro—2,3*
dihydrobenzo[l,4)dioxin-6-yl)-N- |
ethylamino]methyl}cyclohexyl)methanol hydrochloride,
trans-(4—{[N—(?-{[N'—[3,5;bis(trifluoromethyl]benzyl]—N'—(Z—
methyl~2H—tetrazol—5—yl}amino]methyl}—2,2,3,3—tetrafluoro-2,3—

3¢ dihydrobenzc[l,4]dioxin-6-y1)-N-
ethylamino]lmethyl}cyclohexyl) acetic acid hydrochloride,
trans—2—(4—{[N—(?—{[N'—[3,5—bis(trifluoromethyl}benzyl}—N'-(2%
methyl-2H~tetrazol-5-yl)aminoimethyl}-2,2,3,3~-tetrafluoro-2,3-
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met hyl -2H-tetrazol -5-yl )am no] net hyl | -4- 199

trifluoronethyl phenyl)-Nethyl am no] net hyl } cycl ohexyl )acetic acid
hydr ochl ori de,

trans-(4-{[N-(2-{[N -[3,5-bis(trifluoronethyl )benzyl]--N‘ -(2-

met hyl -2Htetrazol - 5- yI)am' no] net hyl } - 5- et hyl - s

trifluoronet hyI phen N- et hyl am no] net hyl } cycl ohexyl )acet ic acid
hydr ochl ori def “hifdrr&ﬁg“‘(%f—l{F ¥oriprhreP3Ns- bi s

(trifl UOVO”EtQﬁﬂﬁﬂ%&ﬂﬁ&dﬂetﬂyl(é?clohexyl)acetamlde hydrochlorlde,
met hyl - 2H-t et r azol %ftm no] net hyl)
trifluoromet hHTﬂfeHyF%/ bi hS/‘[‘afllrFﬂB‘]“f?é'PH}] I}Wé’%ﬁ%%)?r)(%céﬁtlhﬁl"f o4cid

hydr ochl ori de,(méma%éﬂ-;y{lﬁ bgcélzyh{ekj}ﬂme[@,y@mﬁﬂ]l:sil uor orret hyl ) benzyl ) - N- ("2-
met hyl -2H-tetrazol - 5-yl ) am no] net hyl } - 4- )

trifluoronet h’y'?’pﬂé‘ﬁ%j‘l"?e OBYRARAV AT %%T%P%T%ﬁﬁ?fﬁfé’%yﬁﬂdé{“%e aci d

hydr ochl ori depyd@®chloride, . '

trans-(4-{[N-(2-{[ N bls(trlfluororrethyl)benzyl] (2-

met hyl - 2H t et %rzs“{ﬂ‘)fﬁrrf?no‘]fﬁ‘efhimf‘)‘bssFﬁs“t iy poyem "—hl"”benzyll-“'-iz-

trifluoromet hyéﬂﬂ}&nmk%m%@i@pﬁﬁL@ﬂ)d}ﬁJn@tﬁ@&iﬂmyﬂ ohexyl yacetic acid
hydr ochl or| de bi s trifl uoromet hyll)? benzyl ]-N -(2-

4-
20 nethyl f%& 2€$éé§h§¥¥ehﬁnﬁé§ e&?y%&q&no methyl}cyclchexyl) ethanol
trifluor orré't hlqumbmwlhel\l- propyl am no] met hyl }cycl ohexyl )acetic acid

?{?[?fgg?ghﬁt trggiz %r{éb igrg bLs{trléluoromethyl)benzyll~N'-(2~

met hyl - 2H-t etma—mgtt &wekﬁmae]snpnwdl}mﬁnémyhyn%etwl 5—

trifluoronmeth I.%?e?r{%/clmfe-ghl-f)r %g%/(hf e&%ngt hyl é/ %’%{Q’ hex%/ c%{faege methggcl)ld

trans- (4- {[ N2 PREYTS 52 ¥ ot Ry ™ (

met hyl - 2H-t ethwizebk boriigam no] net hyl } - 4- net hyl -

trans- (4 N 2R RO B TP PE) %%éﬁﬁy%ﬂ%%ia%“e ~fg-actd and

met hyl - 2H-t etweatbol - ﬂ—yé):ﬁﬂdle]iﬂﬂ)hayﬂljaaEﬂd‘ﬂhﬁ(hy-l'&-ﬁethyl—il— - ‘
trifluoromethylphenyl)—N—ethylgmino]methyl}cyclohexyl)acetic
acid hydrochloride, ' |
trans—~(4—-{[N—(Z—{[N'-—[3',5-—bis('{:rifluoromethyl)iiu':znzyl]—N'm(2-w

-?9 methyl-2H-tetrazol-5-yl)amino]methyl}-4-methyl-5-
trifluoromethYlphenyl)—Nwethylamino]methyllcyclohexyl)acetic
acid hydrochloride,
trans—-(4-{ [N-{2-{[N'-[3,5-bis (trifluoromethyl)benzyl}-N’-(2-
methyl-2H-tetrazol-5-yl)aminclmethyl}-4- ‘

25 trifluoromethéxyphenyl)—N—
ethylaminojmethyl}cyclchexylmethyl) phosphonic acid,
trans—4—{ [N-{2-([N'~{3-bromo-5-trifluoromethylbenzyl) ~N’- {2~
methyl—ZHvtetrazol—S—yl)amino]methyl}-q-
trifluoromethoxyphenyl) -N-

30 éthylamino]methyl)cyclohexanecarboxylic acid hydrochloride,
trans— (4-{ [N~ (2-{[N’-[3,5-bis(trifluoromethyl}benzyl]-N'—(2-
methyl-2H-tetrazol-5-yl) aminc]methyl}-4~-bromophenyl) -N-
ethylaminojmethyl}cyclohexyl)methanol hydrochloride,
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trifluoronethyl phenyl)-N-ethyl am no] met hyl } cycl ohexyl )acetic 200 acid

nmet hanesul fonate or a prodrug thereof or a pharmaceutically acceptable salt
thereof. s 13. The di benzyl am ne conpound of claim 2, which |s sel ected
fromthe group consisting of

N[3-.(N - cyclopentylnethyl ethylan1no) 5,6,7, 8-

tetrahydronaphthale

b e(ir T or Rt Br i Pt P i o St Bl pme thy L brasy N 2 -
Set ¥ Bhvdr ey ﬁ?‘ﬁ*’f’p”’%’*“ﬁmw&%“‘“w”‘““@ o hocBbenyl) -

et r ahydr ona en- me - etrazol - 5-

yl ) am %o] met E?F‘)Y %V%‘rfé’[cﬁﬂ’ffgﬂi GHFF G [2gid hydrochloride,

N-[3 ﬁ Ib| s(t rtﬂruaer(@mammh}banz—ylalzs-ﬁﬂn{sﬁtébgrlffaxt@ﬂ@rm Mézﬂﬁtlhyhlsqz—

- et hyl ani po n- me e am ne,
N15. 5 bi (1 PP B RSy | Serea e R AT Ghaey PR pady D
rI:I' aet hK: ami 301)+é’lﬂ:§'mm51rya|]ﬁEtﬁM}&y{:PmH‘&ﬁthﬁ\eﬁﬁnbetﬂﬁﬁ:abhﬁzrmﬂle) ani ne

roc ori ae R . -

N [6- (N -cycl SFRRTEIT hBYHIT { R —d2 nyrdi (hB3 T InpaRT R Re R Y1 - ~ Hs
(2H-tetrazol :Eet;ﬁo)ﬁyf’lﬁ’er&ibhr&(dd] i Lhueljoaet it ube adathbaghiehy 1) ~N-

N-[6-(N -cyclo | am no).i nd |.met hyl |- N

5 o s( 10 1P e e e sy E o pPee A3 s i e aspP it or  de,

N (6- (N - c¥| opawst-y4-renhyb- Nwetm;ﬂmmﬂx)iﬂldaﬁoﬁeﬁﬂymmdyhihh'm-(3, 5-bi s
trlfluororreth e 5- | -1.H pyraz am ne,

é ([N-[6-(N - thl)ygp%rﬁ‘%éy}tn%%% ’“Fﬁyf%‘“rﬁgﬂlrg %d‘fﬁl'l’é

yl met hyl J- N- (r&eﬂmnhr;ényzrl-m&tthazahnﬁr]yubwm}m@]:ﬂﬁtéaayh}m&hanol

trifluoronet J(_)nltrlle so N[3,5-bis

(trifluoronet enzy N-[6-(N -cyclopentyl net hyl -

N - et hyl am not)namdam—a [k 02ty } i 3.5t byt riFinbedreathol Hoenzyll ) avri-ne -
N3, 5- bi sfst 1 fhyoramet byl ) 5e8zy e b fad iy FYE 28Nt M TEE OV 1) -
' ethylaminq}methyl}cyclohexyl}acetlc acid hYdrochloride,
trans- (4-{ [N-(2-{ [N*~[3, 5-bis (trifluoromethyl) benzyl]-N’~ (2
methyl—zﬁ—tetrazol—s—yl)amino]methyl}¥4— |
triflucfomethylthiophenyl)—N— _
207ethylamino]methyl}cyclohexyl]acetic acid hydrochloride,

. trans- (4~{ [N-(2-{[N"-[3,5-bis (trifluoromethyl)benzyl]-N"'—-{2-
methyl—2H—tetrazoi-5-Yl]amino]methyl}-4*chloro;5—ethy1phenyl)—-
N-ethylamino]methyl}cyclohexyl)acetic acid hydrochloride,"
trans—(4~{[N—(Z—{[N'—[3,5-bis(trifluoromethyl)benzyl]—N';(2f

25 methyl-2H-tetrazol-5-yl)amino]lmethyl}-4- .
trifluoromethylphenyl}—N—propylamino]methy;]cyclohexyl)acetic
acid hydrochloride,
trans- {4-{ [N—-(2—-{ [N’-[3,5-bis (trifluoromethyl)benzyl]-N"—(2—
methyl—ZH—tetrazol—S—yi)amino]ﬁethyl}—5—methoxy—4—

30 methylphenyl)-N—ethylamino]methyl}cyclohexyl}acetic acid
hydrochloride, .
trans-4—{{N-[2m{[N'—[B,Sjbis{trifluoromethyl)benzyl]—N'~f2-
methyl-2H-tetrazol-5-yl)aminojmethyl}-4-(2,2,2~
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2D1 N -et hyl am no)i ndan-5-yl nethyl]-(1-nethyl-1H[1,2,4jtriazol-3-
yl)yamne, 3-(iN-[6-(N - cyclopentylnethyl N - et hyl am no) i ndan- 5-
yl met hyl | - N-phenyl am no} net hyl ) -5-tri fl uoronet hyl benzonitrile, s
3-{[N-[6-(N -cycl opentyl net hyl - N - et hyl am no) i ndan-5 _
yl met hyl ] - N- (4, 5-di net hyl -t hi azol - 2-yl ) am no] net hyl } - 5-
trifluoroneth nzonltrlle
N—[3 5- bls(tr¥¥fuoroné?ﬂ§ %F?ﬁ%lﬁq N (6- (N -cycl opentyl net hyl -

-et hyl am no?thutanaﬁeAMathyhydﬂcléhéxameohrﬁbgyljanadna hﬂﬁkd@%ﬂﬁfﬁﬂd ori de,
3 ({N-[6-(N"- cIo h 0 |nd
yl nmet hyl ] - N-( Elmasz Emylrf? m[no} ﬁé?tb %)(%%lﬂtu he?rﬁ?llﬂ)e%zc{ﬁl trile
hydr ochl ori depethyl- ZH-tetrazol 5—yl)am1no]methyl} S—methyl e Sl
N-[3,5-bis(sr] fI roneth ben cIo Inet
N - et hyl ani nojf ﬁhée%%er} ]Zly( 0 az%{‘( lé“ ld’r 35%%0?‘:&55
N-[3,5-bis (ta¢ﬂ1hydom$ﬂhyh¥benzyl] N[ 6- (N' cyclopentylnethyl
N - et hyl am no da .L |azoI 1y grochl ori de,
zo N-[ 3, 5- bi s%ftér}}f{aﬁo{r[?ne hCM bé‘ﬁlgﬁ ﬁ? kg ‘6€1 cycF%Jpg Fﬁeb{ 3’?

- et hyl am nd)GFMénﬂﬁ-t;ertnetWS}-ﬂmHthbhﬁmyMzw 2-ylt)am ne hydr ochl ori de,
N-[3 S-bis(trif 1 t I .
N -t iyl am nojdan B AR i-fe é?%%a?hy% S peeric.

hydr ochl or F“deac18‘— hydedablonidecycl opent yl met hyl - N - et hyl am no)| ndan- 5-

yl methyl] - N- (3-8t hy| fig QZPﬂNhygj% %—%%p\lgldlerﬁhgi[&t}efi}l)benzyl]-—N'-(4—

trifluoronethy benzonitrile
3-{j N-[ 6- (N -=5roilppently pnindipethy Lletthyt ditunoinatianyBhenyl) ~N-

yl methyl]-N (e4|: ggmMJ]RE l}cgc.ﬁll‘)eagla 5%%5:91’:{::} aéld hydrochloride,

tLlquoronethyI nzonitri hydr och

N-[ 3, 5- bi s(t rtirfalﬂedi'dri@th%l)EbTént%qyanbf%t(rmflwmepmbphml)hﬂ' (2-

N - et hyl amisnqldeRgarzawut PRIV 1) 4niRs el RY 870~ 2-y1 ) ami ne

' - trifluoromethoxyphenyl)—N- |

ethylaminclmethyl }cyclohexanecarboxylic acid hydrochloride,

trans—4—{[N—(Z*{[N'-{3,5—bis(trifluoroﬁethyl]benzyl]—N';(4—

isopreopenylphenyl) amino]methyl}-4-trifluocromethoxyphenyl)—N—

ethylamino]methyl}cyclohexanecarboxylic acid,

trans- (4—-{ [N-(2~{[N'—-{3,5-bis (trifluoromethyl)benzyl]-N*-(p- .

tolyl)amino]methyl}—4—trifluoromethoxyphenylJ—N-

ethylamino}methyl}cyclohexyliacetic acid gihydrochloride,

7 trans—(4;{[N~{2-{[N’-[3,5-bis(trifluoromethyl)benzyl}—N’—(S—
methyl—I1,2,4]oxadiazol*3—yl)aminoimethyl}—4—

Q

trifluoromethoxyﬁhenyl)—N—ethylamino}methyl}cyclohexyl)aceti
acid hydrochloride, _
trans~(4—{[N*(Z—{[N'—[B,S—bis(trifluoromethyl)benzyl]—N'—(S—
methyl~{1,2,4]oxadiazol—B—yl)amino]methyl}~5—methyl—4—
trifluoromethylphenyl) -N-ethylamino]methyl }cyclohexyl) acetic
acid hydrochloride, _ '
trans—(4—{[N—(2—([N'*[3,5¥bis(trifluoromethyl)benzyl]-N'-(5— '
methyl-[1,2,4]oxgdiazol—3—yl)amino]methyl}—S—methyl~4—
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202 hydrochl ori de,
N-[3,5-bis(trifluoronethyl)benzyl]-N[6
N - et hyl am no)i ndan-5-yl net hyl ) - ( 3- net hy
hydrochlori de, s
N—[3,5-bis(trif|uoronethyl)benzyl) N-[6- (N -cycl opentyl net hyl -

p]'y Greny) am ROk DA s AR R (- RSP L SRR Ohy Ty Y HRET) acetic
N-[ 3, 5- bi s(t r rEididvdmectddriBenzy| ] - N-[6- (N - cycl opent yl net hyl - '

N - et hyl ) t | t , A0
a4 am gg&ﬁ@sﬁgq 1 Aot W s SRS RELE QIR KLAATH - 2

(trifluoronet hgthdedlytgtrNz05=--1) ayiglodpethyll I timthy1-4—

N -et hyl am I ne.
s oont o gg)cm&[%@,rém%&gﬁw&l)nf_i&-g%k}xmnoﬂ%x&%q oy 8onbs }i‘_f‘ac%%m
(trifluorometAgidbenzyl]-N-(6-(N -cyclopentyl methyl- is

Eyd?t) 2%: gm 3%&}@%5{ PH-EBL PR L6 Ls fmtshtilléi'do;ﬂo,ﬁ’e%&@%%eniyﬂ':}ﬂfl‘z“e

N-[ 3, 5- bi s(trm¢¢hﬁ§réﬁtﬁQFyP;anﬁzyﬂ)aminpﬁm?¢¢¥ldyéﬁmﬁsemlwﬁﬂwethyI

Eydfé hyl am gguiztg%erénéﬂhmnmﬂy]n (Rl h oY mBesfgt B BERAGL § Rrery ) ami ne.
N[ 3, 5- bi sf"tri*‘#il"hororret hyl ) benzyl )-N-[ 6- (N - cycl opent yl net hyl -

N - et hyl am nogidydans S -T8L hpd 118 S5 IBE ¥t do Bodbh Y RALAZON 195 Y2 ani ne
hydr ochl ori de,

N-[ 3, 5- bi s( t rPFthydr Fntenyrsdetzyl)aming fuqtyl ¢yeinesbntyAnet hyl - '
N - et hyl am nog4j 7 Al S0 914 g de,
7o L v gecnah st Bl byl oo Ao
N - ethylan1nd¥Pﬁdﬁﬁﬂ5mVﬁ TR pyr|d|n 2-yl am ne hydrochlorlde
N-[ 3, 5- bi s1s( tddiyh UoriERt Y| pNogazy -~ s [2- N(ﬁﬁmhgp&mﬁg 4;?9 15
razol - yl)amrm

N -ethyl am no)-5-trifluoronethyl benzyl |-(2-methyl-2Hte
hydrochl orid ar{a—lset{hpwff?f(emmt%ﬂd%pb F‘ﬁb‘f‘?fs}’lylﬂ\l“5'éteﬁ§ﬁl’h1ﬁ‘no) 5-

trlfluoromethylphenyl)—N ethylamino]methyl}cyclchexyl) acetate

-(N -cycl opent yl net hyl -
| i sot hi azol -5-yl)am ne

and
trans— (4-{[N-{2-{[N'-[3,5-bis (trifluoromethyl)benzyl]-N’'—(2—

20 methyl-2H-tetrazol-5-yl)amino]methyl}-5-methyl—4—

. trifiuoromethylphenyl)~N-ethylamino]methyl }cyclohexyl)acetic

acid -
or a prodrug thereof or a pharmaceutically adcepﬁable salt
thereof.

25 .
12. The dibenzylamine compound of claim 1, which is selected
from the group consisting of
ﬁrans—(4—{[N?(Z-{fN'—[3,5—bis(trifluoromethyl)benzyl]—N’—(Z—
methyl-2H-tetrazel-5-yl)aminolmethyl}-4— -

3¢ trifluoromethoxyphenyl)-N-ethylaminolmethylj}cyclohexyl)acetic
acid hydrochloride, ]
trans—(4—{{N—(Z-{[N'é[B,5—bis{trifluoromethyl)benzyl]—N'—(2~ '
methyl-2H-tetrazol-5-yl)aminolmethyl}-4-
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trifluoromethyl benzyl]-N-(2-nethyl-2Htetrazol-5- 203

yl )am noj net hyl )-5-trifl uoronet hyl benzonitrile hydrochloride or a prodzvg
t hereof or a pharnaceutically acceptable salt thereof. s 14. A
pharmaceutical conposition conprising the dibenzylam ne conpound of any of
claims 1 to 13 or a prodrug thereof or a phar maceutical ly acceptable salt

t hereof, and @rm%!?@rﬁ&gﬁ%gﬂéﬁ ) 3R CEREA 0] En SR Eﬁfﬁcg@?ol‘k?tyl L3P activity

i nhibitor conprising a I'am ne- corrpoun a1 to 13 or
a prodrvg thepewt hydrechlombdemceuti cal |y acceptable salt t hereof as an

active |ngreg£aq{;5t_(4§§ml§2 ﬁ;h%apetgelfgr QL oL e %p &Wbaﬁl G_agent for

hyperli pi dem a, which conpriSes a nzy am ne co of cl ains
1to 13 or a ‘p?’é?:l’rloéﬂﬁﬁérreml-@ryé) angivai netelt -Bakd thydetept abl e salt t her eof

a5 an act!ve chntafbhith dhrll S 9Lai A1 REREN LIS COTPOUNG O any of

claims 1 to 13 or a prodrug thereo a pharmaceut| accepfable salt
.thereof for He préeralpsidof a therapeutic agent or a prophylactic agent

for hyper| i plgleamsaﬂzgwlé}g o h@ga@%ggltgrﬁg_gggmper 1%&&%5 q?tlg agent for

arteriosclerosis rises a dibenzyl am ne orrpou any of
clains 1 to 1’@%&’132%?%%@011‘%!&@1@1!&9@9Iphmeﬁ-hxbtﬁﬂ cal ly acceptable

salt thereof %fqno@&&euglpﬁéagiﬁm%ﬂé%msﬁ%gg }aygiﬁﬁggyﬂa%& g conpound

of ‘any of clalns s of a prodrug ther naceu |caIIy
accept abl e % agqid hygrachderids: the production of a therapeutic agent or a

i proghyl acti ccagenfs— {ﬁﬁt(fuﬂﬂﬁﬂLP§§§JBEQ§£fifluoromethyl)benzyl]—N'—(z—
methyl-2E-tetrazol-5-yl)amino]methyl}-4-
triflucromethylphenyl) -N-propylamino]methyl}cyclohexyl)acetic
acid hydrochloride, |

15 trans—{é—{[NH(Z-{{N'—[3,5—bis(trifluoromethyl)benzyl]—N'-(2~ :
methyl—2H—tetrazbl—5—yl)amino]methyl}—5—methyl—4—'.
trifluoromethylphenyl}—N~propylamino]methyl}cyclohexyl)acetic
acid hydrochloride,
trans—(4—{[N—(2—{[N'—[B,S—bis(trifluoromethyl)benzyl]~N'—(2—

20 methyl-2H-tetrazol-5-yl)amino]methyl}—4-
trifluorecmethoxyphenyl)-N-propylamino]methyl}cyclohexyl)acetic
acid hydrochloride,
trans—(4—{[N—(2~{[N'—[3,5—bis(trifluoromethyl)benzyl]-N'*(Z—
methyl-2H-tetrazol-5-yl) aminojmethyl}-5-methyi-4-

23 trifluoromethylphenyl) -N-propylamino]methyl)cyclohexyl) acetic
acid,
trans- (4-{ [N-{2~{ [N'~{3,5-bis (trifluoromethyl) benzyl]-N’~ (2-
methyl-2H-tetrazol-5-yl)aminolmethyl }~4-methyl-5-
trifluoromethylphenyl) ~-N-ethylamino]methyl }cyclohexyl) acetic

30 acid and |
trans—(4-{ [N-(2-{[N’'-[3,5-bis (trifluoromethyl)benzyl]-N*-(2—
methyl-2H-tetrazol-5-yl)amino]methyl}-5-methyl-4-
trifluorcomethylphenyl)-N-ethylamino]methyl}ecyclchexyl)acetic
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20. The pharmaceutical conposition of claim 14, which is used i0~in
conmbination wth a different therapeutic agent for hyperlipidema. 21. The
phar maceuti cal conposition of claim20, wherein the different therapeutic
agent for hyperlipidema is a statin |js.pharnmaceutical agent. 22. The

phar maceuti cal conposition of claim?2l, wherein the statin pharnmaceutical
agent is at |east one pharnmaceutical agent selected .fromthe group

.consi sting oA“iblgEhanepiliongtei myastatin, pravastatin, fluvastatin,

atorvastati . noﬁradpr&&mg' VeasdlofNor 2 PhatitbeRREIBGLHLEGRAAHEQ IS ti On Of
claim14, which is use in conbination xith a. d?]‘ef eré(;pf\ét t herapeuti c agent

for obesity. ®#e°fo 4 The pharnmaceutical conposition of claim23, wherein

the different therapeutic agent for obesity is mazindol. 205 2Ta. The

phar maceutigcal_ cgnposition of claim 14, xhich is used in conbination xith
t

a different thier ZpefiPenzyaning gromprupdials claing 2rhehinta i fetdectedl

conposi tion ofrofl GhdNg2dup XMRkeiFidhess di fferent therapeutic agent for

diabetes is at |east one pharmaceutical agenft sel ected fromthe group

consi sting . of &7 N HEGHRESY SRl B e Ry LIPS P uf dad-an i nsul in

secr et agogue, tetaliydroaapirdgenaeJiguaryien- g, 53 gl ucosi dase inhibitor and

an insulin sben?i tizer: zo 27. The pharmaceutical conposition ofclaim 26,

xherei n the dFf{FetEHP IR bERATY L Ag ket byl dHabetegoilsSwl) peing. one

phar maceutdoc - { agerd- (el 8e 8ged tyamethiel -g ObghaBRShS-HsNE, Pfa— | Nsul i n,

gl i bencl am de, tol butam de, gl ycl opyram_.de, is acetohexam de, glinepiride,

t ol azam de, &F&Fﬂ%@?@‘ﬁﬁégﬁw&@?ﬂwvﬁﬂziﬂ"é‘?thaéh?&r keFrazedrachl ori de,

buf ormin  hygnpati]ngehyogHtAFIGordeth O56hARde PilRgl i t azone '

hydr ochl ori d%. e .

-[3,5-bis(trifluoromethyl)benzyl]-N-[6- (N’-cyclopentylmethyl-
N’-ethylamino) indan-5-ylmethyl] - (2-methyl-2H-tetrazol-5-

15 yl)amine, '
N—I3,5-bis(trifluoromethyl)benzyl}—N—[6—(N'—c?clopentylmethyl—
N’-ethylamino) indan-5-ylmethyl]- (2-methyl—-2H-tetrazol-5-
y1l)amine hydrochloride,'
N—[6—(N'—cyclopentylmethyl—N'—ethylamino)indan~5—ylmethyl]—N—

20 (2H-tetrazol-5-yl)-{3,5-bis (trifluoromethyl)benzyl]amine,
N-[6- (N‘~cyclopentylmethyl-N’-~ethylamino) indan-5-ylmethyl]-N-
[3,5-bis(trifluoromethyl}benzyl}- (pyrimidin-2-yl)amine
hydrochloride,
N—[6—(N'—cyclopentylmethyl-N'-ethylamino)indan—S—ylmethyl]—N—

23 {3,5-bis{trifluoromethyl)benzyl]~ (5-methyl-1H-pyrazol-3—
yl)amine,
3-{{N-[6-(N’-cyclopentylmethyl-N‘-ethylamino) indan—-5-
ylmethyl]—N—(2~methyl-ZH-tetrazol—S—yl)aminq]methyl}~5-
trifluoromethylbenzonitrile,

30 N-[3,5-bis(trifluoromethyl)benzyl]-N-{[6- (N’-cyclopentylmethyl-
N’-ethylamino) indan-5-ylmethyl]-(2-ethyl-2H-tetrazol-5-
yl)amine,

N-[3,5-bis (trifluoromethyl)benzyl]-N-[6-{N’-cyclepentylmethyl-
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20 28. The pharmaceutical conposition of claim 14, xhich is used in
conbination xith a different therapeutic agent for hypertension. 29~ The
phauaacent cal conposition of.claim28, xherein the 2s' different ‘

t herapeutic agent for hypertension is at |east one °.pharnmaceutical agent
sel ected fromthe group con5|st|ng of a Ioop diuretic an angi ot ensi n
converting enzyne i nhi bitaor, angloten3|n receptor antagonist; a Ca

ant agoni st, al~*HriERde) "ﬁﬂarh S*YEJ‘F%WéIJ é}ld‘eéﬁyh_]ﬁﬁ"&’:k%'r“tr%ﬁml‘?p The

phar maceut i capixmypesi tion of claim29., wherein the different therapeutic
agent for hypertension is east one har naceut i cal agent selected from
t he group oongvé 8 8t '&Yc%ﬁf“ﬁi et dg i ) ABEUEDE preparati on,
ciapt opr i : , a lyﬁi:éﬁ'hlgpr+ﬂd-pﬁaﬁlfﬁnﬁgdhﬁﬁ{k@al $85-Flfxle.waiﬁﬁdnﬂlﬂhyﬁilh%lza§:[tﬂll@'@-' ei’slt e,

al acepri del apri roch| oride, ci apr i iisinopri enazepri

hydr ochl or | de - &4&p Y TSR GRRSERY Yre ?L*Ferf'&tt,‘é{b?’i"in"é SRt Gehl or i de,

qui napril hydynefther ] -de, (4} s-aditie@pyl+thiazo D~y iaRino] metiy-5e, | osartan

pot assi um cande artaed:i;l exetid, cardi pi ne hydrochl oride, a nicardipine
hydr ochl ori de® SF Y Shpeat B?’rehrf’ar ation, nilvadipine, nifedipine, a

gl }‘tdu pi nehSUlﬂi—tBlhBeﬂxsaﬁlreﬂﬁ.ﬁ:ﬂ&heﬁwlauﬂeﬁﬂgélmh:{)Gn(hgl-ﬁyﬂﬂ?[ﬂ&hdyﬂﬁ‘d’ﬂhd .gm de,
iltiaz~n hydroc i de o ofi_de_sust ai ned-rel ease
prepar ati on, i & &Fﬁiﬂlﬁ’g’m‘fﬁnt %e%%ﬁg ﬁ'&ﬁ?ﬁ? SinELhRSchl or i de,

bar ni di pi n& lkgdibcntmﬁﬂede ef oni di pi ne hydr ochl or| de, anl odi pi ne besyl ate,
f el odi pi ne, di e, aranidi drochl oride, a

pr opr anol ol ggch‘? & ’éy%ll??teﬂf:%é'aﬁft‘g? 'g t‘gy*) fh’f‘r%hs pi ndolol, a

pi ndol ol SUStﬁllm&eﬂyl:]r—@l—@aﬁ&zopFE-ﬂalr)atnh.ﬂ@l;melthﬂBM—ol hydr ochl ori de, o

carteol ol hydro a carteol.ol hydrochl ori de sustained-rel ease
preparati on, %Eu?’f"c’)‘\e%f‘yjhbed’rzcc)’%ﬁ?nrll dgyé(r Cgﬁﬁr%c{r 6l ol hydrochl oride 20

sust ai ned-r eI l‘EﬁgeSﬂfBﬂatﬂfhﬁﬁpmé:ﬂ&ﬂObehzylaC BB (R-OMNO}cyclopentylmethyl-
L As N’-ethylamino) indan-5-ylmethyl] - (oxazol-2-yl)amine
hydrochloride, )
N-[3,5-bis (triflucrcmethyl)benzyl] -N- ({6~ (N‘-cyclopentylmethyl-
N‘-ethylamino) indan-5-ylmethyl]-{5-methylthiazol-2-yl) amine
hydroéhloride, |

ze N—[3,5—bis(trifluoromethyl}benzyl]—N—[G*(N'—cyclopentylmethjln

- N'-ethylamino) indan-5-yimethyl]-{4-methylithiazel-2-yl)amine
hydrochloride, |

N-[3,5-bis (trifluoromethyl)benzyl]-N-{6-{N'-cyclopentylmethyl-
N'—ethylamino)indan-Swylmethyl]~(4,5~dimeth§lthiazol—2-

25 yl)amine hydrochloride,

3-{{N-(6- (N’ -cyclopentylmethyl-N‘-ethylamino) indan-5-
ylmethyl]—~N- (5-methylthiazol-2~yl) amino]methyl}-5-
trifluoromethylbenzonitrile hydrechleoride, _
3-{[N-[6—-(N'~-cyclopentylmethyl-N’'-ethylamino}indan-5-

30 ylmethyl]-N-(4-methylthiazol~-2-yl)amino]methyl}-5-
trifluoromethylbenzonitrile hydrochleride,
N—[S,S—bis(trifluoromethyl)benzyl]—N—[G—(N'—cyclopentylmethyl4
Nf—-ethylamino) indan-5-ylmethyl] -~ (4-methyloxazel~2-yl) amine
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hydrochl ori de, netoprolol tartrate, a netoprolol tartrate
| ease preparation, nipradilol, penbutolol sulfate, tilisolol
hydrochl ori de, carvedilol, bisoprolol fumarate, betaxolol hydrochloride,
celiprol ol hydrochloride, bopindolol 2s mal onate, bevantol ol hydrochl oride,

sust ai ned-re

| abet al ol hy
hydrochlorld
nmesyl at e,

rel ease prep
t herapeutic

treatrnent o
conbi nati on

32. The Werapeutic¢ agent or a prophylactic agent of claim3l  wherein the
Vil SePe <Eh

different th

phar maceut i cak’ iﬂ;ﬁplamiﬁ&)1ﬂ$&h45h91ﬁ&ﬂﬂyuuQ(Sﬂmaﬁhylméo&aiwlyahyiﬁﬁﬁﬂm@ agent of

drochloride, arotinalol hydrochloride, anoaul al ol

e ;rag sin, -hydrochloride, terazosin hydrochl oride, doxazosin
buf¥ 'ochloride a bunazosin hydrochl ori de sust ai ned-

anati Gﬂbltl(ﬁﬁ.lfdhdmo%ﬁdhﬁﬂﬂﬁin@ﬂfﬁrnmﬂ sﬂm')dc%ﬁopesﬁyﬁﬂeth}he '

m 16 whi ch ai nms at t he

f
B e S Sl B

vmidro&hdbfjfc&r ent therapeutl c 207 ' agent for hyperlipiden a.

eVl s UFdhteg ﬂerlﬁrhle- 467 V' -gyglopeaty jpethyl-

claim 32, anﬂgr % tatin pharnmaceutical agent is at |east one
?ﬁg “ected fromthe group consisting of lo |ovastatin,

phar maceut i ca

si nvastatin, pridvashad jurifiddpsastagl)benzal oNva6t al -8y dlben ey incdBL AL i N.

The therapeu

34.

tic t or hy| ac agent of_ claim16, _which ains at
the treat manth'zor%g?' 5%?% ?’ ﬁ%"ﬂf@?’l’"&b‘" SReiyiisoxazp e arGsed in

conbi nati off

t herapeutic
di fferent thgg—

prophyl axi s

dlfferent t het

15

20

25

30

vhgdroahrbﬁﬂaerent therapeutic. agent for obesity. 35. The

Sett |lsa( Ségf% acgbyégggggﬁtds]q&o%m@ nﬂ’()‘fl"p\?ﬁggl‘%‘?gh{’ﬂgr apeut i

agent or a priypkyhetinicopiehin-6fyiexhyl ]-6(1-methylr 10+ FFrazblihe treat ment or
Of&QMPGerBroSﬁ!a and which is .used in conbination with a

peutt 258R%  for di abet es.
N-{3,5-bis(trifluoromethyl)benzyl]-N-{6- (N'-cyclopentylmethyl-

N'-ethylamino) indan-5-ylmethyl]-{l-methyl-1H-pyrazol-4-
yl}amine hydrochloride,
N—[3,57bis(triflﬁoromethyl)bepzyl]—N4[6—(N'-cyclopentylmethyl—
N’—ethylamino)indan—S—ylmethyl]—(5—methyl—[1,3,4]thiadiazol—2—
yl)amine hydrochloride,
N—[3,5-bis(trifluorométhyl)bénzyl]~N~[6~(N'—cyclopentylmethyl—
N*-ethylamino) indan-5-ylmethyl}-{5-methyl-{1,3,4]oxadiazol-2-
yl)amine hydrochloride, ' '
N—[3,S-bisftrifluoromethyl)benzyl]—N~[6*{N'-cyélopentylmethyl—
N‘-ethylamino) indan-5-ylmethyl]-pyridin-3-ylamine
hydrochloride,
N—[3,5—bis(trifluoromethyl)benzyl]—N—[6-(N'—cyclopentylmethyl-
N—ethylamino}indan—-5-ylmethyl]-pyridin—-2-ylamine
hydrochloride,
N-{3,5-bis(trifluoromethyl)benzyl]-N-[2-(N’-cyclopentylmethyl-
N'—ethylamino]-5~trifluor6methylbenzyl]—(2—methyl-2H—tetrazol-
5~yl)amine hydrochleride and |
3—{[N-[2—(N'—cyclopentylmethyl—N'—ethylamino)—5"
triflucromethylbenzyl]—-N- (2-methyl-2H-tetrazol-5-
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3T. The therapeutic agent or a prophylactic agent of claim36, wherein the
different therapeutic agent for diabetes 1s at |east one pharmaceuti cal
agent selected fronthe group 30 consisting of an insulin preparation, a

sul fonylurea, an insulin secretagogue,'a sulfonam de, a biguanide, an a

gl ucosi dase inhibitor and an inaulin aensitizer. 208 38. The therapeutic
agent or a prophylactic agent of claim37," wherein the different

t herapeutic agent for diabetes is at |east one pharnaceutical agent
selected fromthe group consisting of insulin, glibenclamde, tolbutam de,
s gl ycl opyram de, acetohexam de glinmepiride, tolazam de, gliclazide,

nat egl i-ai de, glxﬁ.guzpl e, netfornd.n hydrochloride, buform n hydrochloride,
vogl i bose, acart}d3BngiRepddrr T Eheeraredhrerernideile Sydyochipgideier apeuti c
agent or a propitykasiddgud@dtbiedd ol AighallacenthéNyabéFGeptbbid@ali£ €at nent or
prophyl axi s of ttﬂégerg ipidema and which is used 1 n conbination with a
different therap Tic. agent for hypertension. as 4Q The therapeutic
agent or a prophylactic agent of claim3g, wherein the different

t herapeutic ggépt for hyperiension is_at |east, Qne pharmaceuti cal agent
sel ected from ?Eé J{grpéﬁﬁxag’(?ﬂ ’i°§§i ﬁﬁ“‘lf’ls"ﬁl?’btfﬁ"‘%‘l’jﬁr‘ﬁ?i@f 3?'?’%‘75&6‘?’@??& n
converting enggmeundhédiahprof abafixgilotens brld pikedapt eherdtifagord st, a Ca
Zo ant agoni st ~ bl ocke an_a, R bl ocker and an a hlocker. 4 1. The

t her apeutic ag %mgfe%&ﬁgﬁhﬁfﬁ%‘?ﬁqﬁgﬁ%ﬁ STSCAr 2 wherein the’

di fferent therelpemerentigebly hoceghapdet ensien. is at | east one

phar maceuti cal agent selected fromthe group 2s consisting of a furoaem de
sust ai ned-rel ease preparation, a captopril, captopril sustained-rel ease
prepar ati on’? efal ApFEIP acilvéty cnhdbitep dokpridéhapy idibaygrashhor i de,

cilazapril, IJOEL DR Lk aRenazenci L hydrochl oride . i gagri

hydr ochl ori de, . tern)(‘i"gparrgll'= °ﬁy°§'r"’%’é‘ﬁ| {(;rﬁ'odg? cbru?n%rpdrdlrf“gh %I%rr Pde,

trandrapril, pharmacentically acceptable salt thereof as an active
ingredient.

15 16. A therapeutic agent or a prophylactic agent for
hyperlipidemia, which comprises a dibenzylamine compound of
any of claims 1 to 13 or a prodrug thereof or a
pharmaceutically acceptable salt -ther;‘éof as an active
‘ingredient.

20 _

17. Use of a dibenzylamine compound of any of claims 1 to 13

" or a prodrug thereof or a pharmaceutically acceptable salt

thereof fér the production of a therapeutic agent or a
prophylactic agent for hyperlipidemia. '

25 - :

i8. A therapeutic agent or a prophylactic aéent for
arteriosclerosis, which comprises a dibenzylamine compound of
any of claims 1 to 13 or a prodrug thereof or a
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so perindopril erbum ne, |osartan potassium candeaartan cilexetil,

ni caxdi pi ne hydrochl oride, a nicardi pine hydrochloride sustained-rel ease
preparation, nilvadipine, nifedipine, a nifedipine sustained-rel ease
preparation, 209 benidi pi ne hydrochl oride, diltiazem hydrochl oride,
a_diltiazem hydrochloride sustained-rel ease preparation, nisoldipine,

ni trendi pi ne, mani di pi ne hydrochl ori de, barnidipine hydrochloride,

ef oni di pi ne hydrochl ori de, am odi pi ne besylate, s felodipine, cilnidipine,
arani di pi ne, propranolol hydrochloride, a propranol ol hydrochl oride

sust ai ned-rel ease preparation, pindolol, a pindolol sustained-release
preparation, indenolol hydrochloride, carteolol hydrochloride, a carteolol
hydr ochl ori de phstmacemticxlllgasseptatiiy ahlortheddbbanidr alcvivéhydr ochl ori de, a
buni trol ol hydro §h| rlge sust ai ned-rel ease preparation, atenolol,

acebut ol ol hydr orlde metoprolol tartrate, .a netoprolol tartrate

sust ai ned-rel ease preparation, nipradilol penbutalol sulfate, tilisolol

hydrochl ori de, 18argeedpk a ¢ E'}ans‘ Efg{ I t on ol roochl oride,

‘celiprol ol hydrochl oride, -bopi %g o %%’ﬁ’gtogf aB%vant F%'f's ﬁyg%/ hl ori de,

| abetal ol hy#ir 3% 1R exPéeg th?@toifnwr@l phgrma@ehtmailup acampsablal eklt

_hydrOCh|Orlde-ﬂﬂﬁ@éQShﬂ:tﬂyq&gﬁgggkhdggig%Lgé#%hﬁ f geﬁﬁhlorlde doxaeoai n
unazos ydr

mesyl ate, bunazosin hydrachl ori ori 8e sust ai ned .
~0 rel ease prdfePariaticurgspitdfer antepivecietaisne nesylate. 2s's zlo s 42.
The therapeutic agent or a prophylacti-c agent of claim1$, which ains at
the treatnment qr prophylaxis of arteriosclerosis and which is used in

conbi natii on vith TQiPPpERaceuticadr gperasigiompdneldior 1y perichpislesed. | 43

The ther apet iia 8@@fiinaglo? wBEP RN Mh AEdicGe it 3 gor Wherein the
di fferent thegyggugﬁgdggent for hyperlipidema1s

21. The pharmaceutical composition of claim 20, wherein the
different therapeutic agent for hyperlipidemia is a statin
15. pharmaceutical agent.

' 22. The pharmaceutical composition of claim 21, wherein the
‘statin pharmaceutical agent is at least one pharmaceuvtical
agent selected from the group consisting of lovastatin,

20. simvastatin, pravastatin, fluvastatin atorvastatin and
cer:.vastatin

23 The pharmaceutical composition of claim 14, which is used

in combination with a different therapeutic agent for obesity.
2s.

i24. The phamac.eutical composition of claim 23, wherein the
different therapeutic agent for obesity is mazindol.
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a statin pharmaceutical agent. - 44 The therapeutic agent or a prophylactic
agent of claim43,, 1s wherein the statin pharmaceutical agent is at | east
one Pharmaceutical agent selected fromthe group consisting of

| ovastatin, sinmvastatin, pravastatin, fluvastatin, atorvastatin and
cerivastatin. 20 45. The therapeutic agent or a prophylactic agent of claim
18, _. which ains at the treatnment or prophylaxis of arteriosclerosis and
which is used in conbination with a different therapeutic agent for

obesity. 2s 4695Thee! iELARGMEL PUhpoll %P RRY1:AGh! GaRAGRNE s Qfsedl @i m 45,
wherein the dif?ereﬁt_ t erapeu%?c agent ?o? o‘ﬁes?t.y IS maxi nsdpls. " 47. The
therapeutic ag&htcobirmatirpprithaet Hefiapent Ylersbeitiriggent. £3p dhAbekedd s at

the trealUaent or prophylaxis of arteriosclerosis .and which is used in
agent for diabetes. 211 48- The

conbination with a.different therapeutic S
t her apeuti c agéit The Rhappagemyient i itiopfofc chaim 25, WhRmeirifet he
different thergpgdbddt WEMpebPlc URRLILT bSartes | BAGE RRBLPHAE MRCEULI CAl
agent selected fromthe group consisting of an insulin preparation; a
sul f onyl ur ea, F1h agery cedgetrd fram thef SreuRi e sigthng pfnflle, an a
gl ucosi dase i nhiski {1 prapd-Afon NaUkhircIakdd, Z8h - irbl1id RRckBeiqausl i ¢ agent
or a prophylactic agent of claim48, wherein the different. therapeutic
agent for di affefBkfqnande.i g bismaridee avhargincesidasy| inljbitoxaAnectRd from
the group coRgtsiinngeRdidifsMl in, glibenclam de, tol butanude,

' gliclazide,

gl ycl opyranide, acetohexam de, glinepiride, tolazam de,
nat egl i ni dé; gl ybuzole, netform n hydrochl oride, buform n hydrochloride,

voglibose, acapbage pRwRAbANiich#ZQRposi Bidly Sk AANiAT d6le unaPeinRBet her apeutic
agent or a prophylactic agent of cla.iun 18, which ainms at .the treatnent
or prophyl axi g:. rept hegapautigspgent for diabe_'tes is at least one

pharmaceutical agent selected from the group consisting of
insulin, glibenclamide, tolbutamide, glyclopyramide,

15 acetohexamide, glimepiride, tolazamide, gliclazide,
nateglinide, glybuzole, metformin hydrochloride, buformin
hydrochloride, voglibose, acarbose and pioglitazone

‘ hydrochloride.

- 20 28- The pharmaceutical composition of claim 14, which is used
in combination with a different therapeutic agent for
hypertension.

'29. The pharmaceutical composition of claim 28, whe;-ein the
25 different therapeutic.agent for hypertension is at least one
pharmaceutical agent selected from-the group consisting of a
loop diuretic, an angiotensin converting enzyme inhibitox, an
-angiotensin II receptor antagonist, a Ca antagonist, a f
blocker, an q,f blocker and an g blocker. o
30 . :
30. The pharmaceutical composition of claim 29, wherein the
different therapeutic agent for hypertension is at least one '
pharmaceutical agent selected from the group consisting of a
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and which is used in conbination with a different therapeutic 20 agent for
hypertension. 51. The therapeutic agent or a prophylactic agent of claim
50, wherein the different therapeutic agent for hypertension is at | east
one pharmaceuti cal agent selected fromthe group zs consisting of a | oop
diuretic, an angiotensin converting enzyne inhibitor, an angiotensin I|I
receptor antagonist, a Ca antagonist, a S blocker, an a,~ bl ocker and an a
bl ocker. 52. The therapeutic agent or a prophylactic agent of claim51~ so

wherein the di her ent for perten sTat | east one
phar maceut i cal fftégé% %I e (’:1" s ﬁr?fara oris stoﬁgl%'f I’a furosem de

sust ai ned-r el e&sntqpm-paswua@ned—rea@i@pprépamtnapt epailalprs!,lsuaam'e&i- rel ease
fl ori de,

ti 2 I | h
prparation. | 2ifa opri _@pr% gglepr&%%&é?%’g r'lorjl‘l %g{,?%r :JlafSr ﬂq’g’gﬁydr ochl ori de,

cilazapril, 1isin

t emoc april hydperddepritichydgaiiiapidd, ipydamdh| hydrdehlanidadrtepeedpril

peri ndopri | fr@}ﬁ?&&ﬁl&ﬁﬁar '}m 5%?3*?%?#&%%%32&?%@ glulst?gﬂ]leld rel ease

ni car di pi ne hydrochl ori
prepar ati on, Pﬁﬂmdappllnsrbmmm#nsngpmamﬁwiupims@maned rel ease

preparation, hgnigdipine ¥?;g I z QHride, a diltiazem
hydrochl ori de sugt al ned- nd eag’g‘l’%rég‘g?%%"”%g ni S‘E‘?@%. ne, nitrendi ine
mani di p' pi n@ﬂ#ﬂ%ﬂléﬁlwmma&qﬂmermam.omh@dipiM| di pi ne

hydrochl ori de,; rag},04|ePi Q%ﬁ%ﬁl’ﬂ;ﬁu&%u{%xﬂ%&%} Qgﬁgi kg'ggfa@igg ar ani di pi ne,
propr anol olnmh drochl ori'de &rﬂ&%r alr}g]tm w; 0 :D msustal ned@;el ease
preparatio eaédinine hydroch eg : .Ydsocrhé & Bré@lddaeeron

oy oohl hydhm(g{loque %QE&BJ&LNEQQEOHQQWQ%UHI ¥rol ol tdEydr ochloride, a

hydr ochl ori de sust ai ned-rel ease ~prepar at
buni trol ol hjdterndipinele mopidipine chydsochbaride e fmwaidinineat enol ol ,

acebut ol ol Ny ARkALEAS, BESAMBLAL HyAHLALS 108 TRIGRAKE! besylate,
felodipine, cilnidipine, aranidipine, propranolol |
15 hydrochloride, a propranolol hydrochloride sustained-release
Preparation, pindelol, a pindolcl sustained-release
preparétion, indenolol hydrochloride, carteolol hydrochloride,
a carteolol hydrochloride sustained—relea’se. preparation, '
bunitroelol hydrochloride, a bunitrolol hydrochloride
20 sustained-release preparation, atemolol, acebutolol
hydrochloride, metoprolol tartrate, a metoprolel tartrate
sustained-release preparation, nipradilol, penbutolol sulfate,
tilisolol hydrochloride, carvedilol, bisoprolol fumarate,
betaxolel) hydrochloride, celiprolol hydrochloxride, bopindolol
25 malonate, bevantolol hydrochloride labetalol hyd.rochloride,
arotinglol hydrochloride, amosulalol hydrochloride, prazosin.
hydrochloride, terazosin hydrochloride, doxazosin mesylate,
bunazosin hydrochloride, a bunazosin hydrochloride sustained-
release preparation, urapidil and phentolamine mesylate.
. 30 ;
31. The therapeutic agent or a prophylactic agent of claim 16,
which aims at the treatment or prophylaxis of hyperlipidemia
and which is used in combination with a different therapeutic
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ao tartrate sustained-rel ease preparation, nipradilol, penbutolol sulfate,
tilisolol hydrochloride, carvedilol, bisoprolol fumarate, betaxol ol
hydrochl ori de, celiprolol hydrochloride, bopindolol nalonate, bevantol ol
hydrochl ori de, | abetal ol hydrochloride, arotinolol hydrochl oride,
anosul al ol zs hydrochl ori de, prazosin hydrochl oride, terazosin
hydr ochl ori de, doxazosin nesyl ate, bunazosin hydrochl ori de, -a bunazosin

hydrochl ori de sustained-rel ease preparation, urapidil and phentolam ne

mesyl at e. '30 21a%ent for hyperlipidemia.

32. The therapeutic agent or a prophylactic agent of claim 31,
wherein the different therapeutic agent for hyperlipidemia is

% a statin pharmaceutical agent.

33. The therapeutic agent or a prophylactic agent of claim 32,
wherein the statin pharmaceutical agent is at least one
pharmaceutical agént selected from the group consisting of

10 lovastatin, simvastatin, pravastatin, fluvastatin,

atorvastatin and cerivastatin.

34. The therapeutic agent or a prophylactic agent of claim 16,
which aims at:the treatment or prophylaxis of hyperlipidemia
15 and which is used in combination with a different therapeutic.

agent for obesity.

35. The. therapeutic agent or a prophylactic agent of claim 34,
wherein the different therapeutic agent for obesity is

20 mazindol.

36. The therapeutic agent or a prophylactic agent of claim 16,
which aims at the treatment or prophylaxis of hyperlipidemia
and which is used in combination with a different therapeutic.

25 agent for diabetes.

37. The therapeutic agent or a prophylactic agent of claim 36,
wherein the different therapeutic agent for diabetes is at
least one phamacéutical agent seiected from the group |
-'i"’ consisting of an insulin preparation, a sulfonylurea, an
_ insulin secretagogue, 'a sulfonamide, a biguanide, an g
. glucosidase inhibitor and an insulin sensitizer.

.
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38. The therapeutic agent or a prophylactic agent of claim 37,
vherein the different therapeutic agent for diabetes is at
least one phammaceutical agent selected from the group
consisting of insulin, glibenclamide, tolbutamide,
glyclopyramide, acetchexamide, glimepiride, tolazamide,
gliclazide, nateglinide, glybuzole, metformin hydrochloride,
buformin hydrochloride, voglibose, acarbose and pioglitazone

hydrochloride.

10 39 . The therapeutic agent or a prophylactic agent of claim 16,

15

20

25

30

which aims at the treatment or prophylaxis of hyperlipidemia
and which is used in combination with a different therapeutic

agent for hypertension.

40. The therapeutic agent or a prophylactic agent of claim 39,
vwherein the different therapeutic agent for hypertension is at
least one pharmaceutical agent selected from the group
consisting of a loop diuretic, an angiotensin converting
enzyme inhibitor, an angiotensin II receptor antagonist, a Ca

antagonist, a B blocker, an a.p blocker and an ¢ blocker.

41. The therapéutic agent or a prophylactic agent of claim 40,
wherein the différent therapeutic agent for hypertension is at
least one pharmaceutical ageht selected from the group
consisting of a furosemide sustained-release preparation, a
captopril, captopril sustained-release preparation, enalabril
maleate, alacepril', delapril hydrochloride, cilazapril,
lisinopril, benazepril hydrochloride, imidapril hydrochloride,
temocapril hjdrochloride, quinapril hydrochloride, trandrapril,
perindo;:;ril erbumine, losartan potassium, candesartan o
cilexetil, nicardipine hydrochloride, a nicardipine
hydrochloride sustained-release preparation, nilvadipine,
nifedipine, a nifedipine sustained-release preparation,
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benidipine hydrochloride, diltiazem hydrochloride, a diltiazenm

hydrochloride sustained-release preparation, nisoldipine,
nitrendipine, manidipine hydrochloride, barnidipine
hydrochloride, efonidipine hydrochloride, amlodipine besylate,
feledipine, cilnidipine, aranidipine, propranclol
hydrochloride, a propranclel hydrochloride sustained-release

preparation, pindolol, a pindolol sustained-release
preparation, indenolol hydrochloride, carteclol hydrochloride,

a carteolol hydrochloride sustained-reiease preparation,
bunitrolol hydrochloride, a bunitrolel hydrochloride
sustained-release preparation, atenolol, acebutolol
hydrochloride, metoprolol tartrate, a metoprolol tartrate
sustained-release preparation, nipradilel, penbutolol sulfate,
tilisolol hydrochloride, carvedilol, bisoprolel fumarate,
betaxolol hydrochloride, celiprolol hydrochloride, bopindolol
malonate, bevantolol hydrochloride, labetalol hydrochloride,
arotinolol hydrochloride, amosulalol hydrochloride, prazosin
hydrochloride, terazoein hydrochloride, doxagosin mesylate,
bunazosin hydrochloride, a bunazosin hydrochloride sustaimed-

release preparation, urapidil and phentolamine mesylate.
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42. The therapeutic agent or a prophylactic agent of claim 18
which aims at the treatment or prophylaxis of arteriosclerosis
and which is used in combination with a different therapeutic

agent for hyperlipidemia.

43. The therapeutic agent or a prophylactic agent of claim42,
where:.n the different therapeutic agent for hyperlipidemia is

a statin pharmaceutical agent.

44 The therapeutic agent or a prophylactic agent of claim 43
wherein the statin pharmaceutical agent is at least one '
pharmaceutical agent selected from the group consisting of
lovastatin, simvastatin, pravastatin, fluvastatin,

atorvastatin and cerivastatin.

45. The therapeutic agent or a prophylactic agent of claim 18
which aims at the treatment or prophylaxis of arteriosclerosis
and which is used in combination with a different therapeutic

agent for obesity.

46. The therapeutic agent or a prophylactic agent of claim 45
wherein the different therapeutz_c agent for obesity is

nag indol

47. The therapeutic agent or a prophylactic agent of claim ;8__
which aims at the treatment or prophylaxis of arteriosclerosis
and which is used in combination with a different tperapeutic

agent for diabetes.
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48 - The therapeutic agent or a prophylactic agent of claim47,
wherein the different therapeutic agent for diabetes is at
least one phammaceutical agent selected from the group
.consisting of an insulin preparation, a sulfonylurea, an
insulin secretagogue, a sulfonamide, a biguanide, an q

glucosidase inhibitor and an insulin sensitizer.

49. The therapeutic agent or a prophylactic agent of claim 4§,
wherein the different therapeutic agent for diabetes is at
least one pharmaceutical agent selected from the group
consisting of insuvlin, glibenclamide, teolbutamide,
glyclopyramide, acetohexamide, glimepiride, tolazamide,
gliclazide, nateglinide, glybuzole, metformin hydrochloride,
buformin hydrochloride, voglibose, acarbose and pioglitazone

hydrochloride.

50. The therapeutic agent or a prophylactic agent of claim 18,
which aims at the treatment or prophylaxis of arteriosclerosis
and which is used in combination with a different therapeutic

agent for hypertension.

51. The therapeutic agent or a prophylactic agent of claim 50,
wherein the different thexrapeutic agent for hypertension is at
least one pharmmaceutical agent selected from the group
CﬁnSisting of a loop diuretic, an angiotensin éonverting
enzyme inhibitor, an angiotensin II receptor antagonist, a Ca

antagonist, a B blocker, an g,f blocker and an ¢ blocker.

52. The therapeutic agent or a prophylactic agent of claim 51,
wherein the different theraﬁeutic agent for hypertension is at
least one pharmaceutical agent selected from the group
consisting of a furosemide sustained-release preparation,
captopril, a c;aptopril sustained-release preparation,
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enalapril maleate, alacepril, delapril hydrochloride,
cilazapril, lisinopril, benazepril hydrochloride, imidapril

hydrochloride, temocapril hydrochloride, quinapril

hydrochloride, trandrapril, perindopril erbumine, losartan

10

. 15

20

25

3o

potassium, candesartan cilexetil, nicardipine hydrochloride, a

nicardipine hydrochloride sustained-release preparation,
nilvadipine, nifedipine, a nifedipine sustained-release
preparation, benidipine hydrochloride, diltiazem hydrochloride,

a diltiazem hydrochloride sustained-release preparation,

nisoldipine, nitrendipine, -manidipine hydrochloride,

barnidipine hydrochloride, efonidipine hydrochloride,
amlodipine besylate, feledipine, cilnidipine, aranidipine,

~ propranclol hydrochloride, a propranolol hydrochloride

sustained-release preparation, pindodol, a pindolol sustained-
release preparation, indenclol hydrochloride, carteclol
hydrochloride, a carteclol hydrochloride sustained-release
preparation, bunitrolol hydrochloride, a bunitrolol
hydrochloride sustained-release preparation, atenolol,
acebutolol hydrochloride, metoprolol tartrate, a metoprolol
tartrate sustained-release preparation, nipradilol, penbutolol
sulfate, tilisolol hydrochloride, carvedilol, bisoprolol
fhmaratef betaxoclol hydrochloride, celiprolol hydrechloride,
bopindelol malonate, bevantolol hydrochloride, labetalol
hydrochloride, arotinolol hydrochloride, amosulalol
hydrochleride, prazosin hydrochleride, terazosin hydrochloride,
doxazosin mesylate; bunazosin hydrochloride, a bunazosin

hydrochloride sustained-release preparation, urapidil and

phentolamine mesylate.
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