;e3de(: <!I'$969T(: zvDESCRI PTI ON *~5~159* DI BENZYLAM NE COVPOUNDS AND

" PHARMACEUTI CAL USE THEREOF Techni cal Field The present i n\m, 'mwmm '"‘WIMeS to

a novel CETP activity inhibitor, particularly a therapeuti

_prophylactic agent of arteri oscl er 03| S or F%Ferl | pi dem a. Backggqund Art
Regarding the relationship between ard t|c di seases and serum

| i poprotein, it 6#§§4%§%&Mﬁﬁﬂ§
rel ati onship exists rromthe regbﬁgné o} nany epl #E%lcéf researches

For exanple, Badinpn et al. (J. C iTechnbesl Fidid 1234 1241 (1990))
reported that intravenous injection of fractions containing HDL (high
density |ipoproteFhg BﬁﬂSQFELlFV@nylﬁpgﬁeééﬁ§ﬁtyol?pﬁﬁV@@egﬁ?P1§Ct1VltY

1 0. chol es§ e ItS ul .0bserv t|on of..no
brevent on S APOEPEssPBRCbTTI TN 4 CAeRR R sk oae 31 BEOPRYT A H G
t hereof, andqgbhk agday{f@l@g@1@,g5§igquleq1§péﬂa_\pq_d@ﬂuant | -arteriosclerotic
action in the rel ati onship between arteriosclerotic di seases and serum

| i poprotein. 20 In recent years, thaapkgseund BAfta proteln that transfers

lipid between bl ogod |Ii roteins, or ( olester ester _transfer
protein), has beefefH + geipe1?E} %ﬁﬂégi? ﬁé§eFFP§F 185Phted out in
1965 by N c | ﬁ%g% 1 a Its
cDNA was cl g%gga rz%’t“t%gés‘% %dr %'r%yna eetlrg 1%_?_‘213 sn%gg%ucggg\%\g?g 8 %%lereof
74, 000 Dﬁ’asogéytmmeotban awmbfﬂnmn fﬁldﬂﬂbd@hr@hexlsmgafromathe|sesults

]conpletely cleaved. I{s cDNA consjsts of 1656 residues and encodes 476

am no aci ds°f oPEB¥i fR1demie 1o Cale TG AL ChSShc e FRB0BE MRS 1 NRRRHTOR dRisidt s
of hydrophobic Ro i tgdha Xtaengloy ol g h ity and is
~easily |nac?|vatg% byﬁg%%%tlorfih ﬁﬁﬁghg.ﬂjbg§9§9)%agegégEQQOﬁﬁégned t hat

CETP is prodneedvenot$ein]getitors wh faddivess, coplitaéningdapnalhgghand,
adi pose tissue, small intestine, kidney, skeletal nuscle, heart nuscle
and the |i keenahayﬁm&tem)c@n% VDL Havegw] hlgilpégnéf-thu#iaﬁoprowln)

nonocyt eyer i e fa I pkoLestin |
epit h)el i f’;ﬁj {58 &flo géopzp%ggfdacﬁedpé%%ﬁ% #ﬁlegf fLiéld% RRRERAVRFVR %%ncer
cel |l -deri Veﬂoﬁeehliﬂﬁﬁevéﬂ?@@u s Ipa:)oga:réféstlm blfkﬁrtggibgéiei"@@lc lesion

-above-nmentioned tissues, it is present in cerebrospinal fluid and semnen,
and its pr cbuhcel hasregessiont ithanedf, emd HP& modi ¥HBE hnﬂaﬂoh%mwchstorra

nd neur ogl | hor oi | ex f .sh n he | ik
a d.neu 09 £Onﬁavg ag aé%f)é}ég 1é%c:%£%tf% %% 1%nd1£ %he rglatlonshlp

between arteriosclerotic diseases and serum lipoprotein.

20 In recent years, the presence of a protein that transfers
lipid between blood lipoproteins, or CETP (cholesteryl ester
transfer protein), has been clarified. .The presence of CETP
was first pointed out in 1965 by Nichols & Smith (Je 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 ie
produced in the organs such as liver, spleen, adrenal gland,

adipose tissue, small intestine, kidney, skeletal muscle,

l VIR
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| It has been also clarified that CETP is involved in the netabolismof any

“lipoprotein in living organisns, and has a major role in the reverse

chol esterol transfer system Nanely, CETP has drawn attention as a

_mechani sm for preventing accunul ation of cholesterol in feriph‘iglgl clgllnl S
and prevent hegramusclsand ddis Like f 286 PRPERCPEgARACELI BT hERF (ff

inportant role in i s reverse chol erol tr syst ' ef
epideniologF%%?sr%é §mﬂ5V§ﬁ§%5§%£§F§tmécggéﬁgégé ?nfg%P?%ﬂ%iebtiﬁgﬂ
ester) of HOL1in hhoed iscane ol ddigneilshilf aet o) scatogocobby yepdtogyte
di seases. It has been also 2 clarified that the CETP activity varies

dependi ng otekéephif ed spduinesy lilvereicangereceddcrerbeed tbine,

chol esterplloading js hardly .induced ig anijmals, with | owe ctlVity,

i n~rever ssg,Héﬁg?l‘}eHﬂ)uc‘%‘béiW% k5 %etsﬁdﬁfsgﬁg? 3@ Vi %/l??l%ﬂh%at%ﬁ&%’

hyper - HDL- e%ai%@%&?s L 4d 3008 23ulibPapaOkehen; esh@ 8x¢ i nduced
de

in the case of I clency, thus rendering the devel opnent of
arterioscl eppesénde fias Wéen vdorchi dmed umn cuddure mhdipeebghumamn of the

significance of blood HDL, as well as significanﬁe of, CEgP thatf di ates
transfer of neEroplasiema And HepPIlBomaseplge CRBFRLEPLIPXIEGT s HRsi zed
in and secretgd féOflt%e liver is taken up by very |l ow density |ipoprotein
(VLDL) . Thefi® dfi2® 1o % e action of lipoprotein |ipase (LPL) and hepatic
triglycerdde |ipase K45 @een \Uido il ardtifdled ithed CETP isbiowvdlved ol Dthesia
internedi ate density |ipoprotein (IDL). LDL_is taken up, by peripheral cells
via an LDL metabebismnef Ry slinapnatedn ¢re HdVdep| 9rIepsFas se? < 1+ Juch

fl f the,li. to, th i.ph | .cells, '
chol est or o "3Bh FoHF pibr G T d et aserply EFaREER K] sPe e Mamery,

reverse choppepergl &ransfertsysicnad n eldeandemdgorForacentimgt ed in the
‘peripheral tissues is drawn by HDL, further esterified on HDL by the action
of LCAT (| eacthimtabiestef othalkss teraisfier Pea)ivherpdr petts and PFayRPetiedd

to io the. hydrophobi¢c core part qof HDL, .whereb r | heric
HOL part 51 B roereleges ta Pt M 2rstr el e b R Y P D
apOB'ContaiEﬁﬁgrkgﬂﬁpfgigifﬁ S Asvedldd cridestebPblandahbeeti spstand an

return, TGis transferred to HDL at a nolar ratio of 1:1. CE transferred to
apoB- cont ai AuMBet5of | opdeahis Iogiscdlakmsagrdhest havei $8pwhj 8hablareceptor in
the liver, thereby indirectly transferrin hol e rol the.liver.
Nbreover,-tH@Féeﬁ§ealﬂE%%aﬁ?gﬂﬁ?ﬁF%ﬁ§iﬂ? r%tgfézbgplgpbgPSQefﬁ %e?f et ed
from macr ophgge, L ke §Q @f&&[?ég @i eExeant ai P e izalkd N °
CE, and thegﬁlgsrglgge%%?§éé% ?fakcen up t erﬁlitvelr evi a LDL receptor or

remant e&cephehsiddetkatl Sife ECEER Sactipdity ivianileisc depBhdpagt ol tBear e not

taken up by the liver and only CE in HDL is selecgtively_ taken up by .
hepat ocyt es anEpaLhepaeies . anetFRin REIRQsGIenos Ifh ALk ﬁBchﬁ}??E?%%lare

taken up by1@%8§£8C¥£eﬁa¥&fy“@ﬁﬁuééa‘%ﬂ'éﬁiﬁyls2%i%QL16%E§phe£ibmt§heaﬁaver-
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 tufn led to the recognition of ﬁhe 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 lipoprotein lipase (LPL) and
hepatic triglyceride lipase (HTGL), VLDL is metabolized in

2



Nanely, in the state of enhanced CETP acti vi ty, since CE transfer from HDL
“increases, CE in HDL decreases, and CE in VLDL, IDL and LDL increases. \Wen
take up of 1DL and LDL by the |iver increases, down-regulation is inposed

on the LDL receptor, and,LDL in blood increases.. In contrast, in the
~ ORTP def 1 6i Bleog, SRS HRE T Antn ATt | S dAAARE O 100l (2D  HERThe

aid of LCAT; .0 I LnC | | Iy7€e Npea

Erich foL FEOFARER LB BYCPRESPRORE SO VR AN IIEnSRRRcEr IR CTRE
cat abol i zed subpweedr tosthéecébls. NnEaRirsRlgoETomOButHNELOWNE BoH f tigd ent | y
in human, large HDL dwells in the blood. Consequently, cholesterol pool in

the |iver bdd¥gtstenthecpenipherat cerl ki dhere i9¥iesed 2Bof 1oMe ©EDL recept or,
t hereby decreasing LDL. _Accordi ngl elective inhjhitiqn of CEIR. _can | ower
D, ViDL afHCABECERar FFOfope Massa Dot le o dil Yol Faade Bl pRat=act <
suppr essi veky 11 BEr 80RevaPse PERSLESEe FXP Ot Ad fAY fsfstlehe PIRVOEHOR Wird), -

unpr ecedent ed prophylactic or therapeutic agent for o arteriosclerosis or

hyper | i pi defCaacehinidatedyint tkeper iphardledii ssads iis dgeont byelbPd, t o
devel op a dru hat inhibits.such activity of CETP, nd.having a
sati sfact or?&é‘%i F?tﬁﬁékhﬁ‘? %’ée’?&det?/%lﬁ%ec?%o:n ﬁggrrr&%ﬂ)gg_eﬁﬁﬁsméport s
have been foypdeeeeli! Yo PPtidiSs £ Sr LLUP AN A BEND a8 tRRNRIFEFPEGSHEN
activity of CETP. For exanple,. Biochem cal and Bi ophysical Research
Communi c&? i the Bf8ropReKic (4986)pattts od D HBL divtheiretiyp WDLdimasudesi ¥atoves,
substituted djthiodibenzene, derivatives and the |ike_as cg ounds t hat

i nactivate ERFPTHG HBHi PIFRECESSt eiCe 1Pe8Phuds 552RRiRTERd 2% ETRf erence

ot t o ment Peasangoin HE260d o Mbdh -odift LI 1 Blpro B SERY 67/ FRALE™
di scl oses Wipdendbnl akd atidle W Btendirgd -ib asetdrh, ac iy tyanslfiebiedr 8o HDL

However, this 25 publication does not contain any description suggesting
t he conpoundtof madapreathe ¢hvknti ofE NMopBSferredpt-ameR1g@ytaining

0P B 45 2898 dB: B 45 09 e an B b7 1 NP VB IR HcpRGLORE e
' liver, thereby indirectly transferring cholesterol 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 up 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 ahd only CE in HDL is selectively taken up by
hepatocytes. Furthermore,lanother 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-regulation is imposed on the LDL

30 receptor, and LDL in blood increases. In contrast, in the CETP
deficient state, HDL-draws.cholesterol from peripheral cells

with the aid of LCAT, gradually increases its size and

acquires apo E. Then, apo E-rxrich HDL is taken up by the liver

3



substituted by higher fatty acid such as o 30 isostearoyl am not hi ophenol
“and the |ike, as a conmpound having an action to~prevent arteriosclerosis.
However, these publications only nention the presence of an effect to
_prevent arteriosclerosis and |ack description of Experinental Exanple 4

t hat suppor Vigh&Déf FeeePtachn| 688 diviescanpt¢rrkAlizad bi Hpvaver., Geimce
activity. Nq%ggverbhngidesagigtigg LS fgund t hat, su tsr}hen%pnpaund of
t he present Tnven con -IB- 7°2001°51241% f%@9§9€%§§§%g§3§@1o§%% Q’bigfgﬁ
conpound t haiprj Blkiebilks ifETRe HovBH el .cdryeyuiitilvcaicheneBasrp® #68Er iRt £108
t hat suggests the conpound of the present 1nvention. WO0O0/ 17164, WO0O0/ 17166
and W01/ 4019¥edi becomes4smaller and up-regulation is imposed on the LDL

car boxyanino-2-substituted-1,2,3,4-tetr roqui noljne.as a to CETP
CAhi b tor” | BESEPEPT -1 hEEECRHbRPEET P ORAS UMb o ACRGZAAEE P ot PENSERAYS suggest s

the conpound ngfiptiReoRr 82€BETPNUERT 1 Oer Obi heyihaind'ad, thak %lﬁ,mgggpounds
havi ng a structure |ike the conpound of the present invention have been

reported. | BarEeriesaiplresisdPard2D0drddéd aiDIanchaA) Gldtl) &ppdiesslivedy
carbanate derivatives characterized in that phenyl group has an oxine ether
group. HoweV8frePRe @BAPBHAEUCE? e¥RRELHUAT ERY dhe Hrevdsdpsurds alisef ul as

Rl bi : o o
sclosure apr3aeabantBl BEbLAYIAE e r DR S Mhent®¥or20C 2,

descri pt ion aztiggeskyarbses eot . hYWPOPI HO8démiH scl oses conpounds such as
3-(4-{[N[3-(2,6

di f:m g opLen§/| ) acPpié9| pany (atterpBritha R san Jadeo ke eFeNte¥28¥FaiPno) pr o

E'Sgphlc gg' gd%UQlEBeazérhé,k@haE'OX‘E‘HPBité NS GORAUNA Y JeicrBUPL! Gahb8AnGS
having a satisfactory activity has not been developed yet.

Meanwhile, many reports have been found recently on the

_15_compounds aiming 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 mention a
description suggestive thereof. _

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

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

Moreover, JP-B-45-11132, JP-B-45-2892, JP-B-45-2891, JP-
B-45-2731 and JP-B-45-2730 disclose mercaptoanilides
substituted by higher fatty acid such as o-

. 30 isostearoylaminothiophenol and the like, as a compound having
an action to prevent arterioscleroéis. waever, these
publications only mention the presence of an effect to prevent

arteriosclerosis and lack description of Experimental Example
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~glucagon antagoni st, and this publication |acks a disclosure of useful ness
as a CETP activity inhibitor, or even a description suggestive thereof.
WD99/'67204 di scl oses conpounds such as 1-[N-(4 so '

,_chIorobenzyI%-N—(N,N—dinethylcarbannyl)aninoneth 11-4 ., o itsas
guani di-nonet ?Fbéhﬁpﬁétaﬁ@et¢%¢¢¢mefm¥ﬁhéﬁﬁﬁ,atﬁé566&836ﬂﬁ 8f {ppipition

publication is ful . I iC, d LS j caf i

fi'scl oour o 8F GESPARELO L 2WBetpveY, BALRLEsPLRTE, MdTiRe
descripti Onsﬁﬁagﬁﬁé' YBe t 86h5SEnd WO HiHA Y sandt WBReALBoA26 di scl ose
conpounds such”as-N '

(4- ]E elr t - butyl benéyfﬂﬂz@mwmmi ﬁihﬁee&/rMS)ztaénﬁﬁS]cﬂeﬁ@anﬁdéiaﬁult ARMPPYRRA
useful - as, a gonadgof ropi n- asi .ant st/ | Ho

Ui s publ] chROITAGRELS GHELET odlinevar  ebtal RaaL egtiBins e It

| nhi bi tor, ggs%%g»g;oﬂeéﬁétpiﬁ StP0aRd icempdieie ol tHe5p8d4eht4 and

JP-T-9-5125 : 29672) disclTose that halonmethyl am de conpounds such as
N- benzyl - N- (@Avéntdodi chl or obenzyl ) chl or oacet am de and.the |ike are useful

as IL-1(3 protease activity inhibitors, However, e publications |
gisclpsure of usefBPRELELY 'éWQﬁﬁiilﬁéa\ﬂQ%/Wdiﬁﬂébagﬁ,dch 08 &= ack @
escription_suggest| the : 2 | S Tt aeteggcyclic
conpoUnds_s&gﬁgggyééYﬁfh?b%§§%Fh¥%$%%fﬁ§§§th?%#?%%§§%2§g%?ﬁégsgh%ﬁy%)urea
and the ko kegTboWAHEbitbhe HOWRRWY] @hekki publibbatadnsncostasefnd as a
| eukotriene synthesis inhibitor and this publication |acks a disclosure of
usef ul ness desgrcprboncthattuageths tidre HTRAPNY 2TJdber PBEFSATsuggesti ve
t her eof . ZOiQQggé}QESQ di scl oses urea derivatives such as 1-benzyl-1

On the other hand, various compounds having a structure
_ like the compound of the present invention have been reported.
15 For example, JP-A-2001-106666 and W001710825 disclose
carbamate derivatives characterized in that phenyl group has
an oxime ether group. However, the compounds of these
publications are cdmpounds useful as antimicrobial agents for
agriculture or gardening, and they lack a disclosure of
20 ysefulness as a CETP activity inhibitor, or even a description
~ suggestive thereof.

W000/69810 discloses compounds such as 3—(4f{[N—[3-(2,6—
dichlorophenyl)acryloyl]-N- (4-tert-
butylbenzyl)amino]methyl}benzoylamino)propionic acid and the

25 like. However, the compound of this publication is useful as a
glucagon antagonist, and this publication lacks a disclosure
- of ﬁsefulness as a CETP activity.inhibitor, or even a
description suggestive thereof.

W099/67204 discloses combounds 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

5



[ 3- (pyrazol -3-yl)benzyl]-3-(2,4,6-trinethyl phenyl)urea and the |ike.
" However, the conpound of this publication is useful as an
aryl - CoA: chol esterol acyltransferase inhibitor and this publication.lacks a

_disclosure of usefulness as a CETP z5 actjvity inhibitor, or even a
descri pti on26tiytty i ieh i@ TSV E R 665 FLRELGReSUPHGE TLY R aTRBFPOENdS

such as 1 benzyl -1x i chl or ol l0) -23( A 4Gl a8t ) fhe
i ke are useful a@o%%{/‘?%%)ﬁ:%rh%@'yg’%gylétlr%gg?ggr g?ﬁ?ﬁﬂ?%l %IL(E),?}ZQQ% ,
However, t hiig-pubtlsaty DenALKS- M- [i-S@uRTHIE nohmetlyl$BeHE PEBeASami GETP
activity inhibitor, or even a description suggestive thereof. US4,473,579
~di scl oses ueed tbepbikelsusefil ss B Ponadotropin-releasing hormone

di benzyl - 3- (2, 4- di pet hyl phenyl ) - 3- phenyl urea and.the_|i ke, However, the
conpound %f af‘FPg‘?Bh_ﬁF_{ %%‘?r?’o"he/i HoweVgir 'agfléﬁ Reb}HL W%Ihéaecg?seraol

acyl transf egage; boRED! & Pruddiel 1S RIPld eRiTPORackeyaidhSBL 064] opleven
useful ness as a CEIP activity 1 nhibitor, or even a description suggestive

t her eof . US4, d@2¢c25ptidivdsiifife 42i57e UWhkrEnf .354 and US4, 127, 606 di scl ose
‘conpounds such as

N-[ [ 2- [ 3(di met hyl B89 n®3 e SHb:aAD v Pmerifyop- dWRR2AGP S RE hnehg PR Ry Y2 %- pr
openam de a j - n ege (publications are
useful as aﬁg%%ﬂgF%¥§%Pg$€W%¥§%§hf%gan t%%pgfgg&zgﬁdﬁséFésure of

usef ul ness aschl&EdPeREyl Vel )otddidtidntiide @ndewhe dideserepusefiuluggeli+ife

t hereof . W99/ 18066 di scl oses am de carboxylic acid conpounds such as et hyl

- 2-butyl - 3- [ prpRepsk beaELVity- ik tRES ) BRVAVEEL hERSIH R SR 0RGhdeEKand

the |ike havi useful zs_.lipid-10 [ acty ; | | : ver, this
publ i cati on®| ggﬁgigs‘ﬂﬁ%c?%s‘fff%g%llfn%%refa&gnaesﬁsd@g a%%%g}%?a%%%%g@%‘ﬁhﬁi tor,
or even a dgsgﬁiQtaggc§i§mﬁgﬁigu%§égﬁﬁyg.tﬂuﬁéaqver, this publication |acks
a disclosure of .a structure such as the conmpound of the present invention,

or even a descri ptiO®7/ 243RR sliselates Sofamine-bekerasycliwoopByvrds 2efhses

a conpou havj.n . ture simlar tao.thgt of t i ti and
S TR Ry b §-Bus ks et ) WP @ bRV BRERL | A ] L8
di sclosed. {pe RSxES\ Hdfaver} ~e~\:25m§6(;9a brD2hRa FulRli &ORYWH ik Nsefdd ~s
RZ~1/YD-TR0 R4 ~ ~ 3 R 3 D4W~2\ Ro

as a leukotriene synthesis inhibitor and this publication

—

lacks a disclosure of usefulness as a CETP activity inhibitor,
or even a description suggestive thereof.

20 WO96/10559 discloses urea derivatives such as l-benzyl-1-
[3- (pyrazol-3-yl)benzyl]-3-(2,4,6-trimethylphenyl)urea and the
like. However, the compound of this publication is useful as
an acyl-CoA:cholesterol acyltransferase inhibitor and this
publication lacks a disclosure of usefulness as a CETP

25 activity inhibitor, or even a description suggestive thereof.

US4,623,662 discloses that urea compqunds such as 1-
benzyl—l—(2,4-dichlorobenzyl)f3-(2;4—dimethylphenyl)urea and
the like are useful as acyl—CoA:cholesterol acyltransferase
inhibitors. However, this publication lacks a disclosure of

30 usefulhess as a CETP activity inhibitor, or even a description
suggestive thereof.

US4,473,579 discloses urea compounds such as 1,1-

dibenzyl-3-(2,4-dimethylphenyl) -3-phenylurea and the like.
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Ryz When RZ and R3 forma hetero ring or cycl oal kenyl in conbination, the
“conpound is structurally simlar to the present invention. However; this
invention lacks a concrete 5 disclosure (Exanple) of  ring B as shown in the
present invention. I'n addition, this ipvention is distinct fromthe present

“invention i FOWRYETr hEPPNGEAPPBRC abhalR had k! Il Balidy USSHitodrkaRy |,
hal oal koxyaloyh @6aDRLERLEEOYLOXYE) K¥ddn s orddk Qi MRIISnd b o NVenti on

does not discfose a’ concrete structure as the compoun e present
invention, mpablicafEbhi 08cRsd&séisPlooirs ugfasdd iridyar @agf a DETEl osure of
the Invention The present invention ains at providing a novel conpound 15
that sel ect PEERYitHhiiBhibitas, ae¥isvey dfderpEptien suagestivey hererfal so -

aims at pgoviding C oyp pr yvlactig aor therapeut i.g.agent

of arteriosclerospg40$52yg§$r?@?%gﬁééfi€%1éﬁﬂpﬁéﬁééggsaﬂnggﬁdﬁggfgggl and

si mul t aneougli¥cdeskeashpotils CHRERSASNel [ pndi3+i gl yceride by 20 selectively
inhibiting the activity of CETP, and which is free of a CYP inhibitory

ef fect. The (dimethylamiral prepoey Fphenyilinathy hit-drgheapydt-idies in 8 an
attenpt to agchieve th oye-nenti oned objects and foupd that the conpounds
Shown' | n' ¢ hABRSHYSRPRGYE LTI TR PRSI SHE it A% SBPEEVEbel A% nhi bi i
the activityofbolhdE 6RCERLIET LEH11Catfod£THd Gk dn 12052 abEIPniENBiRb EBEY
effect), 5 and are useful pharnmaceutical agents, particularly, prophylactic

or theraptutigenageahd thenrlack oscdisakosume dfy pevdfiuingssi as BbCBTPer, t hey

have found that a structure such as the fornmula (.1) provides a gotent CETP-
i nhi bi tory 8Ft&¥EtYWARRRPIEQTY (R $YRR I IRIHRGISR ShIgRetivessherest-

et o’ cobBEROAOEL auh 08 oL B Ll (Ot copptiaad. oldh 1
R4 as ethyl 2-butyl-3-[4-[2-[N-benzyl-(4-pyridin-2-~
yl)aminolethoxylphenyl]lpropionate and the like having useful
15 1ipid-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 dqgcription
20 guggestive thereof. |
In contrast, WO00/18724 discloses a compound having a
-structure similar to that of the present invention and a CETP
inhibitory activity. To be specific, the following forﬁula is

disclosed.



wherein 15 Rl and RZ are the sane or different and each is a hal ogen atom
“anitro group, a cyano group or a Cl_s al kyl group optionally substituted
by hal ogen atons; R3.. R4 and R5 20 are the sanme or different and each is a
_hydrogen atom a hal ogen atom a Cl_s alkyl group optionally substituted by
hal ogen atons, a Cl_s alkylthio gRQup optionally substituted by hal ogen
atoms or a Cl_s al koxy group opthnally substituted by hal ogen atons, 25 or
R3 and R4 or R4 and R5 may gorm kpgstﬁeR with carbon atoms bonded thereto,
a honocyclic ring 9 optlg\al Eubstltuent(s) or a

het erocyclicring optionally ha ing s stltuent(s) Als -N (R) (R$) (wherein

R and RB aRg t he sane ordlffe e each is a hydrogen atom 'a Cl_s
al kyl group (mﬁé* in ClL_ 6 3\ ptional | ysubstituted by phenyl
group or- (CHz), COORS ( éreln is a hydrogen atomor a Cl_6. al kyl

~group and mis Ojor an integer of LR, )) or aCa-to cYcloal kyl al kyl group
(wherein C4_gk Qgggﬁla__l A OUR |s optional Iy substituted by 1to 3

substituents Tro hal Mto vitr 9group am no group, hydroxyl group,

cyano group, acyR;group, C1_6 a koxy roup, ﬁl 6 al kyl group (wherein C1_6

al kyl group is optlonally S Wxyl group, Cl_sisal koxy group
or phosphono group) , - - (FZ)a(FZI)(mhereln Rz and Rzl are the
sanme or different and eachls hydr en a mor Cl_6 al kyl group and q is O
or an ,integer of 1to 5) or (wherein RL ishydrogen atom or

Cl_6 aIkyI group and r is O or n20| ueger 11to5) ) ), -C(R11) (Rz)
(R13) (wherein R11, R zand R13 are t e same or different and each is
ahydrogen atom a Cl_6 alkyl group (Wygrein Cl1_6 alkylgroup is optionally
substituted by phenyl group or -COORS (wherein. RO is as defined above) )
~or a C4_| o2qegsal paldod alk¥brair aupetuber eing @r | OyE€Vsd Dadrieyl alrkyl group is
optionally substituted by 1 to 3 substituentsfrom hal ogen atom vitro

gr oup, anln@OQbenptlhydrb&ylg@m@@un%y%ﬁuﬁiﬁﬂﬂﬁvr%%%ﬂ sgrddpr te shal koxy
, d | k Cl 6 ] b ted
oroup, G spiul " oupelaherel it o Kl oL ga oo Lo Lyaguudis

(Rz) (Rzly QuwhelLekdr&Z (EXEhBENE) Cbﬂrﬁ‘lrﬁj? Hlefd natwabave)thar reé@h'?-_) r- COOR
(whereinR and r are as defined above) ) ) or -OC (RL1) leZ) (R13) 10

(wherein RlipvRtfiand RIS asidd tderdefthied iavengjon isngistisctntzomy|the oup

or a heterocyclic residue; a hy n aton1 a halog n atom a vitro
group, an aﬁ¥ﬁﬁe§Fobbve%Fh?ﬂrh&y¥hiﬁ(ﬁh?giP AdUEYSaRascH group, a

d _s alkoxy LOHR: 1C2 &4 keoyd, ar kd& 1a|&y| group (Wherein Cl_s
al kyl group ?s optrgnal ylsu §%¥ u?e yd?%%?? gfeup or - COOR14 (wherein
R14 ° |s a hydoapkenpioxyalk@l)Cl s aIkyI group)); and n is an integer of 1
to 3 . or a prodrug thereof or har naceuti cal |y accsgta | e salt
thereof %2] The URbRHBST HQFS ¢ ?ﬁiéhﬁf%ﬂnQHﬂ§ 2965 PRENBLEREASE 1R wherei n

RS . R4 andcRacta.ar a%gﬁ@@geagrt@ fé&&gwyn@%e teN pres8nhy $hoeRL18A0M 2

hal ogen atom a group option
not to mention a description suggestive thereof.

Disclosure of the Invention
The pfesent invention aims at providing a novel compound

15 that selectively inhibits the activity of CETP. The present’

invention also aims at providing a compound useful as a

prophylactic or therapeutic agent of arteriosclerosis or

hyperlipidemia, which increases HDL cholesterol and

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

8



substituted by hal ogen atons or a Cl_s al koxy group optionally substituted
by halogen atons, or R3 and R4 or R4 and R5 may form together with carbon
atons 20 bonded thereto, a honocyclic ring optionally having substituent(s)
or a heterocyclic ring optionally having substituent s) ; R and R8 are
" the samne. oﬁndaﬁtemphttandCbaehelbh%.¢®QNQmmﬁntEPnﬂdmﬂ J@OGS @néliyungroup
(wherein d | k I rou tionally .substituted rou

- COORS (mheF%P °§P598389 %°%?oﬁ?d?h%1§§i%9%ﬂﬁau [}33 RﬁeenaPo
CyC|Oa|ky|aE%YEchQBpséT@8£§bgl LhRisYe| Bad kd@alvaty Qﬁp@ET@S optionally
substituted by 1 30 to 3 substituents from hal ogen aton1 vitro group, amno
group, hydrdhphegnaﬁpercyanbegreﬂ@rraiytogaan)CEmP:inMﬂbxtprgreﬁﬁgceo_s
al kyl group or. -COORL .(wherein R is, a hydrogen atomor a C s al kyl group)

11 18ngh argnysefyl spRarpaceakcat ATt e THE Yir's a hydrogen

atom a d _ p j

.Substitute rggh%ES%E?Hg?gn@ﬁéfg£%§%f§;58#%%erel 1%§E2§Q§E#.ne5 above)
) or a CO_| aypwehophlghab Ky IMdfetied, Witles haGé EGuﬁﬁCtﬁ&tk;{lﬁtiﬁyd:tlgﬂ‘@up is
optional Iy substituted by 1 to 3 substituents from hal ogen atom vitro
group, ani néughoas th9df@mulgr bhb PRI Yrometeady ICEJEodphibitery| koxy
group, O s Bl OpguRrOLes OEORL (HMalel bl d peps dehined digye)): o s

a hydrogen & on1 a Rar ogen arom - a ro group, M no group, a hydroxyl

group, altyanQedt@dh. Mor )dardHiGHlardyd meahflsmwwghgumprt@ Clep atekyl
group is (wherein Cl_s alkyl group is optionally substituted by hydroxyl

group or - CoBRvAdedherein Rl14 is a hydrogen atomor a d _s alkyl group) ) ,
or a prodru h harnaceutl cce | t .t her eof 3] The
dibenzylamgéH 8n§6&ﬁ828 ﬁ%eaﬁQNQP Iﬁi%giy[%% ﬁﬁEWBﬁ &igls a .

Cl_s al kyl group gubsti alogen atons or a prodrug thereof or a
phar maceutical |y 5ccep'abl- sa t thereof. [4] The di benzyl am ne conpound of
i ong wherein RL is a trifluoromethyl group, or a
wrdceutically acceptable salt thereof. [5] The
di benzyl am ne cp nd ofl the above-nentioned [1], [3] or [4 ] , wherein

caflh 12 Reo(N/) - \ N\ /INReo ~N N\ S Reo //

R4

wherein
15 R' and R?
are the same or different and each is a halogen atom,
a nitro group, a cyano group or a Ci;¢ alkyl group
optionally substituted by halogen atoms;
R}, R' and R® |
20 | are the same or different and each is a hydrogen atom,
a halogen atom, a Ci-¢ alkyl group optionally
| substituted by halogen atoms, a C;.¢ alkylthio group
optionallylsubstituted by halogen atoms or a Ci-g
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 homocyclic ring

9



- NN N Rso ~N S~N Reo N Reo NN Reo ~N N~0 Reo R81 '~Ral \N N | R81 ~0 R81
) §\ ~-\ R~ NN Rso ~N~Rs1 N\ 0| Reo OYN Reo Rel NYN Reo N //N Reo ~N N\ /
Rel Reo R81 Reo ~0 R81 - ; ~N N/ Rao\ o0 o/ R81 R8 RgO R81 ~0 R381 R80
" R81 i/ SRO\ ~NRBReo ~/ NN\ N/ R81 ~ S S/ Rsl/ R80 RB1 R80 R381
R81 Ral R81 R82 R81 gpiNordd Whaying gybrrifugpy/(s) or ~?'\£?e?e1f\?§ycf\}€§82- N /

S'82 80 - \ 60 1 S Fipiiongiy HvenR Rt pePRe, 0 TR
Rsl Reo RelpReo Rel Rao-iRed’)R®2) Reh&O2i MR Ceer] _RB are the same or
" different and each is a hydrogen atom, a C;.¢ alkyl
s group (wherein Cj;.¢ alkyl group is optionally
substituted by phenyl group or
- (CH;) y—COOR® (wherein R’ is a hydrogen atom or a Ci-
alle group and m is 0 or an integer of 1 to 5)) or a
Cs-10 cycloalkylalkyl group (wherein Cy-10
10 cycloalkylalkyl group is optionally substituted by 1
to 3 substituents from halogen atom, nitro group,
amino group, hydroxyl group, cyano group, acyl group,
C1-¢ alkoxy group, Ci-¢ alkyl group (wherein C;-¢ alkyl
_ group is optionally substituted by hydroxyl group, Ci-
15 . alkoxy group or phosphono group), —(CHﬁq—CON(Rm)(Rn)
(wherein R?® and R are the same or different and each
is hydrogen atom or Ci-g alkyl group and q is 0 or an
integer of 1 to 5) or ~ (CH2) .~COOR*® (wherein R is
hydrogen atom or Ci.¢ alkyl group and r is 0 or an
20 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 C;-¢ alkyl group (wherein Ci.¢ alkyl
group is optionally substituted by phenyl group or -
COOR’? (wherein R’ is as defined above)) or a Ci-1o
25 _ | cycloalkylalkyl group (wherein Cs-;0 cycloalkylalkyl
group is optionally substituted by 1 to 3 substituents
from halogen atom, nitro group, amino group, hydroxyl
group, cyano group, acyl group, Ci-¢ alkoxy group, Ci-g
alkyl group (wherein C;.¢ alkyl group is optionally
30 substituted by hydroxyl group, Ci-s alkoxy group or
phosphono group), - (CHz)~CON(R?®) (R*) (wherein R*, R*
and q are as defined above) or ~ (CHz) ;~COOR!® (wherein

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

10



/N7 N7/ or [/ wherein R6, Rsl and R62 are the sane or different and each
Is a hydrogen atom a hal ogen atom a nitro group, an am no group, a
hydr oxyl group, a cyano group, an aryI group, a Cl_s al koxy group, a CZ_s

. al kenyl group or a Cl_s alkyl ,gro ergin d s i.s optionall
substit_uéed byhhydr?@e@lduﬁgr q%@}ﬂ ﬁ\/\hé?e“r‘ﬁ g&ﬁﬁ?%‘ga{%%’ wneg ;bove)gl

or .a prodrug.thereof, or rmaceut i call f

[6] The di bg?ﬁgl m e cﬁ}ﬂ' 9r° tphe% oégﬁgngﬁ g?%‘g f%ld%lggfn ring B

and (Rs)" aﬁe each Ry Rs@yBs5gEsOafih, BshaflvgeRsatBa; &Rowitds \group,NahN N
IN~/NN SN 0O0/NRSRsSO RSO RSO Rs~ Rs6. -NO -N-N~ ~NN L\ \ \

N/NN-0~S S /N eamiRe BﬁmuWZavawlerOR@b andy#RQ IFBRys aél’eﬁicﬁéd
above ordéa prodrug thereof or ﬂfrmaceutlcall c tabl e _sal t Ehgr@
[7] The di benzyl ani r?@f%l(?rrpé‘uﬁttso HE FHEE N r%h@ %ﬁg b'lrl%r)ou Srefest
Rso Rso R6~ Rso Rs~ ai]J\MJ'./ Péoui) \(wﬁef\éfﬂ\'d\'./ulklegi‘BQrSelBEBﬁti)@ﬁéjli}ﬁ] RSO

Rso -N~\ O N/N or I n are asS defined above or aprodrug
thereof or io a pharsmeeittutaid joyahgdpbaylegsatp oher@PR™[ $¥harein R

di benzyl am ne conpound of any of the above-nenti 1 3], t 7 .,
wherein Ais -N(R) ¥R® hyirecern aRomMaRE RgCafe? ggyﬂeé’f%fé@q [ 499 ° 17l
above- mentlgned [1]) # riadﬂg&%ligotthr g@f s30or a pharmaceutical ly acceptable

salt thereo is [0] yl am ne corrpound of the above-nentioned [ 8],
10 or a prodrug thereof or a pharmaceutically acceptable salt

thereof.
[2] The dibenzylamine compound of the above-mentioned [1]
wherein
R®, R* and R°
15 are the same or different and each is a hydrogen
atom, a halogen atom, a C;¢ alkyl group optionally
substituted by haiogen atoms or a Ci-g alkoxy group
optionally substituted by halogen atoms, or R® and.R4
or R* and R® mé& form, together with carbon atoms
20 bonded thereto, a homocyclic ring optionally having
substituent (s) or a heterocyclic ring optionally
having substitueﬁt(S);
R’ and R® |
are the same.or different and each is a hydrogen
25 atom,-a Cis alkyl group (wherein Ci.¢ alkyl group is
oﬁtionally substituted by phenyl group or ~COOR?
(wherein R* is a hydrogen atom or a C;-¢ alkyl group))
or a C4-19 cycloalkylalkyl group (wherein Cs-10
cycloalkylalkyl group is optionally substituted by 1
30 o to 3 substituents from halogen atom, nitro group,
amino group, hydroxyl group, cyanc group, acyl group,
C1-¢ alkoxy group, Ci-s alkyl group or -COORY (wherein
R} is a hydrogen atom or a Ci-¢ alkyl group));

11



~wherein R is a Cl_s alkyl group or a prodrug thereof or a pharmaceutically
" acceptable salt thereof. [10] The di benzyl am ne conpound of the
above-nmentioned [9], wherein Rs is a Cl_s al kyl group or a prodrug thereof
~or al4 - pharmaceutically acceptable salt thereof. [11] The
di benzyl am fe” cdipoamd BT the above-nentioned [1], which is selected from
the group consisting of N-[3-(N -cycl tyl nethyl-N -et.hyl am ng)-5,6,7,8
t et r ahydr onapht hal en- 25| ﬁ%‘?h%ﬁngl\gfiﬁgﬁge}']ér@ SHa-dLat Y ' Byftbigen

bi s(trifluoromethyl)bargw | a( &; ek 25kée I fad ray o) ana MRy 1 i
3-{[N-[3-(N -cycl opentyl net ﬁyl : EIE et%ylzgkm 1ﬁ%) -5,6,7, 8t e?r ahylélr o%g%l‘rl\% h{asl en- 2
-yl met hyl | - N- ( 2- et hy lep2iioneil gz elbSyi fabed cbyaphenyl Srnaur laror-@®eRAy| benzo

itrile, | N- 3, 5-bi tyif | t hyl b I - - '
E"Cy(r:: ogen%yf)rret h£/| (whelrgi RJ.Iis aléord%rﬁne%/l a}oovg %yor]a ('3\5_10[ 6- (N

N (5, 5 bi S(tr1 11 uor onStRaTPaRt s YR PROR TS SRR bR PR RS o)
“indan-5-yl met hyl ] - (2- geblpl 18Hopeli6AZDly Sshilss yilhwitredeoshydrectdl or i de,

N-[6- (N -cycl opentyl met hyl - N -et hyl am no)i ndan-5-yl net hyl | - N(2Htetrazol - 5-
yl)-[3, 5-bis(trifluor 6¥Pek}LyrBRASYyEFeHRi Rhelogen atom, nitro group, amino

N-[6- (N -cycl opentyl n”eg:%hi-' §h§gge¥g%n%€g%pﬂ%r§o {#%ﬁlgdﬂ[ %r%hgi's(:'g_rsi flu

or onet hyl ) benzyl ] - ( pyﬁ y roc

N-[6- (N 2eycl opent yl magkykyNgrebpy! e el kyllagrduyy |oetHoodr!N (wherein R

[ 3,5-bis(trifluoronethyl)benzyl ] -éS- met h%I -1H pyrazol -3 yl ) amne ,
5-{N-(6-{[N -[3, 5-bi sésr REI defone h?b?‘b% Yyl]-N -(5-nmet hyl 25 o
s oeht acig@zo -3 Y AT NRL ARG} AEGRT 2 WA Lol ot BRG] 38, 2!

trans-d-{[N(2- ([N [ 2nSahlisbt gbhior oMy prigsbisy f 2yaioyrodl ! ghr azo
| -5-yl)am no] net hyl }-4trifl uoronmethoxyphenyl)-N 30

et hyl am no] net hyl } cyckelgéxgneun; bax@i-at&lkoxy group or a Cis alkyl group
3-{[N-[65LN -cycl openty| nmet hyl - N - et hyl am no)i,ndan-5 .

yl net hyl ]1§ N- ( 2- et hyl (SPEFEER ot - L) RO st RPIFfogally substituted by

trifluoromethyl benzonyi,Bi-b@y1 group or -COOR* (wherein R'* is a hydrogen
| atom or a Ci;-¢ 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 Ci-¢ alkyl group substituted by halogen
atoms, or a prodrug thereof or a pharmaceutically acceptable
salt thereof.

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

25 wherein 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 (R®), are each

12



15 :
" N-[3,5- bls(trlfluororrethyl)benzyl] N-[6- (N -cycl opentyl rrethyIN et hyl am no)
i ndan-5-yl methyl ]-(2-ethyl-2Htetrazol -5yl) am ne,
N-[3,5-bis(trifluoronethyl)benzyl]-N[6-(N -cyclopentyl nethyls
" N -ethyl am no)i ndangs- yl rret hybo] Réel- met hyl R@H-[ 1, 2, gdt ri azol - geoyl ) ami ne,
3-({N-[6-(N -cygl opent yl | - N\- ethylam 0 hndan- yl rrethyl]-l\l—sohenylamno
} et yI) 5-trify uor\omat Ib nzoni rl{e N\ >/__\
NYN

3-~[N-[6-(N -cyg] nt yINEet B/ - NNg ey | ami mdan-
yl met hyl ] - N- (4, 5-]di et hyl -Nt hi azol yI )am no met hyl } - )
trifluoronethylb nzonltrlle 5- s ( trif or onet hyl’ ) benzyl ]

N [ 6- (N

_cycl opent yl nefhy| N et V! am no)R"‘hdan 5- yRifet hy*Y - R©ohi a8l - By ) ani ne
hydr ochl ori de, ent yl YI N §/I am \Z?.)_L,ndan 5
yl nmet hyl ] - N-(ttﬁ 64 2y)a no} st h I) 5t |f| oro y\lbenzo

hydrochl ori de, Y ~~R¢! Rt
N-[3,5-bis(trifluoronethyl benzylh(l—[G (N - pyclopen\(msthle'f et hyl am no)
i ndan- 5-yl net h¥441] (oxazol - hyqlg ochl ori de,

N-[3,5-bis(tri uororret hyI )benzy ( -cycl op@ﬁlt yl met hyF et hyl am no)
i ndan- 5-yl met hyly= am d%, al ?.:N :
S

N-[35b|s(tr|f uor N— 6(
N - ethylamn%ln -5y| hI i ine h chiRSti de, .
N-[3,5-bis(trifl ubr onet hyI)benzyI] [6- (N -cycl opentyl met hyl N et hyI am no)

i ndan 5- yI rret hJ ]-(4, 5-g;net h?gl t h| azoI Zyk),am ne hydrochl ori q
t §

N et hyl am\no) i ndanR8y| et hyI'} N—(5 nmethylth
ifluo thﬁ,b ni tri Ne_fjydr ochhe+rg de,
0) i

| -N/ et 2 '\?dan- R/
: > 2-yf noReret - 5t riN 40 t nzonitril
e hydrochl ori de, '

N-[3,5-bis(trif uoro thI)be Yl ]1-N-[6-(N -cyclopentyl met hyl N - ethylamno)
i ndan-5-yl met h¥] - (4XTety1 ox A7 oRE 2- yl)amﬁfé s hydrRsthl oRPXe,
N-[3,5-bis(triflNdok math nzlyel, - thyll\l,_cﬁt/hylamno)
i ndan- 5-yl et hyl/] - ( 8- net i §ot T | ori dgjf
N-[3,5-bis(trif¥ Srrerta ReP RN e

N - et hyl am no)i ndan- 5-yl netthyl ] - (5- am ne hydrochl ori de,
N-[3, 5- bls(trlfluororr?th | ybenzyl]-N-[6-(N - cyclopentyl met hyl N - et hyl am no)
i ndan- 5-yI met h{f] - (3RetRiy i sB@%aRﬁl 5-yl ) argsnerhydr ogehl @kii de, geb SRs!
N-[3,5-bis(trifl
ah- 5-ylmet hyl ] - t hyl - [azof * Ig,;np

s[6- (N | open thyl
N -eth~rlam no)i
hydr ochl ori dB% . Re2 NN
N-[3,5-bis(trifl u&!rorret hyl )ibenzyl ] - N-[6- (N - ycI opent yfl met hyl Nf- et hyl am no)
i ndan-5-yl nmet hyl ] - (1- met hyl - 1H- pyrazol - 420 vyl pi ne hydrochl oride ,
N-[ 3, 5-bi s(trifgddorgret higd) q@nzylﬂw d16- (N - CF@ (ﬁmentyl met hyl N - et hyl am no)

i ndan-5-yl met hyl\] - (5, et [1 3 hi adi azo ) am ne hydrochl ori de,
N-[3,5-bis(trif rTE;zh en {N-c ;ylrrethylZs.
N~- et hyl am no) i yI lll di azol -2 yl)am ne

hydr ochl ori de,

N-[3,5-bis(triflu ronethyl)benzyl] N-[6- (N -cycl opentyl net hyl N - et hyl am no)
i ndan- 5-yl nmet hyl ] - pyr|d|n 3- ylanlne hydrochloride,. so N [ 3, 5-bis (
trif Iuoronﬁhhyely Benzﬁ FndNR are (tite same or different and each is a

h%‘;{)gﬁﬁgﬁ }’b§8 &N a€5RY! 2P0 G Y ] gR¥EL I 4R A Bup, a

hydroxyl group, a cyano group, an acyl group, a Ci.g alkoxy

5 group, a Cz;.¢ alkenyl group or a C;-s alkyl group (wherein Cj¢
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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N-[3,5-bis(trifluoronethyl)benzyl]-N[2-(N -cyclopentyl nethyl 17

" N -ethylam no)-5-trifl.uoronethyl benzyl]-(2-nmethyl-2Htetrazol 5-yl)am ne
hydr ochl ori de,

3-{[N-[2-(N -cycl opentyl met hyl - N -et hyl am no) -5trifl uoronet hyl benzyl ] - N-(2-
" net hyl - 2H t dfdaZble- Q}b?aﬁYhé$h§?h9¢WPQPm¢|QﬁLRhQMﬁQQﬁﬂﬂmﬁﬂidﬁm@ﬂlHél,
hydrochlorld

5-[N-(6-{[N %F§e%“b¥éP9rPfPHSr6ﬁ€ﬁh9F?bSﬁE9|] N - (2net hyl - 2H t et razol - 5-yl )
am no] net hyl }i ndan; ¥¢? hbthylanlno gpntanoate hydrochlorlde met hyl
5-[N-(6-{[N -(3-cyfnoR5-t ri RFuBFonet |béﬁ%y|) RY - Ré! R60

met hyl - 2H-t et yazgl - 5-y /no] m hyt/} i nda D-¥1 et I - >::N

et hyl ami no] pefit anoat e hjdrpchl orff dey net hy -

5-[N-(6-([N N N bi s(Ni Nuor oket Nl ) bend N - (N Mzol -3-yl)a
m no] et hyl }i ndan-5-yl ) - fet hyl am o] pent anoat e hydr Iorlde IS 5- [N— (
- { N

6 [N - [ 3 5-bis ('trif luoronethyl ) 'benzyl nethyl
tetrazol - 5- yRPanlno]nH®Myl}|ndqm05 yl)- hH@dhyIan1upipentan0|c aci 8%

hydr ochl ori d /
5-[N-(6-{[N - &yano 5 Qfluor hyl be ég] t hyl 2 trazol - 5-yl
) am no] et hyl {J ndgn- 5- efly 1 no] pent anoi csacisN hyd éqp}or|de 5-
[N (6-{ [N - , 5-b|§T<1r|f|u nethyl) nzyl] - -

(3met hyl i soxazol - 5-yl ) amino] et hyll} i ndan- 5-yl) - hbthylanlno]pe tan0|c aC|d

hydrochl ori de,

' '[3 5-bi s(trifluoromet hyl ) benzyl | N - ( 1- net hyl - 1H pyr azol
- 3- yl)anlno]nethyl} 5,6, 7, 8t etrahydr onapht hal en-2-yl)-N so
ethylanlno]nethyl}cyclohexanecarboxylate hydrochlorlde met hyl

trans-4-{[ 3-{[ N -£3-cyano-5-tyifl uoroneth enzyl )N - (1-net hyl - 1H pyrazo
e Y nghaeh) ¥‘°5 8¥17 SR (s Beo gt Bebyh oF| 3 ghrodiig

et hyl am ng] C ‘?ﬁﬁy t ri

trans-4-{[N??%?%%k gf of%ﬁgthyl be%gglfq%t F?ﬁ§?ﬁ§l 1H pyrazo
- 3- yl)aninoHﬁ@tmyé}dﬁbéninmﬂimahyﬁmnnanhkﬁhhm@-2b¢hh-mestloned (61,
ethylan1no]nethyl}cyclohexanecafpoxyl|c acid hydrochloride, trans-4-{ [N
(3-1 (N - (8Bhepaib-5ingiB|arf o nyRFRM3FY) - N -

(Imet hyl - 1H pyr azgdo- 3- ypgham met hy b 5, 6 a,8teq$ahydronaphq#alen 2-yl)-N

et hyl am no] et hyl/} cycl oRexan arboxy d hydr chlorlde I N— [3,,5-bis
(trifluoromeiNryN) benzyl [ 6- \opentyl %
N -et hyl am )i n an-5-ym /)MI] (5 ne yI [1 2, 4] xad azol 3yh me

hydr ochl ori A t hyl

trans-4-([N-(6F{(N -[3,5-b|s(trifluoro thyl)benzyl N - (1°Hethy - 1H pyr azol
-3-yl)am no] net hyl }i ndan-5-yl)-N s et hyl am no] net hyl } cycl ohexanecar boxyl at e
hydrochl ori gRerein R®® and R®' are as defined above or a prodrug thereof or

10 a pharmaceutiéally acceptable salt thereof.

[8] The dibenzylamine compound of any of the above¥mentioned
[1] and [3] to [7]; wherein A is -N(R7) (R®) (wherein R’ and R®
are as defined in the above-mentioned [1l]) or a prodrug
thereof or a pharmaceutically acceptable salt thereof.

15 [9] The dibenzylamine compound of the above-mentioned [8],
wherein R’ is a C,¢ 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
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trans-4-{[N-(6-([N -[3,5-bis(trifluoromethyl)benzyl]-N -(1nmethyl-1H pyrazol
* -3-yl)am no] net hyl }i ndan-5-yl ) - Net hyl am no] net hyl } cycl ohexanecar boxyl i c
acid hydrochlorlde met hyl

traps-4-{[ N %3 cyano-5-trif] uoronet hyl benzyl) 20
" N~ (1- net hy P! Pi@‘&;?ﬁ& éradly ?ﬁﬁ?ﬁ*é?]ﬁ%?h%}'?n {4 ) - N

et hyl am no] y _
traps-4-{[ N T?&H Fh%ygngﬁégﬂgé ?%ﬁgégﬁ% Qﬁuﬁﬁ%vﬁﬂmﬁﬁfloﬁhdl[%vayrazo
| - 3-yl') am negihiehhyls} lseg!aatédyt):oxhletnal @f@m]mm&m&lmexanecar boxyl i c
acid hydrochloride, 2s traps-4- ( [N ( 6- ( [ [ , 5-bi s ( trif
IuoronethylNr[@edﬂyrcyclppentyl@ethyl N’—ethylamlno) 5,6,7,8— -

nmet hyl - 2I—|3t razg&érﬁéaﬁggh?%{la%hﬁ%e&aﬁ SN-YH ‘J)\let hyl am no] net hyl }cycl ohe

xanecar boxyli

traps-4-{[ Ngi& (ét[rwfl(xarszﬁéeﬁyﬁ ﬁéhi%l‘}ﬂ Pt eyl de ¥ aw A8t Byl agkinket r az

. 0l -5-yl)am no] net hyl }i ndan- -y
ethylanlno]@Eﬂﬁwkﬁadeohexahepenbpkméthykmﬂtkéghyanﬂn@ﬂkde6 /71, 8ps- 4-{
N- ( 6- N-[3,5

(tri 1 ol onEﬁWPPBQﬁ??PPhRPa%%ﬂe@WW%G%%TNBL%HH)%RY&@]Z#HWF?Fﬁé&aﬁ 5-y1)-

Net hyl am no xape r|de
trang 4- ((N b?zgg%h£?%§kﬂganog58?%? %%ﬁéﬁ£§%1 enz Q?I (3nethyllsoxazol
-yl)an1néynuphylBhbdamtsiylﬁohhmémﬁy&ubﬁﬂzyﬂﬁﬁN%K@HﬂNﬂmﬁyﬂl@p&hﬁg&mbthyae|d

- (3- cyano 5-trifluoronethyl benzyl)-N-(1 " °

hydrochl oride, nethyl 5 ﬁé

s et hyl - 1HN yPé?MFaQJQP ARHABT e %W@?hYﬁku1%T%ﬂ?hﬂﬂfzﬂeﬁﬁﬁF&Hﬂnérpentanoate
hydr ochl ori

5-1 N-(6- ([ N°- 8§mcyaﬁo 5-trifluoronethyl benzyl)-N -(3-nethylisoxazol -5-yl)am
i no] net hyl } Nrqan55byk ) thb £16y 1 aitie t10) PEse il ]crracuedr (v Hcgenbpendglmethyl-
5-[N-(6-([N -(3-cyano-5-trifl uoronethyl benzyl y&c net hy

1H pyrazol - §- ybﬁhyﬂam}neihgd#mTﬁkwﬂmashng«aane%h Pﬁeﬁ?&ﬁéﬂ@laérd

hydr ochl ki d 3, 5-bi tri f | thyl ) benzyl
]y N %I ﬁ%ﬁﬂ&PL%‘grﬁchj(‘?{"r%“zm -3-yl)ani 'n?,] ﬁret L|y| Vi ngggogewg/ N)l o Y

ethylanlno]gquamghcc ELQ% liky—ethylamlno)1ndan—5—ylmeth ]1-N-
trans- 4- {[N—(6 ([N - rlfluoronethyl)benzyl] N - (1net hyl - {FF[1,2,4]

triazol - yI()Zblntﬁb]:areohyﬁ}yhUahB 55 )s Netifllvariomeltiatihpeheyd ] ahdranecar boxy
lic acid hydr hI ride . . '
trans- 4-{ [ NCROT (N - EHCgRAREELTS THY LY iRty pspprvge thy 1] -N-

met hyl - 1H‘[%8254L15k@f?fl@of$ﬂé¥ﬂ§¥ﬂﬂgﬁ£9&ﬂﬂ0ﬂ¥¥1ﬁ§dﬁh¥2Nyl)am1ne

et hyl ani no] met hyl } cycl ohexanecar boxyli ¢ “aci d

N-[ 3, 5- b?%(hydtbuhlonzdéyl)benzyl] N-[6-(N - cycIopentyInethyIN et hyl ani no)
i ndan- 5- ylnethgl (3- methyl -]1,2 4]th|ad|azol 5yl)

25. 5 (N- ( 6- Nr R~ (5. coemboBeRty hneihehmat H-?W)“°N1n€§nnét‘ﬁ§r‘l“ethyll -N-

vt ot of §752R: FT¥HLEM SPELV S e 1 AT pabS L a0, ¢ et o
-N - (1net hyl) axipyy azol - 3- yl)anlno]nethyl} 56,7,8 30

tetrahydronaphthalen 2-yl)-Neth anlno]pentanoate hydrochl ori de
5-[ N-(3-{[ N°~ (B ¢§ahbN 5= E% ﬁTQkﬁé#ﬁ& Nbepzyl]-N'~ (5-methyl

met hyl - 154 pl{i‘?‘é?h]§xé{éi£‘%i‘9§—'§?lt)%noﬁm%t£y§}?LQ;dan- 5-yl) -N-

ethylamino}pentanoic acid hydrochloride,

nethyl

methyl trans-4-{[N-(2-{[N'-[3,5-bis(trifluoromethyl)benzyl]-
N’~(2-methyl-2H-tetrazol-5-yl)amino]methyl}-4-~
trifluoromethoxyphenyl) ~-N-

30 ethylamino]methyl}cyclohexanecarboxylate,
3-{[N-[6-(N'-cyclopentylmethyl-N'-ethylamino) indan-5-
ylmethyl]-N-(2-methyl-2H-tetrazol-5-yl) amino]methyl}-5-

trifluoromethylbenzonitrile,

15



t et r ahydr onapht hal en- 2-yl ) - N- et hyl am no] pent anoat e hydr ochl ori de,

) 5-[N—(3-{[N‘-(3,5-bis(trif|uoronethyl)benzyl]-N'-(1-nethy|-1prrazo|-3-y|)a
m no] met hyl }-5, 6, 7, 8-t etrahydr onapht hal en-2-yl ) N- et hyl am no] pent anoi ¢ aci d
hydr ochl ori de,

CBL[N-(3-{[ \NN={3, %yhh@igrxﬂmm%mwea@wr}ﬂ N6-(X- REVARYPRRP BYIBSBAY By | )
th t d ht | t d
yar oohlor | Ho-StRarin et NP RS O S B A BE8 BTONE 5

io methyl-2phtghigg oI 5 yI)anlno]nethyI} 5,6,7,8

t et rahydr onap thalen 2-yl)- hbthylanlno]nethyl}cyclohexanecarboxyl|c acid
hydr ochl ori He[3,5- bls(trlfluoromethyl)benzyl]—N [6- (N’'~cyclopentylmethyl-

t 4-{] N-(3-{] N - (3- 5-trifl 1) =N tet |
O G bR e EROa et e (R (2T YL a2 08 r o2
et hyl am no] g ﬁgyclohexanecarboxyllc aci d hydrochl ori de,

traps- 4- {[hg% Q%{ -[3,5-bis(trifluoronethyl)benzyl]-N -(1nmethyl-1H][1, 2, 4]

triazol - 3- yB}anNHD$ﬂEmhy¢jeIbﬁhﬁtymmﬁuhykﬁﬂwmaaphﬂhmhen)2n93m &-zo
et hyl am no] net h Kicyclohexanecarboxyllc aci d hyﬂrochlorh i
Craps- - { [ \iBeth Ty e AT M RSO PE P REEY Thenrop iR FaY 2 4

t | - 3-yl N
étL;?;ﬁan]%E% ? éi caﬁé@xy aC|d%R%§H%$§%§vﬁga§h%ﬁ+ ( 3-{[ N
- [ 3, &b me{hyl]iNlv@rw@irﬁ%wlwol]-z-m)am@na]methyl} -5-

nethyllsoxazol 5-yl)am no| net hyl }-5, 6, 7, 8t et rahydr onapht hal en-2-yl ) - Net hyl a-
nlno]nethylFcyﬁl@heamﬁhﬁkaﬁnennkiﬁﬁ%Qj hydrochlorlde

et hy | soxadok 52y AR TR gt A AT AR, SRR L PRBBsvins et

m noj net hy|hWékﬂ&‘%xﬁﬂﬁ&)airb&a(ryiS-Cylad‘éiﬂxmd*(%hlaebllde—yi)aﬁl5néN' [3 5-bis
(trifluoronethyl)” benzyl] -N [6-
cycIopentylhﬁdhythbbredhylanlno)lndan 5y|nethy|]an1no}tetrazo| 2-yl) et hanol

S B0 (P kol e ) e

ydron - JaNset BEMYAIHARYAFLS ~ hydrochlorlde nmet hyl
3- {[N?E§3 C gﬁdﬁét¥¢l?luof%§£?hylbéﬂzyl) hﬁ (1methyl -1H[1, 2,4]triazo

nlnﬁkﬂﬁlhgtémétﬁyﬂbéhznnrﬂgmﬂanhmdndmﬂL@mlﬂeyI) N—ethylanlno]pentano
hydr ochl ori d

)
3-{[\N= Fé %‘%}% F¥+#1QRﬁQﬁﬁﬁqxﬂbQﬁQ%ﬁhh-MqIG(fN FN9F°@?PEY%mQTQ¥}azo|
- 3-yl 7. i |
. azldaﬂ;gfggﬁ #%aﬁiﬁb)%ﬁﬁfﬁ+§gxg&g?gghLW@g§Qoacga%%&%ﬁ%?¥fanlno]pentano

Iuoronethylhgazybhlorbﬂe 1- et hyl
1H[1,2,4]triazo m no] net hyl } 6,7 8tetrahydroggF t hal en:

I
hylanlno]peﬂtéﬁo?tbbiK%F%@%HQ%RWQ%“X%Qb??zﬁﬁﬁf Nedor (NG OP§nLY %megh;l
(trifluorongth _ .
nethyl|soxg§olxtﬁ¥$§@%¥%o n&%¢14:§¥§%$h¥%g (5-methylthiazol-2-yl)amine
tetrahydrongpafbghgargdyj) N-ethylanlno]pentan0|c aC|d hydr ochl ori de, 5-
[N (3-{ [N - é ano-5-trifl uoronet hyl benzyl
(3net hyl i soNaz yﬂ‘érrifwb}mmgﬂl}xla kenzydds [6 (N’-cyclopentylmethyl-

N TR R Sl dadht S A AR ANR AT Ut SR P e S

2- et hyl - 2khgaggégio§13é)anlno]nethyl} 5, 6 7, 8-t etrahydronapht hal en- 2yl ) - N-
et hyl am no] pent anoi ¢ aci d. hydrochl ori de,

5-[ N-(3-{[ \N= ¢3,&ylana(sr;ﬂwmqmﬂtmpemyﬂw-}i-m-(@ TeVRyPRERERIPALRYL S v
) am no] net h

aci d hydrocﬁlo??ﬁ%lz@fﬁégiﬁégg%g¢iiﬁggq I]en 2§L@ﬁge%5 ¥ AL DG} pent anoi
(trifluorOn§§h¥$i95nﬂya}o£hIé£ﬁde, .

30 3-{[N-[6-(N’-cyclopentylmethyl-N’-ethylamino) indan-5-

tetrah
5-TN-(
| -3-yl
ate io
5-TN-(
)

N- et

ylmethyl]-N- (5-methylthiazol-2-yl) amino]lmethyl}-5-
trifluoromethylbenzonitrile hydrochloride,

3-{[N-[6-(N’'-cyclopentylmethyl-N’'—-ethylamino) indan-5-
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Ctraps-4-{[N-(2-{

22 '
“methyl-[1, 2, 4] oxadi azol - 3-yl ) am no] net hyl } i ndan- 5-yl ) - Net hyl am no] net hyl } cy
cl ohexanecar boxylic acid, - ) '
C5-[N-(2-{[N -[3,5-his(trifluorometh I% enz -N - (1-nmet hyl - 1Hpyr azol -3-yl ) a
nino]nethylPd%@FgﬁaﬂﬁgrdﬁéFﬁﬁkygﬁEﬁ F fﬁ?égii?N*%ﬁﬁqégai;ﬁiéﬁoic aci d
hydr ochl ori : o .
5-[N—(2-{[hﬁﬁfg}gpgngFP?%Fﬁgf8%%%ﬁ§%§5%%%§$iq%${%%2hethyI-1prrazo|-3-y|)a
m no] met hyl 43t 5-blisqreiel hykphetly) r et iyl p+i-nd-paNt-wyeilopaeity Imethy 1~
hydr ochl.ori de, 5-[N—(2-{5N‘-(3-cyano-5-trif|uoronethylbenzyl)-N‘-(l-nethyI
i 0 1H pyraz®'—=thy)amine) AedaptP-inethyLbr Areneshpiasagol-yl) amine
ethylaning]QF an%ic aﬁid hydr ochl ori de, '
5-[N—(2-{[N‘y?%P§-&P§& P f1 uor onet hyl ) benzyl ] - N - (2- net hyl - 2Ht et r azol - 5-yl )
ani no] net hy g—-4-, 5Lbl kyero reh B¥bREBERY1 ) bé¥ei fIiv] -aNu 8] pentciiidicpedtydmethyl-
hydrochloride, rs 5- [N (6-{ [N'-H¥3 , 5;%?2 (trifIuoronefﬁ&l)ygenzyr]
-N - (2-et hN'—2ihylamino) indan-5-ylmethyl]-(3-methylisothiazol-5-yl)amine
tetrazol - 5- m met.hyl }i ndan-5-yl ) - N-et hyl am no] pent anoi ¢ acid
hydrochlori%@?%°cggLrldef |
5-{N-[6-({Nhyhéy@=B&§QE&EE&HQ£QM€£H¥}9$€ﬁ%§dﬂ:ﬁird2a(2hxﬂﬂ2%%ﬁkgihbtﬁ§hietr
azol - 5-yl ] am no} met hyl') i ndan-5-yl ] -N2o et Hyl am no} pent anoi ¢ aci
hydr ochl éfi t¢~ethylamino) indan-5-ylmethyl] - (5-methylisoxazol-3-yl)amine
5-[N-(2-{[N.-(3,5-bis(trifluoromethyl)benzyl]-N -(2-nmethyl-2Ht etrazol -5-yl)
am no] met hy BYS¥ochlPrd8Romet hoxyphenyl ) - Net hyl ani no] pent anoi ¢ aci d

hydr ochl ori ge, —hi . —N-T[6~ (N’ - -
5-[N-(e-{[nﬁfﬂifé-Bﬁ%é??%?fﬁ%?%%%%%&%B?ﬁ#é%ﬁH}Rr3%2@%efﬁ§ﬁ95ﬁ“§¥lmethyl

t etrazol - 5- yW’)arhpohiehby i hdagdad-piyéh et (BHAmihyd]isdxa zdilret-yh prihanoi ¢
aci d hydrochl ori de ] _

6- [ N- (6- { [ NAYEZoshipxide; f | uor omet hyl ) benzyl |- N - ( 2- net hyl - 2Ht et r azol - 5-yI )

TN Bt M3 oY bh F G P SR PRI BEANRY Iy AR {0 G Bk ey 2=
2- met hy| - 2HneteaBQlafiib) entiant 5oy vd 4hyidant5-md thyli-athypyaaz60)-33, 3di net hyl

pentanoi ¢ aci d hydrochl oride, tra.ns-4-{ [N-(6-( [N -[3,5-Dbis
(trifluoron¥ilhpmipenkydroshlepigs,

t hyl - 2H-t - 5=yl ' t hyl }j,ndan- 5-.yl) - Net hyl am hyl h
ancsar boxyl 1 8P aohyAFoLF BFT ats U TR SN [ (Y 5 S5 oo Ry e BHF1 2N
(trifluoronpt-hgkhbensyhdy dhadrret Pmhetty et (1osRithe - HapiyRakaet- Byl } i ndan- 5-
yl)-N S'ethylanlno]ethylicyclopentyl)acetlc acid hydrochloride, traps-4- (
{ N [ 6%°(y{l)Amine[hgdro8hborsdg, tri f | uoronethyl ) benzyl -N - [ 2- (

i ! ] N -T2
2hydroxyet hyl )2b Lettazoly o YL AEHIA ) R & v bl cheL BN Eg hagk gL

) cycl ohexan

traps-4-{[ (l'2' [ = i réf thy Y . ] g
nethyl-2H-P§trg%%?@%@%??é%?%%?n%t*%ﬁ%ﬁgya] dQngﬁﬁyiF[w,3(3]hﬁladlazo 2
trifl uaroneyiybpheayhydNethydmideno] met hyl } cycl ohexanecar boxylic acid

hydrochl oride, (1-{2- [N _(3- N- [3, 5-his (trifluorogethyl).be ]
-N - (2nethyrlékéfé%Fé£6+f£93$?éﬁﬁnﬁﬂﬁhﬁqﬁﬂéijﬂ75575§i§°Y° °peXt§lmeQ§¥l“
t et rahydeongph 2 26 Adh S ] sk anent gl 6 { 0o
3 Eg?kl' &fl%nééj%?%%frﬁ %%ﬁ]eltqwﬁ benz;l},?'] q%'g(%ﬁgﬁﬁglgagﬁ't%t razo
| -5-yl)am ngllirembyé} hydrodh Lor odet hoxyphenyl ) - N 20.
et hyl am no] net hyl } cycl ohexanecar boxylic aci_d ?ydrochloride,, traps-4-{
[ N-(3- [N-Nr§§555b§s(trlfluoromethyl)benzyl]— -[6-(N'-cyclopentylmethyl-

et  ahydr onalni HaMEres ot Thesry Y me O A AR T | i 6
hydrochl ori H9drochloride,
30 N-[3,5-bis(trifluoromethyl)benzyl]-N-[6- (N’'-cyclopentylmethyl-
N'—ethylamino)indan—S—ylmethyl]—pyridin—2—ylamine
hydrochloride, _
N-[3,5-bis (trifluoromethyl)benzyl]-N-[2~(N’-cyclopentylmethyl-
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2s traps-4- ( { [ 3- ({ N - 3, 5-bis ( trif luoromethyl ) benzyl ]

“-N - [ 2- (2

hydroxyet hyl ) - 2H-t etrazol - 5-yl ] am no} net hyl ) -5, 6, 7, 8t et r ahydr onapht hal en- 2-

yl ] - Net hyl am no} et hyl ) cycl ohexanecar boxylic acid hzldr ochl ori de,

T 1-{3-[N-(6-{§ Neqfwl@rbm()rﬁrfcra&léﬁﬁpmtgbbh@yzylw 3-meidii2Estetrazol-
2Htetrazol -5-yl,).am no i ndgn- 5-yl ) - Net hyl am no] pr opyl }cycl ohexanecar

boxylic aci assﬁé'd }’ly %h}torlg

5-[N-(6- {[N3-[(3u\ﬁ[tzl-5(6qt Uc&l:%b@ﬁ%&hﬁi&ﬂ?nzwJeﬁhdyia}ni%)héd 1Hpyrazol -3-yl)a

m no] met hyl } i ndan-5-yl)-N-et hyl am no] - met hyl pent an0| c acid, 5-

[N ( 6- { [wlflu{o@metﬁybbsn(zyﬂ.ﬂrﬂ— I(&ﬂnemyhﬂﬂ-)téjarmdl—]5—= -

5-met hyl [ 1, 2, ]oxadlazo )am nmet h dan5 Iamno]33d|m

et hyl pent gnéﬂ’é (‘}L’ g °rf’ t%Y er{z‘[anT‘gl e[?"fydy hjiordde. |

f luorometh e | ~ '

tetrazol - 5- ﬁ)@nﬁng]l@t h(6l }I}‘I[E th’:ls ﬁ%%%ryr%fﬁg&% oenrl1ey l3YJNe yz%n]‘l r11qo] (g 3-di ne

t hyl pent anomtethyld-zmctem@hizom-aeylBami.hb]rﬁé?tliyl N nddr3;5 5_f]bl—£N—

(trifluoronet hyI benzyl] -
(2- et hyl - 21 Yr%P%WP}'—&ﬁPHB?n%l’ﬂ?‘l’?hh‘?ﬁql?4 uor onet hyl phenyl ) - Ni o

et hyl am no] - di t v noi h g
trans-4-{[ N f%{yﬁ'N%e g‘ ég trl(glgg%’g%e elﬁ%l ewyl(bfr?éz H‘}I N pyrazol
-3-yl) amlﬁOhmwl-hﬂ%@tﬁ:hueaoseybpaxypﬂﬂ@wéﬁhﬂ } indan~-5-ylmethyl) -N-

et hyl am no] net hyl } cycl ohexanecar boxyl i c acid hydrochl or| de, is 5- [N ( 2-

{ [N -] 3ethsllmneﬂpientaagaﬁﬁehw}roqhmm ] -N - _
bt sl s o e L el an
_55), N-(2- {[Nrme[t:ﬁgi ~DESplh e buos opef i d ity r N ndaar-eeifyl-NL, , 2, 4] oxadi azol

| )am no] methyl }-4-trifl uoromet hoxyphenyl) 2o
N- et hyl ami n@]th?annﬂaphytpenaaﬁohy:dmmlW%chl oride, trans-4-{ [N (2-{

- [3, fl
(Sret byl 21 1 3 U8t oR T8y o4 P o T Ehae) et mdt R BRERY Ry 2R
> 1IN ”f’] “E%‘t%‘wﬁ’??%‘???& e e e o s
tetrazol - 5- wcﬁdnhyd}:aehhyt;dd trifluoromethoxyphenyl)- Nethyl am no] hexanoi c
acid hydrochlorid

trans- (4-{[. "([B]'{(PNUFQ £3pF¥aReT I TRt barane theHRaE Y N3 rderprtbitet r az |
ol - g Kl éam R?L%EQXEMnga{?lﬁaﬁﬂﬂoMé&ﬁMﬂH rgo_]mt I@LI }cycl ohexyl ) aceti c

aci rochlori

6- [N—()é £9 Ne{h@lﬁmlﬁnsﬂpénthmi@rméidllr)mrtzqﬁl]oﬂ\ide(2 met hyl - 2Ht et razol - 5-yl)

am no] et hyl }| ndan 5 % et hyl am no] - 4, 4di net_hyl hexanoi c acid
hydrochlorlée {[N"~[3,5-bis (trif uoromethyl) enzyl]—N'—(3—

et S iR e+

hdeOCh|Orléthylamlno]pentan01c acid hydrochlorlde,
S-[N-(6-{[N - [[3 5-bis(trifluoronmethyl)benzyl]-N -(2-methyl-2Htetrazol -5-yl)

am no] met hy PrilNddA= 61§17 [} Ztinis ten oucr omedinydd bengadd aNord 1 appghy 1 -1H-
?yg;gEC:Qf'geratr?”§ yﬁ)amléo{metﬂyfaléaéﬁ 5—ylh—% etiy 1gt ﬁgk gﬁgggthyl
2met hyl - 2H ket daBQHr&ciidardso] met hyl } - 4trifl uor omet hoxyphenyl ) - N-et hyl am n
o] met hyl }cycl ohexyl )acetic | acid hydrochloride, 6- [ N ( 2- { [ N - [ 3

, 5-bi s ( tmethi'll torosethy [Ny (Pehid1- 3 Avbis (trifluoromethyl)benzyl] -

2- met hyl I t.rifl t h | ) - Net hyl

0] mZ 4yd| ne hyl‘ éﬁﬁﬁ%’% %112 ‘Félzd?n%o%'&(}r)la&g‘rﬂo]mu% 17~ Ig%yg govi)- yhamn
6- [ N- (2- {[ NeakBaRylkshdph fh s prmthyl phenzyl - N - (2-met hyl - 2Ht et razol - 5-yI)
am no] nmet hyl }-4-t71ifluoronethyl phenyl)-N et hyl am no] -4, 4-di nmet hyl hexanoi ¢

aci d hyd?bcktbylaeino]methyl}cyclohexanecarboxylate hydrochlorlde,

3,
[

methyl trans-4—([N—(3—([N'—(3—cyano-5—trifluoromethylbenzyl)-
N’-(l-methyl-1H-pyrazol-3-yl) amino]methyl}-5,6,7,8-
tetrahydronaphthalen-2-yl) -N-
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traps- (4-{ [N (2-{ [N - [3, 5-bis (trifluoronethyl) benzyl] -N -

" (2met hyl -2H-tetrazol - 5-yl ) am no] net hyl } - 4tr|fluoronethylphenyl) N- et hyl am n

o]nethyl}cyclohexyl)acetlc zo aci d hydrochl ori de,

traps-(4-{[N 53 5-bis(trifluoronethyl)benzyl]- 2met hyl -2H-tetraz
ol -5-yl)am wéﬁnynp nethyl bey ohek eanrRrRe I YR te hydroc loride,

e

tetrazol - 5- y@kﬁgﬂﬂ@hﬁgygygélngaylﬁgmiﬂoﬁhéﬁﬂpﬂfugrgﬂ7-@,5d|nethylhexan0|c
aci d hydrochl oride,

traps-4- {[ Nte2rghidrp8aphbhalent2+yby-afret hyl ) benzyl - N - (2net hyl -2Htetrazo

| | f| hox
RS ARAAL I EU AN 8 AR %e,”%q#%{b#w GERFOPYAEOPIRER  { [N
(2-{ [N- [3p aﬁsbhs{qukFLF?ﬁD 3 y #%%F%%gfldgromethylbenzyl) -N'-(1-

(2nmet hyl -2H-tetrazol ) am no
trlfluoronemhmhymheﬁybyr&hsbbm+ylEﬁmimﬂIméﬁnyﬂka&ﬂaoﬁeﬁanecarboxyl|c acid

~hydrochl oride, trans-4-{ L (2;%1 [3, 5-bis (trifluoronethyl) benzyl]
-N - (2net hfFFtEPIbVQFPE&EI‘ Balenati bl T hyl }-4trifl uor onet hoxyphenyl ) - N

t hyl
s a- { [ NCBVYhEH LRAEHPLER PO A AT meig BYIECERIPTRE et 1 azo
| -5-yl ) ai® nwl-nst, B)‘bls‘@ttifl&l@f@ﬁ@tﬁsﬂlOW])-’W [i6e- (N’ -cyclopentylmethyl-
ethylanlno]nethyl}cyclohexanecarboxyl|. aci d nmet hyl am de,

trans- 4- {[NN(ZEGFNlEWSHQIbn@%mT5lemﬂthﬁﬁanéﬁmﬂtbﬂﬁr[N 2(2&93ﬁ9F329ﬂtérrazo
| - 5- yI)anlnﬁé 4%r|fl orpo thoxyphenyl)

et hyl ani no] ?%?F%ngY ﬁ%&% %Eb.%bxyllc aci d dlnethylanlde i's

trans-4- {[ Nme2n{i Ncrbss>S4 b gt I611 uer-onetsud heral lioNome 489l ppepbenyl ) am n

olmet hyl }-4-triftluoronmethoxyphenyl) - hbthylanlno]nethyl}cyclohexanecarboxyl|
¢ acid hydr¥¢hl(dringthyl- 1H—pyrazol 3-yl) amino]methyl}indan-5-yl)-N-

t 4- N, 5-bi I t b I th
1 oast i 11 uBEBHLeReRg BERY S LAY AP RIS SRR PePePERLRELEEar boxyl i c
acid hydrochlgpsdg.- N—gG {[N'—[3 5-bis (trifluoromethyl)benzyl]-N'~(1-

trans-4-{[N-(2-{[N - { bi s(trifluoromethyl)benzyl ]-N -(ntolyl)ani no] met hy

| }-4- trlflumebhglhbﬂypyemy¢) 3«31%dmmna@ﬂaﬁhﬁi¢hhdymk6hgiaﬁﬂearboxyl|c aci d
hydrochl ori de, trans-4- {gm (3, 5-di chl orobenzyl ) g neth I 2H 25
tetrazol - 5- 9F§&ﬁ?ﬂb?ﬂ%@ ¥lh¢¥9%QHQKﬂQﬁﬁﬁqhiﬁyﬂﬁén9F}thYdr chlor

t hyl by d |
s a- | [ NEERYY YRS IEPOPSREDCHN G Rl ag B bk e piy oo IY%’ trifl
uoroneth%qbEnzyI}m@th&ﬂ#&ﬂ*p&ﬁazhr434yﬂmamﬁﬁkhﬁwmhbamyhﬁan+aeyme%MyI}cyclohe
xanecarboxyllc acid 3o drochl ori de,

traps- 4- { [ Netbvi ?%Fn?hm% X#kF¥P¥9hQ§4RﬂQﬁﬁ99¥Mlﬁ§ﬁzyI) N -(2nmethyl -2Htetra

zol - 5- yI)a h e

eyl ani o] ELERET S oy (8 LN OIS TR0 R alicBof ehytnenay ) - - (1

trans-4-{[ Nnethyl- rﬂ4ﬁ§fiibl{i?ymﬁémﬂnnaHéhﬁ&ﬁdl@ﬁaﬁ—ﬂLyihkné3n|tro 5-triflu

OrOHEthylbenzgléa”‘no ¥b£ 4t ri f1 uor onet hoxyphenyl ) am no] net hyl } cycl ohex
)| g xyﬁp

anecarboxylﬁé a@1h9 el ohexanecasybp eaaglpnhyggoghbpgl e,

trifl i 2t az ol s 5y thyl }52, 2di fl
lor obens sl 1E5TEPeRol b IIIII% o s Gt Re Rl T BrReY Ry 122 2!
“hydrochl ori ﬂsmyp—ma@étra(z%]{—iNl)(a@u{no[]Nethba } 15dahss(-9u ilhuor orret hyl)

. benzyl] -N -

(2
- met hyl - 2H- t ethakamise gt Nolyaidhexang cadbokydicbenzd] hydrdebkeride vl ) - Net

Uy, 8 e L ke AR ACRL I e e e g2 SRR ) (L Y
met hyl - 2F+tﬂéﬁﬁf!izﬁLﬁngHEdEﬂBn@uh%hhmﬁ]methyl}1ndan—5 yl) -N-
‘trifluoromet hoxyphenyl) - hbthylanlno]nethyl}cyclohexyl)proplonlc acid

hydr ocht ¥ i eithytamiise ] ety I Ny qlohlexaNecairboxylhcsacidi hydvocnbehidy,

b | -N
(onet byl - 2HEFRRS 3o} 5 () bR rdmdriyis (5 15 1508 0meEhH hepeyhl 3 - (3-

methylisoxazol-5-yl)amino]methyl}indan-5-yl)-N-

ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
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20 di hydrobenzo[ 1, 4] di oxi n-6-yl)-N et hyl am no] net hyl } cycl ohexyl ) met hanol

" hydrochloride, traps- (4-{ [N (7-{ [N- [3, 5-bis (tri fl uoronet hyl)
benzyl]-N -

(2met hyl - 2H-t et razol - am no] met hyl } tetrafl uoro-2, 3di hydr obenzo
"1, 4]d.ox.r.¥¥%ﬂ%-ﬁvfi§-é iyl (& ﬁérﬁﬁ?ﬁ9r?cyé+€%% Q?W%ERX%Q?Qiﬁki (3-
nyar 0ch! of | ey AR 145y 1 ank Rofmb by | Bnafs D8 Sy (11| voromet hyl)

(2met hyl - 2H-¢d@iylaatinod methgill) egknehBxbheda Zbdx Pt i €td@fd Uofdrobhidriyédr,obenzo
[ 1, 4] di oxi n-6-yl) - Net hyl am no] net hyl } cycl ohexgl ) acet am de hydrochl oride, so
traps- N-[ 3, nafibylt rﬁ-f[ﬂ‘irdﬁor{dNHyl(ﬁbénéyPﬁNt{Q {-Wr@nﬁmywer(w(lﬁﬁwo%}rret hyI

e B L e g el o
( trifluororg@ifiylam Qﬁ%@ﬁ&ahoa@e hﬁﬁrochlorld

2met hyl - 2H-t et razol ) am no] net -4t rif1uoromet hoxyphenyl )-N-et hyl am n
o] net hyl }cy(ﬂ-o[héa«ﬂ-)(e[ﬂhar(@l—cﬂdpo%tmflIEQrOmerplsylhéemyJ{) IN'N-(3-m2thylF N -
[ 3, 5-bi s trlflurorreth :
2ot hyl - 2H thst S-31) SRERG) RELRYE] LSRRI oY LsTH S PG BHAPERIERIES- N o
t hyl am no] mgi vy ?ﬁ/}ﬂ‘ijo%kﬂ@%‘ )_.lget hanol hydrochloride, traps- (4-{ [N (2-{

[N- [3, 5-bi's (trifluoromethyl) benzyl] -N- (2io
nethyl-2FWté%+BMHﬂ6—5[wI}aGknghnBPEytilﬁlnﬁtémétﬁylbenzyl) -N’-(1-methyl-
trifluoronethyl phenyl)-N-ethyl am no] net hyl cycl ohexyl )acetic acid

hydr ochl or i PtYFéﬁ§l"@ZIY€-)F~NJ-nPim? {"N“l‘[‘ N Y N7 fl uor omet hyl )

benzyl] - %rﬁ} o] y. ?r?i | }-4-met hyl -5i s
trifluor orreteﬁ:ﬁﬁ pheﬁ%ﬁl )]%anghgﬁémgﬁg?nﬂé%% cycl'ohekyl )acetic acid
hydr ochl ori (B%[N—(G {[N’-[3,5- bls(trifluoromethyl)benz 1]1-N’-(l-methyl-1H-

traps-(4-{[N-(2 {EN-[3 5-bis(trifl uoroneth | ) benzyl ]-N -(2net hyl -2H-tetraz
ol - 5-yl ) am rid].#ett 9£Fr}1azpﬂ-rf3|-u } ambRabRgphriehldndap-Ffoyl) -N-

t hyl l,oh th h '
tera)[;sa?l1 ?ﬂ\l— y}/l[ahc%%éosrex ggctrl;‘?h%)? rrgn'hycf%enzyl) N -(2nmethyl -2Htetraz

ol -5-yl)am rtQ]amt—hyl(}[Nm(sl-f{ o o5ps boxy pheiyldoMdmethyl) benzyl] -N' - (1-
et hyl am no] met hyl } cycl ohexanecar boxyl i c acid hydrochloride, 25 traps- ( 4-
{ [N ( 2- fefthRyl-1p-31, 254H)trsagoieﬂﬂ'hbmmm]hr}etfyylﬁemziﬂn-]S-ym') =N~(

2net hyl 2H-t I, | 1 b h | 1 . met hyl

cl ahoyl ) meETHAPHPRIBEF L GECTPPapRneRar oL q 2 RveroRi 081 ERe '/ ¥
(tr'flUoronﬁﬁﬁﬁgl4quﬁ¥kk 1Ny - (3- C¥Fn0 5-trifluoromethylbenzyl)-N'-(1-
(2met hyl - 2H-t et razol -5-yl ) am no] net 4- br omophenyl ) - N30~

et hyl aEn4ﬁ?][ wtt;lyu}-ﬁlyel[mhgxgﬂtatez?llz-sﬂeyli) Mm}gﬁdﬂ:ﬂh&nda{lz—s y&) I—NEH-
traps- (4- -{[N is uor onet enzy -(2met hyl -2H-tetraz
;)I - ;Shyl )?mhzﬁ"ﬁééﬁlﬂrp? E‘}eEHYH ‘32’_%¥ no}imat hyl } cycl ohexyl
) met hano rrac @ﬁﬁ,: — -
(trifluoronet h?l ) bg%liqgile’fl%l?u?r&ﬁ ?/{:)% &§ a?n\{ n[L met hy }c Eﬁf?}?ﬂﬂg}lg}%t hox

yphenyl ) - NeNheramymax]nﬂmbhyh&ayﬁsejnmmmhl—bmeydemydﬁ [d ,kydlahbbdiade]l-5-
traps- (4-{ E-N_ (2-{ [N- [3, 5-bis (trifluoronmethyl) benzyl] -N- (2 5
met hyl - 2H- t ¥t 8#éPe5- yI ) am no] net hyl } - 5- et hoxy- 4

t hyl ph I h I d t -
T RS T REE R BT el g Bl Y o Orbla L ope
(2met hyl - 2HiHef nazohi Bryhyab+ By pdrin § e thydl Jnieidayl-5keny FN-Ni 0

et hyl am no] net hyl } cycl ohexyl )acetic_acid hydrochloride, traps- (4-{ [N
(2-{ [N - .[sthylpmineipeptanebeeaeid hudinghjorige,

(2rethyl - 2H; L0 3781 1R: Y51 2N} 75 W & rell U QERY Y B9 ey LY 1 N

methyl-1H-pyrazol-3-yl)amino]methyl}-5,6,7,8~

30 tetrahydronaphthalen-2-yl)-N-ethylamino]pentanoate
hydrochloride,
methyl 5-[N-(3-{[N’~(3-cyano-5-trifluoromethylbenzyl)-N’'-(1-
methyl-l1H-pyrazol-3-yl)amino]methyl}-5,6,7,8~

20



et hyl am no] net hyl } cycl ohexyl )acetic acid hydrochloride, 15 traps- ( 4- {
[N (2- { [N -] 3, 5-bi s (tri f luoronethyl ) benzyl ] -N - ( 2

met hyl - 2H-tetrazol - 5-yl ) am no] net hyl } - 4- chl or o- 5- et hyl phenyl ) N-et hyl am no] m

et hyl } cycl ohexyl )acetic acid_hydrochloride, traps- (4-{ [N (2-{ [N - [83,

" 5-Dbis (truflt@&r siﬁyn?pbéhéixeql 21y1) -N-ethylamino]pentanoate
(2met hyl - ZFLt raégl- é_)anlno]nethyl} 4 20
trlfluorone pr opyl ar ni no] met hyl } cycl ohexyl ) aceti c acid

ng; Sf]hl ?rN i @emu(@pﬁu('élﬂa Bhbléthl:fﬂmrc{r@etl'@lblt%r(zlﬂ]fJNJOF(Qn:RleME{). 1H-
(2met hyl - 2HpyeeZ@i0B- Elyamanohm¢hEYhy+§ & hed tiedrahysidopiaphahelennN2ey hy+am
raps- 4° (| \E 22y bk BEEbRRLERoLe [ Serb BTRSTHAEAA - N - (2met hyl - 21+ et razo
eyl am no) eetRy oy oh e e B Ay g~ (Lmethyl-

{ [N ( 2- ﬂHEerazoﬂ 3—yl§ab1ns]methyl]1&H&Mﬁﬂ8ﬂﬁeﬁﬁam@@zphaphtwalenf2—
2met hyl - 2H-t et razol - 5-yl ) am no] net hyl } met h I-4tr|fIuoronethylphenyl) N-p
ropylanlno]Hﬁﬂﬁ?FF@PMFBﬂéQ?]P%EE@?Q%%K%QP41 ©,30 trans- (4-{

N (2- Ny L) l
EZneEhyf [ féb%a%oﬂ? ? é;g.ﬁ Lﬁ$é§ﬁ%{%q%ﬁﬁﬁg%%%rone H&?ﬁﬁz nyly N—propylam

i no] et hy@}mmhgtuezm—);aeeazslamﬁlramli“m]hﬁemhﬂe} -8,163m584- { [ N-(2-{
(N -[3,5-bis %Frlfluoronethyl)benzyl]-N -(4
et hyl phenyl Jt& ﬁbYﬁEPﬁ?P?tha%¢$T$IM#kﬂﬂﬂhoxyphenyl) Net hyl ani no] met hyl } cyc

ohexanecarb I h 0
Craner 4. {1 NSCOYpERE P SR Fr FL o Paes AR e, ALY EERERRF IR (ot r oz
ol -5-yl) ani r&@laﬁat-hykmm(@—t [ifd Wwwmwethy_lbenzyl) -N’-(2-

et hyl am no] net hyl } cycl ohexanecar boxyli ¢ acid hydrochl ori de,

trans- 4- {[Nmézhyﬂhﬁﬁfgesrbzgxt5TYlkﬁﬂiﬂﬂﬁMﬂﬂhﬁﬂénﬁyﬁ]7N3-(4|sopropenylphenyl_

h trifl h Net hyl t hyl | oh b
byl o o atersaryanensphRsLaRREIERNS "I Y I BT Y e

|U0r0”9thy|e%h?@Qﬁiho]mé%h l}& Yclohexanecarboxylic acid hydrochloride
t ol yl ) am no] net h -4 trlf uoromet hoxyphenyl ) - hbthylanlno]nethyl}cycfohexyl

)acetic aC|drdnhyd+0¢N+03+déN + [ 3s-=-bi(sitt{r ifNuqrdme thiyl) bpBzy5] bNS- (1-
(trifluoroneth

(5met hyl - [ 1M8E ﬁyﬁaxéﬁréio%zélwﬁ%%ﬁ%'oi-@ét)w}l}mi mgrhyl}-5,6,7,8-

trifluorone - 1.l hyl } cycl ohexyl )acetic acid
L buor ot BexuRYaPshiphe Rk Tk 5 ol hy! ) oy yl)

traps- (429 [ Bth2ighhhe [ Bebhpl béfeldHararerminhdxidrns piclidNhy@soehhgtifid, 2, 4] ox
adi azol - 3- yl)anlno]neth¥ }-5- et hyl - 4tr|fluoronethyI% %I%-N-ethylanlno]ne
thyI}cycIohé%?P?aéeﬁi@ 3~ h&$dr oA oritdd £ luoromethylbenzyl) -N*— (1-

traps-(4- I thyl-[1, 2, 4] ox
adlgzof {[ﬁ%£§¥ ?%e ﬁ&?} %%ﬁﬁi€ﬂﬁi orgﬁgﬁﬁyﬁ%hgﬁgﬁ?n%-p?opglanlnL]n1
ethyl}cyclohexyhhﬁﬂebngpﬁmm&uén4n4yﬂv4NH de, 30 traps- ( { (N (2- {]
N [ 3, 5-bi_ s trlfluoronethyl ) benz

2net hyl - 2H eshy 4aBinglpethyd hey ehahisA ezw%mwll&t uanchFluororret hyl phenyl) p

ropylanlﬂp] h I f* X t AcC Cl ( 2-

[ N - %%é %I { rlgfy%org‘;n‘efba H:rbenzyrofneq:ﬁlgi)b gyl 1[] (3

et hyl - 2Ht@atngmséxai&p«nsml)rmﬁlmal}mezamt}msl €37,8-

trif~uoromethyl phenyl)-N-eth Ianlno nethyl}cyclohexyl)acetlc
tetrahydronaphthalen—-2-yl) -N-
ethylamino]lmethyl}cyclohexanecarboxylic acid hydrochloride,
trans-4—-{ [N-(3-{[N’~-(3-cyano-5-trifluoromethylbenzyl)-N’'-(3-

30 methylisoxazol-5-yl)amino]methyl}-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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acid, traps- (4-{ [N (2-{ [N- [3, 5-bis (trifluoronethyl) benzyl] -N- (2
" met hyl -2H-tetrazol -5-yl )am no~] net hyl }-5-net hyl - 4tri fl uoronet hyl phenyl)-N-e
hyl am no] net hyl } cycl ohexyl )acetic acid nethanesulfonate, et hyl traps- (4-{
N (2-{ [N- [3, 5-bis (trifluoronethyl) benzyl

2- met hytyekbpen tybios thy d N ‘e the|Lastimg) findames I’Tyl

I

t
[

N

i eeromm eyl el e g sastphs and - crovs-
(2methyl - 2HyLeh{azel 15—{% giym Wﬁﬂ&m@lmhlaybméth?nbenzyl]—N'—(1—

tr|fluoronethylpheny Ian1no]nethy|}cyc|ohexy acetic acid or a
prodrug themeohyb+1nrphazn%hEEMaZQNAQWydd@Gpm@Bmatbxﬂﬂ -bhéréeB- [12] The

di benzyl ne conpound of the above-nmentioned [ 1 20 ~,,~hich is selected
fromt hea‘g]r saprabvdrerarithalen sl (A ‘{et?’ﬁﬁa("%!%’] Pﬁni‘af’ga?%- bi s
(tr.ifluoro -N -

(2met hyl - Fg§&P¥g%%$?§§y1)anlno]nethyl} 4t ri f | uor omet hoxyphenyl ) - N- et hyl am
no]nethyl}cmgtpngsL]m£e3+p[NuH(B4nyﬁnnﬂﬂ«rnuﬂipo%Bmhmhyibenzyl){N[ N-( 2-

{ [N [ 3, 5-bis ( trif |uoronet ). benz é
met hyl - 2I—l—t@§‘r‘-b¥b1‘115—9l)%rﬁh@#ﬁ9ﬁﬂ¥ y@t)@mnn?érf'@ﬁﬁﬂwrﬁh nyr $-N- et hyl ani noj

nmet hyl } cycl X cetl hl.or
traps-(4-{[§E?EX%%§F°?%p I? 9%30?@&%%%’ lgﬁ% Ftﬁno?

met hyl - 2H t ﬁ%&@é@hiérydié an no] nmet hyl } - 5- met hyI

trifluoronet phenyl ) - N- et hyl am no] et hy I}c%glghexyl acetic_acid

hydrochlorlde[NtK&pt{N(ﬁ{% Fpig rxifliyorgmethylybengy il NG dnBeRYY S ~1H-
benzyl] -N - yl 2F+tetra | ) a o] net hyl } - 4- net hyl -
trlfluoroneﬂﬁyg giﬁﬁ%ﬁzaf ?ﬁ%% %%V;?E§bld Eyl)acetlc aci d
. Bydr Of]h' OLI' qgfr&ﬁ?&fonéﬁhéhii\én—(é’—ﬁl)[Jﬁ—e'ﬂlﬁllaﬁu@oﬁ pehitihhbter gaeghyl )

enzyl] -N -
nmet hyl - 2H t Biydaaoh1bxridé am no] met hyl }-4tri fl uor onet hyl phenyl ) - N- pr opyl am no

]nEthyl}gyC|Ohex¥g)?%§tl?3ag;éLg“g“é¥¥¥fggromethylbenzyl)-N'—(l-methyl—

1H-[1,2,4]triazol-3-yl) amino]lmethyl}-5,6,7,8-
tetrahydronaphthalen-2-yl) -N-ethylamino]pentanoic acid
hydrochloride,
5—[N-(3-{[N’~-[3,5-bis(trifluoromethyl)benzyl]-N'-(3-

20 methylisoxazol—S-yl)amino]methyl}—5;6,7,8—
tetrahydronaphthalen-2-yl) -N-ethylamino]pentanoic acid
hydrochloride,

5—[N- (3-{ [N'- (3-cyano-5-trifluoromethylbenzyl)-N'—(3-
methylisoxazol-5-yl)aminolmethyl}-5,6,7,8~-

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

30 5-[N-(3-{[N’-(3-cyano-5-trifluoromethylbenzyl)-N’~(2-methyl-
2H—tetrazol—5—yl)amino]methyl}—5,6,7,8—tetrahydronaphthalen—2—
yl)-N-ethylamino]lpentanoic acid hydrochloride,
trans-4-{ [N-(6-{ [N'-[3,5-bis (trifluoromethyl)benzyl]-N'-(5-
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trans- '(4-{ [N (2-{ [N - [3, 5-bis (trifluoronethyl) benzyl] -N - (2
“methyl-2Htetrazol -5-yl)am no] nethyl }-5-nethyl -4 io
trifluoromethyl phenyl)-Npropyl am no] et hyl } cycl ohexyl )acetic acid

hydrochl oride, trans- (4-{ [N (2-{_[N- [3, 5-bis ('t_rifluororretrllryl)
" benzyl ] -N methyl-[1,2,4]oxadiazol~3~-yl)amino]methyl}indan-5-yl)-N-

(2net hyl - 2H -5- 1 - I J Hhoxyphenyl )- N- propyl am
i no] met hy!| }E;tgﬁ%l%@%f’ ‘é‘éﬁ‘??’ ?%@@%ﬁé%%%%@@#@ns(4{ [N-(2-{

[N -[3, 5 bi ${tv (R-ygroreshghpbbeneyifidbrdmethyl)benzyl]-N’- (1-methyl-1H~
~met hyl -2H-tetrazol -5-yl )am no] net hyl }-5-nethyl -4
trifIuoroneﬂhVP@ﬁénﬁrylhﬁpibpimaﬁhﬁb}nﬁt?ﬁd#ﬁ%@ﬂqmﬂsaﬂ%xnﬁﬂﬂxi)aﬁrd, 20
trans- (4z{ [N (2-{ EN-.[3,.5-bis, ({rifl onet hyl) benzyl] -N - (2-°

et hyl - 217 SPGB PPRRRRBE Rethit RHFRHATRINY 1 uor omet hyl phenyl ) - et
hyl am no] netsyg-qpcligRexyk) 8l ks ¢+ ALE fudFéind FIRIS bdrtryll I[N (A=heltby1 -0 8-
5-bis (trifluoronethyl) benzyl]-N- (2 2s

met hyl - 2H t gtyrazoll-3-yll) amino}methyl } -46-tei fillorbmethylphenyl) -N-
trifluoronethyl phenyl)-N-ethyl am no]l net hyl } cycl ohexyl)acetic acid

met hanesul f&%ﬁr&a&ina)l PEBERDBYLFhRFE fh3691‘%/‘?;1g If¥foeutical Iy acceptabl e salt
t hereof. 30 ¢_ he ;di-berz L DE_£PIPANEL ARRME APt (hQ L,
which is sef%gﬁiéafﬁég1tﬁg é %ﬂ% %oﬁglstlngﬁﬁtHJ¥b TRt QEthz

N-[ 3- (N 28ydlHeperhybieBhyil) Anirbd hyé tlny hp)4-5tofi Flibromethylphenyl) -N-

t et rahydronapht hal en-2-yl methyl ]-N-[ 3,5 33 .

bi s(trifl uosR¥LlRFLNBEREDPERDP2C REHY | BYdFedtietisies- yI ) ani ne,

Vet ki vt ] SR Rty - The pepEAsEFL Sl R e R P
onitrile, Nte¥razblsbtyifhronelmstlyy]l penzidisNdrondthydybleagentyl-met hyl

N - et hyl am no)i ndan-5-yl met hyl |- (2-net hyl - 2Htetrazol - 5yl ) am ne,
N-[ 3, 5- bi s( ethiyllanioetrentabeheya¢idiyixachlomidspent yl met hyl N - et hyl ami no)

N L6 (N eyeroBeiBy T RiY: RrPL Rt EERemima A S R e R 725 5.
y|)'[3,5'bi%EE&EEBEOSO¥E§Qﬂlﬂgﬁﬂéﬁﬁ§fqﬁﬂﬁhn—5—yl)—N—eth lamino]pentanoic

N-(6-(N -cycl opentyl net hyl -N -et hyl'am no)i ndan-5-yl net hyl ]-N 3, 5-bis(triflu
oronet hyl ) bewigl hy@ppchhodide2-yl )anmine i s hydrochl ori de,

N-[6-(N - | | hyl - N - et hyl am i -2-vyl -NL3,,5-bis(trifl

o ot hy1 ) baRINT 614 et k1 SThEs VDbt St penEy i -2 301 S P

3-{[ N-[ 6- ( Npyx b - A 3o ] —5— -N-—

yl . hy[/l ]hoE@E B9 ﬁ?ﬁ*’%h”?‘ét*fé%%%z‘?rﬁ’)‘?ﬂ noj &Qﬁ%’}@%md“ >-yll-N |
20 ethylamino}pentanoic acid hydrochloride,

' 5-[N-(2-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N’~(2-methyl-2H-
tetrazol—S—yl)amino]methyl}—4-trifluoromethoxyphenyl)—N—
ethylamino]pentanoic acid hydrochloride,
5—[N—(6—{[N;—[3,5—bis(trifluoromethyl)benzyl]—N’—(Z-ﬁethyl—ZH—

25 tetrézol—S—yl)amino]methyl}indan—S—yl)—N—ethylamino]-2,2—
dimethylpentanoic acid hydrochloride, |
6—[N—(6—{[N'—[3,5-bis(trifluoromethyl)benzyl]—N'—(Z—methyl-ZH—
tetrazol-5-yl) amino]methyl}indan-5-yl)-N-ethylamino]hexanoic
acid hydrochloride, |

30 5-[N-(6-{[N’-[3,5-bis (trifluoromethyl)benzyl]-N’'-(2-methyl-2H-
tetrazol—S;yl)amino]methyl}indan—S—yl)—N—ethylamino]—3,3—
dimethylpentanoic acid hydrochloride,

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

23



S5 %
or— —

i fl uoronet hyl benzonitrile,
3,5-bis(trifluoronethyl)benzyl]-N[6-(N -cyclopentyl nethyl N -ethyl am no)
n-5-yl met hyh] - (2-ethyl -2Htetrazol - 5y|)anine 25 .

, 5-bi s(trifluoronethyl)benzyl]-N-[6 ent | met'hyl

th Ian1ﬁﬁ%ﬂﬂd@ﬁr$eyrnﬁpﬁyﬁry@laMEnhymeth¥¥ 1ivddgiN-3yl ) ami ne,

y . .
o e R ) e O, S
wgWCW%WW@W%M&M%MM@MM%MWM%5Wﬂh

i | - 2-yl) am no] e trifluoromethyl benZonitril

, 5- |s(umaﬁhyaeaﬁﬁmbhybkbéﬁﬁle)3M£ﬁblméthyﬁjInﬂanﬂﬂ-wﬂHHWF 34

hy i ndan-5-yl met hyl ]-(thi azol %an1ne hydr ochl or.i de,

N T 6 TSy draeR SRR RV EAPDRR Y DAt o) ekt azo -2
m

no me tor it lruar, Lyl %BHH N =[2= (0=
, 5- b?s(??%%%ugréégtﬁglfggﬁzygjgﬁﬁf%p%%ffcyc en y’%%% ?ﬁ& Netﬁglénlno)
an- 5- yl nmtyhlyrbky(emgzq)l-zﬁ—yé):mdab-wpa)inizmllmm-.hyl)1ndan—5 y1]-N- ,
3 S-bis(trifluoromethyl)benzyl]-N[6-(N -cyclopentylnethyl io

et hyl ani ﬁG}Wﬁé&‘AnQJSﬁPﬁﬁYM/FYC{-‘BhWWQWWlC-Z-aﬁl)dam ne hydrochl ori de,

3, 5- bIS(H{ILFr - qﬁtQ%y}? Z%] gb érlfﬁYC|§P hwﬁaggth¥l _Netq¥lan1no)

an-5-yl ne anlne

3, 5- bizg( h&hwaaambhth@nw&ir&ini&oh%twp}lqpent yl met hyl
- et hyl am no) i ndan-5-yl net hyl ] - (4, 5-di net hyl t hi azol - 2yl ) am ne
och|or|aglfluoromethylphenyl)—N-

.Ngﬁngmms L B BT

N- [ 6- (N(1cx9LQﬁeqb¥k@ﬁthyk @Lbf%kﬁ%fiﬂﬁEP&ﬂﬂﬁﬁd§!kﬁ%gh¥Lh*BHQ4 met hyl th

2-yl)ami no] net hyl }-5trif[ uoronet hyl benzonitrile hydrochlori de,
bi s( meithyloRBmeehyabbniyy ) anie (e thoylcli-cpént7ylBret hyl -

5-

yl api no) i ndan- 5- th (4- net hyl oxazol - 2-yl ) am ne hydrochlorlde

5- b?%(FFFFPg PBHé?H?F?%%%&y@]Y¥lTQ%(hJ -cycl opentyl net hyl N - et hyl ani no)
5-

h

5-

—
=

__, 3’\ 2 Z

Ziwzz<w“wéz

727
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>
|—|Q_|—|||—|Q_|—|\—/f\ll—|lf-“ﬁ

27

y

003

ia

w

|-
h

277

in
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-5-yl - d hi d
by s Err st aabe ol ) berey TR B TR oy s nt ol methyl
ylanlmmhnBGAH{5Nykzethuf}fj55+mﬂ§mﬂrrﬁmuﬁmdméihyu)bsnlylmere¢h+or|de

bis(trifluoromethyl) benz Ii N-(6-(N - cyclopentylnethyl 35
methyl-2H-tetrazol- )amlno]methy }-

~ - 3-

[

Fz7

trlfluoromethoxyphenyL)-N—

20 ethylamino]lmethyl}cyclohexanecarboxylic acid hydrochloride,
trans—4—{[N—(3-{[N'—[3,5—bis(trif;uoromethyl)benzyll—N'—(2—
ethyl-2H-tetrazol-5-yl)amino]methyl}-5,6,7,8-
tetrahydronaphthalen-2-yl)-N-
ethylamino]methyl}cyclchexanecarboxylic acid hydrochloride,

25 trans-4-({N-[3-({N’-[3,5-bis (trifluoromethyl)benzyl]-N’'—-[2-(2-
hydroxyethyl)-2H-tetrazol-5-yl]amino}methyl)-5,6,7,8-
tetrahydronaphthalen-2-yl]-N- )
ethylamino}methyl) cyclohexanecarboxylic acid hydrochloride,
1-{3-[N-(6—-{[N"-[3, 5~bis(trifluoromethyl)benzyl]-N'—(2—methyl—

30 2H-tetrazol -5-yl) amino]lmethyl}indan-5-yl) -N~
ethylamino]propyl}cyclohexanecarboxylic acid hydrochlorlde,
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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- N -ethyl am no)i ndan-5-yl met hyl ] - (3- net hyl i soxazol - 5-yl ) am ne
" hydrochl ori de,
N-[3,5-bis(trifluoronethyl)benzyl]-N[6-(N -cyclopentyl net hyl
N - et hyl am no) i ndan-5-yl met hyl ] - (1 met hyl - 1H- pyrazol -3 s yl)am ne
'hydroch|Orldgnwthylpentanolc acid

N-[ 3, 5- bis(t k'%%rﬁqﬁnhﬁ5ﬁggﬁé¥§kr9% $k ﬁﬁqﬁéﬁéng$hw N %5§¥Ian1no)

i ndan- 5- ylnet I] ( razo hl'o

N-[3, 5-bi s(tri,f, %Qb&&ﬁhﬁiblbgn?ﬂhnbh&ﬁnéﬁh pypﬂdme-rBAé)lrrewlxélthwammo]-
N - ethylan1no)|ndan 5-yl neth (5-methyl -[1, 3, 4]t hi adi azol yl)am ne
hydrochlorlde3 dimethylpentanoic acid hydrochlorlde,

ban 5 yT T 2C S TR ot SR e Dkt S e b s - 2hs )
N-[3, 5-bi s(ttreltfﬂa%&ols%myla)n@ﬁafméknmi%(&:%f&?@é’&w AR 1) -N-

N - et hyl am no)i ndan-5-yl net hyl |- pyr1di n-3-ylam ne hydrochl oride,

N[ 3, 5- b|s(Eﬁh&ﬂamunn&%lyB}Hemeyhylpeﬁfa4¢¢c(gaiduhydqdqhdbhyHH et hyl am no)
i ndan- 5-yl [xl] pyridin-2-yl am ne, 20 hydrochl oride,,
N[ ri

3, 5- bi s( rdérdndt HW)Beﬁi?l‘]‘rﬁ{%’(?@e%)&%}ﬁiﬁmn& AYRRPeERRY A no)
-5-trifl hl d d
3N 2 (N et eRen Y haT e PR ATl s AoelodpihRyd) ot ori de an

trifl uoréfretetplyhamiyb] N—BQdmﬁéhMylﬁ%ht&ﬁdfﬁIdcfﬁ hydrochloride,
yl ) am no] net hyl } - 5- tr|fIuoronethglbenzonltrlIe hydr ochl ori de _or pr odr ug

t her eof or z;raﬁ&rﬁaééurltéal(w aéd epriabt ét%laﬁltuqme@@fyl)ﬂogAIFyAl-N'—(l
pharnaceutlg%%eggngﬁs#% g Fi %iféﬁ%héfM%{H%? Ianlne 30 conpound of

any of the ment or a rug thereof or a

phar maceut i eglifyuagemptAbkgpEahylf-her eof, and a pharnaceutical ly acceptable
carrier. [15] A CETP activity inhibitor conprising a dibenzylam ne 36

conpound of eZhyleminhémabbyd} arelohkerandagrhaxylid) asdida hydsgchdorhdeeof or

her apeut o “agBni2of L8 praphyPat 1L SOy s gt 4L RarpkL 1AL

conpri ses ap¢rleBiyBagt NEmERGPRLIy Pf -4—trifluoromethoxyphenyl) -N—-
ethylamino] -3, 3-dimethylpentanoic acid hydrochloride,
5—[N—(2—{[N'—[3,5—bis(trifluoromethyl)benzyl]—N'—(5—methyi-
[l,2,4]oxadiazol—3—yl)amino]methyl}—4—trifluoromethoxyphenyl)—_

20 N-ethylamino]-3,3-dimethylpentanoic acid hydrochloride,
trans-4-{ [N-(2-{[N'—-[3,5-bis(trifluoromethyl)benzyl]-N’- (5-
methyl-[1,2,4]oxadiazol-3~yl)amino]methyl}-4-
trifluoromethoxyphenyl) -N-
ethylamino]lmethyl}cyclohexanecarboxylic acid hydrochloride,

25 6-[N-(2-{[N'~[3,5-bis (trifluoromethyl)benzyl]-N’-(2-methyl-2H-
tetrazol-5-yl) amino]lmethyl}-4~-trifluoromethoxyphenyl) -N-
ethylamino]hexanoic acid hydrochloride;

‘trans-(4-{ [N-(6-{[N'~[3,5-bis(trifluoromethyl)benzyl]-N'-(2-
methyl-2H-tetrazol-5-yl) amino]lmethyl}indan-5-yl)-N-

30 ethylaminolmethyl}cyclohexyl)acetic acid hydrochloride,
6—[N—(6—{[N’—[3,5—bis(trifluoromethyljbenzyl]-N'-(2—methyl—2H—
tetrazol-5-yl) amino]methyl}indan-5-yl) -N-ethylamino]-4,4-

dimethylhexanoic acid hydrochloride,
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any of the above-nentioned [1] to [13] or a prodrug thereof or a

" pharmaceutically acceptable salt thereof as an active ingredient. [17] A
met hod for treating or preventing hyperlipidema, which io conprises

adm ni stering a di benzyl am ne cozgound of any of the above-nentioned g%] to

"[13] or a podNudérhéNeot3ep—Blpher hbterroneihyl )hergtidbit <@ methyls
to, | .. . dj ] i f th
bboveront FoRSTILapLt 5oy Phptsfo BREE P L RO Berd Mol s ca 1

accept abl e gahethheneRbhnboe abedphipdbsdn Ddrife 2 therapeutic agent or a
prophyl actic agent for hyperlipidema. [19] A therapeutic agent or a
prophyl act i 8-d¥edb6—-f{dN’af 8 ebrbseerbEluorans iy Wdenaydds N di2baexrplydniHe

conpound of _any of .the above-nentjoned to [43]~or .a.praqdr t hereof or

co 5 phar el BRERERI Y KELABTAR B bR Lo h Rt atent o [ 20)
A nethod fogilne@BY1PEneANSIEVERLH ydFd & INSIdEr 0Sis, Which conpri ses

adm ni stering a di benzyl am ne conpound of any of the above-nentioned.[1l] to
[ 13] or a prodnsg (Ehé¢{Bofl2of [B’ phdy Srewion fixia luo rmoredhyd)) benggll] -Nherf2ef to

a mammal . [21 e_of a di benzyl am ne, conpound of any of the abovenenti oned
[1] to [13] mS!thg-sLb‘?HGFEEF?ﬁ‘é}'e%TYJo)ra‘%\l’tfl‘ﬁB?HbyeUt‘l%al |y acceptabl e salt

t her eof for i 16 & .G s [ i nt
For S0 art errociiorhrEhofydnedyll o Apa i Ao B HieIRREGT) pEeB0E
above- mred? i aséd hfdrochbothdés used in conbination with a different

t herapeutic agent for hyperlipidema. 37 [ 23]. The pharnmaceuti cal

conposi t i on8ofiNrHé—ABR Vel Fepthbhber §Dyorapaditeiln beme vdil e rd drmeRBY dpeliti c
St h e emia e . g .
Shar macout | SaresBLOST R it REL PIALE o bR AR bnend-R0C (i

phar maceut i eghyagfihol 4 pd-d BrsthylleephtripeRiild ealdraghnbriakected fromthe
group consisting of lovastatin, sinvastatin, pravastatin, fluvastatin,

at or vast at i A~dNd (2ef iNas{3t Soi9 teyifilvonemethydd beneall | c¥ipdarneshy bt 2ihe
above-neptioned i o 4 which is.used jn. G i nati ith a,di {ferent

o ooty 2REEa 81 Lo A S8 RS A R e bR Ba FHRE ST o
above- ent | gaggbgSho | WEL 1 ind ey IHNAISIY dier Masbch1ggent, for obesi ty

is mazindol. IS [27] The pharnaceutical conposition of the above-nentioned
[ 14], whi chtiranaséé-{ bN¢62rbi at+ bh Wwikirs G rdifflueremethlyd) bpeayilé-BHbekh2-f or

wher el it nenaERY G el e TR Spbut R e s R dbdres | s 20 at | east one
phar”aceutiEﬁkf@G@P&mé@ﬁfﬁﬁﬁ%ﬁﬁff”ﬁiéﬁhﬁlﬁmﬂ%o]methyl}cyclohexyl)acetic

20 acid hydrochloride,
trans- (4—{[N-(2-{[N'—-[3,5-bis(trifluoromethyl)benzyl]-N'- (2~
methyl—ZH-tetrazol—S—yl)amino]methyl}f4—
trifluoromethoxyphenyl) -N-
ethylamino]methyl}cyclohéxyl)methanol hydrochloride,

25 6—[N-(64{[Nf—[3,5—bis(trifluoromethyl)benzyl]-N'—(2—methyl—2H—
tetrazol-5-yl) amino]methyl}indan-5-yl) -N-ethylamino]-5,5-
dimethylhexanoic acid hydrochloride,
trans-4-{ [N- (2-{ [N'~[3,5-bis (trifluoromethyl)benzyl] -N'- (2-
methyl—ZH—tetrazol—S—yl)amino]methyl}—4—

30 trifluoromethoxyphenyl)-N-
propylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
trans-4—-{[N-(2-{[N'-[3,5-bis (trifluoromethyl)benzyl]-N'—- (2~
methyl-2H-tetrazol-5-yl)amino]methyl}-4-

26



consisting of an insulin preparation, a sulfonylurea, an insulin

" secretagogue, a sul fonam de, a biguanide, an a glucosidase inhibitor and an
insulin sensitizer. [29] The pharnmaceutical conposition of the
above-nentioned 25 [2g), wherein the different therapeutic agent for

" di abet es i striflwastmaeriepipreraddudN-cal agent sel ected fromthe group
consisting of insulin, gliben

| i ol b 1 de, . ql | i .
acet ohexani Heobyty laming ke thy )23311 %@@%%&F:é%‘%g‘? i"‘g% 1 d n%% ég W’?f?g%&%g? rbiCllf"z’o | e,
o T monEhoend of ey senpul ey bl etlBrbigenyopbeRppEl -mearbose and
ortde. [ 30] 'Th

pi ogl i tazoné hydroc e pharmaceutical - Conposition of the
above- nent i gaerly { 12+t do li-5-ydgdmimo)metthpatti-ér with a different 38

t herapeutic agent for hypertension. [31] The pharmaceutical conposition of
t he above- nentfbeexpnsdioxyhanyilnl the different therapeutic agent for

hypertension_js,at.least, .0 r N : §C romthe group
consi sting SFh%;?@iRPﬁﬁ?ﬁQgﬁiévg}éﬁﬁﬁ§ﬂgﬁéﬁgfﬁgggEvé?%?néﬁgﬁé9ne i nhibitor,"
an angi ot engianslaL gpepies{ BM-AEO5-4is (@r@4f labtragenhyl) banzy bl e kef2- an a, ~
bl ocker and an a bl ocker. [32] The pharmaceutical conposition of the
above- nent i ety ]-32 - tekrazddr Tl ) @rinelawthyler4peut i ¢ agent for
hypertensio is at |east .one Qha{naceutical agent selected fromthe

sus

group consigfiﬁb“?ﬁ°@??§ﬁ*%ﬁﬁﬁﬁﬁ} S1

tai ned-rel ease preparation, captopril,

a capt opid | ' hét RN rHRRY1aR bbidemheehglaniaeppril,
delapril h 8?%2%?%??%%, Cl a&ggfil, Iisingbri , benazegril hydr ochl ori de,

i midapril 1&rays+och(0F (2] [N enidpitils (hpdfdulirometbylobenapti TN’ - (2-
hydrochloride, trandrapril, perindopr.il .erbum.ne, |osartan potassium
candeSartanmethﬁkégﬁT?e?ﬁﬁ%ﬁik%ﬁéﬁi4%?@Fﬂ€ﬁ&§?ﬂgef a ni cardi pi ne

hydr ochl ori : j = rgparation, nilvadipine, nifedipine, a
ni f edi pi ne gﬁé?%ﬁ%@%@%grggée Zglgreparation, beni di pi ne hydrochl ori de,
di | ti azem hgdheTihdnd tetiey ) dytd lotemanedaoboxyliide asddt dimethy bamide,

bar ni df plhetrgERoRnl DT b | Y bk B GFraCRPSRRSBY LARFBBY bl 1 DAY at e,

o B e chy aPbEh byl AT A9 - 2T AIrRGRaRk ehobypherpL pride, @
ethylaminolmethyl}cyclohexanecarboxylic acid hydrochloride,
trans—4—([N—(Z—{[N'—[3,5—bis(trifluoromethyl)benzyl]—N'—(p—
tolyl)amino]lmethyl}-4-trifluoromethoxyphenyl) -N-

20 ethylamino]lmethyl}cyclohexanecarboxylic acid hydrochloride,
trans—4—{[N—(2—{[N'—[3,5—bis(trifluoromethyl)benzyl]-N'—(m—
tolyl)amino]methyl}—4—trifluoromethoxyphenyl)—N¥
ethylamiﬁo]methyl}cyclohexanecarboxylic acid hydrochloride,_
trans-4—-{ [N- (2-{ [N'-(3,5~-dichlorobenzyl)-N'- (2-methyl-2H-

" 25 {etrazol-5-yl)amino]methyl}-4-trifluoromethoxyphenyl)-N-
.ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
trans—4—{[N~ethyl—N—(2—{[N'—(2—methyl-2H—tetrazol—S—yl)-N'—(3—
'methyl—S-trifluoromethylbenzyl)amino]methyl}—4—

: trifluoromethoxyphenyl)amino]methyl}cyclohexanecarboxylic acid

30 hydrochloride, o
trans—4—([N—(2-{[N'—(3—chloro—S—trifluoromethylbenzyl)—N'—(Z—
methyl—ZH-tetrazol-S—yl)amino]methyl}—4—
trifluoromethoxyphenyl) -N-
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sust ai ned-rel ease preparation, pindolol, a pindolol sustainedrel ease

" preparation, indenolol hydrochloride, carteol ol hydrochloride, a carteol ol
hydr ochl ori de sustai ned-rel ease preparation, bunitrolol hydrochloride, a
bunitrol ol so hydrochl oride_sustained-rel ease preparation,_ atenolal,

" acebut ol ol REYIENIGOlFEethydd SpFdPBRXRRPERBPRXY i ¢reaist divsirackrliorice
t ai ned- i i Lok, itol c | fat g, til isolql
Sy ochor| SRR LIRS 150 T8 QB A Ao S & i 08l

hydr ochl ori dﬁt:@isi—&&Q'thoEBﬁléQﬁ?h.BéhQ?l) sephopd@lymplonat e, bevant ol ol
hydrochl ori de, | abetal ol hydrochl oride, arotinolol hydrochloride,

anosul al ol Hyrifdsiviromedboxypheoyil hamyde boetly ]l Hey clarexessiaarivpdkyddkl ecide,
S doxazosgnlﬁaig e, .hunazosi n hydrochl ori de, a bunazosin hydrochl ori de
sust ai ned- r &i% é%éPE& ation, urapidil and phentol amine mesylate. [33] The

therapeuti ¢ {gent (qr-{qun@pfuhact[bgsasfmtpifimmfs{lwmz%qdm 18b.

which ainms at the treatnment or to prophylaxis of hyperlipidema and which
i s used i n owthylalbomewirthod-8+§1 pareitojhetlaypeltd 2-agent for '

hyper | i pi denj a. (3;% The therapeutic agent _or a prophylactic agent of the
above-nentighéauﬁ§ engRdleP hAtAEOHTPTREETN~ t her apeutic agent for

hyper | i pi derg,a,,/ tatl i A9 H t herapeutic
agent or a E#%’ﬁ%rggﬁﬂ@E§§¥2?8g€§§ﬁ§£%g§@%-nenf%ghéHLﬁéﬁf;q%ﬁérein t he
statin pA&r raeeist (@al{ (NgdBt (I[N’ al3]| Babis otei flhesroaeailyil) denagant-Nsel(ect ed

fromthe group consisting of |ovastatin, sinvastatin, pravastatin,
fl uvast at i nmexhylvaErietragad-—eeyivaminglmetaol I-¥6)2-The t her apeutic agent

or a prophybg&ﬁh%ﬁéggﬂ&o?i gﬂgigg$yggiiiﬁiﬁumxi[16], which ains at the

treatment or prop axi s "of "hyperri pi a and which is used in conbination

with a differeglamiabipedhyt)agenéhényl bestiy adid hydechherageyti c agent
or a prophylactic agent of the 2s above-nentioned [36], wherein the
di fferent t@easelti(d-4d¥nt 2+ 6ENbhESI 3y i (i Ivdaiome[t3F]L) ProzyhérHped2tc

het ront roRE Db PBRoF AR FELoF Ky bBH Tl G S i ch {5 used (n

conbinationtgqfwhggoﬁeghgggﬁﬁgﬁyihemapeutic agent for diabetes.
ethylamino]lmethyl}cyclohexyl)propionic acid hydrochloride,
trans— (4-{ [N-(7-{[N'-[3,5-bis(trifluoromethyl)benzyl]-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—(7—{[N’—[3,5—bis(trifluofomethyl)benzyl]—N'—(2—
methyl-2H-tetrazol-5-yl) amino]lmethyl}-2,2,3,3~tetrafluoro-2, 3~
dihydrobenzo[l,4]dioxin-6-yl)~-N-

25 ethylaminolmethyl}cyclohexyl)acetic acid hydrochloride,
trans-2—-(4-{ [N-(7-{[N'-[3,5-bis(trifluoromethyl) benzyl]-N'-(2-
methylFZH—tetrazol—S—yl)amino]methyl}—z,2,3,3—tetraf1uoro—2,3—
dihydrobepzo[l,4]dioxin—6—yl)—N—
ethylamino]lmethyl}cyclochexyl) acetamide hydrochloride,

30 trans-N-[3,5-bis(trifluoromethyl)benzyl]-N-{2~[N’'-ethyl-N’-(4-
(methoxymethyl) cyclohexylmethyl)amino]-5-
trifluoromethoxybenzyl}- (2-methyl-2H-tetrazol-5~yl)amine
hydrochloride,
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[39] The therapeutic agent or a prophylactic agent of the above-nentioned
"[38], wherein the different therapeutic agent for diabetes is at |east one
pharmaceuti cal agent sel ected 40 - fromthe group consisting of an
insulin preparation, a sulfonylurea, an insulin secretagogue, a

" sul f onam de,trensiGod¥irdd N-dR -4 [YI' ué dsPdase (tnhi biexnamethy ldbanradili-N ' - (2-
sensitizer. The, therapeytc ent_or_a_prpphylactic agent of the
above-nenti&%é%g?ég%f 5?gPE—Fﬁ¥?g?Tfﬁ?gﬂ?tﬁ%gfa%éutic_agent for diabetes
is at |east mqm@&rom%ﬁteg;ygabnw?nﬁ-éahﬂ&ﬁrﬁnérr&mﬁm cQ}'cQ.lb‘?leQ&ﬂz lethiaRg10f

i nsulin, glibenclam de, ut am de, gl ycl opyram de,” acét ohexam de,

gl i nepi ri de hydrachllazadiede, glicl azi de, nateglinide, glybuzole, nmetformn
‘hydrochl ogi de, buformn drochl oride, . vogl j bose, acarhgse and pioglitazone
-hydrochlori(ﬁiaqﬁiff’ng'RééﬁiHeUE?cgéﬁhﬁ{ E&EEP?ﬁQRﬁEHX%ﬁH%ﬁzagéﬁN of(2the
above- ment i qpee 116k, +Whi-Gh aLEE e rsephyl axi s of
hyper|li pi dem a 3&6 whi ch ?sousedy?Lmﬁgﬁ%Pﬁ§?§on v&ﬁ%?%yi |F$grent

t her apeut i ¢ tagdiluoremelizpdphengl pAN-¢ 4Ry 1 diend hesEpdiitdye lagexly 10 megthanol
prophyl acti ¢ agent _of the above-nentioned [41], wherein the different

t her apeut i c P¥gERchlordfenypertension is at | east one pharmaceutical agent

sel ected 20 .f _t,he ,gr,oup_ Sisti | ur.etj n Lot egsin
Conver ting SRS (eniii By TR B3R or e (Pt F Rty e Rl BTN 132 )
ant agoni $¢, nthybl-oekeetrabod-5-Pl patelio PRk - PlnRadgn~4H43] The

t herapeutic agent or a grophylactic agent of the 2s dove-nentioned [42] ,
wher ei n t he t@iflupzamethginhenyi L-Hoethy Yaringnathaddicne liohexy 1) egetione
pharnaceutic%L agent sghectgd fromthe group consisting of a furosem de
sust ai ned- r 848 BYSFRERIRFLOR, captopril, a captopril sustained-rel ease
preparationtranglapriliNrppegtR: - p3 25apfd {tri AR ARIdLn3Q ) Braz9eLRr Lde-

cilazapril, lisinopril, benazepri
methyl-2H-tetrazol-5~yl)amino]methyl}—-4-methyl-5-

15 trifluoromethylphenyl)-N-ethylamino]methyl}cyclohexyl)acetic
acid hydrochloride,
frans—(4—{[N—(2—{[N'—[3,5—bis(trifluoromethyl)benzyl]—N'-(2—
methyl-2H-tetrazol-5-yl) amino]methyl}-4-
trifluoromethoxyphenyl) -N-

20 ethylamino]methyl}cyclohexylmethyl)phosphonic acid,
trans-4-{ [N-(2—-{ [N’~- (3-bromo-5-trifluoromethylbenzyl)-N'—- (2~
methyl-2H-tetrazol-5-yl)amino]methyl}—-4-
trifluoromethoxyphenyl) -N-
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,

25 trans-(4-{[N-(2-{[N’-[3,5-bis (trifluoromethyl)benzyl]-N’-(2-
‘methyl-2H-tetrazol-5-yl)amino]methyl}-4-bromophenyl)-N-
ethylamino]methyl}cyclohexyl)methanol hyd£ochloride,
trans— (4—-{ [N—-(2-{ [N'-[3,5-bis (trifluoromethyl)benzyl]-N’'—-(2-
methyl-2H—tetrazol—5—yl)amino]methyl}—4-bfomophenyl)—N—

30: ethylamino]methyl}cyclohexyl)acetic acid hydrochloride,
trans-(4-{[N-(2-{[N’'-[3,5-bis (trifluoromethyl)benzyl]-N'-(2-
methyl—ZH—tetrazol—S-yl)émino]methyl}—4—chloro—5-ethylphenyl)4
N-ethylamino]methyl}cyclohexyl)methanol hydrochloride,
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hydrochl ori de, imdapril hydrochloride, tenocapril hydrochloride, quinapri
“hydrochl oride, trandrapril, perindopril erbum ne, |osartan potassium
candesartan 41 - cilexetil, nicardipine hydrochloride, a nicardipine
hydrochl ori de sustai ned-rel ease preparation, nilvadipine, nifedipine, a
1 Tedi pine $usrdded Vel @ad 4N ir &pababt HHLE AR RednHy G IdrNle, (4-
diltiazem hydrochl ori de Lt r i st.aj - 1.el_ease

or epar at | onfaieavanshe) dntbeUhEERPA L S EER RIS iR 5

bar ni di pi ne trgnaaiihe)ndenyef ept tbRéRendyaFmety Did dini @Hyiddnmehasy! at e,
f-el odi pi ne, cilnidipine, aranidipine, propranolol hydrochloride, a
propr anol ol traaiseodét-diNdd2sdENAT D3 d5 ol & bbel § ngrenetiatl) benzyiliddl’ ol(2-a

pi ndol ol gust ai ned-rel ease eparation, jndeno]ol_hydrochloride, carteol ol
hydrochlo?i&@?5§SE§FF§8F6FZE;a o¥ ]%W+%@J@ﬁ£h¥ikﬁﬁﬂ#&ﬁqgiﬁi4ﬁreparation,

i1, ST bl g o

pr eparati on, acebuto I de, toprolol tartrate, a
met opr ol ol tadroehdosiudeai ned-rel ease preparation, nipradilol, penbutol ol
-sulfate, tilisolol hydrochloride, carvedil o] bis%ProIoI fumarat e

bet axol ol hydPdenI(rildN- RalilNi ol 3t STRS bk hikemes il dsngy Laldndes,

bevant ol ol hbar i et a i de, 2055 [ —N-
hydrochloriHé&hgﬁogglgggfakégr%2%?%??%%?ﬂ%?%@%gfﬁhﬁigpbgﬁ%kpgﬁgkygérgzosin
hydrochl é¢i de&hydanano$matipytat Poh®xybrase i dyalriar Hyddodtlox idenazosin
hydr ochl ori de sust ai nedrel ease preparation, urapidil and phentol am ne

mesyl ate. [ 44prshd4médNod2of [Nheldbovel ek i bhiwarqueghy idearydilmy 'all2the 2s
treatment or ophyl.axi s_of erlipidem a _an ich is used in conbination
with a di ffgng'htth— %gf‘éﬁiﬁ?%fgg'é’ﬁ“&% a “bee“?frxd&)?@e‘m a. [45] The nethod of
the above- mertiirQaedohdthyl vhesshényhe-ii f ferent therapeutic agent for

hyperlipidema is a statin so pharmaceutical agent. [46] The nethod of the
above- nent i efbylpmiholmathel heyqbokexyl raqaturoreaeddt ihvalroggderide . at | east

one phar geoeyLi.gal a9FRL (3¢} FiSY ofs FEA5S 1 S QSRR Ha. g LRvaghati o
methyl-2H-tetrazol-5-yl) amino]methyl}-4-chloro-5-ethylphenyl) -
N-ethylamino]methyl}cyclohexyl) acetic acid hydrochloride;
trans—(4-{ [N-(2-{[N'-[3,5-bis (trifluoromethyl)benzyl]-N’-(2-

© methyl-2H-tetrazol-5-yl)amino]methyl}-4-

20 trifluoromethylphenyl)-N-propylaminolmethyl}cyclohexyl)acetic
acid hydrochloride,

- trans- (4-{ [N-(2-{[N'-[3,5-bis (trifluoromethyl)benzyl]-N'— (2~
methyl-2H~-tetrazol-5-yl) amino]lmethyl}-5-methoxy-4-
methylphenyl)-N-ethylamino]lmethyl}cyclohexyl)acetic acid

25 hydrochloride,
trans-4- ({N-[2-{[N’-[3,5-bis (trifluoromethyl)benzyl]-N’'-(2-
methyl-2H-tetrazol-5-yl)aminoc]lmethyl}-4-(2,2,2-
trifluoroethyl)phenyl]-N-
ethylamino}methyl) cyclohexanecarboxylic acid hYdrochloride,

30 trans-(4-{[N-(2-{[N'-[3,5-bis(trifluoromethyl)benzyl]-N'-(2-

| methyl-2H-tetrazol-5-yl) amino]lmethyl}-5-methyl-4-
trifluoromethylphenyl)-N-propylamino]lmethyl)}cyclohexyl)acetic
acid hydrochloride, ' |
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42 sinvastatin, pravastatin, fluvastatin, atorvastatin and cerivastatin.
- [47] The method of the above-nentioned [17], which ains at the treatnent or
prophyl axi s of hyperlipidem a and which is used in conbination with a
different therapeutic agent for obesity. [48] The nethod of the

" above- nent i 6AessF4%t{ [Nhé2el INtHE3 off This Bl thvaropaitivd ) Rgesy L oN ' okési ty

I's mazi ndol . [ 49 e thod, of the ove- l,oned [17], which ains at the
t r eat ment ope%PX ﬁ%Pé%? r%?O%V EX*W?ﬁihﬁI@égﬁﬁ%KJ% ch is used to in
conbi nat i on v ENuarenétR6LPbHEREL PRELE #spAIgein S ale thivah eI ohbRQL ) Abetic

met hod of the above-nentioned [49], wherein the different therapeutic agent
for di abet egciid hydreaBlonihdephar maceuti cal agent selected fromthe group

consisting of an insulin,_ preparafi . a sul fonyl urea, insulin,
.secretagdguéfaas§ﬁrigﬂéﬁgﬂgf a'gﬁgégbﬁﬁﬁﬁr%ﬁ}ﬁggﬁﬂf #§§§82Vxhrgiféﬁfand an
i nsul i n sengichi18hent PlimTHE] HELARH) Of LN RRANGERRL PREA VL PQk~ Wher ei n
t he differenF ?Egrgggug#%lag£nt @%g}diabetes s at Ieggt o%e5pharnaceutica
- agent sel eceetyl amimbd hee g plipcyohshetamgrafbaiy lidrs aldid, hghrbehtbahtde,
t ol but am de, glyclog¥ran1de acetohexan1de,i¥ i mepiride, tolazam de

|

glicl azi de, thargghthile (29l Wiz 63 eeYana T it dpaoserhytPes 2y BT Bf mil A
hyd hli [ ' i.b i ' zaone hyd hli ide. [52] Th
mothod of . t REthyEozhnesEra ARl PR AEh IR T O ant (or o T

prophyl axf s tefi fhypeomée phoeypleyll) v ch is used in conbination with a
different therapeutic agent for hypertension. [53] The nethod of the

above- nent i 8%BH1pBRRo ]l RAERe] heyplohexangqaghony lige egddubveragbhoride .

Dy o2k Sl oo B Al AT e

consi sting of | angi ot ensi‘n conver nhi bi t or,
an angi ot engsBpkbpe ¢ EPh&fy By U rdthyA Jca -aHiFliobirshe tBokgphényl) Plocker,

an a, ~ bl ocker and an a bl ocker.
ethylamino]lmethyl}cyclohexanecarboxylic acid,

15 trans-(4-{[N-(2-{[N’~-[3,5-bis (trifluoromethyl)benzyl]-N'- (p-
tolyl)amino]methyl}-4-trifluoromethoxyphenyl)-N-
ethylamino]methyl}cyclohexyl)acetic acid dihydrochloride,
trans— (4-{ [N-(2-{[N'—-[3,5-bis(trifluoromethyl)benzyl]~-N’'—-(5-
methyl-[1,2,4]oxadiazol-3-yl) amino]methyl}-4-

20 trifluoromethoxyphenyl)-N-ethylamino]lmethyl}cyclohexyl)acetic
acid hydrochloride, '
trans—(4—{[N—(2—{[Nf—[3,5—bis(trif;uoromethyl)benzyl]-N'—(5—
methyl—[1,2;4]oxadiazol—3—yl)amino]methyl}-5—methyl—4—
trifluoromethylphenyl)~-N-ethylamino]methyl}cyclohexyl)acetic

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

“acid hydrochloride, '

30 trans—(4—{[N—(2—([N'—[3,5—bis(trifludromethyl)benzyl]—N'—(2—
methyl-2H-tetrazol-5-yl) amino]methyl}~-5-methyl-4-
trifluoromethylphenyl)—N—propylamino]methyl}cyclohexyl)acetic'

acid,

31



[ 54] The nethod of the above-nentioned [53], wherein the different
“therapeutic agent for hypertension is at |east one pharnmaceutical agent
selected fromthe group consisting of a furosem de sustai ned-rel ease
preparation, captopril, a captopril sustained-rel ease preparation,
“enal apri| mdlmatse, (4dad (d¥ed2iH{ [Ndelldpbibisytr bt ardrrthyh ) engydil-N' - (2-

i si il, b il. hyd h i ,.imd i hyd hi j de, t il
1 Snopri | gaensachil L hvdrachLontd L depi Lt hydroghlerd e, emucapr
erbum ne, | %rﬁl%%ﬁ%bgﬁgyggbﬁggPdﬁséﬁﬁﬁﬂmﬁiﬁ@{?gélﬁn%ydl_ JU A HIUY1§ acetic

hydr ochl ori de, a nicar rochl or1ide sus rel ease preparation
ni | vadi pi ne,adiid,edi pi ne, a nifedi pine sustained-rel ease preparation,
benidiping hydr ochl ori de, diItLazen1h¥droch!oride, a diltiazem15
“hydrochl of i d&angstGird¥rlérddNé—p3 epabhs { Rl L HiaxAng thrd benzyvildndi’ pilds,
mani di pi ne hl,ar | ni.di. pi 0e: hy: | Or i ge ni,di pi ne

hydr ochl ori E%éfjgh (‘)'2 i l&‘lﬁga §g'y a#gsglﬁlé{}%g'ﬁ%?%éﬂ céljﬁ'}ﬁ%{% r?e, ar ani di pi ne,

propranol ol dnideciiloneitdglphenlydprRAGLRY 1 ANl O iy e yelshixyedacelease 20
preparation, pindolol, a Eindolol sust ai ned-rel ease preparation, indenol ol
hydr ochl ori @i methgnesupfanathlori de, a carteol ol hydrochl oride

sust ai ned-rel ease preparation, punityolol . hydrochl oride bunitrol ol
hydrochlori&g'g st- Fﬁgdf eﬁigségpﬁé arL?i% ,l%J%ﬁﬁﬁiﬂquQéégﬁﬁgngzﬁgh
hydrochl api ge .- (ZeheRh9hobut-abEEaL 61 -8B AR 10 Rhe £1B/ 1 -3-thetglianed- r el ease
preparation, nipradilol, penbutolol sulfate, tilisolol hydrochloride,

- carvedi | ol , tiigdmogiome thydnheng]l) bidteakiny bimiryaelmnetiyorlicks 1 obeixiyd) ekcetate
hydrochloride,d bopi ndol ol mal onate, bevantol ol hydrochl oride, | abetal ol
hydrochl ori &9 so arotinol ol hydrochl oride, anmpsul al ol hydrochl ori de,

prazosin_hydsaell.qulqen-t(@ragast sy o6 bhort s ARERATLRNIRIY LA e (2-

bunazosi n hydrochl ori unazosi n hydrochl ori de sustai ned’rel ease
pr epar at i onmethyi-@H-tandapbdnbeyAhaminapestlat k).~ S%Methyl-85] The

t her apeutic agent or a prophylactic agent of the abqve-nention 19],
whi ch ai trlrg & H&WP@&FE%P%PYHB%ﬁ?%a%@m°]é‘ﬁfg¥yﬁd§éﬂré§1°§?§?é’igﬁ%e fchis

used in conhnation with a different therapeutic agent for hyperlipidem a.
[ 56] The therapeutic agent or a prophylactic agent of the above-nentioned
[55], whereior aherddikhar enereber apeat pitamgerdu fiara Nypaddepitdblieasaita
statin pharmaceutical agent. [57] The therapeutic agent or a prophylactic
agent of th&heFegBove- menti oned [56], wherein the statin pharmaceuti cal

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

20 which 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]lmethyl}-4-
trifluoromethoxyphenyl)-N-ethylamino]lmethyl}cyclohexyl) acetic
acid hydrochloride,

25 trans-(4-{[N-(2-{[N’-[3,5-bis(trifluoromethyl)benzyl]-N’—(2-
methYl—ZH—tetrazol—S—yl)amino]methyl}-4—
trifluoromethylphenyl) -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)amino]methyl}-5-methyl-4-
trifluoromethylphenyl)-N-ethylamino]lmethyl}cyclohexyl) acetic
acid hydrochloride, |
trans—- (4~ { [N-(2—-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N’'-(2-
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is at |east one pharnmaceutical agent selected fromthe group consisting of
-lovastatin, sinmvastatin, pravastatin, fluvastatin, atorvastatin and
cerivastatin. [58] The therapeutic agent or a prophylactic agent of the 15
above-nentioned [19], which ains at the treatnent or praophyl axis of

“arterioscl eFgdhy lard-RALEAZPS~BSEY) AL RIS Hat} brf WRHRYA i f er ent _
therape“t'Ct%Q%ﬂth%Eegggiégg?%£f9$9%£$¥§%ﬁiéﬁ?ﬁﬁ%@gﬁﬁﬁﬂﬂ%P %f l@%%BQXEaCt'C

agent of the above-rention peuti'c agent
20 for obesidd syd@acAdekide®0] The therapeutic agent or a prophylactic
agent of the above-nentioned [19],.which ains at the treatnent or

pr ophyl axi s tangrt(éri{ d¥cl(@r o $NS5— &3 05 vibd = Ht ¥ if nxmepniethydibenayl N B-a
different ther utic agent for djabetes, 2 | ], The therapeutic agent or
a prophyl %cf“iecicﬁggé'%h"aﬁ Fﬁé°ibé?%im’?%%|&(g&ﬁ4'Mer ein the different
therapeutic t@:g.%ﬂhoﬁ:gfneghﬁ?ﬁh;@ﬁ%rl ﬁ—ﬁlgiﬁé’ﬂaﬁ% ]Mﬂmq%eleﬁbxgwaheuc

- selected fromthe group Consisting of an insulin préparation,

sul f onyl ur eacidnhydsokhibosédeet agogue, a sul fonam de, a 3 biguanide, an a
gl ucosi dase i nhi bitor and_an ipsulin sensitjzerd%%fz The therapeutic agent
or a prophylt&éPec (AgdAl-42-{ B abdve-treht Foheld qfhwﬂéggpﬁyg éNdFﬁgérent
t herapeutic t_45_ dia . Heasts Qe nRhanraceut i cal agent
sel ect ed frtl)n%qﬁgé grﬁoﬁstgégé}s’?i g)t%%'l?(?l]su 1;' r@%gl I benc@(}m de, tol butam de,
gl ycl opy2énitde f laeebabexghpHeny ) +Nemtopyelieamitrod Jareuhiyde cygllobkeayildlecetic

nat egl i nide, glybuzole, nmetformn s hydrochloride, buform n hydrochloride,
vogl i bose, acafhbyarashlerdgeitazone hydrochl oride. [63] The therapeutic

oS o 2 RESHY 0y 18eRty 3 e OPNGIPNId ARl AThentty gyl

the treatne rterioscl'erosi s an sed i'n

conbi-nati onmeithiy1azdi tbergpblthey ppains) nedadiil f-ar- hypertensi on. [ 64] The
t herapeutic agent or a prophylactic agent of the above-nentioned [63],
wher ei n t he tdiifflepzanethexypeeny k) depromwiankiynsdmedtyild geycd ohexydaaeetic

one. phar gaceuti.cal .age sel.ected zs fromthe group consisting of a | oop
diuretic, aﬁcéﬂgEXFEﬁSHEOEbﬂeertipg enzynme inhibitor, an angiotensin I|I _
receptor antagagigi-(aNCR2aNtRIOM SE-b s (i 1Mde@me tAY 13 banbi,2¢kRP -apd an a

bl ocker. [65] The therapeutic agent or a prophylactic agent of the
methyl-2H-tetrazol-5-yl) amino]methyl}-5-methyl-4-
trifluoromethylphenyl)-N-propylamino]methyl}cyclohexyl)acetic
acid, .

20 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)acetid
acid and
trans- (4—-{ [N-(2-{[N’'~-[3,5-bis (trifluoromethyl)benzyl]-N’'—(2-

25 methyl-2H-tetrazol-5-yl)amino]methyl}-5-methyl-4-
trifluoromethylphenyl) -N-ethylamino]methyl}cyclohexyl) acetic
acid methanesulfonate
or a prodrug thereof or a pharmaceutically acceptable salt

. thereof.

30 [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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20 above-nentioned [64], wherein the different therapeutic agent for
“hypertension is at | east one pharnmaceutical agent selected fromthe group
consisting of a furosem de sustained-rel ease preparation, captopril, a
captopril sustained-rel ease preparation, enalapril naleate, alacepril,

“delapril zsPipditsdhlypramethybbaptyl] - (2dneidprt 12E d&trAgR1°-yL) amine,
o DEhl of T de. o 4 . o] hlori de. qu .
v ooh or i de N IRGRRsFePEbBET L i e By LD Ay Tl DS e 2 T

candesart an weithaxgtirbnaph€na Uep+ 2oy hvsltpeh] -av+ (B -meHy lc@HditRitiaz30 - 5~
hydrochl ori de sustai ned-rel ease preparation, nilvadipine, nifedipine, a
ni f edi pi ne ¥ddeminedmeshrddedSpeepiluerane thiekhengnmidcmyidrochl ori de,

dilti h | or.i .a dilti d i t al ned-

or epar at | on ¥ Bear ot bl p ERBor SRR ERVH NG BT 8%, B R Rpar e E e
bar ni di pi ne NydiaghbAihgdfin@hRNsJy Dhéen VAL OrM&iH e 2 pHAdaplNe shesyl at e,
f el odi pi ne, cilnidipine, aranidipine, propranolol hydrochloride, a.

propr anol ol ylydmackl,ori de sustai ned-rel ease preparation, pindolol, a

pi ndol ol sustai ned-rel ease preparation, indenolol hydrochloride, carteolol
hydr ochl ori ¥ 13 SRt B4EF lmagfs%ﬁvm ésglslraﬁ-n a |-€é{§é°aﬁé*§é(r1&?f%x,9-,
buni trol ol d k : nety A susledaed-Lglease
preparation@ya%gﬁgpgﬁ?ggéégﬁggl%Iygggﬁygggiﬁ?%%ﬁg%a'é%?bprgﬁol tartrate, a
nmet oprol & tyd)bamadhe hudrachkdridepase preparation, nipradilol, penbutol ol
sulfate, tilisalol hydrochloride, carvedilal, bisoprolol fumarate

betaxol ol h{fal8chNoFFEelorper Ey B BRY ki RN thamide ) dasanasryimeshy AN -

bevant ol ol r ides | abetal ol ! | or.i i Lot i l
hydrOchIoriQég g%@%ﬁ%%?o? #;grégh$3%#% ,f%ﬁ%ﬁ%%ﬁﬁ%ﬁﬁ?ﬁ?%Eﬁ%g??%g}nférazosin
hydr ochl ori ge,[6d@nazegtDopesyy BhethPlHazasiHy Iandiim) indand G -yametthg2 psNA
hydr ochl ori de sust ai nedr el ease preparation, urapidil and phentol am ne

mesyl at e. [6@}5Thé5Nﬁrhﬁhﬂ@I0m¢@h¥i;R§93ﬁ%ﬁﬁ(ﬂﬁyi“FﬁGszwﬂﬂéﬁméPﬁs at the 2o

treatnenysohxﬁ%oggxlaxis of arteriosclerosis and which is used in
conbi nati on RB18F+F8rent therapeutic agent for hyper!i pi deni a.

N—[6—(N'—cyclopentylmethyl—N’-ethylamino)indan-S—ylmethyl]—N—
[3,5—bis(trifluoromethyl)benzyl]—(5—methyl—1H—pyrazol—3—

yl) amine,
3-{[N-[6-(N’'~cyclopentylmethyl-N’-ethylamino) indan-5-

20 ylmethyl]~N-(2-methyl-2H-tetrazol-5-yl)amino]methyl}-5-
trifluoromethylbenzonitrile, .
N-[3,5-bis(trifluoromethyl)benzyl]-N-[6- (N’'-cyclopentylmethyl-
N'—ethylamino)indan—5—ylmethyljf(2—ethyl-2H—tetrazol—5—
yl) amine,

25 N—[3,5—bis(trifluofomethyl)benzyl]—N—[6—(N’—cyclopentylmethyl-
N'—éthylamino)indan—5—ylmethyl]—(l-methyl—lH—[1,2,4]triazol—3—
yl)amine, .
3-({N-[6—(N’'-cyclopentylmethyl-N’-ethylamino) indan-5-
ylmethyl]-N-phenylamino}methyl)-5-trifluoromethylbenzonitrile,

30 B-i[N—[6—(N’—cyclopentylmethyl—N'—ethylamino)indan—5~
ylmethyl]-N-(4,5-dimethyl-thiazol-2-yl) amino]methyl}-5-
trifluoromethylbenzonitrile,

N-[3,5-bis(trifluoromethyl)benzyl]-N-[6-(N’'-cyclopentylmethyl-
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[67] The nethod of the above-nentioned [66], wherein the different
~therapeutic agent for hyperlipidemia is a statin 25 pharmaceutical agent.
[68] The nethod of the above-nentioned [67] , wherein the statin
pharmaceutical agent is at | east one pharmaceutical agent selected fromthe
" group consi $t're§hyLamdpasindan SsyHekhet ] ni tharpisiZaild amingvast at i n,
atorvastati% %ndcggocergvastatin. [ 69] The nethod of the above-nenti oned

[ 20], which S Fﬁg treatment or prophylaxis of arteriosclerosis and

which is used (i{n-q@trt@iqma&%emo bh by Bndi R Brente dHREr-A061d) ihdagent- for
obesity. 47 [ 70] The net hod of the above-nentioned [69], wherein the
di fferent tlydmepbyllilcNadehiatoli-2heb) aginaimetdividold~ [ 71] The net hod of the

above-nmenti gne 20], i ai s, at. the treatnent, or prophyl axi s of
arteriosc%eFﬁ%&% Sﬁ%mﬁ£?¥§g?gzﬁ§éﬁr+%egh%éﬁ?ﬁﬁ?%ﬁ% th a different

t her apeut i CNaqgr,"S—EQ? (HL2BehESomé Y1ty 1)Wien 2P AL - (e 3RABeRYLINBRRY1 -

[ 71], wherein the different therapeutic adgent for diabefes is af |east one
phar maceut i ddl-eahghbminbpihdan+t 5 -oplméichyk otoxeorsli-2A-iydg aofinan i nsul i n

preparation, a sulfonylurea, an insulin secretagogue, io a sulfonamde, a
bi guani de, #Wd%oghdes3fBase inhibitor and an insulin sensitizer. [73] The

t hod of t bave: i ot i f ' t
for i apet el (2 Sy B TR ERGErpictny IIRLEI LG, (8- OF L BT bpEpanTHEk ey 2000
consi sti Ay ®fF —eghiyNamliho) igdakheney b tley] I-0o| Buictiydehiglzpdl-apyl jamdfe

acet ohexam de, glinepiride, tolazam de, gliclazide, nateglinide, glybuzole,
met f or mi n hpdeserhdprdde, buf ormi n hydrochl ori de, voglibose, acarbose and

pi oglitazong hydrogchl orid 20 [ 74 e met-hqd of the - j _
[20], whi chﬁaﬂ_ﬁsga&?ﬁ?%?é‘é&’ﬁ%’ﬁ?%’%“ﬁ%’bﬁ% D tcg?%?sﬁ?%’é‘??ﬁg%d
~Wwhich is !Jsad—br&h?gzamﬂay1@@am$ryﬁn@ltﬁip]r-emxrtéwya@walz@lagepu)_aﬁﬁne
hypertension. [75] The nethod of the above-nentioned [74], wherein the 25
di fferent thydgpeblpridgent for hypertension is at |east one pharmaceuti cal

convert i i BRdgns Phni F BRI sanY Braray i N TR sFiaapkghry are RV ER "

ant agoni st , xa-(3nhh 9rkgS) 1 Allad- S PlLAckEs1 NG 3 Bmthgakan az30-p26] The

nmet hod of the above-nentioned [75], whérein the different therapeutic agent

for hypertegd)emine hydreaslonide, '
3-{[N-[6~-(N’'-cyclopentylmethyl-N’~-ethylamino) indan-5-
ylmethyl]-N- (5-methylthiazol-2-yl) amino]methyl}-5-

20 trifluoromethylbenzonitrile hydrochloride,
3-{[N-[6-(N'-cyclopentylmethyl-N’-ethylamino) indan-5-
ylmethyl]—N—(4-methylthiazol—2—yl)amino]methyl}—S—
trifluoromethylbenzonitrile hydrochloride, ,
N-[3,5-bis(trifluoromethyl)benzyl]-N-[6-(N'—-cyclopentylmethyl-

25 N'’-ethylamino)indan-5-ylmethyl]- (4-methyloxazol-2-yl)amine
hydrochloride,
N-[3,5-bis(trifluoromethyl)benzyl]-N~[6-(N’'-cyclopentylmethyl-
N’-ethylamino) indan-5-ylmethyl] - (3-methylisothiazol-5-yl)amine
hydrochloride,

30 N-[3,5-bis(trifluoromethyl)benzyl]-N-[6-(N’~cyclopentylmethyl-
N’-ethylamino) indan-5-ylmethyl] - (5-methylisoxazol-3-yl)amine
hydrochloride,
N-[3,5-bis(trifluoromethyl)benzyl]-N-[6-(N’—-cyclopentylmethyl-
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pharmaceuti cal agent selected fromthe group consisting of a furosem de

- sust ai ned-rel ease preparation, captopril, a 48 - captopri

sust ai ned-rel ease preparation, enalapril nmaleate, alacepril, delapri
hydrochl oride, cilazapril, lisinopril, benazepril hydrochlaride, imdapri
-hydroch|oriaﬁraﬁ@waeaﬁppplﬁgaaaéﬁyémﬁéaylhnﬂ$ﬁmﬁ#hYﬁ%ﬁﬂ&ﬁﬂﬂLmﬁwmé)amlne
trandrapril, i id erbum ne, |osartan potassium candesartan
cilexetil, ruiﬁgéﬁ%¥Q%%dﬁydrochloride, a ni cardi pi ne hydrochl ori de

sust ai ned- r -SSP SNALAELABroMetMpl) Pengy L NHN-EE-PINYS;cy Idipeddiylméghy 1 -
sust ai ned-rel ease preparation, benidipine hydrochloride, diltiazem

hydr ochl or i d¥,—exhdillaminege indenhfdy doatbyl be(burethinedH-ayeage lpBepar at i on,
ni sol di pi ge, _nitrendipine, ni,di pi ne hydrochl ori de, barnidi pi ne

hydr ochl or i dfelsag%‘r‘ﬁ :S‘EfﬁFﬁéhﬂ?aig‘éhl ori de, am odipine besyl ate, fel odipine,

ci | ni di pi ne,N-aran.-;Ri (Re4 rRLBRERBEh YL ) B¥RE PLNLQL | dleiN @ RYARpRAekAme thy1-

hydr ochl ori de sust ai ned-rel ease 15 preparation, pindolol, a pindol ol
sust ai ned- r &’essthyleepacatindan-bragémetioy 1 hy t -ouhthorli-ddl-pyaatzed-a-
hydrochl ori de, a carteol ol hydrqchloride sustained-rel ease preparation
buni trol ol KdegEReorydEochiBtAfer ol ol hydrochl ori de sustai ned-rel ease

pr epar ati on,;_at-enrohal., p Qrld de, . a
met opr ol ol g%ﬁﬁggtgggdggg?ggé?égkgégéh%géﬁgygﬁgoﬁ? ﬁ?ﬁ%@@?ﬁ%ﬁktggﬁﬁﬁﬁg?o|
sul fat e, 1fi IN'seltblylbydhoshhaanhdbytasviegl ] -o( 5-nEtodr-0l1g13 ,Ayhiateéazol-2-

- bet axol ol hydrochl oride, celiprolol hydrochloride, bopindolol nalonate,
bevant ol ol rgdmeohvdEochapEidtol hydrochl oride, 2s arotinol ol

@ .
hydrochlori%Eﬂ3agggngk9kﬁgé§#§§§#9%iH@en%*ﬁﬁﬁ?%ﬁ%ﬂ%ﬁ%%&%&%ﬁ%ﬁ%gl&gEﬁé%§in

hydr ochl ori doxazosin unazo nazos

hydrochl ori dﬁ—%lthgrihﬂﬂﬂo'j ehaanes Py BR&E 1Ry 1 pA( 5-ukexitiydi- [ 1313d 4pbgatiehasilng-
mesyl ate. Detail ed Description of the Invention so The definition of each
substi t uent ldemine biydrpebienidepecification is as foll ows.

15 N-[3,5-bis (trifluoromethyl)benzyl]-N-[6- (N’'-cyclopentylmethyl-
N’-ethylamino) indan-5-ylmethyl]-pyridin-3-ylamine
hydrochloride, _
N—[3,5-bis(trifluoromethyl)benzyl]—N—[6—(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]—(2—methyl—2H—tetrazol—
5-yl)amine hydrochloride and

3-{[N-[2- (N’'-cyclopentylmethyl-N’~ethylamino)-5-

25 trifluoromethylbenzyl]-N—(2—methyl—2H—tetraiol—5—
yl)amino]methyl}—5-trifluqromethylbenzonitrile hydrochldride
or a prodrug thereof or a pharmaceutically acceptable salt
thereof.

[14] A pharmaceutical composition comprising the dibenzylamine

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

[15] A CETP aétivity inhibitor comprising a dibenzylamine
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The "hal ogen atont is a chlorine atom a bromne atom a fluorine atom and
“the like. For Rl, R2, R3, R4, R5, Rs, Rs, Rsi 49 V' or R62, it is
preferably a chlorine atomor a fluorine atom and a preferabl e hal ogen
~atom as a substituent for the C4 | o cycloal kyl al kyl groug fgr R, R8, R11,
- R12 or R13 COMBREBA AE APBrOEr LAF ARIVR TRILO Wd>t® ArRen9F Group” is a
strai ght chai opt.i ly. b IolVA Y [ t n
2toms. suchE8oBbACRDPERSE, dr b KRR SuTUAL Y MRS 213 RrEREdr
group (allylsgefupktii,eophgpeayéngroup, 1-butenyl group, 2butenyl group,
3-butenyl group, 1-nethyl-1-propenyl group, | zo nethyl-2-propenyl group,

2- et hyl - 2- diépeAythgrapputiceadsnyionla RrAphylrgide @gpntgfedp, 2- pentenyl
group, 3 pentenyl .grqu 4- pentenyl grou 1, 2-di met.hyl.- 1- pr oup,
.1,2-dinethygyfgﬁ}ﬁgéaﬁﬁiﬁroﬁ%}cq-%&Té%%ﬁé%n%ué;%ﬁnz }8§6P%188ﬁ§§p¥é-%?openyl
group, 1-nekhyl of- RHbeAybvarAeR:idné@t ] o 2Bt ¥y la @rodRug thereof or
2-met hyl - 1-butenyl group, 1-isopropylvinyl group, 2,4-pentadienyl group,

1- heXenyl geopparfabentmngalyoapseptaiiesalyrthigrecf- Bexeanypcgivep,

5- hexenyl gnouE, 2, 4hexadi enyl group, 1-nethyl-1-pentenyl group and the

li ke, preferBFF§daeBEraight chain or optionally branched al kenyl 20 group
having 2 to 4,6apb PRELLEMGTY PERISITISH HypetiiBIUbmIEOURNich
isopropenyl[g?gu% g%aﬁéagg?ﬁyﬁ%%-prd%enyﬁﬂgroupﬁgghe&%gl_Ggélk?l éroulbg is
a strai ght chapbhieesoptinbnistyrmnans hiibendylangmeugodnpeoung dft eng ofr bbe
atonms, such as nethyl group, ethyl group, propyl group, isopropyl/ group, 25
but yI group?bpgéb@?FFl@PBQpl1keEQb 3 P AP QQ£q9-6§@§F°5r86p? pent yl
group, isop p r -ég%%yl JL0HRmmAeXy! group and
the like, p?@%é#ggFgﬂgcg?ggigﬁ%gé$é§$?ﬁﬁa%$f?%na Iytgrgncﬁgg al kyl group
having 1 to[48¢aukencfit an@ib&REY1ami e | gonpafret refd amye ofethyl abooap, et hyl
group and 3o isopropyl group. R2 and R21 are each preferably a nethyl

group. For RentReneRsi[ldrt®6p13] toF s2 RrIdruhIihereddt BF 2group or an et hyl
group, fe¢ R . _Re Rl1 .giZ or R13.41 i r.ef n.eth a
propyl gr oupP8F™ bSﬁ%§Fa %uﬁ?c%ﬁé??%ﬁ %éhgﬂﬁﬁﬁ%%&2§°§ tRE"rolb8tRon %t

a therapeutic agent or a prophylactic agent for hyperlipidemia.

[19] A therapeutic agent or a prophylactic agent for
arteriosclerosis, which compfises 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 preventing 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 [l1] to [13] or a prodrug thereof or a '
pharmaceutically acceptable salt thereof for the production of
a therapeutic agent or a prophylactic 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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it is preferably a methyl group or an ethyl group. A preferable Cl_6 al kyl
~group as a substituent for the C4_|o cycloal kylal kyl group for R, R3, Rl1,
R12 or R13 is a nmethyl group or an ethyl group. For Rl14, it is preferably a
met hyl group aor an et hyl roug The "Cl 6 al kyl group optional

“ substituted Bélhathehaaweﬁgu g2l neomBR T LR i %\%éaﬁec twvawtgpeﬁe

Joptionally Sybsti LhLed by chbeqRtLegROtLaned IRl Q0RO Such as et hy|

group, ethyl éup, gr oup, T Sopr Oopyl “group, group, isobutyl

group, sec- lh%)é&'l@lb@bl@mlheib BUS A £ ObtPa rifdd U i G 10 Wgentsopent yl  group,
neopentyl group, tert-pentyl group, hexyl group, trifluoronethyl group, 1-
or 2-chl or odi24yl Tgeopparmaceutizc@l opwepdsd tiprogf the @bozveﬁmmgmhyll

-group, 1-, chl or opy op rou 3-bro Rr.0oR roup,
T50P or 5. 123dr oBPERF LR e pY catls e mdcgtitital asit g GodRest ong.
3- or 4-brogplvh¥kedt 2RI éﬁen@ sef%cﬁgd‘EE&NQﬂQQQhﬁﬁuQQQMB1QQanh8f|'ke
preferably nethyl group, yl,group or trifluoromethyl group. FOr Rl, R2,

R3, R4 or R3poviestatipyebimubsatimptpwdvaytupn arfletfadtagdoyp or a
trlfluoronethyl grou The "Cl 6 al koxy group" neans a straight chain or
branched ch&tRTYRRERYIBr 80P &1 ¥4t 6 carbon atons, such as met hoxy

th X!
group, €ethoxysqreya, gﬂ%i’xﬁQ&uE{é’EP cc’mgér)c%)g pentyl%( ;./&%5 a%;é})r%g%aeﬁggﬁﬂed

tert-but oxy group, yl oxy group, exyl oxy

group. Pief gnraed ahecneibouye@rnupcorﬁihmmcgrmh ias @fUfdea@eytgr oup, but oxy
group and tert-butoxy group, which have 1 to 4 carbon atons. Particularly
preferred aftéeﬁéPﬁBWCg?@‘abtaﬁ@re‘?mytigroup For R6, R6, R61 or R62, it is

preferably t hoxy e £ | k r

substi t uent EE12 gﬁ ?ﬁ% ﬁ‘%%ﬁg #qﬁr‘%gﬁai glrooug)c’_f:3 5 %)Séﬁs%, nggﬁgﬁ%é or R13
i s a met hoxy 281 Quphefedn elﬁélodi/fﬂéﬁbkpt ﬂiﬁﬁr ;@hﬁcalalg@mt goeupbeplitonakly
substituted by hal ogen atons" is the aforenentioned Cl1_6 al koxy group

optional | y Bazindol.

15 [27] The pharmaceuticalicomposition of the above-mentioned
[14], which is used in combination with a different
therapeutic agent for diabetes.

[28] The pharmaceutical composition of the above-mentioned

[27], wherein the different therapeutic agent for diabetes is
20° at least one pharmaceutical agent selected from the group

consisting of an insulin pfeparation, a sulfonylurea, an

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 leést one pharmaceutical égent selected from the group
consisting of insulin, glibenclamide, tolbutamide,
glyclopyramide, acetohexamide, glimepiride, tolazamide,
gliclazide, nategliﬁide, glybuzole, metformin hydrochloride,

30 buformin hydrochloride, voglibose, acarbose and pioglitazone
hydrochloride.

[30] The pharmaceutical composition of the above-mentioned

[14], which is used in combination with a different
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substituted by the aforenenti oned hal ogen atons, such as nethoxy group,

“ et hoxy group, propoxy group, isopropoxy group, butoxy group, tert-butoxy

group, pentyloxy group, tertpentyl oxy group, hexyl oxy group,

trifluoromethoxy group, 1- or 2-chloroethoxy group, 1- or 2-bronoethoxy

“group, 1- orth2rEpgytdet RERPtgEetphyRertensyen 3. chl or opropoxy group, 1-, 2-
or 3-bronopr X r 1- = or 3-fluoropropoxy..,gro 1- -, 3=, Or

2 chi or obut 2 Igr B mazentic8l anpdel EROPRR e Bibvelmestionte

4-f1 uorobut g 19r Querand the Hikfer&hefehiéLsbai®id et ®@ar %?@é&teﬁ"sﬂ@ﬁy
group and‘trifluoronethoxy group. For R3, R or R5, 1t .is preferably a

met hoxy grod$, adn leeltxypngr phprowaceuticdl iayentetswbectpch fironTide’ GoBp
al kyl thi oggroup .o tionallé 3ubstituted,by hal ogen atons” i s one wherein the
Cl 6 al kyl t fP833P54PTi 8518 SBPP oALHFSTLTbs?? tMEP IRP e SOPYLETEAS oned

hal ogen at opgz i GhniiBi 8XEMPLATLRG: BYeBIYE £ N U artialiphntiBic0 gr eyp,

propyl thi o group, isopropylfhio group, butylthio group, tertbutylthro
group, pent @ntthgongsaipa peblegkat yldmig, §rimlgskdmearld abno ogbdwaker.
trifluoronethylthio group, 1- or 2 20 chloroethylthio group, 1- or

2- br onoet hyllBKil o T§RoBBarRaCBEtSC ] (@PTRAH TR & Tyrtdifp 2PPVe-—Dengioned
3-chl or opr ogyhtyhi a0, =, - ggﬁf yid § hi r e - QE
3-f|uoroprogéﬁgﬁighgﬁggg,t%?,dggfé%f§%P&g-c %ﬁ%%i??ﬁ?%i§%§r8§8?ri??g§9? 3-
or 4bronddutigl thi egs@UPne lpharmaceutidaB-ddatab Hallddted Fromp taadgz2buphe

|l i ke, preferably methylthio group, ethylthio group or trifluoromethylthio
group. For R9nsRatipogRs atfnsosemride shistainadindlemse prewpragaobthylthio

' . h ' he » | oal kyl al kyl "
2 1" e ey P bRt T 8 heb Pole 2 W rarlifed thuhel BelBatetll, 9N n s’

cycl oal kyl ghaUppriBamnsldaty | £bddkeprOr O psing h$drechleziben atoms,
which is exqullfleq by cycl opropyl group, cyclobutyl group, cyclopentyl
group, cycl chérRghpPyLbupliasinenyel bhdpendzepmidp hygirochlorpdef, eimédapril

cycl oal k rqu ving 3 to 6 carbon atong,. which is . specifically.
cyclopro%@lE§BSEBF?8§%8%bu%?W°fﬁQﬁé%rh%éﬁ%%%%ﬁﬁﬁdebrSBﬁnBPrééclohexyl gr oup.
The "Cl_3 ah¥ko8hQHPI d8® RS RdSdp A YN HNBIdb 1 10RYLARANLY Brapched al kyl
group having 1 to 3 carbon atons, which is exenplified by nethyl group,

et hyl grouppopeepyiimgr camdesalr tavopridmpe mirlgumicarefipinedhgdeonklbylidegr cap,
et hyl group and propyl group.. Concrete exagnples Qf the * io |,
cycloalkylaPRﬁPrngg%e ﬁ&é%%kﬂ??ﬁ&ﬂ?nﬂqﬁﬁﬂHﬂﬁQiﬂe F@&p?rggéF?Bbﬂ?ylnethyl
group, to cye t MR -q#gﬁ et hyl : -
cycloheptylﬁ%?ﬁeﬁﬂg¥%ﬁg,Q%b%?%pent&%%?ky g%%%% %%théﬁg?c§g Sggﬁtyl)ethyl
group), ®Ycbobpaybeidy] Bpenipipine ohy@toyklohidy))eéihyiagemupydrochloride,

cycl opentyl propyl ,group (1-, 2- or_ 3-(cyclopentyl)propyl group) and
cyclohexylp?oﬁ&itb?Bﬂb hydroghloxidg %ﬂ%ﬁ%ﬁﬂqgﬁ§?QPFﬁPoE?PngBEb?PrPreferred

I's cycloal kyk abkylp BROUM PLELR Ane PRINGiPiHE AyERbBATL2LAES:
barnidipine hydrochloride, efonidipine hydrochloride,
amlodipine besylate, felodipine, cilnidipine, aranidipine,

25 propranolol hydrochloride, a propranolol hydrochloride
sustained-release preparation, pindoleol, a pindolol sustained-
release preparation, indenolol hydrochloride, carteolol
hydrochloride, a carteolol hydrochloride sustained-release
preparation, bunitrolol hydrochloride, a bunitrolol

30 hydrochloride sustained-release preparation, atenolol,
acebutolol hydrochloride, metoprolol tartrate, a metoprolol
tartrate sustained-release preparation, nipradilol, penbutolol

sulfate, tilisolol hydrochloride, carvedilol, bisoprolol
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which is specifically cyclopropyl nethyl group, cyclobutyl nethyl group,

- cycl opentyl met hyl group or cycl ohexyl nethyl group. A preferable C4_lo
cycl oal kyl al kyl 20 group for R, R8, Rl1l, R12 or R13 is cycl opentyl nethyl
group, cycl ohexyl nmeth

2- | t thyl. g . T N |
" group” |ncIJEE?rQFPyI%&F%ggiglgﬁﬁﬁpécgﬁ%ﬁf 0 Yedt ’ngguﬁg%ﬁ Gﬁggﬁgroup,
butyryl groyp,| d\é"?r.'cﬁytnﬁgEﬁHQeanﬂﬁ$Qﬁrl:+<ié§fI;;e fod) (ﬁzci"%febo'l%&:e%%‘i%ﬁs such as

benzoyl group, naph and t i's dcetyl group. For
R6, R60, R6hydrokdddoriitiel, Saﬁbeiﬁbablyhyfmr@aeldh@ Olmosa lprlefler abl e acyl
group as a substituent for the Cg_lo %%ploalkylalkyl group for R , RB,
R11, RI12 or hchélla@eslyr @rr@@psmrm é?FPIlog‘F-éép t|e§aaoshén§wdgp§béorade,
napht hyl o} a _30 bi oup_ angd the erence g|ven to
D bhenyl o orazRe h BeBRTRLE , B RL S0 it ddiasllds B BLRREREERD, ormt i
het er ocycl | y@ireldp1eential BliB8aiRES- HE€Pe£9¢ RO i ch 5%rap,1d§.lt and

het eroat ons sel ected from oxygen atom sulfur atom nitrogen atom and the
like, a b|c%@km¢0éamnnscyebvéaheterocycl|c group condensed therewi th and

the lik d. Ex | th f d | 1-, 2-
or 3 pyrr ol W33 58 BRerpeSEraLnstnt ' S ARk I SOERiteR ) thPoun (2.
or 3- th'eny%t%k%“&knthghgéz?igh Q&ﬁ&ﬁh(éims:%t e Yreatmdndasgel yl group),

oxazolyl group (2- ~or 5-oxazolyl group), thiazolyl group (2-, 4- or
5- thlazoP9I;gm@hpﬂaxp;rafohybegltp¢démla &hd whlah'rﬁ-ppedzahybogbmnpi;on
i soxazolyl to group (3-, 4- or 5-isoxazolyl group), isaqthiazolyl group (3-,

4- or 5-isotHi zél?F §e58RY, tB?éﬂP%&E&?Ia%ﬁQﬁufﬁﬁL@XnﬁﬁQ&BFQfBFaS or 5-yl
, 1,3, | t di |yl
Siﬁﬂs (15 T3P 2hR2Shpa¥tn 88 Reate HP U AT AAYR) oe’ BhaCT azol Y

1, 2, thladm&@@b—h§n31¢ﬁegr033), wmefaxﬂyﬁhgﬁdmﬂfdxhn&,éhbtapéotié a@enﬂ or
5-y| group 1,2,3-triazol-1, 2 or 4- group), indolyl group (-, 2-, 3-,

|
4-, 5-, épmhwﬁasﬂyplgﬁraa@)lsb@ra 1y PRAASSEELCad. a0RRt 5. 6. or
7-b f h _
7. benzot E?X FB10HBE sREPABCIL D P I peabiifiony® aglinelbe phe

/- benZi”idaé@b&b-ﬂéﬁﬂﬂbneaeDZ@KaZﬁﬂé%eiﬁ(%Hé(ékatr%-ph@rma@eu@ﬁcal agent
7-benzoxazol yl group), benzothiazolyl group (2-, 4-, 5-, 6- or

7- benzot hi aisl @it éseap) onpyphdynag&mm412-age;1t @relaaopwir dypmgtbapyroup
pyri di ne- 1- oxi de |d| 1- oxi de pyri m di nyl
group (2-, Eonﬂﬁsg%ng 8% %ﬂY%?F@*lfﬁcﬁhﬂ H%QZonF ngﬁgablkktetrazol-l
or 5-yl groyuydbhtheinazetodvitdrin MPWpividta@iyl. group (2-, 3-, 4-,
5-, 6-, 7- or 8-quinolyl group), isoquinolyl group (i1-, 3-, 4-, 5-, 6-, 7-
or 8- |soﬁﬁ|déﬁlegeoup¢rapduth@ g eaet d¥;aln;dﬁhmﬁa9¢obregenngbf the

exanpl e, ptional | c nsed to 7- ered carbon ring such és
6 lo arepe g@ﬁerﬂeQF¥??6?engf H@Hfgh éﬁ?qg' %&8ﬁ$ﬁ§P5n8r(naphthyl)
and the |'k?ko f91axsycbpah { d%d%ﬂ'@ﬂ& whchdis @%eHORhOR8RMBination
(cycl opropyl'), "cycl obut ane cyclobutyl) cycl opent ane

with a different therapeutic agent for obesity.
[37] The therapeutic agent or a prophylactic agent of the
25 above-mentioned [36], wherein the different therapeutic agent
for obesity is mazindol.
[38] The therapeutic agent or a prophylactic agent of the
above-mentioned [16], which aims at the treatment or
prophylaxis of hyperlipidemia and which is used in combination
30 with a different therapeutic agent for diabetes.
[39] The therapeutic agent or a prophylactic agent of thé
above-mentioned [38], wherein the different therapeutic agent

for diabetes is at least one pharmaceutical agent selected

40



54 (cycl opentyl), cycl ohexane (cycl ohexyl), cycl oheptane (cycl oheptyl)
-etc. ) , C3 _~ cycloalkene (C3_~ cycloal kenyl group) (e. g., cyclopropene
(cycl opronyl), cycl obutene (cyclobutenyl), cycl opentene (cyclopentenyl),
cyclohexeneﬁé:yclohexen yl), s cycloheptene (cyc|oheptenyl) etc.) and the
l'i ke, and t qmI&?eaﬂE°H§e&°n$h§tﬁEgeﬂfh%%l%nﬁQﬂ4Qmﬁ§ﬁ?ﬁﬁﬁﬂ+QQan§ of the

h | h D |
e as ¢ @ iihoniled, "D ENB n D6 UPLELCRRE N B SRRV
‘have, for epiplanidel) ag Elgiuablsﬂiagéoilﬁhﬂ@it@flaéﬂd/ AUsisdldined by

hal ogens (particularly, Cl_s alkyl group substituted by hal ogens is
preferable)sen§Z¢lae@3 | o cycl oal kyl group, (3) a CZ_|o al kenyl group, (4)

c2 | k | ,
a 210 o) 9000 L 2heRr B OaRE Yy U bty Bade it St 3 gL o
10 ) a oxo Q%—n&%&oﬂehh'[9§?igﬁﬁé@elﬁ 1 e ad CHEANRI %ra%%)t:.@ S@EHE”DW

group, (14) a carboxyl group s al koxycar bonyl group (
met hoxycar bdiog dgﬁbempseuhoaycaebshybngrphqrmﬁcn@thaMDagenﬁuhbdpc¢éa) a

halogen ato 18) a Cl1 6 al kox rou (19 20 Z0 .a ony group ( a .
o phenox?’é’&‘bﬁ%‘ S HECUP) °°n§l§595‘ga C’éﬁﬂf&a(‘é , acet oxy,

pr opi onyl 0Xy 15ulcam) dd C?ﬁ?c%g%ﬁﬁi@egré’é@t :&mld@t ?i'ﬁxlégﬁrﬁﬁgulo

ethyl thi o group, npropyl up, I sopropylt |o grou ut'yl'thi o group,

tert- butyPtruqiagmmuﬂeetglic1622¢ea fstégl hiidd higlyduile(,e megtfor@dn

phenyl thio etc (23) a ,d_s _al kylsulfinyl up (e.g

net hyl sul fi %mdr@@&erléﬁhybgﬁpmwlﬁﬁm@@@ de, Oéz;)b%e@aperbose and

arylsulflnyll%rQQQag§ng hygpggg%gg nyI group etc. , (25) a Cl_s

alkylsulfon§1 rou Tonyl group, ethylsulfonyl group etc.

) ,» (26) a Qsm]omeyltﬁukageatler@@@nfeorga praéphyihemilcs ahkarybroknep etc. )
, (27) an am no group, (28) a C-s acylamno group (e. .g., acetylam no
group, propﬁbﬁybamﬁnﬁlgngdp[bﬁb )Wh%Qm)axmﬁnﬁﬁrthﬂ ﬁﬂeaGme@taPKylanlno group

(e. 9., rou et h anl rou | ami,nQ_gro 55.

' sopr opy T anPrSERYaaEEenEE pybatd 8 S e 3R 3% 3an OB LPADH 4R no
group etc. )m(tﬁoh alfiée%eﬁw{@éfxﬁy @maoac_gérwrfc(ze hypert@¥sligRr opyl am no
group, cycl obutylam no group, opentyl am no group, cycl ohexyl am no group

etc.), (31) [&Z%Eheotaeyaaeruhncgamrpt (e ay.praphiyliantict egpnt(82) theCl 6

al kanoyl gro e. Q. ro acet yl .oup, hexanoyl group etc
ANy | O St enanr pngh VA P Cler SEET S U ROARL LOR Shend,

6- merber ed e up, cont a 1

et or oat oms ol SePEa T r o eh U] S e 8 e pefoea

2- or 3-£hi €mpin gheugrodp cmnéﬁsmgﬁggpfnq)ldbp diunmtlﬁ-pynaanbybtgnsﬂ@ 2-
4- or 5thiazolyl group, 3-, 4- or 5-isothiazolyl grqup - or 50xazo|y|

group, 3-, FOnypr 1P§o§%§%W?I1EH%R&F°€? aq1aqglqﬁqaq&gngyFegﬁgagr 1,2,3- or
1,2,4-triaz 4- z ¢ gr Qup a 2
or 4 yI gr08%¥5g%&1§F ?%t%%#g? ﬁf(lkkt ﬁg?g%gf o?ﬂ5“yﬁ §%§S%§£ 59& dn
2H t et razol g2bdbckeyl: group) 2-, 3- or 4-pyridyl group, 2-, 4- or

5- pyri m dyl roup, 3- or 4- pyrlda2|nyl group, quinolyl grou p.(2-, 3-, 4-,
5-, 6-, 7- 6633 ahﬁn*éhyra@?wpq agenfyHhdt yﬂm@hdﬂac:(t}s agent,of thes. ' 6.
7- or 8 pso 1- , '
7-1indol yl ggghgg é%%g§8§%% %%F1i éﬂ%%%ygg&he f%%ﬁg t $ﬁera§ﬁ%t§co bent
substituti Olﬁorshizpéﬁtﬁnsmlefﬂ abt Y1eadt0 ohe phagmpicebigiabllyadent aelected
Preferabl e exanpl es of the "hornocyclic ring optionally 25 havin

subst i t uent Trp@r Ehe @Jyom Wmtmg RE a’inchRS’Ste@gélehéPSWPﬁﬁe@aF% ﬁa%@ ons
bonded there%o are g ne andtggq; %a nngre Ereferable

exanpl es ar8 SQEFSBé%Fan%i%ﬁ % 1 Sh&sBAneEP Hg hEE rocy8F|% ring", a 5-
to 8-menber 9Qe§9r5e16ﬁocyﬁéwpﬂipum@aﬁ@| ramgepmal dgs1gpehen atom 1 to 4
het er oat ons sel ect ed fron1oxygen atom sulfur atom nitrogen atom and the

| i ke, antf ahpdrgchicridei r¢tladapriat dricdyopird lgr bepacepdéhsed therewith

and the I|k i oned, 5s, cific e nples of the heterocyclic
"ol udBYEapeBiaREN D er it e o ARG CBon STACABE L bes des.car bon
atom 1 to f hebenPstoas, SElAeLHd If YR QIR idle0Me ratlitlprai om nitrogen
atom and the i ke, such as thi ophene “(thi enyl group), furan (furyl group),
pyrrol e (pypepiyptiogrdlperbymyine/ iIvesaynan glotaglsigmeupgndeyarvandi ne
(pyrrolidinyl group), 1,3dioxole (1, 3-dioxolyl group), oxazole (oxazolyl
group), thiazole (thiazolyl group), pyrazeie (pyrazolyl group), imdazole
(i mdazolyl group), imdazoline (imdazolinyl group),



| o i soxazol e (isoxazolyl group), isothiazole (isothiazolyl group), furazan
- (furazanyl group), 1,2,3-thiadiazole (1,2, 3thiadiazolyl group),
1,2,5-thiadiazole (1,2,5-thiadiazolyl group), 1,2,3-triazole
(1,2,3-triazolyl , 1,2,3triazolidi ne (trlazolldlnyl group) and the
"like, (2) acélexe %é#benéaaﬁé@emeybwhéow%@rmtaﬁmwr%%s car bon

t 1t f | £ .
gtgrr]n] and ?hgl pglggiﬁsuc as pyrl |ne£ py“%gd%?re Ioa”‘])m%;yﬂtirlvgdci?m@ rogen

(pyrimdi nyhigeayp)inet, NhOARERARbINE 4iHiHIMEDNOdidide PrapR)ratTOnphol i ne
(rmor pholinyl group), 20 1,2,3-triazine, 1,2,4-triazine (triazinyl group),

pi peri di ne @pMpdnpdnﬁyhygrggb;orp9¢anélxgyaamwthﬁnnqnlonmﬁeopprdnétlazem
t hi 4- 1, 4- 1,.4di
(1 28 oo AgPaRsprEee; SURaTRoa a1 G388, et P51 B R ne

(1, 3-thiazi E‘M.ltrQhQ‘i?)i.nep' REHBALHENS SN A7 1, Hatikai pAx@t 1i azi ne
(oxotriazinyl group pyri dazi ne (pyridazinyl group), pyrazine (pyrazinyl

group) and thiyerbickéocadeheefrenidipine Wsdtdwhlnmcidd, @mdodipiagcbesylate,
condensed hetﬁrocéqllc ring, .a bicyclic or tricyclic condensed heterocyclic
ring contai Aergat éEFdeSléﬁ%ﬂbﬂl%ﬁcnﬁrﬂP%Q%RFQRyrRQQQQiﬂﬂ&ﬁé sel ected from

Chonsot uryl "yrace) oBAAT,: B RE AP e B o A R, RO P

(benzoxaz®l plregaaepiont, epmaolol 1 &- Iiiu]rm/dildﬂazsu*sa:a"ihed-release
(tetrazolo[1,5-b]p Krlda2|nyl group), triazo !4 5-b] pyr.i dazi ne

(triazol o] 4PSEPREPELEBZ] hp@ie@%%)hyquehlfﬁ | CasERdicd dydsryhlgrédsy,
quinol ine (gqui, Q%‘aiéolggoﬁg%lro&ﬁf i a(iéodllile’l%a;é % gB)rat&" gnol i ne
(cinnolinyl "group t azine azi iyl grou

(qui nazol i npun@tegpdl ﬁyuﬂ@esmwﬁdé gua flﬁ)mﬂfMolgll'@‘di)o,chllB(iQHbZI ne
(indolizinyl group), indole (indolyl group), quinolizine (quinolizinyl

group), 1, 8Sﬁ§§h@h?drdﬁhea§§ BI¢E§#R¢BQH(haﬁﬁnqﬁQinﬁcebuép g@lne (pteridinyl
| . di benzof d f bazol Lyl

o oun) S PRUARLEhTRr L Be  hOERRERIS T MAR ) i RRRRARA FRFRRASE o1 oupy).
chromane (CBHQRBINEAIFOYRIse bﬁﬂéﬁﬁ@ﬁl@x ( igaeaaziol, pahsuRbloRhsiazhne,

(phenazi nyl group), phenothiazine (phenoth|a2|nyl group) phenoxazi ne
(phenoxa2|nyhlgsgmp; bndrohbl¢rk¢eLuﬂ@ﬂﬂﬁdEJQﬁmﬂhuamaiolﬁﬂefpaaenthe5|s

- follow ng e ch na he heterocyclic, ri sho a_ heterocyclic grou

cor r espondi Stf’6°geé %‘é‘%ﬁ?%@%ﬁ‘g ey iGRyinko gor?ehé’:% Q&neey hgf’pf'ﬁ ©lo
glb%v”e gfgh :O faa§gngezeer9svgh%&1 1 gy diR ngar%%,f 1%1»&%@3&' ﬁggﬁéﬁ)ﬂﬁbég%% 6(4)
a C3_6 citl ’aabtyhogomupy@mcmc)rmesycamudm;dl g;nymh‘pchlérﬁd)a apﬁazbsm’

aral kyl group, 14 aryl group (8 a Cl alkoxy g a
06_14 aryl oR¥d ﬁPSBﬂPféde teraipsih & floxagopst) mebitage,

al kanoyl ~gr , o r.ap| -
n- but yryl éHg?%ﬁﬁfg h%éﬁu?%#ofgéﬁiiﬁ;§§%§ggﬁl ?%decﬂgg9%§Ea?§ gg% %%y

?roupl(e grelbeﬂéoyke?afmmu@ﬁp @raﬁiualzaﬁaLp&ewtbaamyhgxmegy?ape(e g.,
ormyl oxy grou acetyl oxy group, proplony 0oXy grou nbut yryl oxy group,

i so-butyryl é%?g%apm%ﬂ&o; of 1the phgyerge fﬁfrlﬂ”@%r Héﬁwoﬁplshoaﬁmfeae the

o Ronyc ol PAEREHE 35 PP AP RN MBenlh g el g usog

N- pr opoxycaihoBymb gh&tPon | DLW H ADE/MeAei h eFHa@e t 18- hgéﬁxyeaf:bonyl group,
i sobut oxycar bonyl group, tert-butoxycarbonyl group etc.), (16) 58 a
car banoyl ghpBRprliR¥demial nono- Cl_a al kyl carbamoyl group (e. g.,

N- et hyl car Y, rou | car,.bano r.oup Lopyl cgroup,
N-i sopr opyl ii‘gﬁ #’r% %%%L #\Ib%‘ﬁ/lacpaor t?anoﬁlé#’ggpl\ﬂg#@ Wﬁ%é?ﬂn&

N, N-di - C1 4d§l‘f¥i:éﬁ£ beR@yAp&i©iP dfentd ﬁow,hwfmbhubﬁaabagoal SBEOLR,

N, N- di et hyl car bamoyl group, N, N-di propyl carbanoyl group,

N, N- di buf Iphﬁbamoqmtgpaiuﬁgnmi) (19) a cyclic am nocarbonyl group (e.g.,

laziridinyl 0 rou etidi nyl carbqnyl gr , .

lpyrroli zi nﬁ‘ég %ﬁﬂ Z’lﬁ Egﬁ‘y" “&Pﬁ&ﬂyl[agﬁouﬂheﬁﬁ?’ﬁ the

met hyl pi per gz oyl Ca Doy, Lgtfi%aa dAGURhald Racahanybngl BHRrREEeutical 20) 2
hal ogen atom (21) a C1_6 Kyl group optionally substituted by hal ogen
atoms (e. gagenhl sebeetdy| faxprouphe djnsiupocomstilsgingr ofiplovastatbnpnet hyl
group, trifluoroethyl group etc. ) , (22) an oxo group, (23) an am di no
group, (24) an is imno group, (25) an am2io group, (26) a nono- or di-C _a
al kyl am no group (e. g., nethylam no group, ethylam no group, propylam no
group, isopropylam no group, butylam no group, dinethylam no group,

di et hyl am no group, dipropyl anino group, diisopropylanino group,
dlbutylanlno group. etc ) (27) a 3- to ao 6 nenbered cycllc am no group

. . . v ~



so butyryl am de group, isobutyrylam de group etc.), (29) a benzani de group,

- (30) a carbanoylam no group, (31) a N Cl-a al kyl car banoyl am no group (e.

g., N-nethyl carbanmoyl am no group, N ethyl carbanoyl am no group,

N- pr opyl car banoyl am no group, N 59 i sopropyl car banoyl am no group, .

* N- but yl car b&#sVeghatd ngr egpvestaring 3pjusascarin » Gtorea A ay tﬁmgyl am no

group (e. 9 ce NVNdkﬁgphylcarbannylanino group, N, N-di et hyl car banoyl am no

group, N,N—éiﬁ?bﬁfl@ ﬁﬁanoylanﬁno group, N, N-di butyl carbanoyl am no group

etc. ) , (33473 @he3mdlchbeBediaxyaBbOEPméRt doned N%i(}yl UMl QYL the

- ethyl enedi oxy group etc.), (34) a -B(OH)2, (35) a hydroxy group, (36) an

epoxy group Yre@tment( 8%) paophylexysoad, hysyl pidemiea grolipthi(c30)isausedcapt o

- 'group, (4Q) .a sultq groqup, 34 ) a.sulLfino group, (42) a phosphono, group,
(43) a to sdif &?B&Sﬂlng%a W Eﬁ) aadbgf%r%ﬁlkﬁ%%f?%%b‘#c g?%dﬁ (fé>.rg.°b%31tY-
Nnet hyl sul f | 8eOnRthNaeLRY LAY! L G i e ANPF £PY | L. @r oup,

N-isopropylggﬁgannyl grouS,BNbEtglégﬁ?%ﬁ%gé gréﬁg gg@f)?&%%g; atg%-a__G

al kyl sul f analilf fgrentt tRergpeubldt dgart hfdbs ubbesiyyt igy sz indol.

N, N-di et hyl sul fanoyl group, is N, N-di propyl sul fanoyl_ group, )
N, N- di but y| dd°lafbg mgitbap efcthe ?Q%‘}e'é“%‘!lt_@%ﬁq(yﬁ/]tﬂiro‘ﬁ’ﬂ&@p adgs gt the

t hyl t hi hyl t hi | £ hi-0: .0 o t hi :
nobutyl i o GratneR gk Bl Spf euRLs POPRYBL Ol AP 157udpd b,
phenyl t hitd gnowombifd)kienChighalak Witiflefreny! tBeedpe(i€iclager® Hokhyhspbtesy!

group, ethylsulfinyl group, propylsulfinyl group, butylsulfinyl group
etc.), ,(49)[38]1pRegymsthefingf theupboysmentiones 4|48 s wheasyn gheup (e.

g., nethylsuyl.fanyl gr ~.ethylsul fonyl . group r opy: sul fqnyl _group,

butyl sul fon;léllfgf%ﬁﬁgefg'gg)t?pfgﬁcaé%%%y#‘gﬁl ﬁﬁﬁ;‘efd&p aézhge}fl’ﬁ’é" PfRe can be
25 mentione hamgceuabemoa?éﬂ@sgéié@tém %ol tHe Griiticdnallyihgt 8£3annore
preferably or 2. Preferable exanples of the "heterocyclic ring optionally
havi ng a subasibidsnptreparatiiohy &3swhipbrnylureaR4 aand @b ltingeekertagbguear bon
atons bopged thereto are thiophene, furan, pyrrole,. 30 pytroline, oxazole,
Lhi azol oo pgr SYOFENPAias ) BLORHI IS0l The TuseEidase [abikiLoE| gnd an
furazan, 1, 3p3ptihhadbagflezed; 2, Sthiadi azole, 1,2,3-triazole, :
1,2,3-triazine, 1,2,4-triazine, 1,2,3-triazolidine,

2, 2-di fl uor @51) 3THe ometkodndf 2te R wH-merttdtarafd UGI0J-, 1 whedicdxanke I n t he

above- nenti oned enbodi nents, the substituent of the "honocyclic ring
optional |y AibFRgeRhpEReFRRALSIC AP hL A KEEhat@s it athdeaR&t ePBeyclic

Consi ot ng. BrefdedyBeat Shedt Ml fec U AU URTGEANE BERESSEIAG bEC 000P
, ((2) Mtiasglonp glibéngliyiHeoxycalhigamide 4 glydopgpbmigeoup, (5) cyano

group, (6) carbamyl group,_ (7) carboxyl group, (8) _Cl_6 al koxycarbonyl
group, (9) &GrEshgrEnpdesoIiimepririds odedaresride. giirlezideal koxy group, (

al k1 suFonyE grat.dt Yap i G ath @l B ondotla, kot o

group, ( 17hydfdchlétk@@pyrodl ibiseNtdarkdse Ghdbpablganeykexy group . The
“pharmaceutjcal ly acceptable salt" may be any as long 15 as it forns a
nont oxi ¢ sah¥YdwPERleREdQf or ement i oned conpound represented by the formul a

(1). Exagpl hegreof i.nclude, .but are not l.imte , salkts with varj.ous
ot gan = albAL CRE ey o AR e TR GBS dd Thy BRorBartes 361 ¥4 e,
nitrate, phesegﬁhentcafq@f@@?myicy %&emgwruqma@miaeaﬁal PhatE s8dusde 20
like; salts with organic acids such as fornmate, acetate, trifluoroacetate,

pr opi onat e, inxadmpinatlgre orithe a sidffierend, thecrepevtignhgant, for

hydr oxymal eat e t hyl mal eate, funmarate, adipate, tartrate, nalate,
citrate, beﬁ¥8%fg$n%¥ﬂﬁanate,-ascorbate, salicyl ate, 2-acetoxybenzoate,
ni cotinate, [83] i BRI ROtNSRISE aHL EHMRVd-KRntIBLEANAESS , SWRBr8Sn the

met hanesul f onate, ethanesul fonate, isethionate, benzenesul fonate,

p-t ol uendsutlf bferent nepndpdutries Wdemrtatferahgpeleenskon sal &t Weast ameli c
am no acid such as aspartate, glutamate and the like; alkal| nptal salts

such as sodPRARAFRULtIRL AN FRleatedaddornsne RECUR| RAPFHEEERG 19F et al
salts such LM, S , | Gl .sal : Lke. .a ] al {..
salts with géogfanl i;?'sb%%% ’sﬁ%ﬂ Pt toﬁeqnﬁl ylctgr?‘i@%gtég?t ghtE ﬁ“%t y gﬁmil%%f’sa I% ,
pyridine sadtgiptetdimel Satdceptbr antdigoyidsehexytananeagehist, a

N, N - di benzyl et hyl enedi am ne salt and the |ike; salts with am no acid such
as lysin salt, arginine salt and the like3and the Iike. In sone cases, the
salt may be a water-containing product, hydrate or solvate with al cohol s
and the |ike.



I n addi tion, the above-nentioned conpound represented by the fornula (1)
- may have various isoners. For exanple, E formand Z formare present as
geonetric isonmexs, and when an asynmetric carbon atom exists, enantioner
and di aster ggyr as io stergg%g nmers based thereon exist, and a tautoner

can exist. _6$ﬁanP9,“Pﬁe Bht 2RAVARL G L passes all of these
I somers and (g4t %%Smtetﬂ%ﬁoéf Iﬂg QBS'P%O Itgj’;oﬁé}? ﬁﬁse%éz%‘igxntthgn

enconpasses prodrug conpounds and neta is gy the "prodrug conpound"
is meant a dirfifeaiente theérhpeuthapagent ofot Heympseisardi dmientaitoneasiti ehehas a
chem cally or netabolically deconposable group and which, after. :
adni ni st r at PRRTGCeREipadyagprst sptacted tHeomiha wHoURL 9ReAE tiagsRéwai t s

_inherent effd ncl udi [o t free of coval ent bond. As
t he prodrugf@%%%%ﬁﬁggofgghggggﬁpgggggé%3&%?%%%%%?%%/ fﬁ@gng Vaa(l) of the
present inveapitepria sagﬁaﬂﬂédubewaéet;_k@c}sﬁa@aﬂ, @rRuRpefi 1t hg1eqeround
represented by the formula (1) is nodified by ethyl group,

pi val oyl oxy®é@iepbrddougelapril (hrdrgt¢blyyiday|cigrmapril, lisinopril,

1- (et hoxycathonyl oxy) et hyl u 1 (cycl ohexyl.oxycar honyl oxy) et hyl group,
carboxylnetkfpa FBﬁ%} %géﬁﬁgﬁg?gﬁg%xcﬁ%}éﬁﬁﬁi%«ﬂXQ%Sﬁhaﬁﬁﬁﬁﬁv éFBH ?pghgnyl
group, otol wyggbeuRoaidet hgulhksrip W@Mﬁ%&@%@ﬂ&%' group of
the conmpound represented by the formila (1) is 30 nodified by acetyl group,

pr opi ony[? gpespndepobiit grouminew plogd wed o wotgrsmiym, beandglsagtenp,

4- et hyl benzqyl group, di nethy| carba | group or sylfo group; a conpound
wher ei n thecéﬁfﬁ ) ouﬁlﬁ?r%hél%%Hﬁﬂ%ﬁ%ﬂFgﬁPégénFe&lﬁﬁrFﬂBlP rmula (1) is
62  nodi fi edabychexyigar bageyl , i ; ipi
3-nethy|thio9l(agetylgﬁ§no proﬁ§ 62%%§ﬁﬁegﬁﬁiﬂiratlon' nllvadlplné’

1-sul f o- 1- (Bi€edapyndhydr nkFedoping nridtdirgrdditelease preparation,
(5-nmet hyl - 2- ox0- 1, 3-di oxol -4yl )net hyl group and the |i ke, and the_ |ike can
be nenti one@enpEiPiRBIRYABPCIBENE nFlilid azere AydsecRIRr idgr i audiltiazem

substi t ugnt i L ug i i 1 es  afr e i i;n..ND il_in the
foll owi ng. ya?gcggg?Eé!ri%tb%lglgga%]l%gsra%ke%S%g%%{?%%%%ﬁgﬁél F‘?Sgégﬁ)#?zﬁt ed by
hal ogen at omitrendeppnef ehabl dipineg iHydryaheidiye ,gbadpidipiff€ is preferably
‘a hal ogen atom a Cl_6 al kyl group optionally substituted by hal ogen atons

or a cyano BYEEpchieFider ctfonidiping hvdnashdeaine, gndapgiping keavbats oup.

R3 and R4 a . pr ef ..a _hydr ns, hal tom a ClL 6

al kyl groupkgéﬁﬁgﬁéﬁ%y §%§§i%¥éﬁé§;t§¥gﬁ%é§ gﬁeat§ﬁ§$r$g$gogl_6 al koxy group
~optionally ﬁgaibbhuéﬁﬂd@y 4 3 LSRR8 IUTE hydrekhl o2l Kl EikeashegPrrentisnal |y
substituted by hal ogen atons or R3 and R4 forma honocyclic ring together
wi th carfPbnpaepasabbenedintdelab. RPindalodf suatshinedhydlegea atom 20 R6
is preferab

o aPheler B0hyes L e SO 3, S BN tr B UL RISLSIERLR,
a carteolol hydrochloride sustained-release preparation,
bunitrolol hydrochloride, a bunitrolol hydrochloride
sustained-release preparation, atenolol, acebutolol

25 hydrochloride, metoprolol tartrate, a metoprolol'tartrate
sustained-release preparation, nipradilol, penbuteclol sulfate,
tilisolol hydfochloride, carvedilol, bisoprolol fumarate,
betaxolol hydrochloride, celiprolol hydrochloride,'bopindoloi
malonate, bevantolol hydrochloride, labetalol hydrochloride,

-~ 30 arotinolol hydrochloride, amosulalol hydrochloride, prazosin
hydrochloride, terazosin hydrochloride, doxazosin mesylate,
bunazosin hydrochloride, a bunazosin hydrochloride sustained-

release preparation, urapidil and phentolamine mesylate.
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Ring B and (R6)n are each preferably 63 ~ Rso Rs~ Rso Rs~ Rso Rs~ Rso Rs~
"Rso // VAV N ~\ N/NN /NI ~N-SN-0O/NRso Ro Rso Rso Rs~ Rso -N
-N~; NNV 1ON/NMN ~S. S/ or RRo Rs~ . . - Rs2 wherein R6, Rsl and
R62 are as defined abgve, nore preferably R~ Rso Rs~ Rso Rs~ Rso Rso \ N
"NO-N\ EﬂN?% er/aHeUtlcNaPRF‘Br°Rh%r@F?P%l%1alWe&%°£stéP@flned

above. A is g oq;eewegkégnud@la(%mmg fiPhe! Biatlyedbiptnahgrei n R s

Cl 6 al kyl group an | 0 cycl oa group optionally
substi t ut ed gaophy1@Hd)s rofC%EbrﬁWSEﬂ.érBsisa@ﬁHW:hﬁEle ifsagief iiped above) or
a C1_6 al kyl group substituted by carbox group. io preferabl e exanpl es of
t he conpoundEFRied Lone ydih anaéﬁfﬁﬁﬁnmghamp%zstwam tpr .

N-[3-(N I-N' et hyl am no) - 5, 6, 7, 8t et r ahydr onapht hal en- 2-yl m
et hyl] - N—[BQ'b;tgj%e!‘:l(}I?él h"grorret hyl ) benzyl ] - (2- met hyI 2Htetrazol - 5- yI)am ne,

15 2. 3-~[ N-[5%]( WheC tle@ppath BELR¥ht Nor €4 YR VINcEL P afeht of th
t et rahydr onapht hal en- 2-yl net hyl ] - N- (2- net hyl - 2H-t et razol - 5y|)an1no]nethy|}
5- tr|f|uoroﬁﬁﬁﬁﬁﬂmgmpg@mpd|ﬂéS]g wherein the different therapeutic agent

NLS, 501 S bug o beney L IELBL el opentad ey -t v am no)
N-[ 3, 5-bi s(t[r57f1I q@lreorm@h}xbk{q%méyg&eﬁh[@f(é\l SIRPEfE 4l qwt-glf ¢hly! ani no)
i ndan-5-yl met hyl ] - (2-net hyl 2HtetfFazol -5-yl") am ne hydrochl o
N-[ 6- (N'leyeﬂmpEHNPMMBbhyﬂ-N56éthyhenenm)thmkst&tgdIphdgﬂﬂceutlcal agent
is at least one pharmaceutical agent selected from the group
consisting of lovastatin, simvastatin, pravastatin,
fluvastatin, atorvastatin and cerivastatin. |
[58] The therapeutic agent or a prophylactic agent of the
15 above-mentioned [19], which aims at the treatment or
prophylaxis of arteriosclerosis and which is used in
combination with a different therapeutic agent for obésity.
[59] Thé 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-mentioned [19], which aims at the treatment or
prophylaxis of arteriosclerosis and which is used in
combination with a different therapeutic agent for 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 group consisting of an insulin preparation, a
sulfonylurea, an insulin secretagogue, a sulfonamide, a
30 biguanide, an q 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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2Htetrazol -5-yl)-[3,5-bis(trifluoronethyl)benzyl]am ne, 6.
6- (N -cycl opentyl net hyl - N -et hyl am no)i ndan-5-yl methyl | N-[ 3, 5-bis(triflu
thyl)benzyl] (pyri mdl n 2- yI)am ne hydr ochl orlde 10 7.
| met h t hyl am | met hyl |

nme

6-(N - t dan- 5-

TN-[3, 5 b g{?ﬁ%p%gé Sﬁsﬁh P) B*én t(%ngrg%' n;rr?afqg %@Z]maqﬁnt pedmcied g
' N (6 e

S et hyl [ 1, 375X JE5AP5S p%ﬁnﬁ%@ Apsth a@{%h&%%gﬂ% ] (

et hyl ani no} lebamamadaqn dlyydbpphémdaﬁ a@etdrﬁémlde glimepiride
trans-4-{[N-(2-{[N -[3, 5bi sitrlfl uor onet hyl%benzyl] N -(2-met hyl - éH—tetrazo

| - 5yl ) am no]ﬁ?élaﬁﬁm}dﬁft gliclersdet hexyphbhy: C}eNegilmhmhﬁo] mettifpiridnc| ohexan

b | at - I d 5
Vi met yl 1o Rebhor 13 caePaghin GHSSR A R noig “—%ﬁ%ﬁ uBREREPRFI BBz on
itrile,~ 11 1Nglﬁ%az§n@'ﬁyﬁfébﬁi&@i&@ﬁthy|) benzyl] -N
(N cycl opentyl netliyl-N -ethylam no)indan-5-yl net hyl ] - (2 et hyl - 2H25
tetrazol - 5- fl6Blafhaethepapenti¢ Sgen®-dx s (proptylamvicnegent pfbeheyl ] - N

6-

E:ycl og)ent y| RBPKSTORPELPRSH bl Bb) i TRESR RiMSAth RS (HESRMEHELAL 1, 2, 4] tri azo
| - 3-yl 65 hyl d 53
et byl 1 Nk oy ret Py TS St vy 11 Lt Gt T banaonterr an g o o
3-{[N-[6%¢ Ncom;pa;hapéonydvm hy| dN fetdryt arfierppeutdne Syemrt Kyl - N- ( 4 5-di net h
yl -t hi azol )am no] met hyl }-5trifl uoromet hyl benzonitrile, 65 15. N |3,
5-bis (tri fPM'é?BFrﬁPﬁir‘P? benzyl] -N- [6- . .
o oeh perBaTTERY! ehbEp Qe A AP AN > DIy Delchesc WAL o8Y1hEM N©

3- ({N-[ 6- (Naboyetaproiyhedt gl N wisdtedrarine difdateny! ABehupbabli £t Bgare!l - 2-
yl')am no}methyl)-5 trifl uoronethyl benzonitrile hydrochloride, 17.
N-[3,5-bis (‘.pﬁ m@rm@m)mrqmlpa\ﬂ[ glr(q\jpharmaceutlcal agent selected

cycl openiyl ndan- Irreth azol

hzdr o'(F:)hI o?lu g?&IEI th%lsg’%ﬁ‘g ?@ 35’&’6‘% (’f fﬁ°&§’r§&&€ )ﬁfzbéﬁzéﬁllg]&ﬁnf%“ (N
cycl opentyl whhyftmg%wﬂmlmm 5336 raelfgh)bhkneéﬁetxhykéaéﬁﬁsk 2-yl)amn
e hydrochloride, 19 . 5-bis (trifluoronethyl) benzyl] [ 6

(Nt (I:nylt (r)]penﬂ?}tmlhth aéf\méaratnhgl‘m')llsgda@-zg} Plegkeyl, ] af4osp blocker and an
nme iazo am ne rochl ori de

N[ 3y5 bi s(?‘rP??ﬁ%%Bmet hyl §lbenzyl ]-N-[6-(N cycl opentyl net hyl - N - et hyl am no)
| ndan-5-yl meg 5y | Tnd deimchaplded d il o W Hagph 1Q>5<é&9091;@ﬁtd8f e
{[N-[6-(N -cycl opentyl net hyl - N~ et hyl am no) i ndan-5

met hyl % NalbSvemtdryt i dned ol 647y [Wheemerim) I‘tbteh;dh.}f—fﬁrent therapeutic agent

fl uor ongt hy| benzom trile hydrochl oride, 2.

[N—[6 (ﬁgmé VOTREHRRT AR iy A% 1@@%aﬁiena?iamaﬁeeyilﬁé%hWTnN%%l%I%ﬂIIth
ol - 2-yl t I I 2s 23
s I/ %@g?xgo%ﬁ@u%pr Ui yd-%h%ﬂ%en Is]?%%g%&ab Sub¥diNchl AL] dese 25

(N cycl openpyépatdtyionN -etgtdranilnop radptoprilnetbybinédreébydoxazol - 2-yl ) am
i ne hydrochl ori de, 24.
N-[ 3, 5- bi s(RFFRITRT Rt IRAALRRENH malepse. nadaerBEihe yERRRRTIL N - et hyl ani no)

i ndan- 5-24l 1) ochl ori de, 25.

N-[ 3, 5- bi sﬁﬁ%&%%oii%nlé%%y% ;%Jlj]lil\l- Pé@?&%@ Iy‘b E%Q?ng%(ﬁi -N - et hyl ani no)

i ndan- 5-yl meydtn;lddh](cﬂ‘ﬁ&iélylﬂnﬁ.@é@lﬁﬂ- &y}dh:b&ﬁ&belaydreexhb@apﬂﬂ 66
hydrochloride, quinapril hydrochloride, trandrapril,

N- (
N- [
oro
N-[
N-[
5-

|
ri.
-{

z

3-
y
t
3
i a

-perindopril erbumine, losartan potassium, candesartan

cilexetil, nicardipine hydrochloride, 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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26.

“N-[3,5-bis(trifluoronethyl)benzyl]-N[6-(N cyclopentyl nethyl-N -ethylam no)
i ndan-5-yl met hyl ] - (3net hyl i soxazol - 5-yl )am' ne hydrochl ori de, 27.
N-[3,5-bis(trifl uoron'ethyl)benz |.7-N-[6-(

" cycl opent yl fgtIRANGY plaehyn@mlﬁlépnlﬁeahygrwhé?ﬁw? (R2¥RidRNe pyrazol - 3-yl)

?R? gsclhggreﬁt t(’ﬁﬁl ré‘% St hy é%drjig |nda%ag%’£+fg%%§?§ h%ﬁf ﬁwlﬁ?/ell] ep rlgg‘(?l 4-

yl ) am ne hydﬂﬁﬁﬁﬂﬂﬁﬂn@% cSQnddipine, aranldlplne, propranolol
N-[3,5-bi s(trifluoronethyl)benzyl]-N-[6-(N cycl opentyl methyl-N -ethylam no)

i ndan- 5- y| méwdAdchlsoigieny le] Prspn]anhﬂ.aéh hydrochioy ige rﬁ;asmﬁmﬁdﬂmhe@@e 30.

nian- 5.y AR et RPALOLe & B BRabr Lo oY ST hr ochi or | de.

31. N [3, %n@ﬁ%ﬂéﬂﬂd&'UQh@Eﬁbmﬁh)h?éﬂé&hlorfhe[E%arteolol hydrochloride,
(N cycl opentyl net hyl - N"-et hyl am no) i ndan-5-yl met hyl ] - pyri di n- 3yl am ne

hydr ochl or i de,car32olol- hyﬂrpcmbrsdet suftabnedetdlegdsdhanmpdrathion,6- (N 20

ﬁiglggﬁpg?:gﬁf@é&%golehh | ol&gg?naSbgnlttF?gi ﬁ?géégﬂiorfgé”r"ne
N-[ 3, 5-bi s(tdf PENt 1IN -ethyl am no)
-5-trifl uorgrlrigt a&l e@%‘?%%gng%ﬁ% %ﬁgn I"\%E% -y'I )%énéliﬁlte y rochl ori de, Zs

34. 3-{[ K[ Zxyydiochyorddent memephyloN tathydiver now)métoprolol tartrate
trifluoronethyl benzyl]-N(2-nethyl-2Htetrazol -5yl )am no]nmethyl}-5-trifluor
onet hyl benz(?r‘l’isttralllnédﬁiﬁllﬁéﬁFoPFEEarBBm%tWradlld penbutolol sulfate,

5-[N-(6- {[Nf}ﬂﬁgg, % a&h&gew ahyégP&f&ﬂ INgfsa@tdggécﬁf}:%ﬂr%%&az -5-yl)

am no] net hyl [[am no] pentahoa

met hyl betaxolol hydrochlorlde, celiprolol hydrochloride, boplndolol
5-[N-(6-{[N -(3-cyano-5-trifluoronethyl benzyl)-N (2-nethyl - OH-t et razol - 5- yl
) ami no] net h{ellioRaas- sbgvastay Pl - Nedrgtke niee ntahiviale hywdsershdeirdde , 67
37. met hyk

5- [ N ( 6-{ [ NPEIBO5P4( PYPFPEBIBFATRy | FBRALA I YRR LS - W&faﬁlﬁ /)a
m

[
- m no] net hyl hiyagdaehdoyh deNet8yh 255 10 Pd SEWRS 01 dw Al dside med 1at e,
(6-{ [N- [3, 5-bis (trlfl uor oret hyl ) benzyl] -N -

(2net hyl - 2HbusBZe38N- Bydrpahiapidet hy | hunakoes i \Hydneakiopigel suppeaneadoi c

?&I? hydrochlq%ggg preparatlgn, Sraéléfi aééBﬁﬁgﬂkoladeéfh%%rqn%thylbenzyl)
(2met hyl - 2H{gl r a&al métubaaaf n@i@%&%&él@%é@& )29t hynaehnalRgnkanehe

acid hydrochloride, io
[N -[3, 52%|$@Bathbubroneph9bhbbmxy$]efdaiﬁhrloscler051s and which is used

ety 1 soxazol Sl hapi 0ol TELIVL Y AN Sy et flam ng pentanol ¢ acid
hyperlipidemia.
[67] The method of the above-mentioned [66], wherein the
different therapeutic agent for hyperlipidemia is a statin

25 pharmaceutical agent.
[68] The method of the above-mentioned [67], wherein the
statin pharmaceutical agent is at least one pharmaceutical
agent selected from the group consisting of lovastatin,
simvastatin, pravastatin, fluvastatin, 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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41.

; 5-[N—(6-{[N‘-[3,5-bis(trif|uoronethyl)benzyl]-N'-(1nethy|-1FprrazoI-3-yI)a
m no] met hyl }i ndan-5-yl)-N15 ethylanino]pentanoic acid hydrochl oride, 42,

met hyl

" tralos 4- {[I\I-[(759—]{ (TRe. pethpds ety Fhﬁua%mrrh?r?weﬁcmél%l - (‘”Iteﬁ:?tlﬁ‘yrthfl-l- pKr?zm
-3 -2 .
yl)am “01 rL_tng §1§ g%ﬁué xagggagg.@ 3 %@y d m¥ig,am nol met hyl }cy

cIohexanecar oxy orrde

traps-4-{[ N-[(73-){ [fNe- m@tB¥ANBE5the above-mentioned [20], which aims at the
trifluoronethyl benzyl)-N -(1-methyl-1H pyrazol-3yl)anino]nmethyl}-5,6,7 8-te

trahydronapﬁﬂﬁaﬁ@ﬁnZ-9!)pﬁbphylaniﬂo?ﬁe@t@¢§xgﬂﬂlﬂnnamme@@db@hybates used
hydrochl ogi de,

traps- 4- {[ N3 ﬁﬂﬂﬁlnf§l§nb §5PrPHqﬁﬁﬁSﬁ@PﬁyFPSEﬁ?ﬁPflﬂ agent for diabetes.

(1- et hyl - 1H7pyr azel métﬁb&laafnﬁﬂigeé&wé -meftilbrtd [71], wherein the
t et rahydr onapht hal en- 2-yl ) - Net hyl am no] net hyl }cyclohexanecarboxyllc aci d

hydrochl ori ddff4%ent therapeutic agent for diabetes is at least one
Straps-4- {[ N-(3- ano 5-trifluor th enzyl)-N (1-nethyl - 1H pyrazo
13051 ) an nEPREIRFERLSCE] 7AGeRE L 86 1SHIRA OHEIhIT GFShEy CpARLSCiAG of S

t hyl |
N L3 6ebi o( Pt BEePRetaner s g ey e LB SFCRP E2PRST S i no)
i ndan- 5- y? nat bullfofamirdehyh BBguahilde 2,4 qxaflivvadiddsyl iakibétor and an

hydrochl ori de, 47. methyl
traps- 4- {[ NAPSUELR SpBSEBLZeEri | uor omet hyl ) benzyl - N - ( 1- met hyl - 1H- pyr azol

h3y' ) am no| g%hyghb“ﬂéghéa%% Phet NS AN R Ho%s! ohgxgaegaghoxyl ate
ydrochl ori

traps- 4- {(Nd(lef{eﬁcéht[Bhérbpéﬁtid:fakg@wrmim;dz)almxél lisNa¢ligekBybndH pyrazol
-3-yl ) am no] net hyl }i ndan-5-yl ) - Net hyl anm no] et hyl } cycl ohexanecar boxyl i c
acid hydrocﬁhérmééeungcahe@%tht$%&ﬁ9tﬁq[ﬁ@%ﬁiqﬂﬁvgrpgpcyanélstiog of

L) b oot e RS EREY el 1bbac TaRACY LIRS - S vcdney sABidP oxyl ate, 50.

traps-4- {[NaE@t{afnékaxﬁﬁdé?)/arg irﬁeﬁiffdélorﬁl%tz@ﬂl%nz)éhﬁtwaéidget hyl - 1H pyrazo
| - 3-yl)am no] net hyl }i ndan-5-yl )-
ethylanlno]ngthgﬂ}nydeoh@lybmxn&¢unmﬂuﬁpnmmndhuﬁdnohﬂbmndde bsformin

traps-4-{[ bIS rlfluorone yI)be 2-met hyl - 2H-tetrazo
I-5dyL)gn1Eﬁfﬁﬁéggﬁ?ﬁzgﬁn b q&ﬁ¢nﬁ9§ﬁ Hyé?%?ngﬁEQQﬁecarboxyl|c
aci ydr oc _

traps-4- ; QE? Elo(3 %yano 5-trifluoromethyl benzyl)-N 20

(2- met hyt" 21 & ¢t The ahe Bhgd ) @fvi thg reddwe-iemddongdy [[PON, which alms at the
ethylanlno]neth¥T%P¥clohexanecarboxyl|c aci d hydrochl ori de,

traps- 4-{[ NF¥82 [2F PIPRIA I U Ho Rt PEERSFPPIR ?Edn\’élﬁhﬁl’s%%% 5-

1) am nol mehhylhh fees i W eVl Pl ¥E ek Tehvbheue  ahgganecacoxyl i ¢ aci d
hydr ochl ori de, :

traps-4- {[hhyﬁettéhsiéhcyano 5-trifluoronet hyl benzyl)-N
(3- nethyllsoxazol anlqﬁénethyl}lndan 5-yl) - hbth¥lan1no]nethyl}cyclohex
anecar boxyl {é> bcT%P appvergeppioned [74], wherein the

5-[N-(6-44 0 y&%Fn t I -3-yl)
anlno]neth;?} %%%@g?tﬁ%éﬁééﬂﬁﬁﬁ(%ﬁgﬁ% no péﬁ%éﬁ%%éél yd?%c %;;%Q’ .
5-[N-(6- {[l\bhéﬁn&y@m@r&l rdddrorsamidteldbEmaml thd gtdup consisting of a
met hyl -i soxazol - 5-yl ) anmi no] met hyl }i ndan-5-yl ) - N et hyl an no] pent anoi ¢ aci d
hydr ochl or i 4@oP gdiuretic, an angiotensin converting enzyme inhibitor, an
angiotensin II receptor antagonist, a Ca antagonist, a B
blocker, an'a,B blocker and an ¢ blocker.
30 [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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57 . 5- [N (6-{ [N - (3-cyano-5-trifluoronethyl benzyl) -N -

* (1nmet hyl - 1H pyr azol - 3-yl ) am no] net hyl }i ndan- 5-yl ) - Net hyl am no] pent anoi c
acid hydrochloride, 58. 5- [N (6-{ [N - [3, 5-bis (trifluoronethyl)
benzyl] -N 1 rrethy 1H[1,2,4]triazol -3-yl)am no] et hyl }i ndan-5-yl)-N
et hyl ani no] ;ﬁe?(ﬂ i susFaHPeroERILERSRePrSparation, enalapril maleate,

1 a0l -5 yIT RSOt T EFadan ¥y DF EREFIST Ank REY 1A ToN ) Sy SIBEAecar boxy

lic acid fnmbénﬁﬂepruﬂahyUQo&ﬁlorlde, imidapril hydrochlorlde, temocapril
traps-4-{[N-(6-{[ N -(3-cyano-5-trifluoronethyl benzyl)-
(1- et hyl - 1fh&{dFOZChqutlﬂeaz@Plaayr}énhmd]fﬁehhqt}qkhdatr@@ﬂéypmidtyhyI am no] net h

L YT o X AR BeRndne L08R ERAR: DY ERS U \ SARIRARFEARD) | ndan- 5- vl

met hyl | - ( 3- netiesedia [%a%aihﬁbhﬁg'ﬁ%@foéhY$}f€Ermh ¥%ardipine
5-[N-(6-{[N -(3-cyano-5-trifluoronethyl benzyl)

met hyl - 1H [ I’lwm]thhoazdle Buylt)ianedo]:aéehyé}prmﬂraﬁ:mr), Neitlvaddmime], pent anoi

d hyd
ST (301 [ NPIEe RS Fie A P ABOHLER, PYBERLPY A¢lanpe preparation,

(1-methyl - 1'15‘69Wcﬁ%ﬁ|n'e3h¥/lﬁaghﬂ]8]:$?£hyai}élgzgm %Ydr%Ch&r oéﬁ - ddllgiazem

t et rahydr onapht hal en- 2-y1') - N- et hyl am no] pent anoadt e
met hyl 10 hydrochloride sustained-release preparatlon nisoldipine,

S-[N-(3-{[N_-(3-cyano-5-trifluoronmethyl benzyl)-N (1-nmethyl -1H pyrazol -3-yl)
am no] net hylr}l(’:B:eB‘d?-PSnfs F‘éPFQHQHP%nW‘P@FiQF idg| Y N’&%—ﬂlﬁﬁ no] pent anoat e

hydr ochl ori

5 TN (3-{[ NSEs iR loxide,  pEonidipine Bydrochlqride AR PRy PaSE 25591 ) a
m no] net hyl ffelodipifieet cabyiaopans; h@im&yiaeNp&thaaﬂmm] pent anoi ¢ acid
so hydrochloride, 66. 5-[N-(3-{[N -(3-cyano-5-trifluoronethylbenzyl)-N-(1
net hyl - 1H_p@ﬂ§g@ph§oypng]ﬂopﬁgpﬁym?lg;(ﬁgd;pchlorlde sustained-release

Lot anydaonaRtRegaR, bkl A1 LATLIRLORY A Bl L0y oohlor de
-N (2- met hylpreatrath 8a0! ihd¥ho 861 NOYdESEWI dridies, Ea&tt%brl@hyﬁanﬁ_’raemLBgie@ 2-y

1 )-N s et hyl am no] net hyl } cycl ohexanecar boxylic acid hydrochloride
tr ans- 4- { [ N3( 32ftrole3- bydnechloride wwm-’mipﬁs)a NréﬁaﬂrétthymZH- tetraz

ot nyl 4m no] RETRYFPE9E BHEEAHRLET 451 U oyt S9RFsEPder ds
trans- 4- {[ NsG3thhiNeal 3e Pelbs (bEépad +OF QIE] fbyde)rmr@y,l belbutolol
20 hydrochloride, metoproiol tartrate, a metoprolol tartrate
sustained-release preparation,'nipradilol, penbutolol sulfate,
tilisolol hydrochloride, carvedilol, bisoprolol fumarate,
betaxolol hydrochloride, celiprolol hydrochloride, bopindolol
- malonate, bevantolol hydrochloride, labetalol hydrochloride,
25 arotinolol hydrochloride, amosulalol hydrochloride, prazosin
hydrochloride, terazosin hydrochloridé, doxazosin mesylate,
bunazosin hydrochloride, a bunazosin hydrochloride sustained-
release preparation, urapidil and phentolamine mesylate.
. Detailed Description of the Invention
30 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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-1H[1,2,4]triazol -3-yl)am no] net hyl }-5, 6, 7, 8t et rahydr onapht hal en-

(1- et hyl

* 2-yl ) - Net hyl am no] net hyl } cycl ohexanecar boxylic acid hydrochl oride, 70.
traps-4-{[N-(3-{[N -(3-cyano-5-trifluoronethyl benzyl)-N is
(1-nethyl-1H[1 4]triazol -3-yl)am no]nethyl }-5,6,7,8

" tetrahydr on&’&hﬁﬁal dri ;LSy[p)relﬁ@trﬁWarrané #@Fh?ﬁ}é?@moﬁéx%n%bmmlﬁt@ﬂam d,
71.

traps-4-{[ N (’g £ H‘ref;'?rgbgj sf‘??’???ﬂo?%%t%@l% beurpzi/til]t"]l\ern(tis ok ﬁ;l}ﬁ Serazol - 5-

yl) am no] meichh balk@i1d1890 §ebaphyss ogfapfhaken- #1ylok- W' is chlorine
et hyl am no] net hyl } cycl ohexanecar boxyl i c aci d hydr ochloride, 72. traps-4-{
[N (3-{ [ Nato3orydhueBinei &tamr onet hyl benzyl )

-N ( 3- net hyl | - 5-yl 8t et,r ahydro ht hal en- 2- -N
26 SoyT s no] et BOF) Cobr OALKSREL SRR 1S fc.ﬁf e renraer sgtinal Ly
(5-{N- [3, Erlah%h(ahr hﬁ.k@ﬁ?hﬁfwﬁ)hm 13 arbon a oms suc

‘(N cycl opentyl nethyl -N -e am no) I ndan- 5y rret hyI am no tet razoP S-Syl ) et ha
nol hydr ochlecdhedgl @#oupet(hyhyl group) , l—propenyl group, 2-propenyl
'5[N—(3-{[N-[35b|strlfluororrethyl ) benzyl]-N 30

net hyl - 1B¥PEP2 (21L¥ L agBPuBL y| a%ﬁﬁmwﬁmow 6 1Tb81tt@Pﬁ’&h96PBHapﬁr hal en-

(N-eE E}Sh?g}l ? aﬁggﬁs? (r)?]'E uor%cﬁﬁ{)ﬂenzyIrqswﬁsf%lr@enyl group, 1
N-

3-{
t hyPa 1hie[tlhy2 a}-pEbpany Sgybsyti HajetyIHphdpehydt grbapydienapht hal en-
et hyl am no] pent anoat e hydrochl ori de, 76.
(3-{
I

y
[

[Neipzlslbyé(gr@tppuolmmzbamnq r%—qezgenyl group, 3-

oy onBsfEREY L 85800, KAt AR AN - 2 & Bithechyl o aprppepYhe 77

. te
5- [N (3-{ gkBup, (3-eyanpedniLliblypspamy hyhbengy! 1 - %1 1- 1 ,
‘(1nmet hyl - 1H— [1, ;23 4] tri azole 39yl )a%‘l noj net hgl %y 7 y propeny= gretup
t et rahydronéphthnllea propenil @Mmlrrm]qﬁmla-rimb@t&@wd Bydupechlometihyl78.

5. [N b i b
(3ot hyl T 5oRSDBFEBT}) FERPR o] SEIRTANL S U a5 EERVRY ortad AEREPRKLSIGYY. - et h
yl am no] pen?ﬂaﬁ ¢ achd éﬁtg&géﬁfi‘l&?bﬁlﬁ; T%exenyl Ngrédp{ 2Mexenyl group,

(3- cyano- 5- r|f Uor ome hy benz

(3met hyl i so2abekebyl q;amplo]‘h‘dtényér}yJS drouBt ét-lhalxyechwdngpbupal 2p42-yl)-N-eth
yl am no] pent anoi.¢ aci d hydrochl orlde ,. 20 80. 5- é [C 3, 5-bis
(trifluoro Fﬁ@ﬁ}e%}u%: up N 1 ethyl- l—pentenyl oup an he 1 ke,

thyl - 2H-t t h 1) - N
[nﬁyl grri o] p %tég%g%fé é@%{%}{‘lﬁl%ﬁﬂb%xﬁ optiabnayy 8-anaRaahat gOagr V) - e
5-[N-(3-39 I\Igrbﬂpclyavnimé 2rtd Igwamfmirhﬂﬂmmzyl Padci¢2Psrly preferred are

met hyl - 2H-tetrazol - 5-yl') am no] net hyl } -5, 6,

t et rahydr onéﬁh?mﬂ- eﬁr2u9i ) lF\PEFﬂ?‘P n@f‘@‘éﬂt éﬁ‘él ¢ ReFaY hy#rREPR Y HeIT @I -

t N- (6- t hyl t 4
Lrans-a ([N-(6- { [bhe [ Fo5: bl oy Idarone! by hogagkt] eh e O il sddaf] 0%

et hyl am no] maﬂwé&ygipﬁpwm;amgyig Q arl &, c@¥bon atoms, such as
5-[N-(2-{[N £ -bi s(trifluoronethyl)benzyl]-N -(1lnethyl-1H pyrazol-3-yl)a
m no] met hyl e hYlquwmmym,) mo@mﬂ-ylgéﬁpﬁo] HEAPHABYE GEPWEP 72

hydr OChlglgStyfllgroup, scgguéy gro p, sS.ec gu'é;HIérlr:ggpr,cmgctexh'lylguty%.nzngup,

(1m%‘t hyl - 1Hpo e dy‘ex ograuy) )féa Rt Rifoupd- hebbleneanglbyup phesaytipertiy! ani no
] pent anoi ¢ aci d hydrochl ori
group, hexyl group 'and the like, preferably a straight chain

(1-
2-yl)
5-[ N
(1-me
2-yl)-
5-[ N
nmet hy
tra

or optionally branched alkyl group having 1 to 4 carbon atoms.
Particularly preferred are methyl grdup, ethyl group and

30 jisopropyl group. R%® and-R21 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'3, it is preferably an
ethyl group, a propyl group or a butyl group, and for R’ or R,
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»85. 5-[N-(2-{[N -(3-cyano- 5- tr|fluororrethyl benzyl) N-(1
met hyl - 1H pyrazol - 3-yl ) am no] net hyl }-4-tri fl uoronet hyl phenyl ) N- et hyI am no]p

~_entanoic acid hydrochlorlde 86. 5- [N (2-{ [N- [3, 5-bis

(trifluoronethyl) benzyl] -N - (2methyl-2Htetrazo] -5- <%am no] met hyI} 4i o
trifluor one’c'ﬁy’r%k%?ﬁrﬁ?raf@lé{ IWI"I%ﬁhH&] ﬁéﬁPQnSFcaacFHh}‘I a%’c’) de, .

S-[N-(5-{I (Arif] o enz t razol 5y|)a
m no] et hyl rJﬁan- _es (§1°I\IeatllI]1E . no pé%t gn%idgsg%:?légﬂgdfy %%Ieé ° 25 ag ,
5-{N- [6- (cﬁ&ILoaD%uaBll@ls g(:torup‘ Ifear ®fptRY, R*ber@Y|dr -R-i§2a xﬁéth 1
hydroxyet hyl ) - 2Htetrazol - 5-yl ] am no} net h I )i ndan-5-yl]-Nethyl am no} pent ano
ic acid hyddeRup 97 dit e8dyl Jrour. (Pox RN, - it3is sppeferably jaiarediatlny| )
benzyl] -sN -_(2nethyl - 2H-t trazoI 5-yl)am no] met hyl }-4zo

trifl uor one?HOE ffeifft S 1Y no] pent anoi ¢ aci d hydrochl oride, 90 . 5-
[N- (6-{ [N - [3,rths bic§_ GUaVJ.'kfy'lU? %Eloﬁ&ﬂl}}"iub%ituted by halo en
(2net hyl -2H-tetrazol -5-yl ) am no i ndan-5-yl ) - Net hyl am no] - - di net hy

| pent anoi ¢ adres hyddy ddid @ﬁmmemlgne%cl-[sl\alml{g{“Cth CEISI:,l@aIiIJa/
(trifluoronet

(oot hy! - 2H R TLEEE Ry 1 ASPTHETRPELPRAINEBL9S2 RYA arf i) fikanoi ¢
aci d hydroqmﬁ{z‘}neﬁ] o?ﬂ:z ethyliN gr(:@g{, Fyopyﬁ.3?ro§‘%b'§s<§ﬁfdﬂ P;ﬁ%gyl)

benzyl] -N - Htefrazol ) am no vl }i ndan-5-

et hyl amllqO]bIBt}al: o@mmylmnmdl ngam;d, hyetr-6mtlydr igteupd3.tert-butyl group,
trans-4-{[N-(6-{[N -[3,5-bis(trifluoronethyl)benzyl]-N (2- ethyl 2Htetrazol
-5-yl ) ani ncﬂ%ﬁ%l%ﬁ%ﬂ’an-lﬁ%e)“tb@t Ay PYRi nBFﬁE?WWi[ e Hhe XEBTICRBERN i ¢

d hyd
o8 LN Oy e B tEAFAUSFRUFREE ST TR iRk RTCAROS Y o - 5
h y:j) amhInO] r’%tduﬂgéilndafr @-&Bﬁmﬂ\i@ﬁwlﬁ@ﬂvﬂrﬂt H Joay d-aeidindelhgat igeoagi,d1-,

r oc oril ae
trans-4- ({I\@‘[ & {Nd{l@rmb'p@mlr QFPHEr:oFrEt h%f)%n%ykplfom@rflzom [y drhy | ) -

2H-tetr a;ol ]

traps-4-{[ N«2-24 N3—[ %r5'4bb&'6§nbbf1|t QrQﬁBﬁbVI :‘H@senzyJ 13N d2-gveft it robidthat r azo

| -5-yl)am no] nethyl }-4trifl uoronet Ehenyl) Nio
et hyl ani no]qmqiqult%/dilh@héx&ﬁecﬁméﬂyﬂ é;Yame‘thIdegmorﬁ‘@yl @roup or

1-{2-[ N-(3-{. trifl t | 1aN. - t.hyl.- 2H t et | -5
L)1) am nol SRR BEPARy QrRE g orf g, 1y eR K 1E s o O
t hyl d I

S Sy o e e ——

(2- met hyP- Bkaugt.r azol - 5-yl ) ami no] net hyl ) - 4tri f1 uor onet hoxyphenyl ) - Net hyl am
no]nethyl}cycloh xanecar boxyl i c acid hydrochl oride,

rapas & (TN (3 (TN [155- BLKPEY: AFO0P HBOTIT ) DeHAA Ry cfigin or branched
(2-et hyl - 2Ry 8t 3a%ls xg )élrbﬁg'eﬂgllmﬂjhyl $65 6cdrfon atoms, such as methoxy

t et rahydr onapht hal en- 2- t hyl am no] net hyl }cycl ohexanecar boxylic acid
hydr ochl orlgtmup:I,O(éthoxy group, propoxy group, isopropoxy group, butoxy :
traps-4-({N-[3-({N 5-bis(trifluoronethyl)benzyl]-N[2-(2- hédroxyet hyl ) -
2H-t et r azol9¥2YH ] é:tﬁrﬁo}jﬁﬁf’ﬁyl grguB, ; 7PBDEY 1 XY IR AT RS,

T TS L o D P BeRRREADPERLUELY e ired ) -‘N’ﬁ?@%‘?hgf% (SR - 5.
yl ) am no] neidopp},i ﬁdaperyst); Yebtiy| arh beoxprepylp el awaibecaxgoyybue, aci d

hydrochl ori de, so 102. 5-[N- (6-{ [N - [3, 5-bis &trifluororreth 1)
benzyl]-N which have 1l to 4 carbon atoms. Particularly preferred are

1net hyl -1 I d 3 t Qual 3, t hyl
bont anoi < HetHoR§DLdub! bR BERORY NkbpB Bl ¥ CRVT) R B ARy S
benzyl]-N pr(e'ierably a methoxy group, and a preferable C;-¢ alkoxy group

30 as a substituent for the Cs.10 cycloalkylalkyl group for R’, RS,
R, RY or R' is a methoxy group or an ethoxy group.
The “C;.¢ alkoxy group optionally substituted by halogen

atoms” is the aforementioned C;-g alkoxy group optionally
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. 74

~methyl -[1, 2, 4] oxadi azol - 3-y1) ani no] net hyl }i ndan- 5-yl ) - Net hyl am no] - 3, 3-di e
t hyl pentanoi ¢ acid hydrochloride, 104. 5- [N (2-{ [N- [3, 5-bis
“(trifluoronethyl) benz

(2net hyl - 2%@%@&%% )tgm adprengprionedi RplegeRe? HIRS pHEHN AN et hyl ami
0] -3, 3 HELIV AP0 © R8I YALAENT BELHBy WPous 106pddsdn rods?

5-bis (trifluor 'benz

(2net hyl - 2hbhi %P 2oy ylt)e&rﬂ—m}tas&yhzghsbuﬂt rpéhuplmt@yd,m,erwﬁtw et hyl anin
0] - 3, 3-di met hyl pentanoic io acid hydrochloride, -

trans-4-{][ I\P%IEM{J[CNSL [segeiste] Q@BMJ-’DBNOGQSQEPhyt?béhlzwq'mw-f(qumpplI-J|—'p)¢>rrazol
- 3- yI)amn trifluoromethoxyphe

et hyl am no] ‘iﬁéﬂ%‘ﬁeﬁ&ﬁ@?&r ox9¥ g—g%i’%oﬁ%‘?’&hﬁ’%ﬁ%@ 7T F7
5-[N-(2-{ fluoroethoxy - or 3-chloropropoxy group, 1l-, 2-

[N -[3,5-bis(trifluoronet hylp) benzyl ]-N -(1net hyl - I£pyrazo| 3.yl )am no] nmet h
yl}-4trifl lmfbrmdangmhwnyglr))und-,eﬂhyl am ao] 33f Budroptdiydpergang ,c laci &-,

hydr ochl ori de, 108. [N-(2-{[ N -[3, 5-bi s(trl fl uororret lylnz bbenzle -N -(pSZo
met hyl -[ 1, 23 4]%<e€cﬁ°é‘£ar°§Wé(rrfJﬁajlﬁm hyr}ear 3- omobutoxy grou

L;h‘; Lgﬁ[gﬁgo%gg%n—y o -84 k3Rl R8ky 3gRadh "BAGYLRE ™M AND! CpRekdrred are
trans- 4- 1{’[ I‘she(tz-rc{:{y\l griohph- ithxy igremporeidhytiifénpybineth 6By ngtbyp - [ EESX, 4°oxa
di azol - 1%na;tm no} met hyl }-425 trifl uoronet hoxyphenyl) -N '
et hyl am no] PRy R} cykl o’h%myylal B‘ezE@P&YhQHPBEhI 8F | gehoxy (group or
6-[N-(2-{[ trkf ] hyl ) benzyl ] - N - (2net hyl - 2H-tetrazol - 5-yl)
am no] et h)l}f 41}[%’%%%‘?5#9 ogygﬁ nyl ) - N- et hyl ami no] hexanoi ¢ acid so
hydrochlorlde lhhe “C,¢ alkylthio group optionally substituted by
trans-(4-{(N-(6-{[N -[3,5-bi s(trlfl uoronet hyl ) benzyl ] -N (2-nmet hyl -2H-tetraz
ol - 5-yl ) anitdjagsrhatiomsdas s5opke) Whlerhynaﬁhﬁo‘]:mta%iﬁ Shdllcotemepr) d6eti ¢ aci d

hydr ochlgri d 112

(%/I’I fl uc}(rgoI ech‘)ﬂr}aol zflu]bs%l[tt”z-%gt }{Wl[%ﬁ- ?5?11;%1 ?C} ahrﬁlrf> et Of“}sl ndan- 5-
| ) - Net hyl R epan H ] astt h];JQ’S

)é% N- ( 6- %/[ aml(n%] lZlE”bllés(t ri fl:iﬁgraobngt ﬂ?lﬁhggﬁz;dlg{gf\l&%Znet}%%t 2Ht erto;]gzol 5-yl)

am no] net hydgapydairi® girpul, etlsppanbrdih 80 3gvbvie: Hyu thwldre @resipd tert-

hydr ochl ori_de,

5y[N-(6 {[Ir%FUf[Ysl%’l& §EPPPf|BSPG%&FH}P)%W}@{]t%txmﬁwh%qré’ﬂpazol 5-y1)

am no] net hy 5~ t nt

hydr o]chl ori de} ﬁc@ﬁ" prfrtatggﬁ?"%‘]"?é‘fﬁﬁgw é%ﬁ 1a'n 5 bis ( tri f

|uorOne?ﬁy1c®ldrauﬁﬂylkh1N group, 1- or 2- bromoethylthlo group, 1- or 2-

(2-nethyl-2H-tetrazol-5-yl)am no]nethyl }-4tri fI uororreth x%phergll )-N-(it hyl am

i no] net hyl YchHATasdRyERd et BEOYRYy gl ﬁyd¥oc‘?ﬂ: ¢hloropyopylthio group, 1-,

6-[ N-(2- | t enzyl 1\I i

Tt hy - 2b U1 ol PP ReT RSP o 12864 3 Srivoropropyisnio

trifl uor onmefdempy,phenyR)- N3et byl aﬁbnbbrdbdtxdlmmyjm;a,nm-c, 2c,d3- or 4-

hydrochl oride, 117 . 6- [N (2-( [N - blsof(trlfluoromethyl) benzyl]

N - (2met RACTENIEFL A6 gsoyp) aht no?ﬁet%yﬁ}: luobutylthio group and

hyar ochi-or g, T8~ PEPaseeotYaie Py RER{e g2l EARRLS Sp ox

|UOfOﬂEthy+tﬁ1ﬂlﬁ62bhekhywthlo group. For R®, R' or R®, it is preferably a
(2-nmet hyl -2H-tetrazol -5-yl ) am no] net hyl } - 4t1ifl uoronet hyl phenyl ) - N-et hyl am
no] met hy| } deshotdkyio) geetibe a8 athyl Hyde og¥ewR ek 2 g fl qqrmi)hg' thipn
(2-{ [N- [3, 5-bis (trifluoronethyl)

benzyl]-N -or%’t‘hyl -2H-tetrazol -5-yl)am no] net hyl }-4trifl uoromet hoxyphenyl)
-N The “C;-190 cycloalkylalkyl group” is a Ci-3 alkyl group

30 substituted by Cs.; cycloalkyl gi‘oup. Here, the "“Cs.7 cycloalkyl
group” means a cycloalkyl 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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© et hyl am no] net hyl } cycl ohexyl ) met hanol hydrochl oride, so 120. 6-[ N (6-{ '
[N -[3,5-bis(trifluoronethyl)benzy.l]-N -(2methyl-2Htetrazol -5-yl)am no] me
~thyl}indan-5-yl)- Net hyI am no] - 5, 5- di et hyl hexanoi ¢ aci d hydrochl ori de, 121.

t -4- 2- 5- bi t f| t hyl -N 76
(rZaPr:t hyf 23??% 155 Cy"l%lﬂflélﬁ- Frﬁlyp} g{r%& agF%ng %e‘ﬁﬁrﬁsd\lpr opyl am
t hyl
rapesan (] RSP SRR R RELRRUBL O GEBEL PoveFdttl \9mouRL o a0
| - 5- y|)an1r5§dﬁﬂﬂéﬂﬁyk1group or cyclohexyl group The “Ci-3 alkyl group”

trifluoronmethoxyphenyl)-N sobutyl am no] nmet hX }cgcl ohexanecar boxylic acid
hydroch|0r|m§§nqj§3stra1ght chain or optionally branched alkyl group

70 AP N 0L R IR DB 1B WY e 220

et hyl am no | % OR@%RPEC I t
tra%s 4- {[%@[l\%ﬁ 5- b?ﬁ(?FPP?EOF%ONS?Lg??béiggﬁp%lgl’% rret hyI 2Htetraz

- 5-yl ) ani Bws festded Javet mefthydr aneupoxyphxzhydz;roup and propyl group.
et hyl am no] net hyl&q cI ohexanec r box aC| d nmeth ] d : #éi ”
traps-4-{[ N (2-{[MEFELS 5 8 rB t hy1 10 & 2%5'1 Y?‘i‘l h¥F°3B t et razo
| -5-yl)am o] ny h r
et hyl ani no{ﬂ;rﬂ]et{%l }éf@ﬁ.ﬁg&?’#&@%ﬁ%&?y???ﬁgm %}ﬁ?bn]%ﬁﬁ’%ﬁ 5, 90 176.
t r aps- 4-1f[ Neyf&a-dpfe ty{1thehlyils gteoubl, ucyoﬂmhbyﬂrbehlzyl]gﬁbup,
(4-chl or ophenyl ) am no] met h¥L }-4-trifluoronet hox%/}g) eng 3 }hyl am no] met hyl }
cycl ohexaned methy Inggryem| Y Fiepertylethyl gréup (1-

traps-4-{[ ( or | t I_yl o] nmet hy
| }-4-trifl N’éjcl{(l %ﬁ%ﬁ E%Ebgf h)g/ %Q%%:}geé'ﬁé{ 1 Jg}cf@%exaneO)cI{zjllr oxylic
acid hydrcnﬂdynmdhéxyﬂa&thyl group), cyclopentylpropyl group (1-, 2- or
traps-4-{[N-(2-{[N -[3,5-bis(trifluoronethyl)benzyl]-N (mtolyl)am noj rrethy
| }-4-trifl Gor GvSlepepidnPIrrpMet BY PR néﬂlﬁew?l?léw%ﬂ@mﬁemw% ¢ acid
hydr ochlgrigde, ).

Y apes ATl 16 27 [N (5 ERgIIA) BFSBER,GFFUR) - ( ZRsSeRAe RS

 tetrazol - 5- d&dla:ralrkq;hraauq Al bréubr Fiéﬂef@mey hl@éé\YﬂH@rB”ﬁo Netdudbasn rajorrt,hyl } cy
cl ohexanecar boxyl i c acid hydrochl ori de

traps- 4- {[MhslMyILSNspgcp[tha@zyngynypr@pybw‘élml -BEQUHN - (3-nmethyl -5-trifl
thyl b I h
t?lr 19 Irrﬁor gmf%m%? éﬁ?ﬂ?hyﬂ'ﬂﬂ?%ﬂ%&%%%%lbog@ﬂp %ei d |

hydrochl oridgs1on K group. A preferable Cs1p € cloalkylalkyl
traps-4-{[ N-(2- {[N (3 chi ofo-5-trifl uoromethyl benzyl )N - (2- rrethyl 2Htetra
zol - 5-yl argnml]mﬁolxy RY ; 4RY,i mlhork}&eonos&phen9y¢ld>pentylmethyl group,

t hyl t.h b h hl d 132
Craps. 4 (| IOGRAeRE P SEothebhyr: SPRTLRPSTDY Do BINEOR {1 o-5-tri f1 u
oronet hyl benzyl ) wen@]a%tlh&buﬂw hﬁwgaégeéwymmaramﬁ@@wﬂ @ycl ohex

anecar boxylic acid to hydrochl ori de,

traps- (4-{ [aheefth-lf bNOUbS Brbps ohylf ronprebinyy )k ngydip NHidatettly lgrdkpt et r az
ol - 5-yl ) am no] net h)il 2di f 1 uor obenzo[ 1, 3] di oxol - 5- Ig Net hyl am noLmat hyl }
cycl ohexyl) dréBHI aryaeaﬂz%nxhﬂ oups suc benzoyl grou

Erz?ﬁ;t g}éls{ Fret %&Jﬁ F'L’é thla?ﬁg'%%}fl y %&%d‘l}% uor%%I Eé %uf 3] gl OXCF){l - SRG;)I ) -

- Net hyl am n@&fhesha} cyrt ohexpt o aeibls ae édetgiloekbapi de, pil:85erable acyl
traps-3-(4-([N-(2-{[ N - LB 5-bis(trifluoronethyl )benzx
N - (2- met hyBtoPR @6t PafPsSifrpaki AOT nEtdyFi104 cycloalky aTkyl group for

L;Id]; Lgﬁlrgpﬁgo%%g@nylﬂnl\kgghﬂisaggngl:ggstlfyé}&yﬁl ohexyl ) propionic acid

traps (4-{[N-(7- {rhts *‘E@yi graﬁbmibusrﬂﬁ@mhylg}mfwld -MighthEt ouphh ket raz
ol - yI)am no]hrrethyl} 2, 3-tetrafluoro
enyl group and the like, with preference given to a phenyl

group.
As the “heterocyclic residue”, a 5- to 8-membered

aromatic heterocyclic group containing, besides carbon atom, 1
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- 2s 2, 3-di hydrobenzo[ 1, 4] di oxi n-6-yl ) - Net hyl am no] met hyl } cycl ohexyl ) met hanol h
hydrochl ori de, 137. traps- (4-{ [N (7-{ [N - [3, 5-bis (trifluoronethyl)
~benzyl ]

-N (2- rrethyl-2H—tetrazoI 5-yl)am n%]nrreth yl'}-2,2,3,3-tetraf !l uoro2, 3-di hydrob
enzo[ 1, 4] di BRi h-Bei{BIearuRs eﬁteril;ﬂ%ﬁ FIPBY YYPePc R5RBX y FYAERY | 2t QR d

hydrochl ori

traps- 2- (4- l?ﬁ\f%gel? [aN;ont Sargi bi's t it ubr 8&§¥ﬁyﬁfbgﬁz§f7fﬁ¥c%§c met hyl -2H-tetr
azol - 5-yl ) ane fetd@®p i @ -Frdipd . cirRiendfelduenerdwd tdi Bydr eRenzokd , ddliwsi n- 6-yl
)-N 78  ethyl am no] net hyl } cycl ohexyl ) acet ami de hydrochl ori de, 139. :
trans- N-[ 3, et sgned f | Eeiampéehytylbemﬁl ]-lelQQe [BYrealyd group-(1-, 2- or
(met hoxyrgrigthyl ) ¢ cIohex

-5trifluoro AfH 2— rfté‘r‘ﬁﬁ gflgruPet(?a28F 8PP ¥hi 9'1’é°‘FR/)d‘r o??ﬂedﬁ']de

140. - or 3-thi 1l gr imid lyl gro
trans- 2- (4%[N—(2({[Nr[3 5- tﬁng(trglPPS())r'one%h?Iz?blénzgl]I\F 52 rrethyl 2H-tetr

azol - 5-yl ) a¥r inod dest dippt I ghdup‘)l,umxmzaﬂbdxgpbapyl(y Néi—hqi:aﬁa-moa]zm’tﬂl }cycl oh
exyl ) et hanol hydrochl ori de |0 141. traps- (4- (2- i é 5-bi s
(trifluoront )) bfé?llﬂﬂc] ¥lygroup (2-, 4- or 5-t laz°lY r°uP) '

2- met hyl =0 hyl.}- 4- 1)-N
Eet E§I a)r/n ntz)lﬂ;”re lofﬁ% ezﬁ1 ) ne%%_ggtr%o?%k é ggl%?%%llgiré%‘%‘?{ Oﬁga%}s/%ztg(l%}/ %
[N ( 210( gidup {341,4!5dx §—@sb&b&bugﬂ0gtbbpb )1bﬁﬂE¥éz¢lyI¢grdhp (3-,

(2-methyl -2H-tetrazol -5-yl ) am no]rreth | }-5- met h
trifl uor omet hydpheriydothdagody a.glrﬁypﬁret ﬁ?PFé?éPiMéxQF?%eﬂ 2 et d

L ot R -3 o S5l FFOPPuotoRe ROTFBIAZOITZN 2By (LB et r az

ol -5-yl )amdbiﬂdﬁﬂm—}}%rln@ﬁbﬂrm52Qh1ad1azolyl group (1,2,4-thiadiazol-3
trifluoronethyl phenyl)-N et hyl am no] net hyl } cycl ohexyl )acetl c acid
hydroch|or|qn;51ym1group, 1,3,4-thiadiazol-2-yl group, 1,2,5~-thiadiazol-

t bi strifl t byl I t hyl- 2Ht et

il BT R 5 P e

et hyl am nOk{Hdp/l neyc|nhexwlerthy! ppoesphoni gréepy; dddolyl group (1-,

traps-4-{[ 2{[N (3 brom)5tr|fluoronethylbenzyl) N (2- met hyl - 2H'tetraz
-5-yl ) ani%wo)] raet,hﬂ-}. &, BrueroitethdryphegybypN, benzofuryl group (2-,

t hyl anmi th | gh boxy! d_hydrochl ori de, 30 146,
Craps: (4 (14271 951 £S5 drPerer B SR D berBSM S At 1 az

ol s 1 SaronaniblotesDyl g s g o

(trifludPongt-hyl2- baﬁzyB} - 6% 7-benzimidazolyl group), benzoxazolyl

(2-methyl -2Ht et razol 5-yl ) am_no] net hg }-4- brom)fhenyl ) - Net hyl am no] net hyl }
cycl ohexy! YF®W dZaci d-hydrechroPFdé Pergoxazolyl gréup), benzothiazolyl

t 4- SN - [43, 5xhi sEtr it n2H t et
Iragsyl()a%#%ur??ei(Lyl }h4 C-I‘?| :ng gg]t}hglo% eny?%ﬂ%\?gﬂﬁ r&ﬁr{() n%%ycycl oﬁeislz

) met hanol nyﬂchnmer|de o¥4Q-pyridyl group), pyridine-1- ox1de group (2-,
traps4{[N—(2 {[N-[3,5 bls(trlfluoromathyl)benaqae"]I N (4- rrethoxyphenyl)am
no] met hy| } -3- 9% ArpyFRerRoLyPRAAS| JTRIEPhy | BYF HBIGAHIRY I9%3MH oifexatec &Fboxy |

ic aC|dZBYQ{%8Qh9uhﬁ%yl group), tetrazolyl group (lH—tetrazolfl or 5-yl
group, 2H-tetrazol-2 or 5-yl group), quinolyl group (2-, 3-,
4-, 5-, 6-, 7- or 8-quinolyl group), isoquinolyl group (1-, 3-,
4-, 5-, 6~, 7- or B8-isoquinolyl group) and the like.

As the “homocyclic ring”, for example, an optionally
30 condensed 3- to 7-membered carbon ring such as Ce.yo arene (Ce-1o

aryl) (e.g., benzene (phenyl), naphthalene (naphthyl) and the
like), Cs-7 cycloalkane (cycloalkyl) (e.g., cyclopropane '
(cyclopropyl), cyclobutane (cyclobutyl), cyclopentane
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10 150. traps-(4-{ [N(2-{ [N-[3,5-bis (trifluoromethyl)benzyl]-N
(2-met hyl -2H-tetrazol - 5-yl ) am no] net hyl } - 5- net hoxy- 4net hyl phenyl ) - N- et hyl am
_ino] net hyl }cycl ohexyl ] net hanol hydrochl oride, 151.
traps-(4-{[N-(2-{[N -[3,5-bis(trifluoronethyl)benzy
(2- met hyl - 2FFY@PReRIYE) v | G¥ahAlEHaRen oy S0 eHVHst h';?YﬁHé‘%ﬁ?PPm

et T R TEL SR YO RN, ) 3861 B8N SE0, Oy Efoa iyl g (4

[N (2-{ [N enz

-N (2- et hyle 2t | edyewsdrdperle agydaloprionyl) - 4tytibbatenet (¢ hompheipi)),- N

et hyl am no] met hyl } cycl ohexyl ) acetic acid hydr ochloride, 153 . traps- (4-{

[N (2-{ [Nsyc{qperstem% (qyrqlfqmt@mlhyl )cyséﬁhgtxf-ne (cyclohexenyl).

-N (2- netzhy| t etrazol m.no 4- chl t hyl n t a
nf)] ot ! SESLSRSRESHS wisti B Rea g 510, 260, €58 2EREY e (LR 1Y)

( - { [afé uséd 3 rhe- laiehthésislfl@waﬁ ledctbenmd dr tNe

(2 thyl -2Htetrazol -5-yl')am no] net hyl }-4tri Tl uoronet hyl phenyl ) - N propyl am

no] net hyl }egredaebdnt )mioet ishoaws @& hpthooykllaori gepupb8orrespaudingl-to [the (2- {

i
[N (3, 5-pbis (trifluoronethyl) benzyl] -N 30

( 2- met hyl - 2MPRXE¥SAS 50T ) am no] met hyl } - 5- met hoxy- 4net hyl phenyl ) - N- et hyl am
i

o] met hyl }cycl o h LQC r
tra]ps 4- )(/{I}\l-)[/Z {[ ytl[%éa%q%ilsgt tr|e tu%%oge?hgl ?gg}’lg‘nﬁ?ﬁnoned homocyelic

(2- met hyio- Ztimgetm&yzdiaxﬁe,ylf)oamema}rmehyl(}.-) 4a(21.2 2tky1 | prosupetdpt doplaariyl | - N
et hyl am no} rret hy| ) cycl ohexanecar boxyl i ¢ ;acid hydrochl or| de, 157 , trans- (

4 ([ N (eumetiqated Iy sialogens, (psﬂffcﬂfzpaer&netﬂwa Wseh oW | N
2- met -
gri ﬁuoyomzﬁyﬁ%%% Wpﬁagprg#g‘%n%] é%tgﬁgfgs Yohgyﬁ sty SY§Lrgthyl

hydr ochl or i geoug 58(3)t raaits:=10( 41 ket gZodp [ N4) [a3.C.50 babkyiiyl fdrmimretshyl )
benzyl] -N (2-nmethyl-2Htetrazol-5-yl)am noLmet hyl }-4i o

trifluoromed HexappBEKY YRR oh§) adni Frojonrathy Yéy@F@%Exyﬂ)ac%tfl‘-ibt%mwfoup.
hydr ochl@ri

trans-4-{[ N P{’Z ?ﬁwdﬁ%‘% gd:loél(l’t'r|(19I)u8rglﬁ‘§f:ﬁ§/)mb%]ﬁ°%] H’Ct)4 etch ﬁ’;ﬂ ) am no
] met hyl } - 4- (Il)“dJGil-QLfHSEd"?ﬁbl%@ﬁnWl)Zj Nat byhas §888 hyié)cyazlé&mamar boxylic

acid hydrochloride, is )
~trans- 4-{[ Xquy I\f1—4()343c3¢@|r®05¥tlr gfrubr orﬁe'éhya b@:nzyﬂqu;ycarbonyl group

2-met hyl - 2H t et -5 th fl hoxypheny| |
o] Mot Ny} e YA B R perY L B kg AP CER ST RS ot wke ) Ny! am
traps-4- {[l\é(sﬁrﬁﬁd\l §137)5 bh%(lbbbh' Hebﬁﬁeww)ée@?%l)a}(ryﬂgb %roup, (19) a

(4-i sopropenyl phenyl ) am noj met Ryl }-4-trifi uor onet

N- et hyl & rﬁ;}ﬁeahylbsycbman@owbdef;dnctxsacgmbuPle&z:) gAnaps-a(Chds { [ N (
2- { [ N 3, 5-bi s ( tri Iuorometh%8 ‘R& N

(p-tolyl )arﬁ of et BARA- (Frigf Pu&FGﬁ@i‘Hox?f) h%/‘l" )h'yl %?rﬁ)n(ﬂ rﬁétﬁhyl }cycl ohe

xylyacelic a0 e}i.[) %&%&s'q ﬁ&ﬂ?ﬁthiaa@fo& azo@\ﬁ(é?)am o3 =01 S

(trifluorone enzyl] - N 4] Oxa rrethyl} 4t

rifluor orretﬂmgm}temd orrisugt, hy.lsaplrnplrﬂrehhgil graap o hexiyd Hyacdtiicc graaipd
hydrochlorlde 164 .  traps- ( 4- { ; £ -{ [ N - [‘:3 5-bi s ( tri f
| uor onet hyl 5r 79%5%1?P1°Ngr§8p etc.), (22) a Cgip arylthio group (e.g.,

5 O el By 20 B s R apgety e
( 4- { [N rethylsul¥inyl] gZoup9- bthgléul FihyLogosm hete.)) berzayl a] czh, 81
arylsulfinyl group (e.g., phenylsulfinyl group etc.), (25)'a -
Ci-¢ alkylsulfonyl group (e.g., methylsulfonyl group,
ethylsulfonyl group etc.f, (26) a Ce-10 arylsulfonyi group (e.g.,
30 phenylsulfohyl group etc.), (27) an amino group, (28) a Ci
acylamino group (e.g., acetylamino group, propionylamino group
etc.), (29) a mono- or di-C;-4 alkylamino group (e.g.,

methylamino group, ethylamino group, n-propylamino group,
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« (5-nmet hyt-[1, 2, 4] oxadi azol - 3-yl ) am no] met hyl } - 5- net hyl -4t ri f | uor onet hyl phen
yl') - N-propyl am no] net hyl } cycl ohexyl )acetic acid hydrochl ori de, 166,
traps-(4-{[N-(2-{[N -[3,5-bis(trifluoronethyl)benzyl]-N

"~ (2- et hyl -2H-tetrazo| 5-yl)am no] net hyl }-5-nmet hyl -4trifl uoronet hyl phenyl)-N
- propyl am nb}AREPRY 3N KESEAD) ra SNt Yd@mdno gyoup, dimethylamind group, =

traps- (4- {[ %ﬁheiﬁyﬁr{o qsﬁsqﬂ) ttg;' 8I quBrretah&I)bg c%ﬂ)ill’(\lyfénﬂ? allduzpl—l-tetraz

ol -5-yl)am no

trifluoronetd h h cid, 168.
trlapsiJ (4- {t[)@p(gfyé]%ol-\flj% 5- b| S 6?% ?F%g?gh&?ﬁl&hiﬁ&%t&u@ I '

benzyl]-N (Wmmtﬂmle'tq MUPB W):énhnuyhemhyb}gsomtm Wt r(3uar et hy
ey 5 B PR RO T (2 O R YBRCEE 55 q5hY TRENSNSRRALSNE ©
traps. (4 ([gbdde { [ Mg 3 Rhin! Grbhgor aBLDY! ybsAZY I y et raz

ol -5yl )am n%i]:rr‘g% hg/l }g 5- net hyl - Z?l tr|kb fl uoroget %yl ap%gnye%né a(;n]‘%ﬁn()e]?dr?et hyl } ¢
ycl ohexyl )abh’i)at%-mZérﬂzIGarboapl; gXdup (eN-g(Zb[er{zNy—l b&oub— hrts ), (34) a
(trifluoro

(2-met hyl - gﬁ h‘é‘f r%ggﬁ%‘{ﬂd) HELRSPRYCAYF) I50RRt RoPtaining uc}?‘?ﬁiﬁerﬁllm )-N
Sty am ol g5}yl QRMIRASELT GedEldealflon! 68RSen (b, (20 [N -

(3-nmethyl -5-trifluorone

N (2- met#y| n2t+dpin aal -they|l)ike re] get, hgt} ob- Bethyényl group, 2- or 3-
trifluoronet hyl phenyl)-N-ethyl am no] et hyl } cycl ohexyl )acetic acid, 172.
traps- (4-{[}¢ szl{qnqup(eBmt Hyl O3 BreyYFases¥bt 95PBRNZ3t ) M= (I et hyl -[ 1, 2, 4]

- oxadi azol - 3: 5 t 54 _ _ _
~trifluor omasfflﬁ a? % ql\']— ét hyl’ a%engfmst %g?ff%%/ac? oJFPéxy%%ucpe’ti C 'ac_l d,°r1;3 :
ethyl cis- dﬁhdoﬂj} qﬁﬁupL BN,- 4F3or 5-isoxazolyl group, 2-, 4- or.5-
‘Sbis(trifluoronethyl)benzyl]-N - éz met hyl - 2H-tetrazol -5 82 '
yl ) am no] neltmﬂdé}zoj—ﬁewum lr, 2, Buopsnbt Ay# pheigz9lwet iyl Zarfi1te]iazodyill,cycl o
hexyl ) aggt 174.
{4-12-(2-4] [43 B oIt AP Ror Srée RyFFBRAYYTT - N (Tt A 9 Rder dHoPT5-y1 ) a
m no] met hyl3n-S-dtadidivd tikthueraaslihy! ghesyd ) hytalgd cyal-ahewddacet e acid
and 175. 5-[2-({N-[3,5-bis(trifluoronethyl)benzyl]- I\f-[2 nmet hyl - 2H
t et razol - 5-yiylaineeiret Byl,) 35- owt I&ypynldylfdammneiﬂylhh@mﬁﬂpm‘pmad@ilc
acid. O the corrpgiunds recite abovE, the co d shown be ow i.0 are
parti cul ar IFF Pt &radife 2 P¥§l PrApE: GHOYP{ n]{y][ ,\grou[pg %35, 4
(trifluorompthy), 1yl 1-,
benzyl ]-N (2-'met hyl - 2I—?—rf etr az 110 I%rg%pr)lo] r%estoﬁyllf% ri ?Fuor or(ret hoxyphenyl )
- N- et hyP4ni5q] éet, h;?l—} oyc Behen;z_[h).aokyl cgacupm) hy:d'rdn:]lrylorgmlﬁ:,p 215—118-, BFaps-
( 4- {1 N- ( 2 { [N [ .3 5-bi s (. trif |uoronethyl benzy)l -N
6- or 7- 1ndolyl group) etc.) and the llke can
mentioned. The number of substitution is 1 to 6, preferably 1
to 3, more preferably 1 or 2.
Preferable examples of the “homocyclic ring optionally
25 having a substituent” formed by R® and R! or R® and R® together
with carbon atoms bonded thereto are Cs-; cycloalkane and
benzene, and more preferable examples are cyclopentane and
cyclohexane.
" As the *heterocyclic ring”, a 5- to 8-membered
30 heterocyclic group containing, besides carbon atom, 1 to 4
hetercatoms selected from oxygen atom, sulfur atom, nitrogen
atom and the like, and a bicyclic or tricyclic heterocyclic

group condensed therewith and the like can be mentioned.
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- (2-methyl -2H-tetrazol -5-yl )am no] nmet hyl }-4tri fl uoronet hyl phenyl ) - N et hyl am
no] net hyl } cycl ohexyl )acetic acid hydrochloride, 142, traps-(4-{ [N (2-{
[N -[3,5-bis (trifl uororrethyl)benzyl] N 20
"(2-nmethyl -2Htetrazol - ) am n%l“rreth yl}-5-nethyl -4

trifluor owe‘imlpﬁﬂéhmamlasmfa ﬁo}iﬁéﬁﬁypye}époﬁwgwﬁwﬂ% B B S5-

penzyl] - NReisH, REGEREdy riaol Bobrkininar he5 s eqpnt LR V)
{111 or oot i pheraiidan® 13d1ecicas] TEbRY bkgyshobesN] ) ASTELF 2]

hydrochl ori de, 154.
t raps (4- { [NY>dgrN atc®y Bnidi sher iLfikeor snehhyb)bhnmh?nq‘:\l (Zhimthy lgd)et r az

-5-yl)gm nmet atrifl ororrethlp enyl ) - | am no rrethl}cyclohex
o) acet! & sﬁd%ﬂ %%%&no Vo PrEsele” tprkse iyl e pie (R g 55 b1
(trifluor onﬁ ? pyrrolldlne (pyrrolldlnyl group), 1,3-

2Ht et razol - 4

(2- met hyl mno]rre hyl } - 5-net hyl -

trifluoromedinsaiteenyl )B—Nlmﬂyllagrbobhet bghicyel Odexz/d ) yulc ed B3, acid
hydrochl oride, 158. trans- (4-{ [N (2-{ [N - [3, 5-bis (trifluoronethyl)

benzyl ] thiazole (thiazolyl group), pyrazole (pyrazolyl group) ,
-N (2-net hyj 12 fl.uo n - Ny pro
py! ani no] m%‘t"hyl il Eex!mf%fL %‘r{ s, TRl

trans- (49 [MNdxaZdd1¥ - fsdscamcﬂ(ytlr lgfﬂqurratdtytlh)ﬂwmyd ] (i oft2rirmioyll- Ztcughr,az
ol - 5-yl ) am no] net hy(%J| 5-nmet hyl -4trifl uor onet hylcﬁpenyl ) - N- pr opyl am no] et hyI
}cycl ohexylfdaare (airgzapylligroun) y ahse, Bathiadiazole (IN2,33, 5-bis

‘N I(le et ﬁﬁ‘%)a R Iglrgufﬂ’)'am rRoTnERRS 1220 et 12 T THATEIRER Y | pheny!

) - N-et hyl argbxfbﬂ;ﬂet hy, |2}, yerabesyk) agedi 8- aﬁigz@ml 1&Soup)ty ang, 34-{ [N (2 {
[N- [3, 5 |s(tr|fluororrethyl) benzyl] -Nis
( 2- et hyl - 2-itaaaldddnes- (yltr)Lanpﬂuo]iﬂrBYhyQPﬁphe@m@'Ithﬁ rllfkeubor@fetahyﬁl-phenyl ) -N

- et hyl anfi:nQ t hyl }cycl ohex acetic aC| et hanesu nat e. . The nd of
he br osentIRABAY G CeTOE VNG EL A, 5F D oS TR AR a}@?@p 2bl o
sal t thereafy YR tRHRALAS 3@1EELEGI ARG é?%dex@cétd&htysdlrfd}.a%rﬁ g.
human, nonkey, bovine, horse, dog, cat, rab rat, nouse and the Ilke)

and can be nidewges GEPR autli theyluhm bsuch sas | py aiddline ofpynitdyli nogpd he
superior CETP.in bltor activity of the con};ound of . the present invention,

a prodrug tH¥ lé’r?d( Z%mbﬂép cgﬁ?‘l’BhHV‘ %‘E%Eﬁ%]tlé“esalt t hereof , they
axe usef ul 634hy3abrBABY! SmEEbRETINE | dﬂﬁﬂ{ﬁp@i‘o@ﬁ )S, or

treatnment o the i sease IS 1 NvVo hyper'l i pi demi a,
arteri o%é| ar dslss—tratalze.hescnezosi-srla)eim@het:aiaz/mIqufouii)semerldlne
dysl i pidem a, hyperbetalipoproteinema, 30 hy:goal phal i popr ot ei nem a,

hyper chol es(tpéP@Iréﬁll&}' hﬁﬁePP? ¥ gPYERR? déPﬁ%an BIUR) hyibecErReEs: er ol em a,
Care s an MaNIS g 1o NSEDA IEPFIoLEEINE SRS
dioxane (1,4-dioxanyl group), 1l,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 heteroatoms selected from oxygen atom, sulfur atom, nitrogen
atom and the like, such as benzofuran (benzofuryl group),

benzothiazole (benzothiazolyl group), benzoxazole

(benzoxazolyl group), tetrazolo[l,5-blpyridazine
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- 84 angi opl asty restenosi s, hypertension, diabetic vascul ar
conplications, obesity or endotoxema etc.), particularly as prophylactic
or therapeutic agents for hyperlipidema or arteriosclerotic diseases. Wen
“the conpound represented by the fornula (1) of the present invention, a

prodrug thefed§ragoke fpﬂhaﬁ’rha]déﬁﬁhdéélufyla@é'@ypébl sriarele hés 2ol p¥ridaning a

phar maceut i ar A erall xed w

phar macol ogf@%’r#)@ég Q p‘é} gagllpé’r&% g’lyrl &xEH é én enaf‘ﬁ"bgﬁfoj'i?i l'ler, _

di si nt egr an{penHikididiZelgrdifse qﬁ%ﬁu’o\lﬁnebl{ﬁ{@ﬁol?ﬂub.@bﬁpﬁr aromatic,
col oring agent, sweetening agent, I ckeni ng agent,” corrigent, dissolution

ai ds, and ot$muiamﬂiitria/esj,sw¢uic‘rpl‘yle darmy ,pmlmlmc(dlmlmyﬂatgrqup) ,
vegetablg 0|I cohol ééh éﬁ; et hanol an benzé Lcohol ggl et hyl ene

gl ycol , al’rJr’é{r‘ce 9% OoUPAr hHYBRZPLINE LE

starch a”d f@uﬂ' k%ulmi'rfém (%;tuﬁff‘i o%kd4inlal &rohﬁro' iRdoPeiipd at um and t he

| i ke, and can be adim ni st ered oral or parenterally in the formof tablet,

pill, powdetindpluinuilrel yromeEsi tamxdpllenj(ekndomyl gyeup) ppquinglidineapsul e,
troche aerosol elixir, suspension, ao enulsion, syrup and the |ike. Wile
the dose of (THIPHR Ve FHRR) rade S 8PHERET hAERRNS r%v%#ﬁb?ﬂwﬁk# Tyl

dependi ng ogrdiis) Kiyb AUl ACYRILY o3ty i G- iBp o ntiisaaommound Lo be

admi ni st er ratl rou n wei ght of patients

and 25 tlfe (dmnzdfuﬁr@an@rr@uby ,akarbatole0Qcatbapelyl cg&@f;b)y, aotild i@
ng-800.ng in the amount of the conpound represented by the formula (1) of
t he present (3GRMEHNYN 9XPUR) od PhgnehéhEddine irhansmieridinyl |graept abl e

phar maceut 1RO BryE; SeBY nbBhePaRE RS DA ol SRl o

phar maceut i cal  agent "nventron nay i ni
concur rent IpheMdzin Ck'ﬂl'fe@xb@&hyp.r gRbubact pﬁeﬁéthhsiﬁ@@uzpwemaa‘l@fyl

hyperli pi dem a and/or a prophylactic or therapeutic agent for
arteri oscl graup ,8Phenoxazine (phenoxazinyl group) and the like can be
15 mentioned. The parenthesis following each name of the
heterécyclic ring shows a heterocyclic group corresponding to
the heterocyclic ring.
As the substituent that the above-mentioned heterocyclic
ring may have, for example, (1) a Ci-¢ alkyl group, (2) .a Czp
20 alkenyl group, (3) a Ci-¢ alkynyl group, (4) a Cs.¢ cycloalkyl
group, (5) a cycloalkenyl group, (6) a Cs-11 aralkyl group, (7)
a Cg-14 aryl group, (8) a Cig alkoxy group, (9) a Cg-14 aryloxy
group (e.g., phenoxy group etc.), (10) a C;.¢ alkanoyl group
(e.g., formyl group, acetyl group, propionyl group,'n—butyryl
25 group, iso-butyryl group etc.), (11) é'C&44 arylcarbonyl group
(e.g., benzoyl group etc.), (12) a Ci; alkanoyloxy group (e.g.,
formyloxy group, acetyloxy group, propionyloxy group, n-
butyryloxy group, iso-butyryloxy group etc.), (13) a Ce-1sq -
arylcarbonyloxy grbup (e.g., benzoyloxy group'etc.), (14) a
30 carboxyl group, (15) a Ci-¢ alkoxycarbonyl group (e.g.,
methoxycarbonyl group, ethoxycarbonyl group, n-propoxycarbonyl
group, iso-propoxycarbonyl group, n-butoxycarbonyl group, '

isobutoxycarbonyl group, tert-butoxycarbonyl group eﬁc.), (16)
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- v di seases, or may be used concurrently with a different pharnmaceuti cal
agent (e. g.,-therapeutic agent for obesity, therapeutic agent for

~di abetes, therapeutic agent for hypertension, therapeutic agent for
arteriosclerosis, s therapeutic agent for coronary artery di sease etc.).
Particul arl §, CREhemeYLrErelRe Wwih & d-mosaste-« ﬁé%&éééﬁ@m‘a@%n‘ﬁrwﬁ (e.g.,

hyper | i pi degi. taf ] haryraceuticgl__agent) s expected to.provide an
extrenely s@p@?#@’f’%%ﬁ%&&?%ﬁ%me%’eﬁ eﬁlygg)ratrkgﬁggfgl §E?‘é?rhr'1§abl e

suppr essi OnpebpPl ELELEN ESG LD, 160 z'é%%lcﬁﬁbﬁfna 1byrégpneLrent use”
nmeans a congi n%g, use of th? col%poundsg?t e pr esent?{ i%venltgl on, a prodrug
t hereof or buphbcaxkawyl gditoumetaptiabl@83akn NANrddfCivi t &l ley bied f heametl

pharmaceytical agent, such as a therapeutic agent for hyperlipjden a,
wher ei n~t'heFhDdR of - Use I’f%"r%d‘?e?t@%'_rﬁ?tr%ag‘_oﬁér girBHPar NyNTgh?'Fl_&ﬂi.cﬁT?amoy 1
exanpl e, 1tgh8ehUdesnneidr-ddie BN JrodP, Ol R-BRBLEREEMb&RSY]1 grou
conposi tion contai ning the conpound of t'he present i1nvention, a prodru

t her eof or etphhr nmbk¥uta catd )i aemdpicaialrbongllt grbepedé.and B-di ff er ent

phar maceut i cal ag,ent]aFE and the sinultaneous qr staggered ao adm njstration

of respecti%&pt IRy SRS JepEPHEEPYNCERBORY Hi SFPIP: Wit l e t he

dose of th i ut j agent . r y Jaries
dependi ng g%%%uéefiﬁ}gdy%l% se@eritqr';é’%l f’ ?hgﬁg%gégggy§§%ﬁ]ﬁ%ﬁi¥r%ﬁﬁ n’ rN(;ut e,
age, sexi%nge tivglp e i i rial dfrieadyile girdup)dmbbphbl kRocatbowy Dafd | y about
1-1000 ng, - particularly about 50 ng-800 ng thereof per. day for an adult
by oral adn®®tskratd®bn.a halogaredorut i(@ldgenfi-+orlRybeITouR durhionad lve
used concur Yo W th .t har i_.cgl. agent,o e _.present so

i nvention, és a%%t%eac?r]%;c]gju |°%§@%§é%issq§u§h'aéh?%¥/%£ %%ﬁ,g%?urﬁl’ast atin,
pravast at i ndid¢nlodsiedtyl rlowp/,asirdlfiliorefetkast §kbtp pnerifndddexigan be
mentioned. As a therapeutic agent for obesity to be used 86 t

concur r ent | greUR rethe phi@Zaceuoxeadrayent (88) t ap pnidine Irmumt i G4) an
mazi ndol;sand rhe like ca®$e menti.oned. As a g?ser ap’eu}li_c a Eé'l.t_é or di abetes
to be used concurd erﬂq'y hatnhémﬁﬁlgr ﬁﬁggﬁfié .aﬁerﬂ? of The Jpr asent s

I nvention, 4 amili iy QR | @Y. ,SHekaRYbii R8SgLSup 9 et} 1 26T PSS,

t ol but am de, gl ycl opyram de, acetohexaim de, glinepiride, tolazam de, .

glicl azi de ptapylanirsulgnougacrisopgopyéasmine groupatlagty Iamienetgxoup,

sul fonam des, (e.. 9., .9l ybuzole etc.), _biguanides (e,.g., tformn

ydr ochl o 1S S par QA b BBLEe oy oon. GHHEEROLA o I or s

(e. g., vo thgtﬁ, e , gl i Siih.zer . g pioglj tazone
hydr ochl or ig&ciie et c.o)ﬂgl?ﬂgt egﬁoﬁlg)'cgggggy%e&ﬁ?ﬁgn%%égﬁmé%é'?h’er %zge)utaf % a;tg’nt
for hypéft éhsuamberedeyrddd aminor gentpyoptibns hby phantemioeing ,c desdgient of
the present |Is invention, |oop diuretics (e. g., furosem de

sust ai ned- rA R 3B &NEk PFR é‘ﬂEF??eanaFB‘Pengi P D RANT RSB PiRd ected

i nhi bitors il opLil s j - r:aLj on,

enal apri | rrﬁa éna%éygg%gt@g%h’l :Suggpgprg:%}nhyg?%c ?%?i%%%ﬁg%ﬁa%%?%l?e

l'i sinopril, (ehenazepiididiygloghtbapi, dezet ftitApY | drdep hysirmedllioriingd, group,

t enocapril hydrochl oride, quinapril _hydrochloride, trandrapril, perindopril
er buni ne etRYHEOlEdMYiloGaRsPn PYTrredEpt GFCURt atfpifiatalyl 9xpup | pyxearzedyl

pot ass! s LANeSAL AN EILBNRL| BhGo) o R AMANINLALG ( Sioldmonliar 0 pi ne

hydr ochl ori“de, “di ¢ardi pi ne o] ustalr ned=rel*¢ase Zs preparation,

ni | vadi pi neyroiig e dibiydeopyici@¢i pgReus ISt 1@yl retagse N epar ati on, _
beni di pi ne hydrochloride, diltiazem hydrochloride, diltiazem hydrochl oride
sust ai ned- metdwd@ipegpaiayilogronps oNde phnkp ipexazind pigreupeticdi) pi 1@8)
hydr ochl ori d% bar. [P(i di Ene.hgdrochl oride, e% oni di % ne .

a Ci-¢ alkanoylamino group (e.g., formamide group, acetamide

group, trifluoroacetamide group, propionylamide group,

30 butyrylamide group, isobutyrylamide group etc.), (29) a

benzamide group, (30) a carbamoylamino group, (31) a N-Ci4
alkylcarbamoylamino group (e.g., N-methylcarbamoylamino group,

N-ethylcarbamoylamino group, N-propylcarbamoylamino group, N-
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- so hydrochl oride, anl odi pi ne besyl ate, fel odipine, cilnidipine, aranidipine
etc.), (3 blockers (e. g., propranolol hydrochl oride, propranol ol
~hydrochl oride sustained-rel ease preparation, pindolol, pindolol

t ai ned-r el ti i ndenol ol 87 1.hyd hl orid t eol ol
yar ochi or | HESDESRY LEF T RGO Erg By S BP A EPRRCUTHPERS S TeR
buni trol ol bydrpch| sy d@1N,WﬂJCquﬁ|alMEQQBbﬂ6&g§rn§H§t&ii:&%" (€l $asa, n-

preparation, atenolol, acebutol ol hydrochloride; netoprolol tartTtate,
met opr ol ol démethy beaxl=mylethitel egoapyr dpdFdiethy loapbardoy bami e nduduy 0l
sul fate, tilisolol hydrochloride, carvedil ol bi'sogrol ol fumarate,

bet axol ol hY N oCHPERR ke arRanylATHino, @&egPh| §r N1 PREYT FRIBPFIOYEATHINA e,

bevant ol o C ry de C.) .8 = ) | abetal ol io
‘hydr ochl ori %ﬁgﬁgr%t?h)dl o ﬁ%yc?r ocHI g&?hg%hgﬁgggfa?%?u%ygéﬁb%h‘l oride etc.), a
bl ockers (emethyl@tediasiyn duunoc dunildhediexgz gebtiphgdeophl eBifea dBXERPSI N

nmesyl at e, bunazosi n hydrochl ori de, bunazosin hydrochl ori de .
- sust ai ned- r £ hst WERFAIINP ur@8) den, epREKt BFawP néfreky| B3 & itrmd
n

he ik | , | cal f th
br csent | nERTTBh o B ANt R i (A8t Are e e bR o o (it sher

present inv

manmal s (e.ggoup NOMKEY .2 kalifiee oo, deg) &abhosghdnsd ,graiR, nouse and the
i ke). 20 Now, one enbodi ment of the production nmethod of the di benzyl am no

conpound’r epr Bl aneurorpddnd 2 €)-si slkypsul fiemoybuaraure (& .@uctN-on
thod of th ' ti [ imted to thi le. Wh th

fenction + SEE AT Eandy s Hrsh s NoaPhragtunenost ¢t Ofal o oups at

posi tions obF&ky LAAE ey, 1 %%bonNSiiESpE‘B?yh?ﬁupf%Wi ec%:baﬁg,orwhand as

necessary and may be deprotected at a suitabl e stage. reover, the
reacti on i rowtckswstfmnayy dreupaeticed , ot Shce ol Cugs taol ky lonrhiamoydn glroup

2ppr opt | at ol S Sen e Tkt kA LAY o RS ot T Suddeoxd group,
crystal |iszaf )y Jrpiishalfanedtl gRoupo! Nmfam@imml RfRRA &dvg HPLC

and the |ike. 88 .1” Conventional Production Method The production nmet’hod

of the conptifd a ghresdkydédhly gheupofeuda, (rethysl thdenmmid,y ethgdrthiin t he
foll owi ng. Production thod 1 H' ~ AR3/ RS, R4 (2) (Rs) n NH2 (3) Step 1
Product i on WEHRyd PFO®Y( °n9KRUP., isopropylthio group, n-butylthio

group, sec-butylthio group, tert-butylthio group etc.), (47) a
phenylthio group, (48) a Ci¢ alkylsulfinyl group (e.g., -
20 methylsulfinyl group, ethylsulfinyl group, propylsulfinyl
group, butylsulfinyl group etc.),l(49) a phenylsulfinyl group,
(50) a Ci-¢ élkylsulfonyl group (e.g., methylsulfonyl group,
ethylsulfonyl group, propylsulfonyl group, butylsulfonyl group
etc.), (51) a phenylsulfonyl group and the like can be
25 mentioned. The number of substitution is 1 to 6, preferably 1
to 3, more preferably 1 or 2.

Preferable examples of the “hetetocyclic ring optionally
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-dioxocle and 2,2,3,3-
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"ARa/ R Ra(4 R-R ~/ X (5 Rx Step 1-2 RBRR-R ~ (R n RlL NH2 B (Re)

nl. w/ H--t/ NHR2 0 Step 2-1 R2 (6) (7) Production Method 3 HO A R3 /

Rs R~ (a) Step 2-2 RR . R ~(RR) nBHHXAR2/ N2 R2 ~/ N (11 ) 3 ~\
e

-Ergdsit;5n~§%§4ﬁ#}é;£§aiﬁgadQQ§%ﬁ§3 ~ Rs Step 3-2 (i> R (10) R~ (Rs) n B 89
In the above-mentioned embodiments, the substituent of
the “homocyclic ring optionally having substituents” and the
substituent of the “heterocyclic ring optionally having
5 substituents” are preferably selected from the group

consisting of (1) C;.¢ alkyl group optionally substituted by
halogen atoms, (2) nitro group, (3) hydroxy group, (4)
mercapto group, (5) cyano group, (6) carbamoyl group, (7)
carboxyl group, (8) Ci-¢ alkoxycarbonyl group, (9) sulfo group,

16 (10) halogen atom, (11) Cj;-s alkoxy group, (12) Ci-s alkylthio
group, (13) C;-¢ alkylsulfinyl group, (1l4) C;.¢ alkylsulfonyl
group, (13) amino group, (16) mono- or di-C;4 alkylamino group,
(17) Ci.¢ alkanoyl group and (18) C;-s alkanoyloxy group.

The “pharmaceutically acceptable salt” may be any as long

15 as it forms a nontoxic salt with the aforementioned compound
represented by the formula (l1). Examples thereof include, but
are not limited to, salts with various inorganic acids such as
hydrochloride, hydrobromide, hydroiodide, sulfate, nitrate,
phosphate, carbonate, hydrogen carbonaté, perchlorate and the

20 like; salts with organic acids such as formate, acetate,
trifluoroacetate, propionate, oxalate, glycolate, succinate,
lactate, maleate, hydroxymaleate, methylmaleate, fumarate,
adipate, tartrate, malate, citrate, benzoate, cinnamate,
ascorbate, salicylate, 2-acetoxybenzoate, nicotinate,

25 jisonicotinate and the like:; sulfonates such as
methanesulfonate, ethanesulfonate, isethionate,
benzenesulfonate, p-toluenesulfonate, naphthalenesulfonate and
the like; salts with acidic amino acid such as aspartate,
glutamate and the like; alkali metal salts such as sodium salt,

30 potassium salt and the like; alkaline earth metal salts such

_'aé magnesium salt, calcium salt and the like; ammonium salt;
salts with organic base such as trimethylamine salt,

triethylamine salt, pyridine salt, picoline salt,
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-R2 Ra (10) 0 0 (12) R2 HZN-NH2 Step 3' Ra (1-b) w Production Method 3" R~
R2 Rgo -COC | (13) BrCN Ro HOONHZ Step 3"-1 R Ra Ra (10) (1-c) herein R
RZ, R3, Ra, R5, R6, A ring B and n are as defined above, X is a hal ogen
“atomand Ph_js a phenyl group. Production.Method 1 Step 1-1 This step

i s~di r ect ed@1 Y G PaTSHAN IS F@litve Nath ndibeRzY FREDE bapediamiee reakhtand by

it Eet Lgr mul 8 {2)1 )6 esaaﬁk%d.d’ftﬁqh aﬂ\i?x%.m%%'iﬁd shell §§GE§S9n by,{fe J:’(;qrj{‘ﬁéi'nae (3)
_presence of ‘a reducing agent 1n a solvent to" give a conpaotn

represent edsdt ighd hhd iRy ;a afd) theAIikBe SDh Védiie tondess Used santt hay

reaction, for exanple, ether solvents such as diethyl ether,

t et r ahydr ofRg ah WaeR-catitedaiag preductet hydyethaoe, sol v yeewithl alwoldlke;

90 R Rs .nd the like.

In addition, the above-mentioned compound represented by
the formula (1) may have various isomers. For example, E form
and Z form are present as geometric isomers, and when an
asymmetric carbon atom exists, enantiomer and diastereomer as

10 stereoisomers based thereon exist, and a tautomer can exist.
Accordingly, the present invention encompasses all of these
isomers and mixtures thereof.

The compound of the present invention encompasses prodrug
compounds and metabolites.

15 By the “prodrug compound” is meant a derivative of the
compound of the present invention, which has 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 frée of covalent bond.

As the prodrug compound of the compound represented by
the formula (1) of the present invention, a compound wherein
the éarboxyl group of the compound represented by the formula
(1) is modified by ethyl group, pivaloyloxymethyl group, 1-

25 (acetyloxy)ethyl group, 1-(ethoxycarbonyloxy)ethyl group, 1-
(cyclohexyloxycarbonyloxy) ethyl group, carboxylmethyl group,
(5-methyl-2-oxo-1,3~-dioxol-4-yl)methyl group, phenyl group, o-
tolyl group and the like; a compound wherein the hydroxyl
group of the coﬁpound represented by the formula (1) is

30 modified by acetyl group, propionyl group, isobutyryl gfoup,
pivaloyl group, benzoyl group, 4-methylbenzoyl group, o
dimethylcarbamoyl group or sulfo group; a compound wherein the

amino group of the compound represented by the formula (1) is
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- hydr ocarbon sol vents such as benzene, toluene, hexane, xylene and the |ike;
hal ogenat ed sol vents such as di chl oronet hane, chl oroform carbon
“tetrachloride, 1,2-dichloroethane and the |ike; alcohol solvents such as

nmet hanol , et hapo|, .isopropyl - 5 al cohol, tert-butapo] and the |ike; ester
sol vent s su%ﬂgﬁgl%ﬁrﬁﬂFhﬁ%&iﬁ%beWQ Igrgﬁﬁba§§TeEE¥§Fhé€é}éte and t he~li ke;
pol ar sol ve i i X i.oet hy B _gﬁg: e, 11 ke; and
the like caﬂéﬁ% f%ﬁfﬁﬁégf§%&%€3¥ééfﬁwbgiﬁggg 2|%&§E§?g:ﬁ§co |%€I%on.

Pr ef er abl e spdyvexyshérmyX)nethydacironp,i | 5amethiyllepebronl apedtlhedl-or-onet hane.

As the reducing agent, sodiumtriacetoxyborohydride, sodium .
cyanobor ohy¥t | BREDYEb FERHmD nshyide dd kend ande thekéikancee befieninianed

pref erablse reduci ng age | S gea n.Ls.sodiu L gcet oxybor ohydri de.
i5 Step 1-2 This step i srgecﬁ{r]gﬁra_eed f{‘% %ggg?‘glp g‘ﬁéyﬁ&{'%ﬁf"% conpound
represented by thew orvadidust)substieaehed whihsabsepetivh reprasamed by
the formula (5) in a solvent in the presence of a base to give one of the

obj ect conpdesersibedhiigh mare detaddedontbe fplihwihgrnula (1-a). As the
solvent to be us f.or the reaction, for.e | e, ether sql.vents such a
diethyl ether, tatrdRyBFOFGFARLY TRES:-< gt Ykhd motie, GRYHEPRAY o CHBRGL CHE Ry o
and the |ikey TS OmeeRl HreveraBIybaNzene1 udPbienisy 1 hﬁ@ﬂﬁ xyl ene
2s and the |1 ke; al cohol solvents such as nethanol, ethanol”, isopropyl
al cohol , 2% ert - butRfnds pmefeneblyka; habogen sutarentss Giuchalayleghplipacet at e,
met hyl acetateuﬁgﬁfyl acetate a%g thg hike; ol ar solvents such as acetone,
N, N- di met hyPH ot R de, SRS TeHRFeds kYt BRILGESANATORE PF IR, CYARP tHEUR k&TEn be
ment i oned, 3a. AN LaN 198 A4384 ARG 1Ok rbllp COFDL NEY 4R eferabl e
sol vent irlé%ﬁs rea@fion IS N,N—c> ine?%y?forﬁan?ge.@%s tﬁ%éh se, for.
exanpl e, al kali rRét ahdhpbrdmesedch prefevaiilymahyigdicdgen patass) uan hyibgete
etc.); alkali netal 91 ,

atom, a C;-g alkyl group optionally substituted by halogen atoms,

15 a C;-¢ alkoxy group optionally substituted by halogen atoms, a

Ci-¢ alkylthio group optionally substituted by halogen atoms or

R® and R! form a homocyclic ring together with carbon atoms

bonded thereto.

R’ is preferably a hydrogen atom.
20 R® is preferably a hydrogen atom or a C;-¢ alkyl group,
more preferably a hydrogen atom, a methyl group or an éthyl
group.
n is preferably 0, 1 or 2.

Ring B and (Rs)n are each preferably
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-a al koxides (e. g., sodium ethoxide, sodium methoxi de, potassium
tert-butoxide etc.); alkyllithiuns (e. g., n-butyllithium sec butyllithium
etc.); alkali netal am des (e. g., lithiumdiisopropyl am de, sodi um ani de,
‘lithiumbistrimethylsilylanmide s etc.); alkali netal carbonates (e. g.

sodi um car bonat e, Rﬂbtﬂﬁsm UrRsCagddonat Re! sadl umﬂaydngen tRa.r Renat e, potassium

hydr ogen carbonavé et alka meyal h des ) thlum
hydr oxi de, s hydr/< %IUU]hy i de et aIk tm

. phosphates ( hos 0o tas§|un1 hosphat g et and
organi ¢ bases “Y&. et hyl ani pyrﬁgkﬁé, N- ‘%iy1nnrpﬁbﬁ?he etc.) can
be nenti oned, h pre erence given to sodium hydri d¢ and pot assi um

tert - but oxi The obtgi ned obj Sct conpoH%d may b subjected to gesal tis
i ion to g ve a deskred salt roducti R Method 2 St 2-1 This

step is direc gral rydugtive aNagtion. onpoumd—gepr esent ed
by the fornul/a (8§ |s /eac\ted fth\a 20crrpd.undr presentelf by the fornula
(3) in a sol I nt Asen olare Y ag giv onpound
represented by|{the formua (7) . t he sol vent, for| exanple,| ethepx

solvents such as diethyl ether, tetrahydrofuran, dioxane,

1, 2- di net hoxpeet tRane, 2s di gl yme and the |ike; hydrocarbon sol vents such as
benzene, tol 2, hexane, xylene and the like; halogenated sol vents such as
di chl or onet hp gkorofornl carbon tetrachl oride, 1,2-dichloroethane and
the like; aII & vents such as met hanol , et hanol, isopropyl alcohol,
tert-butanol and the 30 |ike; ester solvents such as ethyl acetate, nethyl
acetate, butyl! acetate and the like; polar solvents such as N, N :

di met hyl formam de and the like; and the |ike can be nentioned, which can be
used al one witedeirc ®th IRt i nd B ehes add edsPineNtabove, more preferably

Re0 R60 Ré1 R6o R6?

./ / /
7\ >/_N\ /i \

wherein R*® and R® are as defined above.

A is preferably -N(R’) (R®), more preferably that wherein

R’ is a Ci¢ alkyl group and R® is a Cs_1p cycloalkylalkyl group

optionally substituted by - (CH;).-COOR!® (wherein r and R! are

as defined above) or a C;-¢ alkyl group eubstituted by carboxyl
group.

10 Preferable examples of the compound of the present
invention (1) are as follows:

-1, N—[3—(N'—cyclopentylmethyl—N'—ethylamino)—5,6,7,8—
tetrahydronaphthalen-2-ylmethyl]-N-[3, 5~
bis(trifluoromethyl)benzyl] - (2-methyl-2H~tetrazol-5-yl)amine,

15 2. 3-{[N-[3-(N'-cyclopentylmethyl-N’~ethylamino)-5,6,7,8-

tetrahydronaphthalen—z—ylmethyl]—N—(2—methyl—2H—tetrazol—5—
yl)amino]methyl}-5~-trifluoromethylbenzonitrile,
3. N-[3,5-bis(trifluoromethyl)benzyl]-N-[6~ (N'-
cyclopentylmethyi-N'—ethylamino)indan—5—ylmethy11—(2—methyl—
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- 92 in this reaction are dichloronmethane and tol uene. As the reducing
agent, sodiumtriacetoxyborohydride, sodi um cyanoborohydride, sodium
bor ohydride, lithium hydride, alum num hydride and the |Iike can be
" nent i oned. pref er s reducing agent in this reaction is sodium

bor ohydri de? %Ee%r"i‘)"r‘?blfg—’réﬂ)%d the formula (6) is reacted with the

fornula (3)4 t%DW%%l\@(%C%hyfofrfonQ%?l)W@h‘igli_]SNL?E gl by a reduction.

For a reaction to form a base, "azeotropic ydrati on may be

.conduct ed i eyalgedneyiimeiiinil-ay -exhydandne) ihdhtebey leétRyD] - emmhéﬁny14-ke
w thout catalyst or in the presence of an acid catal yst such as

hydr ochl or|%Haﬁﬁrazéﬂetﬁﬂld(ﬁ"&%@Y@H@Chllkéldﬁr a method using a

dehydrat|5ng agen Ves 1 apr ot

sol vent suc gﬁ tret yl'e e c S’&ﬁ‘ t@é’ﬁugnegg ﬁi?ﬁen%’rkna%y t?eaf yg‘y]ed.
Step 2-2 Ammpulf&faeameﬁmlqd [3y, 5t-be sf(@riehl 8ot Shet Ml Fhenh Sy DRimimed by
treatlng the formula (2) by a general reduction, is reacted with thi onyI

CE] olrl ge i b a Mol reft’ miowfhnﬁmm@mbyézu'tethmhwxmm:ﬁmanc&mrmmmd
i 8
ot ori nat ed Ko b G e EERE Y OA bae oy ) stege ey (AR ai ned

conpound a%&m@ represented by the fornula (7) gives one of the
obj ect compounds, which is represented by the fornmula (1-a). as Production

Met hod 39St2p M-=[6 w 's- cytcdppies tyilmethgd-No6- atQEhenaﬂlOXBdim-rSfa(hmt‘l‘@th]Gn A

conpound r forrru e ted W conpound

r epr esent e?f?'bﬁsg &%ﬁtgu(’g)omleﬁ iéﬂ?ém‘ 2§txﬁ%tl?ﬁ6£ 's@ffgz‘%llf‘ Y

reduci ng ageMfartihed ive a conmpound represent ed by the forrrul a (10). As the
sol vent, for exanpl'e, ether solvents such as diethyl ether,

tetr ahydr of 8ur & { NH (@MY’ -1 32 bebdst(hox ¥t banee t931) behz;yly:rmi 'an(b e Hyilke;
hydrocarbon solvents such _as benzene, tol uene, hexane, xylene and the |ike;
hal ogenat edl 5l v @digze las-aile AN PEhBEERAYIE ) LadaR STk mNTar bon

tetracml@“é’ﬁ-xgn]ainan%s} Q!Incy gﬁgagaggﬁglngy{jg??#%&feidgl cohol solvents such as s

met hanol pr opyl "al co anol and the like; ester

sol vent s surh mecmtihyraacetatgn-nethyh’acsiste, butyl acetate and the |ike;
pol ar solvents such as N, Ndi met hyl formam de and the like; and the |ike can

be menti ondRfs Wﬁlé%u@aﬁmeéhaééaeazwhé—ﬂr (Amedey ieRi-viet 7R AR let%r abl e i o
sol vent i nt% yld] t?lnl S d| % ngg @%Sx%%ﬁﬁert%t@ rledum ng agent, sodium

triacetoxy | um cya um borohydri de and the

li ke can be rangrmeqme‘bhpa%gemehexaﬁéasrm;ag@m inthis reaction is
sodi umtrlacetoxyborohydrlde is Step 3-2 This step is directed to a

gener al 2AucliCo@iil iNe [§trl:(§t’rt:ucilgpenem;mebhylﬂh’ee@lyﬁmnmamdan—ée in Step
Conpound.r SEIRN 4G, SERETFa? Farate HiS= 4 BTN D ddr i bree
conpounds, whifaRdrome?BepeRtedibyiige formula (1-a).
11. N-[3,5-bis(trifluoromethyl)benzyl]-N-[6-(N’-
cyclopentylmethyl—N’-ethylamino)indan—5-ylmethyl]—(2-ethyl—2H-
25 tetrazol-Seyl)amine,
12. N-[3,5-bis(trifluoromethyl)benzyl]-N-[6-(N'-
cyclopentylmethyl-N’—-ethylamino) indan—-5-ylmethyl] - (1-methyl-
1H-[1,2,4]triazol-3-yl) amine,
13. 3—({N-[6—(N'—cyclopentylmethyl—N’-ethylamino)indan—5-
30 ylmethyl]-N-phenylamino}methyl)-5-trifluoromethylbenzonitrile,
l4. 3-{[N-[6—(N'~cyclopentylmethyl-N’'—-ethylamino) indan-5-
ylmethyl]-N-(4,5-dimethyl-thiazol~-2-yl)amino]lmethyl}-5-

trifluoromethylbenzonitrile,
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- Besi des such nethod conprising directly reacting a'conpouhd havi ng ring B,
which is represented by the formula (11), there is a nmethod conprising
forming ring B on the nitrogen atom of conpound (10) by a known nethod. As

T ouat Lon Tt MuiS S G cBepa L ReRer bt s R wen g (=) * is
Step 3'-1 S&a%ma%ﬂﬁﬂr-qwgﬁgq%ﬁ%ihgsﬁusaymgihg}f]I%&?ﬁlﬁﬁz-

wi th conpound ( i'n a solvent. The obtained residue Is reacte
hydr azi ne hylramine rmylrsalhlentiden. t he presence of an acid to give a

conpound represent ed §¥ the formula (1-b). which is one of the object
conpounds. 0 As3T Vsl avslopensydmeshyd i’ reEBylamiRe) 2R v~ exanpl e,
et her solsv s di _at hen et n ugan, di oxane,
1,2-dinethgaéé?%éﬁgfggiglé%gxghg Sﬁ%aﬁﬁgg?ﬁﬁég&gia§bon sol vents such as

benzene, t otriefiaornteeiis;lberzend taidet hgdrbkBlohadiegenat ed sol vents such as
di chl oronet hane, io chloroform carbon tetrachl oride, 1, 2-dichl oroethane

and the |k a6t SHisdfird fdyerometayhybenerl At ¥ [reffit acetate, butyl

acetate and e |ike; |, ar. | vent s.such, as .N, Ndi net hyl f m de .and t he
ke ana (s one SN SRR e St pe VEbehy e e L
conbi nat i onyl Yaninf enaicRhlsraa@event in this reaction is dichloronethane.
As the solvent to be used for the next reaction, for exanple, ether

sol vent §%sudh A% @ .St-pjils (Grtidduoremeshydl benrwh] -Bi bxate’ -

1, 2- di et hoxyet han di and . t he_|i.ke; ,hydrogcarbon_sol vents such as
benzene, tcﬁﬁ§§ﬂ£eﬁﬁ¥%5ﬁ§¥§§§P2ﬁ&tﬁxgaFﬁ8°P%Ré?nﬁ§I¥ihﬁﬁﬂiﬂﬂ?; Vents such as
di chl or ometrieadss1 tHhla0ica 00 ) eak BaNhiabbaghbpigde, 1, 2-di chl oroet hane and

- the like; alcohol solvents such as nethanol, ethanol, isopropyl alcohol,

t ert - but andl9 .aftt [Bhe-biiled trésilepremetbpl sbenzhl ksN-effry(Nacet at e, net hyl
acetate, butyl acetate and.the |ike, polar solvents such as

N, N- di met hﬁi%lc&ﬂ%ﬁta me&gafgrﬁyregt}yieﬁilag) Wer e YiMeEhYa ¢4ve 1i ke can be
ment i oned, i _ysedq: i {mation. A preferable solvent
inthis regﬁﬁ?gﬁjﬁggf?g-gigggﬁggggtﬁgﬁgacﬁgg? gghcid to be used for the
reaction, fagr. exdi3plSebisddtiradlganomethyipbeneyl pN-hygh @ oric acid,

. sulfuric acid, nitric acid_and the |ike; organic_acids such as

trifluoroaé@ﬁ%?RSEFd}T?FPXHFHF6§E€¥i€méﬁ?H%n%ﬁﬁﬁ5Ty¥ﬂﬁQﬂY%knM%ﬁ%SUIfonic
aci d, p-tdéymgﬁﬁ IE%@%%oﬁgbggﬁvngHS £§g§§$ﬁggkfﬁébna m xture thereof can

be nmentioned, wth preference glrven to nethanesu ic acid. Production
Met hod 3" Rda @=) [N-YeWiRN-Byt3opentNimé €ty B-N 1~ethylamino) indan-5-

20 ylmethyl]-N-(5-methylthiazol-2-yl)amino]methyl}-5-
trifluoromethylbenzonitrile hydrochloride,

22. 3-{[N-[6~(N'-cyclopentylmethyl-N’-ethylamino) indan-5-
ylmethyl]—N—(4—methylthiazol—2fyl)amino]methyl}—S—
trifluoromethylbenzonitrile hydrochloride,

25 23. N-[3,5-bis(trifluoromethyl)benzyl}-N-[6—-(N'-
cyclopentylmethyl-N’¥ethylamino)indan—5—ylmethyl]—(4—
methyloxazol-2-yl) amine hydrochloride,

24, N—[3,5—bis(trifluoromethyl)benzyl]—Nj[6—(N'—
-cyclopentylmethyl—N’—ethylamino)indan—5—ylmethyl]—(3—

30 methylisothiazol-5-yl)amine hydrochloride,
~25. N-[3,5-bis(trifluoromethyl)benzyl]-N-[6- (N'-
cyclopentylmethyl-N'-ethylamino) indan-5-ylmethyl]- (5-

methylisoxazol-3-yl)amine hydrochloride,
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- A conmpound represented by the fornmula (10) is reacted with cyanogen brom de '
in a solvent in the presence of a base, and the obtained residue is reacted
wi th hydroxylamne in a solvent. The obtained residue is reacted with an

“acyl ating to_agen ch as acid chlori r epr esent ,the formula (13)
and the |ik§§-?ﬁ’-g3s€%?ﬂe?1 t%ﬁﬁ%’“?%ﬂﬁ&&ﬁ‘&ﬁ ﬁP‘éigﬁ?éd‘by the forml a

(1-c), Wich,j —.'e—(\étl'ﬁﬂ _kh _to_be used for
the first re %%?%én&?tﬁ)r?é{e}%aﬁp e, a c%%gggp\?éﬁtg g&@ﬁ£ggﬂirre¥%anol,

et hanol , i smethpyi sdte s -Brgl]) dndirie biyidadehlarddehe |ike; ether solvents

such as diethyl ether, tetrahydrofuran, dioxane, 1,2-dinethoxyethane,
di gl yme and2?heNt [keS-hiaittacidrivnronsthadt) besgyh 1 a¥-béniBhe, tol uene,

- hexane, xyl ene, and t li.ke: hal qgenat ed sol vents such_as. di ¢hl or t hane,
chl or of ormg%%%%%%n?ifr?%%wﬁo%ee% a0 (sl %J#’&ﬁ‘égﬁ%ﬁ fﬂé“ﬁ " ester

sol vent's suth-ger£id)3-ae0tatihe Wid¥Hchaeetiakg, butyl acetate and the |ike;

pol ar solvents such as N, N-di nethyl fornmanm de and the |ike; and the |ike can

be nenti oned8. v th, Tdn et nisgdadoxiomedhyd ) beneyabiNal 6oflN’A preferabl e
solvent in this reactjon.,i t hanol... As the .basg to be used for the first
eaction. 1 Sre SR Y e iBe) Apeent Y inetu gl Mo thrka e,

pot assi um cay £01-004) 1YnliHl 89eR ccR1BPAAES. Potassi um hydrogen
carbonate etc.)’; alkali “nmetal phoSphates (e. g., sodi um phosphate,

pot assi uth pidsphal, et 9 (trafl vorpaeithylabeszg0] ¥+ §6+ (Wt+ et hyl ami ne,
pyridi ne, N-nethyl norpholine etc. an 96 ., he nentjoned, wth preference
given to soﬂY?ﬂﬁgﬁfb’?ﬂ@?ﬁ#{?&r‘%ﬁﬁt@Yﬁﬁg‘lpﬁé1§§PUEETY%’BEB%YJU]SEB5T“%‘C}{YH€ next
reaction, fPI,?X@f‘ﬁ}lieadieé%?r—g_sﬁl‘rfm%{%ﬁiesH?Er@éhgbﬂﬁé( | ether,

t et r ahydr of uran, di oxane, oxyethane, "diglyhe and the like;
hydr ocar bor3GolIN-e[ ,5-hich( tad flepzemethiyd) beneyl hexapes (X4 ene and the |ike;
hal ogenat ed so] vents such as di chl oronet hane, chl orof orm_ carbon

tetrachl or i SSlapentylgntdndethiasshydamine) frdan-arehrethybl veinmeydr as

nmet hanolzs e ) I ORYl, _i (o] ol and the like; polar
sol vent s sut:ﬂ’aé;’ghl@% r%e%?'h;?l ?gg%%ﬂgehyg%ﬁé%%g#i@%f foxide and the |ike;

and the |i k3l can- (&, 5vild (@ddlushorethgl) bendgeP-® pere(0r- i n conbi nation. A
preferable solvent in this reaction is dioxane. As the solvent to be used
for the firR¥ckpantGmethyl N -exchirpprainel hedarob vetnethykhrryyr idia 3y

et her, tetrahydrof ur ihoxane, 1, 2-dinethoxyethane, diglyme and the |iKke;
hydr ocar bon sacgrfdlvneen't111 adgflfcc%‘lggl@gnzene, t ol uene, hexane, xylene and the |ike;

hal ogenat edB?D'WUﬁ,%_—%i%ht&ifdh@&bﬂéQH?lhE@ﬁ’zYEEll@-f p§-o(ym- car bon
tetrachl oride, 1,2-dichl oroethane and 20 1ike; ester solvents such as

et hyl ad8t stwclonsrityllneddyat-d’ -pahylamiee hi rdamds+hand el ] oirddisei2vent s
such as N, Ndi net heyl f%ma[gli de, dinmethyl sulfoxide and the like; and the like
can be npntlfﬁtﬁﬁ'é]d_ 1€ By i {}l‘?rﬂge_us_ed al'one or in conbination. A preferable
sol vent in $hi ' @AGLKAR (3 iBY 1bdbA8thyl) benzyl]-N-[2- (N’ -~
cyclopentylmethyl~N’~ethylamino)-5-trifluoromethylbenzyl]-(2-
methyl-2H-tetrazol~5-yl) amine hydrochloride,

25 34. 3-{[N-[2~(N'-cyclopentylmethyl-N’-ethylamino)-5-
trifluoromethylbenzyl]-N- (2-methyl-2H-tetrazol-5-
yl)amino]methyl}-5-trifluoromethylbenzonitrile hydrochloride,
35. methyl 5-[N-(6-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N’-
(2-methyl-2H-tetrazol-5-yl)amino]methyl}indan-5-yl)-N-

.30 ethylamino]pentanoate hydrochloride,
36. methyl 5-[N-(6-{[N'-(3-cyano-5-trifluoromethylbenzyl)-N'~-
(2-methyl-2H~tetrazol-5-yl)aminolmethyl}indan-5-ylmethyl) -N-

ethylamino]pentanoate hydrochloride,
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-25 In addition, AL B and Rl to R6 nay be further subjected to conversion of
a functional group according to a known nethod, after synthesis of conpound
(1) in the above-nentioned production nethod. As a functional group

rm nal ubstituent Ais

' t f 1 the,
o ector BB '&m"im?é TN 13y SrBLe F 4t Fod BEe HOHORRRAY AT ot er

hydr ol ysi s, %ﬁ\% a hg;t erm nal of
substi t uent ( aﬁﬁe easr| y q't gl X% %%B?ﬁgeé%l&\}/gﬁ?&{?og?b used for
this ester épltyDinyivic] peannincate hgdrexadpkédegt her sol vents such as di et hyl

et her, tetrahydrofuran, dioxane, 1,2dinethoxyethane, diglyme and the |iKke;
al cohol sol $&nta Bﬁdﬁ-a{smret[@aﬁcblséfﬁﬁaﬁéuorp@eplabbwelaa Jﬁh@i *= %7t - but anol

and the ls ke can .be mentione be use al one or in
conbi nat i on ﬁl ar I%/‘ycj:(’f‘szotlh(a5 g'g‘%gmtlgog@e %P%Ig&*t’ h|§syli§sl(:ker hydr ol ysi s
reaction, netiayldwiHoPdditansde aaidsa ti!thYQdeéde pot assi um hydr oxi de,
lithium hydrOX|de and the like, and the |Iike can be mentioned. to In

addi ti on, a397et-“now-e(>6-s{t[§'Muﬂyaomﬁrsesfluormemmrmxl JorN ‘'of (251 ot ect ed

hydr oxyl gro e term of subst onv on.to cyano group,
car boxyl gr%%%‘ygln@t}{] -R_ SHABAAE ’f‘@ﬁﬂ%&ﬁ’rﬁ“g 3?]9 ornuia (2),.
which is a @'é’lyﬁtér{i[dd]g;éﬁa%@ﬁ' aefigt H?dgggﬁgéf@@él oned production net hod
can be produced according to a conventionally known method. In the

fol | owi g, &bmb-ehenid-asIN’dBebf-basdtexflaonene tiPy bidverzydl Met-h@d 4 NH2 R3
Ro. Ra, RS AP d SepaRLaBbUe Ch L ST D group
cor r espondi &g, J 1%t 13Nt a1 9888 Rdrochloride,
41. 5-[N-(6-{[N'—-[3,5-bis(trifluoromethyl)benzyl]-N'- (1~
methyl-1H-pyrazol-3-yl)amino]methyl}indan-5-yl)-N-

15 ethylamino]pentancic acid hydrochloride,

42. methyl trans-4-{[N-(3—-{[N’'-[3,5-

bis(triflﬁoromethyl)benzyl]—N'-(1—methyl—1H~pyrazol~3—
yl) amino]methyl}-5,6,7,8-tetrahydronaphthalen-2-yl) -N-
ethylamino]methyl}cyclohexanecarboxylate hydrochloride,

20 43. 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-
ethylamino]methyl}cyclohexanecarboxylate hydrochloride,

44, trans-4—-{[N-(3—-{[N'-[3,5-bis(trifluoromethyl)benzyl]-N’'-

25 (1-methyl-1H-pyrazol-3-yl)aminolmethyl}-5,6,7,8-
tetrahydronaphthalen-2-yl) ~-N-
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
45, trans—4-([N—(3-{[N'—(3—cyano—5—trifluordmethylbenzyl)-N’—
(1-methyl-1H-pyrazol-3-yl) amino]methyl}-5,6,7, 8-

?0 tetrahydronaphthalen-2—yl)—N—
ethylamino]methyl}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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“Aniline represented by the formula (15) is reacted Wth an acid halide and
the like in the presence or absence of a base under cooling to heating in

- an organic solvent, water, or N~R~ ----- ~1 00 Step 4-1 R3/ R5 R4 (16) H ~

N~CH2Rse St -2.3 /.5 RR.R4 98 | t.h ! t, wh b d
fepreseﬁtengyét%%9¥%9*ﬁﬁ%}7 Y%fi§m+nﬁbg§ ﬁg%ééggé g?Step iti)y ?hgoggﬁggund

‘represent edsgpy hdeny Orepdis (416 [N-S(6-qa&tre¢swsth a reduci ng agent such as
| ithium al um num hydri de, Red-Al, sodium borohydride and the |ike under

cool i ng to beaftndf luommentiydibenzgilyedt’ - (Mmeehylal Beppoandl +2pr esent ed by
the formul a %17 ., can be synthesized (Step 4-2). The conpound represented by
the fornul a¥thaineinetlidd ndanTaMdy rNral i de and the like in the presence

or absence. fg&ﬁg&ﬁnﬁﬂgﬁ{ i ' LD & i c.§ O solvent or
wat er, or m??%%ut sol'vent, %&h régegggggﬁgg%hgg%ég?e@%ﬁ%%@g%é?%éﬁ? formul a
(18) can be4syntieess-zZed (NS (@3- {4N3)-.[3TBebienpetifliuc epnesieyl gsemyy X hev f-or nul a
~(18) is reacted using a Vil sneier reagent prepared from phosphorus

oxychl or i de(amee MN-ditinRyRAzdFantldamang I maEhy ] kindared-¥botNng to heating
e R TRt
be synt hesig®ed B 4rdns-A-qquct(son [NethedchakbtR3 ~ / Rs 4
10 trifluoromethylbenzyl)-N’-(l-methyl-1H-pyrazol-3-
yl)aminolmethyl}indan-5-yl) -N-
ethylamino]lmethyl}cyclohexanecarboxylate,
50. trans-4-{[N-(6-{[N’'~(3~-cyano-5-trifluoromethylbenzyl)-N’-
(l-methyl-1H-pyrazol-3-yl)amino]lmethyl}indan-5-yl)~N-
15 ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
51. trans—4-{[N—(G-{[N’-[3,5—bis(trifluoromethyljbenzyl]—N’—
(2-methyl-2H-tetrazol-5-yl) amino]methyl}indan~5-yl) -N-
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
52. trans—4—{[N—(6—{[N'—(3—cyano—5—trifluoromethylbenzyl)—N'—
20 (2—méthyl—2H—tetrazol—5—yl)amino]methyl)indan—S—yl)—N—
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
53. trans-4-{[N-(6~{[N’'~[3,5-bis(trifluoromethyl)benzyl]-N'-
(3—methylisoxazol—5—ylXamino]methyl}indan—S-yl)-N-
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
25 54, trans-4-{[N-(6—{[N’-(3-cyano-5-trifluoromethylbenzyl)-N’-
(3—methylisoxazol—5—yl)amino]methyl}indan-S—yl)—N—
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
55. methyl 5-[N-(6—{[N’-(3-cyano-5-trifluoromethylbenzyl)-N'~-
(1-methyl—1H-pyrazolfB—yl)amino]methyl}indan—S—yl)—N—
30 ethylamino]pentancate hydrochloride,
56. 5—[N-(6—{[N’'~(3-cyano-5-trifluoromethylbenzyl)-N’- (3~
methyl-isoxazol-5-yl)amino]methyl}indan-5~yl) -N~-

ethylamino]pentanoic acid hydrochloride,
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- (19) 20 OC(R~~)(Rt2)(R~a) Step 5-1~Rg ~/ Rg Step 5-2 R3 C20) (2-b) wherein
R3, R , RS, Rl1l, R12 and R13 are as def fined above . ~)(R-2)(RtS)
Phenol represented by the formula (19) is reacted with al cohol represented

"by the for a;_ (R11)_(R12 R13 wherein R11 2 and R13 are as

defi ned abggjé) ?T\ﬁ%'hés'p )e'né%"'é%ané?gt' o %&WFBWG%HH%@“EXE%QN{Z ndensi ng
agent such | Al ﬁy%gg Lkke_yndey_gooling to
‘heatingi|1€§F€#€g§¥é)so vgﬁﬁﬁgﬁhﬁg?g%}ﬂ%%th?ﬁ%E%ﬁsglgg%tﬁ whereby a
conpound r eptlegkaniath Iperdtendiar madial hydroeadobeédeynt hesi zed (Step 5-1). The

conpound represented by the fornula (20) is 99 = reacted_using a Vilsneier
r eagent preg%re?i’Wﬁfﬁ’pHd%'p‘H&'lﬁs“h@N@mléﬂ-PeéoﬁﬁﬁhN;}\Pﬁn?ﬂélhylﬂf'oﬂfram' de and

whereby o CURERURG T ebr T TR Y BRR Bty L R i P R o e
desired staéthyhnibliE et tandian ke ssypureshiedis,ep 5-2). Production
Method 6 X Ra/ Rs R4 (21 ) Step 6-1 R3 (22) Step 6-2 R (23) 12 B~ R-1R-2
~2 Step 6-3539)\ ans-AA [N-(6-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N'-
(1-methyl-1H-[1,2,4]triazol-3-yl)amino]lmethyl}indan-5-yl)-N-
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
'10 60. trans—4—{[N—(6-{[N;—(3—cyano—5—trifluoromethylbenzyl)—N'—
(l—methyl—lH—[1,2;4]triazol—3—yl)amino]metﬁyl)indan—S—yl)—N—
ethylamino]lmethyl}cyclohexanecarboxylic acid,
61. N-[3,5-bis(trifluoromethyl)benzyl]-N-[6—(N'~
cyclopentylmethyl-N’-ethylamino) indan-5-ylmethyl]- (3-methyl-
15 [1,2,4]thiadiazol-5-yl)amine,
62. 5—-[N-(6-{[N’'—-(3-cyano-5-trifluoromethylbenzyl)-N'-(1-
methyl-1H-{1,2,4]triazol-3-yl) amino]methyl}indan-5-yl)~N-
_ethylamino]pentanoic acid hydrochloride, (
63. methyl 5-[N~(3-{[N’'—-[3,5-bis(trifluoromethyl)benzyl]-N'-
20 (1-methyl-1H-pyrazol-3-yl)amino]lmethyl}-5,6,7,8-
tetrahydronaphthalen—Z—yl)-N—ethylaminb]pentanoate
hydrochloride, _
64. methyl 5-[N-(3-{[N’~(3~-cyano-5-trifluoromethylbenzyl)-N'-
(1-methyl-1H-pyrazol-3-yl)amino]methyl}-5,6,7, 8-
25 tetrahydronaphthalen-2-yl)-N-ethylamino]pentanoate
hydrochloride, |
65. 5-[N-(3-{[N’-[3,5-bis(trifluoromethyl)benzyl]-N’-(1-
methyl-1H-pyrazol-3-yl)amino]methyl}-5,6,7,8~
tetrahydronaphthalen—z—yl)—N—ethylamino]penﬁanoic acid
30 hydrochloride,
66. 5—-[N-(3—-{[N'-(3-cyano~5-trifluoromethylbenzyl)~-N'—-(1-
methyl—lH—pyrazol-B—yl)amiho]methyl}-5,6,7,8—
tetrahydronaphthalen-2-yl)-N-ethylamino]pentanoic acid
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"R3/ Rs 4 (24) (2-c) wherein R3, R, R5, Rl11 and R12 are as defined above,
and X is a to hal ogen atom Hal obenzene represented by the fornula (21) and
15 20 butyllithiumare reacted in an organic solvent under cooling to room
“tenperature,_ and Lith'o formgenerated is treated with ketone, al dehyde
and the Iik%¥d5ﬁé§ ?ﬁﬁéﬁconpound represented by the fornula (22) can be

synt hesi zedg# St ﬁgjai{fﬂkﬁéﬁﬁﬁﬁiﬂvé,@Qﬁﬁgﬁ%QHEQuQ¥oﬁ??%%?£ﬁ§%€¥éfza'iS

hydr ogenated 1 n the presence o catal yst such as pa oxl de and
- the |ike at (2ecoethelfeH-atet s a5l -5gd) adabi]mgthglans506gang<€ sol vent or

wat er, whereby a conpound represented by the fornula (23) can be

synt hesi zedt¢Erapydronaphtha kesinfowrdd MNepr esented by the fornula (23) is

gt ! g AN AR AU GR B3 BeaRLe gL R an e e

under cool i h§ I ng~ 1”N "art or gani ¢ sol'ven SOOIV

a conpound g@presand-ef- PpN-t (5 f [rrUi3a cyddb-6aRrD el S¥ bMEEh¥BSe AP ) -N ' -
(Step 6-3). The conpound represented by the fornula (24) and butyllithium
are react ed(2Thehyy i tettrdacdmSyddemisodmethyl b-PobnY t &nperature and a

lithio form generated i reated w,th N N dinethylformam de and the |ike,
whereby a cB %éh%é?%ﬁﬁéhﬁﬁéiﬁ?%}]yﬁ eNformula (2-c), which is one of the
desired stagthyhmBiSImetnSs1 128 exunkBasHa’y 1§ St 8818 - ¥y drdEBISIdON
Method 7 F R3 / RS Sctﬂep £y }%?b(zs) HF -.. Rg/ RS lStelg97]E2 R4 (26) 7 ~R8
5 (2-d) 1% eherwranR3i- AN~ (5,( [R'-d3d SRbiartrasldetomethybdvenzyl ] -N'-

[Lor obenzefl conpaund, SPressl od X Uhe | QLML el a3l e E%e-
tetrahydronaphthalen-2-yl)-N-
ethylamino]methyl}cyclbhexanecarboxylic acid hydrochloride,
70. trans-4-{[N-(3-{[N'-(3-cyano-5-trifluoromethylbenzyl)-N’-

15 (1-methyl-1H-[1,2,4]triazol-3-yl)aminolmethyl}-5,6,7,8~
tetrahydronaphthalen-2-yl) -N-
ethylamino]lmethyl}cyclohexanecarboxylic acid,

71. trans-4-{[N-(3-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N'-
(3-methylisoxazol-5-yl)amino]lmethyl}-5,6,7,8- '

20 tetrahydronaphthalen-2-yl)-N- _
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
72, trans-4—{[N—(3—{[N'¥(3—cyano—5—trifluoromethylbenzyl)—N'—
(3-methylisoxazol~5-yl)amino]lmethyl}-5,6,7,8~
tetrahydronaphthalen-2-yl) -N-

25 ethylamino]lmethyl}cyclohexanecarboxylic acid hydrochloride,
73. 2-(5={N~[3,5-bis(trifluoromethyl)benzyl]-N-[6-(N'~
cyclopentylmethyl-N’~ethylamino) indan-5-
ylmethyl]amino}tetrazol-2-yl)ethanol hydrochloride,

74. methyl 5-[N-(3-{[N’~[3,5-bis(trifluoromethyl)benzyl]-N’-

30 (l-methyl-1H-[1,2,4]triazol-3-yl)amino]methyl}-5,6,7,8~
tetrahydronaphthalen—Z—yl)—N—ethylamino]pentandaﬁe
hydrochloride,

75. methyl 5—(N~(3-{[N’-(3—cyano-5-trifluoromethylbenzyl)—N'—
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- sol vent under cooling to roomtenperature and a lithio formgenerated is -
treated with N, N-di net hyl formam de and the |i ke, 15 whereby a conpound
represented by the fornula (26) can be synthesized (Step 7-1). The conpound
‘"represented by the formula (26) is-reacted with an am ne regresented by the

formul a; (R(-}'(mfw-l'r#ﬁ‘t[HlerZpﬂdéiéri@@°éf3aygé§@1§93:ﬁeﬁéybb‘t%s i Urtarbonat e

and the lik r.cool i tohatln n.,Qr yent or W t hout

sol vent g‘?gﬁ%‘%d%%fﬁ?& (ri &%ﬁ?é“’ae ytlﬁm ?o?%u%gal? whi ch is one
of the desmyair@é@;[gffwe mat erl aI s, can be synt hesi zed (St ep 7- 2). The

present invention is explained in more detail in the following by referring
t o Exanpl es76 whhbcN-atZ®- k' t[3 ,I15ebds (MniﬂnoedmathYlmelazy’J/b-NExb:ln'pl e |

tE)e(? ?Emlme/Zr orrg?ﬁéizﬂaﬂé% QOpe%% Oryk P3Y§EP§‘ lf‘g #‘?—E ¢71§/1B§£nzy|] (2- et hy

| -2H-tetrazplepsp len-2-yl) -N-ethyl t
N-[3-(N -cycl open %yl nmet hy@aNenet h)}’l z)im ng) %m%n%%%?rrla%?/%lrconaa%ht hal en-2-yl m

et hyl ] - ( 2- neydydettbrtiate,azol - 5yl ) .amne To a solution (10 m) of

3- (N-cycl opentyl net hyl - Net hyl am no) -5, 6, 7, 8-t et rahydr onapht hal ene-2- car bal d
ehyde (333 fip) 25 3anﬁ[r§‘b‘2(3n§ﬁfﬁ§‘PféfF£i‘gllE°(9’B§tgﬁé'} benz b)Y ‘ot Orm was

added sodi bor, r y r tg_ to room
tenperaturlemé{ﬂrf%facet dﬂg*?fégq %) i%é Hmﬁggﬁ%gs%%e?y The reaction -
sol uti oﬂmﬂ&ﬁfaﬁymrm@rmagbh 2ayd ) sNdiety hanohy Pvésieari & rgidand net hanol

(3 M) were added. The m xture was further stirred for 2 hr. The reaction
sol ution welveretPridoessively with saturated aqueous sodi um hydrogen |5

Codi om sul 1 5 o< (el 7iigG a3 e EEPub G PP Fen A T s O

concentr at Qﬂbtﬁhéﬁ%&a&dl&%—&%laﬂuao\]\ﬁétﬁymised Ppyscol urm chr omat ogr aphy
(n- hexane: et hyl acet at e=6: :1) to give the title conpound (254 ny,

59% . ao 1mﬂm@mnmmmai)en$2~y.l)em ¢thylJaminelpentgoic mrci- 1. 30 (m

2H) ., 1.,530-1 6%?{%11.14H) , 1. 67-1. B2 (m 6H) , 1. 93-2.10 (m 1H , 2.
632.77 (m o, I=7.1Hz, 2H) , 2.94 (q, J=7. |Hz, 2H) , 4.14 (s,

??) ) H;1 5127(891; sLN-Biz  (&h)- ((3—5y§5b555Qr§.?1§orérﬁathyﬁ3§?zy(ls) -N-1d-, 7. 03
N-’[3 (N -cymétme]m&gdmdiwsryl-)amhybémenbylﬁs 5,4, Bi&t rahydr onapht hal en-2-yl m

ethyl]-N13, Sb:éth tclrr.lc)]crlalf:%r't%n?.tegxl )—b %l Ltlgylarnlngj peZnHEaEnecglrcazacc):ll p-yl)amne
hydrochloride,

20 80. 5-[N-(3-{[N’-[3,5-bis(trifluoromethyl)benzyl]-N’'—(2-
methyl-2H-tetrazol-5-yl)amino]methyl}-5,6,7,8-
tetrahydronaphthalen-2-yl) -N-ethylamino]pentancic acid
hydrochloride, -
81..5—[N-(3—{[N’—(3—cyano-5—trifluoromethylbenzyl)-N'—(2—

25 methyl-2H-tetrazol-5-yl)aminolmethyl}-5,6,7,8~
Itetrahydronaphthalen—z-yl)—N—ethylamino]pentanoic acid
hydrochloride,

82. trans—-4-{[N-(6—{[N'-[3,5~bis(trifluoromethyl)benzyl]-N'—-
(S—methyl—[1,2,4]oxadiazol—3-yl)amino]methyl}indan—S—yl)—N-

30 ethylamino]methyl}cyclohexanecarboxylic acid,

83; 5—[N—(2—{[N'—[3,5—bis(trifluoromethylfbenzyl]—N'—(1—
methyl-1H-pyrazol-3-yl)amino]methyl}~4-

trifluoromethoxyphenyl) -N-ethylamino]pentanoic acid
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-.-To a solution (2 m) of '

N-[3-(N -cycl opentyl net hyl - N et hyl am no) -5, 6, 7, 8-t et rahydr onapht hal en-2-yl m
ethyl]-(2so nethyl-2Htetrazol -5-yl)am ne (121 ng) obtained in Exanple 1 a)
“in N, N-di met hyl f ormam de (DMF) was added sodi um hydride (16 ng) with
stirring ath)’%ﬁ‘h?lpéhﬁfé}edvture. The reaction solution was stirred for 1 hr

and 3,5-bisfirifl por o 1) YAAP . r.om ~ as, added. The
m xture vvasééiﬂ% hgﬁ) Q%Tﬁ[?%d @Sgr-)rﬁléa#%%%tggrg%gghg§gggn%%lm rggcti on
sol ution andetigl 1 Rtpifea 24561S- XA aelind | wett Ay el byl AL £1 @b Lomd ey BpH &gl ) -Was

washed successively with water and saturated brine and the organic |ayer
was dried oNeethwkaninalnemfianoisogicdth bydracklonide; | tered of f and the
filtrate gnag. concgntrated., The obtai ped residue urified by colum

chr omat ogr a%?ﬂy ‘?nﬁse]x{aﬁe(:e@{ hyY> ¢804 gz%ﬁ}ﬁu%o’a%ﬁﬂ?ﬁﬂ coﬁpound (102
ny, 52% (seetiyPlBi-BPyrazole3=%ATRhEné methyl}-4—-trifl thylphenyl) -
3-{[N-[3-(N - cy%?(l)pe'—’rgyyl meot hyl _'N{T%nt ﬁyllgﬁj ng) -}5, 6, ]%l St%ﬁ%nrlﬁ/dr%r?aperﬂyha)l en-’2
- _y![ rrp]t hyl %-N%@Mﬁ]ﬁmt _ fIz:olacﬁyll ?adllrgo]lﬂrerﬁ?é} I 5-t r5| fl_l uor orrFt P_yl be?ig
nitrile a) 3-br mef hyl -5-tri Qr one enzonjtrile i Q a solution
) ot 3 hy B oA N (B e Band s Ph bRz are ey ] Lbenzonl Y P oot bon
tetrabroni .q.ﬁ:eﬁ;lyﬁiz@téﬁa@oqmsa&qm@ﬁgqmg@ﬁywd@d tri phenyl phosphine (1.37
g) with stirring under 1ce-cooling, and the m Xxture was conti nuously
stirred ¥ortB0f IioxonEthylehenyd) -Nokthydamine ] fentamcintaaidd and t he

obt ai ned resi due was purified by colum chromat ography (n-hexane: ethyl

acet at e=9: 1§Y4xPhaFidee title conpound (1.11 g, 84%. 1HNMVR(CDC13, 400MHz)
$: 4.50 (s,qg2H)c_ (8! i s %h% N o _
3-{[N[s-(l\??'cysc|[obge%6§§|[}§r€t t{ép}sNb-lét(ﬁ%?génﬁﬁg ! F%‘,’g?%%%zy“ N'-(2-ethyl

t et r ahydr oraphidtad v 12-5Hyim tahilnb et By Ipi hilan 25+ y BY #1920l - 5 |

yl )am no] met hyl }-5-trifl uoronmethyl berizonitrile To a solution (2 m) of
N-[3-(N -cyh natmempangist pgidnhrgyoshboride et r ahydr onapht hal en- 2-yl m
ethyl]- (2 yle2Htetr | -.5- I__%)rrin. 2 ined in . Exanple 1 30 a) ¢
in DMF wasmsé aét;'desd @cmﬁm@ﬁ?dr[lgdé ?7(ﬁgf‘%\%ﬁ?ﬁg@%iﬂ?ﬁ)ﬁ%e%yir]ogfnx ff(;%)rp@r ature.

- The react i aiyddtiidtdy Ve sttt ir@dofl 06-F1 DamaRd)methyl) indan-5-y1] -N-
3-brononet hyl -5-trifl uoronethyl benzonitrile (114 ng) obtained in Exanple 2
b) was addegthyfiamimiolpendanedcf acidehydogechleride; red overni ght. Water was

added to t reacti on saolytiqn_and the. m xture was extracted wth ethyl
acet at e. T@e%@it‘%ﬁ?’%éﬁeé Eaéégﬁﬂ‘éﬁ’?‘v&%h&%}@ﬂd at'frat ed brine
~and the or ganiny 1l-eh Mas -enL8dy0YehiAofhethy} fat e. Sodium sul fate was
filtered off and the filtrate was concentrated. The obtai ned residue was

puri f i edbyticid lmorcrlethoxypheaphy-Nnehbyhareinel pentacetataesiat 1) to give the
title conpqungd ( ., 44~) (see Table 1) . i o ~~le 3
N-[ 3, 5- bi s((}l)?qd-rchgﬁrc’gﬁ'é’@hyl )benzyl]-N-[6- (N -cycl opentyl met hyl N' - et hyl am no)

i ndan- 5-yl hy] triyy L Let ] g/ af»_manner as
i n Exanpl ergiﬁ,. %ghemg—i%;sl[_[g [gom-ggziﬁdsith%ﬁ/géf%%%%%%ﬁ%ﬂyg@eﬂe&T%blﬁéml)a2Exarrp| e 4

N-[ 3, 5- bi sMethylt@Hometlrgkphefizyl) ahi h6 itk el Hd ot 5Hyat-NA N - et hyl am no)

i ndan-5-yl met hyl ]-(2-nmethyl -2Htetrazol - 5yl ) am ne haldrochl oride 20 To a
sol ution (ﬁ?q¥l o]-2,2=-dimethylpentanoic’acid hydrochloride,

N-[ 3, 5bizs( tg+i f laughoret hyl,»berzyl | : EN. = t yhe N @t hyl ami no) i
ndan- 5- vyl negt%yl#q?ng%nem% gal-fgeﬂtnr'gl-z(%?léﬂf/?’)p%% ng (r}%é(f{%l)h 0 ta(?ned in
Exanpl e 3 inethylleR@inten@azalldsdyly apihs Pndthylyimidi-@-yd )aw-d- di et hyl et her
- (0.76 M) with stirring at 25 roomtenperature.. The precipitated solid was
col | ected IREMpillemizel bexanaiar peddtbydroehioridet| e conpound (332 ng) (see
Table 1)

(61 (N e omantl Bat Y ~H3: BTRYP A HER I RATIE Ut ey g 2
(2H tetr azedetdryn-pHFEebrBb 80511 Yam onet Mt npenmddraB4ia ) -N-
30 ethylamino]-3,3-dimethylpentanocic acid hydrochloride,
93. trans-4-{[N-(6-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N'~
(2-ethyl-2H-tetrazol-5~yl)amino]lmethyl}indan-5-yl)-N-

ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
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To a solution (1 m) of a conpound obtained in a simlar manner as
i n. Exanpl e 1, :
N-[6- (N -cycl opentyl net hyl - N et hyl anmi no)i ndan-5-yl nethyl ]-N-[3,5 104
“bis(trifl uor orret hy benzgsl ]- 5 2-tri phenyl net hxl -2H-tetrazol - 5yl Lam ne
ng), in eth} ‘o [FropRisd takEhyareeaEBY L tbart ¥ I1’1y‘r(2e31'cet ate

{amper at ur Qﬂ?%l’%s’% A R e Tos AT B CP 88D B Squcous

citric aci desi9)1Hm b MeiHsy 13d4ed opEii@ yl)) ¥kbetec\asi@xhyasdetl ot ide et hyl
acetate and the extract was washed successively with water and sat ur at ed

brine. The %gaﬁﬂ@ﬂ'a%reﬁ'{%-ddméd [@vérbsédltmrféubramethisbmwm‘fl‘b’t-e was
filteredsof filtrat i con The obtained residue was
Dur 11 od oe eyt R e e PR B e g e SREEL RGBS o
the title qar@ggmm(,

N-[ 6- I(N -cycl opéent yl net hyItrﬁq%#%g%Iﬁg%?ﬁﬁgﬁi{gﬂ%téﬁei] Ni 5

[3,5-bis(tri6l lmrarraa*t%y(l DNoeli2z|(| [N (1331, Brbderit 24 § 1 anomet iy Ly lwexid yolr -0 -a)
benzyl am no] net hyl ] i ndan-

N-cycl opent yl net h I - N 3, 5his(trifluoromethyl

5-yi }- et hyl Z&n ol"a’- &%%a&ﬁl(éom ?mbPoém?FPl‘}/th‘bpent yl met hyl - N Zo

et hyl am no). en(1.09 g) and

3, 5bis(tri ff[ uoronet ;B ?h%ﬁg?jf?ne (1a26 g) in dichloronmethane was added

sodi um t49i aactﬂtqunhm@mechhme c@]:l%ﬁeg)mm:tahbekyuc ngcid Hydwodhelnqeirdat, ur e.
The reaction solution was stirred overni The reaction sol uti on was

washed succtssi Vet {2 N+ 325 [§at‘ d?a?éBlﬁ(ﬂgébﬁﬁu%’éﬂpﬁm}ﬁ%ﬁ?}b@fﬂ-k ‘ol e,

wat er and n S i ed over sodi um
sul fate. Sg@élu %q{g}\%gs?ﬁf ?’I &é?aﬁigg?}n ié‘iﬁ%lﬁes}/\?’ﬂt'(rjéate was concentr at ed.
The obt ai negktegiydit®onaphthdliehi-edyby-rol uim chr omat ogr aphy (n-hexane: ethyl
acetate=6:1) to give the title 30 co ound (1.65 833) . ITHNMR( CDC13,

300MHz) g: qtm&aertanthhmlmsycéppent )@qemlczzafe , 1.35-1.78(m 6H),

1.90-2 Hz 2

L 90-2. 58 G, SangP ol hrfite28es2 Erizfuwﬂer@fw@%bww‘ﬁ e
(s, 2H) . b02—methy1 -2H- tetrazol ?/l)am:Lno]meth 1}-4-

N-[6- (N -cycl opentyl net hyl -N -et hyl am no)i ndan-5-yl nethyl ]| N-[3,5-bis(triflu

or omet hyl ) Barid\idoromertthexybheRyy) yHmi ne To a solution (3 m) of

|
bi SUtritI U AR ak Ehha e g1 Rae KeRe PRI EL i 2 uaRRb loRiS )
obt ai ned 'rBBEX@dH&ln%-@—q){Nar@ %mhL@sowmméwﬁdéﬁthm HeAAnenwas

added tri et hyl am ne firring at room tenperaturé. The
reacti oﬁosodaﬁatcbnylwaﬁ—rteﬂ:hraxeﬂi -bi-yh) smino Imgtloykr b ght7 g@d concentrat ed.

The obtained re gﬁ |o_purified using a preparative TLC pl ate
(n- hexane: tﬁ?ﬁ‘y QPSPQtBai)"‘nt'a ¥1VeNThe title conpound (68 ny, 39%

1HNIVR( CDCL Qlkiz,

30-1.(60 (%thé’g) , )f.]g‘ffcg?’.%ﬁg&%°ﬂe k&gga’ig‘k%%llz@g%‘;"(drlnh J‘{Hl"% ?8 (s, 2H)

, 5.06 (s, 1Di). trAGns59-(({N- J134(mlz [155Jbz@(ﬂﬂa.i(h;oﬂdrhethyﬂ_)%n(zs'l]}ﬁ }H) ,
7.66 2

N- [ 6- ESN cw@rd&eﬁﬁ'ﬁlpfﬁ’éﬁfﬁyh;&«) %Hh?%ﬁ?%}.%d&i@nmqﬁﬁqﬁhnwﬂ%%ﬁs(tr.f| u

-or onet hyk I e hydrochloride In a simlar nmanner
as in. Ex;%p%%b#ﬁxgkwéﬂgﬁn%o%fg]go (%0 ngy) vvals obt ai nedlfrom
N-[ 6- (N - cyahgpantinbnmell 1 Nept hyhewaneda fiskswy Dy | deid HylddSdh3 o2hide(t ri f | uo

romet hyl ) benzyl ] - (pyrimdin-2-yl)am ne (68 ng) obtained in Exanp b)
(see Tabl e 19). %X;gréNe(ﬁ -PEN' - —blsgtrlfluoromethyl)benzyl]—N’-(2~

“oronet hyl ) BT 2s ELR s 157 ‘QY BB TSP on (20 ) of
EF ;?/}Cl gfﬁgﬁgﬁﬁggﬂlhoﬁ\bﬁép{(ﬁ.§c§81§1€éiérf1éé’é)ﬂ§5@1mﬁ )y Wyarceal et Bkl ] | ndan-
307 102. 5-[N-(6-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N’~(1-
methyl—lﬂ—pyrazol—B—yl)amino]methyl}indan-S—yl)—N—ethylamino]—
3,3-dimethylpentanoic acid, '

103. 5-[N-(6—-{[N'~[3,5-bis(trifluoromethyl)benzyl]-N"- (5~
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- 30 G500 ng) obtained in Exanple 6 a) in dichloronethane 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 the

“ob d d 106 djssol.ved in dimeth 0 d
ot hancsul TOREY bl b w]secarés?asz%aé%ﬂéﬁ SR APABREY k) aPaR Y DN ) wer o

added dr opul o WAL 114 108 i L5003k 881 aThoareR1LOMASO! UL I o vas

stirred at ays and "5 satur aqueous’ sodi um

hydrogen catonag-e[mag-adged. [ 3T1e-biisqitai € 1wagoRsthal) Beniyl h-1et-hyld- acet at e
and washed successively wth water and saturated brine. The organic |ayer
was dri ed mthxsbnﬁftnﬁe;mafmlerS-sddﬁmmdmﬁéhylm& filtered off and the

filtrat t h t d d

or opar at 1 veeT T T HS G ok LT BPAT - pre AR el by °
acetate=4: 13- i@ 1? dodiiediidd & conpound (58 ng) (see Table 2) . Exarrpl e 8
5-{N-(6-{[N - bls(trlfluororrethyl)benzyl] N -(5-nethyli5 '

[1, 2, 4] oxadl@&ol 5-3INA §2anf O]t Dybilisrdam £3upkpmat by hibemi b} peht tdroi ¢ acid

hydr ochl ori de_a). net h 5-[ N

(%/I’I f1 uor olrfﬁ?mﬂ% weh: %/ﬁt]r# ](‘%ré’tlﬂ;[?‘ﬂlf‘%’??e&?@iéa?azol 3-yl ) ani no] met hyl }i nd
«(anN ? %I)[Negﬁ#mmﬁ&&wm%ﬁ)?-%-E%h@lmﬁswss% ~§iRe ey 1 8ntmidd  5-

5bi s(t ri¥ol v odretiydd gdiemdldayi no) net hyl ] i ndan- 5 yI } Net hyl am no) pent anoat e
(500 ng) obtained in a |mlar manner. as_~in a) and sodium

hydr ogen ca¥%na‘%’@1(5ﬂ§0'{n%‘5” v (Y ﬁéﬁop‘%§(§ﬂaéau€’§%% WRed ™65 ny)

W th stlrrl r &t | rhng was continued for 2
hr. The rea ion légﬂl ujtq'?ggr?r\%ar%ﬁdﬁl 3;123“%9 et ﬁg”a%:et ate and washed

successi vel yriff Idosiethoaiybhsahln atved brine. The organic |ayer was dried
over sodiumsulfate. Sodiumsulfate was filtered off and the filtrated was

concent r at e%fthYIiRi“JstP]@tﬁfémie}@mcé%ﬁénﬂﬁ§rép§¥é¥9eﬂc%% hydreghobomidq s n ) .

Ther et o m@s d ydr.o i )_ and the
m xture wasldgfl r re@&aﬁoﬁ&& ﬁgr'rp)g\ei&ﬁfgdggl 8% ﬁgtﬂ}?g) Ber?a%ﬁ orﬁn sOl uti on was
concent r at aegeah ilt}g.x%p;taydle@_@qslaﬂ\ggolﬁzth L}was dissolved in pyridine (10
m). Acetyl chloride 1 mM) was added wit stlrrlg&under i ce-cool i ng.

The stirri ngrifasianome theey phienyddmiNr-efprlanine] 35 3-3dime #hy HprntanoiznC f or
-3 hr. The re%gcﬁl on, sol.uti an, was concentrated and the obtai ned residue was
purified by? rc“‘ff?ﬂ'rﬁ’ar‘tl(ﬁ’&r'aphy (n-hexane: ethyl acetate=4:1) to give the

titl 1 N 4 6L OHz, 3
1 5570 B0 a8 B e R B b N s s

2.70 2. K (rmtlﬂﬁ) [1.42,30 di2ikpl-34ylYamisp]Refthylb-499 (s, 1H) , 7. 02

: Ef}I%Puér% égzéhﬁﬁhqxﬂghenyézngfﬁﬁp%kgmlno% ? 5 dléetéyipentgﬁiléB bi s

| [1, 2, 4] oxadé@gd)lhy’gﬁggﬂrgﬂg]erret hyl }i ndan-5-yl)-N

' 109. trans-4-{[N-(2-{[N'-[3,5-bis(trifluoromethyl)benzyl]-N'-
(5-methyl-[1,2,4]oxadiazol-3-yl)amino]methyl}-4-

25 trifluoromethoxyphenyl)-N-
ethylamino]lmethyl}cyclohexanecarboxylic acid hydrochloride,
116. 6-[N-(2-{[N'~[3,5-bis(trifluoromethyl)benzyl]-N'-(2-
methyl-2H-tetrazol-5-yl) amino]methyl}—-4-
triflﬁoromethoxyphenyi)fN-ethylamino]hexanoic acid

'30  hydrochloride,
111. trans-(4-{[N-(6-{[N'-[3,5-bis(trifluoromethyl)benzyl]-N’'-
(2-methyl-2H-tetrazol-5-yl) amino]lmethyl}indan-5-yl) -N-
ethylamino]methyl}cyclohexyl) acetic acid hydrochloride,
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~et hyl am no} pentanoi ¢ acid hydrochloride To a solution (5 m) of nethyl
5-[N-(6-{[N-[3,5i5 :
bi s(trifluoromethyl)benzyl]-N -(5-nmethyl-(1, 2, 4] oxadi azol -3

yl i | }J -5- - l.am 78 { ned i
Lkl o b af i SolTaitat B i b TR SCYAEORBGhY b BF L] e f-aqueos
sodi um hy driut g1 P UL O AN s 2 17lakn it Rethivt i AGapL sLOPLESTPer at ur e, The

reaction solution was 20 stirred overnight and water was added. The m xture
was extract ethwi arhired Jnv4 , fobinstthydheéxishe iexarddt hydsovhsdeidsuccessi vel y
with water and saturated brine. The organic |ayer was dried over sodium

sul fate andliddi S Nul§at BY Vel ASdedgiddporemathy i persy hbN cofdent rated

~and the gbtai I _ilg%@ VaS QYL fi he oppt agr aphy

(n- hexane: @%WJ‘ a%gta ez%fob@%‘ig&ngéﬁﬂp?%#}?h]%ﬁ??ﬁO?S )tef)%ot ai ned
conmpound i nethykamiyeo Wess, Rdtiek thiyabexagold Bydaorpisstkleeide di et hyl ether
(0.3 mM) with stirring at roomtenperature. The precipitated solid was

col | ected b¥14i 13T BNt AT &Y S . &dbiis (Fird&lnpsonethel Beerzidbbuhd (2558 ny,
8699 (see Tabl

rans. 4 ([ T IR T S B v GOr 8RRy bLABgRF 5L -N-

N - (2- met hydtpft detd iz -B-diimedyI perRERBE &- 4c188hydrSchloride,
trifluoromet hoxyphenyl)-Net hyl am no] net hyl } cycl ohexanecar boxyl ate a)
5-{[ 3, 5-10i s¥1%i ftxarone-hyIN-DE@TA)N] arfBrdib2s kbt hfludtpres thayll enk y&ldi-iti-on

70 m f 5 bhi j.fl hyl | deh .71 d
| (5 ani nzj-grreE%W‘?%ﬂ];_%{—et?%%gghg%'%’ﬁ%?ﬁ@ﬁ’@ggg%iﬁé%? eg) uﬁger reflux for 4

hr. The reagti ON SRS dHIX WA cqan th j e i
di ssolved in et hanoln‘% 70 n), ng(r?fg go%?ﬁ%nﬁgrﬁgglr oﬁsh r'?fd? (2. 1%8’31))%5%ded

W th stirriagidthydxwuohlenpielegt ure. The reaction solution was stirred at
roomtenperature for and sat urated aqueous ammoni um chl ori de was

30 mn, ) [
added. The h&t el Nwld XY adtedRiEA tEL Ry roneme Bhwl) hepzwbdMhct (Avas washed
successisel i Hamt sat uh i Thej,organic | ayer was dried
over sodi urﬁa{%%ﬂglatzgpﬁdt%%g’ilu% g&?%@?gg\ﬁ/\ggg?”re% ed off. The filtrate was
concent r at etk iaffich ddeenedihicayphenyd s -t hasam s Ys4 M +d ek Hy ldrexaseyircopanol -
water (3:7, 50 m) to give the title compound. 1HNVR(CDC13, 300MHz)g: 4.16
(s, 3H) , 4.%?&%@8@?9,' 20 4.92 (brs,IH) , 7.79 (s,IH , 7.83 (s, 2H)

. b) ITEt hyl - — — r_ ~}1 3 —Nf - -—
trans-4-{] Nl-](72'- {6[ I\P\T- [(3, éb[le( t[r3i'f5I 83? %%ﬁ%/‘l’?%%%ez%/}fifl-)ﬁeftziﬂe%yI (-22H- tetrazo
| -5yl )am nQdéijMZHetﬂﬂafz!ougsgw1) BRxMeneayhy: Ned-hyl am no] met hyl } cycl ohexan
ecarboxylate a5 To a solution (5 m) of methyl traps-4-{[N-ethyl-N (2
hydr oxy P8t Hg L fdriomedhydoheoyyp hine thuhambi ekt hyd 3dies dhdbhexemciox peate
(330 ng) i gyc4ﬁloorqfoor.m was added thionyl chloride (0.074 mM) with stirring
under i ce- cHot é" §H’(§1et’he stirring was continued for
118. trans-(4-{[N-(2-{[N'-[3,5-bis(trifluoromethyl)benzyl]-N’'-
(2-methyl-2H-tetrazol-5~yl)amino]lmethyl} -4~
trifluoromethylphenyl)-N-ethylamino]methyl}cyclohexyl)acetic
25 acid hydrochloride,
119. trans-(4-{[N-(2-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N'-
(2-methyl-2H-tetrazol-5~yl) amino]methyl}-4~
.trifluoromethoxyphenyl)-N-
ethylamino]lmethyl}cyclohexyl)methanol hydrochloride,
30 120. 6-[N-(6-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N’'-(2-
methyl-2H-tetrazol-5-yl)aminolmethyl}indan-5~yl)-N-
ethylamino]—5,5—dimethylhexanoic acid hydrochloride,

121. trans-4-{[N-(2-{[N'—[3,5-bis(trifluoromethyl)benzyl]-N’'—
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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 sodium sul fate and
"sodiumsulfate was filtered 109 off. The filtrate was concentrated and

the obt ai neté TR At ediregaiveayith ampipoiBerhy Ll This sol ution was added

dropwi se t : I vy
5-[[ 3, 5bi s?‘%lﬁ u%%dgﬁ%ﬂ%%@bh)eeﬁ %I)] gm’ nol - 2- met hyl - 2H-tetrazol e G331 ny)
obt ai ned i rpFuRAIne rfb Jge thiyd }e9@ileReRydetdeboRyl 08) atid Dwdwéﬂucsﬁiiderdi ng at

roomtenperature. The stirring was continued for 15 min and saturate :
aqueous anmid urixanord-dd N2 -dddfé o .[3Thebid xtut flversorsthvbiken 2y X I Nt-hy |

acetate. sThe, extract jyas washed successive i th,water and saturated

brine e 5 SRR S et B T e and sod um

sul fate wastﬂﬂ[ﬁ%éaj}foxyphgn&ill)tnate was concentrated and the obtai ned
u

resi due was purified by colum chromat ography (nhexane:ethyl acetate=4:1)
to give theisohutylearipolmethyds cyglobe@nésarbdapl ic 3¢id hEkagiilerise:,

N {2 et Pyl 21 Ao S AT AeBro$ LB HERH SRR T g heny!

)-N-et hyl am éﬁﬁ;mﬂ Lka A

2-fl uoro- 4mn21vaﬁy -b5- t%}??ﬁg&gjrag)%t Ey?gse%tgg?g}e ?/E}éylz%) 4:I'o a suspension (200 m) -
of 5-fl 4ér o=2if lathtonletdosyphelyd ) gN—and copper iodide (76.2 g) in

N- net hyl nor phol i ne was added dr opwi se net hyl , . B

f1 uor osul fcﬁﬁwkﬁnﬂr\%m%ét}gyslemsaaaycwgﬂxx%wrwgi #nig®HC over 2 hr.
The stirri fin 'S 1. ]_ggq the _
reaction sogzuét/\!?zcnr%\j\,%s 4dil{gtg'i ﬁ%eﬁﬁn‘dzg‘?gtﬁo@p g%#%ﬁ%%&%%r@){yoe gl vé gheyel.l ow
| i quid. Thi&-weschgil-2HedetrkRolesant) &mONo Ithe tlayill) washed W th saturat ed
brine. The or]%ani c layer was dried over sodiumsulfate and sodiumsulfate
was filter derigiluorpmethoxyprheayheéxlne sol uti on was added dropwi se over 1.5

hr to a ;@ xt.ur. f. tetrahydrof uran nl),and 1.0 _M.sol.uti. (600 m)
of s oot bR R AT R e R n e B 1 0 s} IR e e
The stirri rngw.va&x@@l@uzznqqﬁ-f(gp(lnht[apsl-ﬁhblﬂtf@fiwdzf&:@a?mge&%mh'ws
added dropwi se. After conpletion 110 of the dropw se addition, 2N aqueous
hydr ochl or i @-Zsitdryl6G8-Ferragaslabded) anine ek rde was all owed to warmto
room t enper at#r e. _Thi 3_ was extr gt_ﬁd wi th hexane and washed wth water and
sat ur at ed Brd el.uofﬁ’g‘_e PYEXPEEPEy Ly Was dried over s sodiumsulfate and
sodi um sul feat 1\&&:1%2%%2@ JES/Elofféﬁaﬁéééf@é:%M?é £ indeAhgd abid agi, ve _the
title conpound (61.54 g, 52% . 1HNMR(CDC1l3, 300MHz)$: 2.56 (s, 3H) , 7.14
(d, J=16°7126.1Hransg4tF(V- (I=6I8H[3 1+Hbid OB lsjorbMethyd ) benetyy -N’ -
~traps-8(4-[ (N ethyl am no t hyl ] cycl ohexyl)acet ate b-
traps-4-(et(ﬁ6f§éé’¥88%P¥ége ﬁ?#Eiﬂfgmﬁhﬁ “c‘za%&am%"e&g%ﬁ&%@&rur i on (600
m) of ethy¢rd! : Bl B 14 i el ed :
sodi um hydr g)cx?d%ﬁ?%q}é@g?§%ﬁltegag§$§¥+%%% rool?nl)ct edrlr:ﬁgir atur g.cﬁ%éﬁ qu'
reaction sdl2dt.i arawas4si{i[Nr¢2—{ 0N’ 4[ By 5-dnis ety 1udhireintaythpllo belhapddent at e
(192 M) was added. To this reaction solution was added dropwi se 21% sodi um

et hoxi de/ et RarGLYdd PREPEAMEEREL h4— T thlueTenethpxymheryild sNcool i ng over 1

hr. Thezst igii 79 4a ' :%ar@é éqgi et j v@}% .20 Was
added. Ther‘ia a#rqfonl u%lﬁgghng?zggijﬁﬁ% ANc pa )ﬁélgidu%cg%!rgl n g%%%%agf wer e
added and tl2s.ntxbnsedwdSNs2+ ( g’ at 3 B fort A flrucsdme thedlh begzyIheN’ -
reaction solution was allowed to return to roomtenperature and insol uble

materi al s viBr&odyl) apdgodmethnt buyhtekf lueromgihaxypheayd )wls concent r at ed

and the obtai Ldue, wa i luted with et.hyl ate. e_mxture was
washed sucggtsg?'\gfe“rzf%o\jﬁ%kg%ﬁl}%ﬁ%%%%x%?%ﬁ#:%_x flllcé/aa(ﬁ §e Wa 8Fﬁaﬁalggl’ ur at ed
brine. The1gogakirénkayey [Nag2d( [100- 0¥ 5-SidH 1RHEN2319 -and (ofkyRysUbfat e
was filtered off. The filtrate was concentrated to give a crudely purified
pr oduct *{ 1&88txagplob-yd) amiéne]methybhpbuie f Incometipgixyphenyl) ~N-

traps-[4-(N.et hyl car banpy! cl phexyl ] acetate .To a sal uti.on 00,nl) of the
cr udel y pUFTY SRS BIAEE YL Bty el sy iy 2c1d HyaRochForide)

(et hoxycar hapy! &%mzcy@ﬁo@wﬂ%a{]éwww(za@déﬂc L_@'Hﬂ%@t!raz_gflb—%r!ﬂ) -
t et rahydrof uran was added thionyl chloride (74 m) wth stirring at room

t enper at ur 8’ -TBemethgl + bt s0f It ¢ vomendsy lderaydd aindmoj merchgdd-éencentrated to
give an acid chloride. A solution (80 m) of the above-nentioned acid
chloride in tetrahydrofuran was added drapw se to tetrahydrofuran (250 m)
and 70% aqueous ethylamne (250 mM) with stirring under icecooling. This
reaction solution was stirred for 30 mn and water (800 m ) was added. The
m xture was extracted with ethyl



-to acetate and the extract was washed successively with water and saturated
brine. The organic | ayer was dried over sodiumsulfate and sodium sul fate
was filtered off. The filtrate was concentrated and the obtai ned residue
“was recrystalllzed from hexane-et hyl acetate_to give the title conpound

(78.9 g, yi BFHE H4OFoRRtharKRh %y&»e@wmiﬁ@t&ﬂééswsésepﬁaeeesqwoxﬂ—mmmls
300M—|z)g ﬁ‘ﬁ)r ]_( 2H) , 1.13 (t, J=7.3Hz, 3H) , 1. 25 (t, J=7. |Hz,

, 1. 40- J?% 1. 72-1. 95 (m 5H) , 1.99 (m 1H , 2. 19 (d,
J 6 8Hz, 211, &%{M{M(Z N3 (Bdchloto-EHEriZhorohe tBP1 S Sy1 yLH)
b-3) et hyI trans-8(4-[ (N et hyl am no) met hyl ] cycl ohexyl } acetate To a

suspensi on 168002'rﬂlgtl'dfl'&WeﬁmﬂyémhypdaﬁbmyﬂtycI ohexyl ] acet at e

(100 g) and_sodium bor dri.de (.75 g) in tetrahydrofuran was added
dr opwi se ac® ﬂgi%%’f?ﬁ“? A YRBeny é Ni hr with stirring under reflux, and 25

the reaCt|0@tE§iéﬁiﬂH]mM¥hfl'Hﬁ&%bh%&bh@%grﬁgkgileracI@eh§§?&éH£5kf&EUt'On

was quenched by dropw se addition of water Wi th stirring under
i ce-cool i ngt32. Smtamcmfﬁmis[l\b@dlhyrh-wy‘dﬁommé ((zemethy; st ethckezb 119 ey it ur e

wih so wattr s ?ﬁoﬁe%g%n%gﬁpﬁé%ﬁE%a%’é‘fméﬁﬁﬁf.iﬁcﬁiif' o um
sul fat e andg SO yHP SHE G PRRYL) gfn m@ftf'x g?ﬂz %ﬁg%ﬁ%&? Qfed

and the obtained residue was drss I'n e orlc
aci d- et | HyProchlaosids,e (125 nl) was added dropvvl se with stirring at room

A

tenperature,_and the stirring was continued for 20 hr. The reaction m xture .

was di | ut edt3d ¢ RN (Gaddat (648" M§hédbéééE§é§}W‘?}“%Mﬁl)ﬂ@W}dm§% -
sodi um hydr n%h[y’iatz?f £ a@g&uga}lg?aﬂﬁhg? eﬁ:‘u}z | c layer was dried
¥ i3

over sodiums and sodi um sul € WwWas The filtrate was
concent r at eitﬂhmgsomarizrme[lt |3t]ldao&atrpeu9m)eﬁi 9 g, 87% lHNIVR( CDC13,
300MHz) $: 0.82-1.08 1.10 (t, J=7.1Hz, 3H) 1.25 (t, J=7. |Hz, 3H
, 1. 37 (methylamino wtilylasyeﬁphswl)mgtben@hhx@rqcn)lorzzde.ls (d, J=6.

8Hz, 2H)151 4441_4%[ S_‘(Q {3 2H) N"—%i’.z b.‘Ls’(tri_gluordmezt@yn%enz(yq.]-N'

J=7.1 Hz,

[N -[3, 5b| S(Z-rmé‘ﬁnyqr_qmettlgxlr)aagmzsq,iMnigoméﬂyﬁ}?_lrt tetrazol -5yl )am no] neth
yl }-5-net hyl -4-trifl uoronethyl phenyl)-N I
et hyl anm no]digtlmaroberizeHdx Bl jaoxpdt 8- zl)L7Net hyl

traps-(4-{] I, 0X z hyl - 4t t hy] phenyl ) am no
et hyl }eyd '%ﬂ%’é?é\l)“géé‘fﬁ?‘ﬁﬁcﬁﬁéﬁé ?JF‘FS‘E%{‘% %“s%ﬂﬁj qtqe " of
2-f1uoro-4-1, h)ﬂrais%-t(w—f{I[Nor(gn@tmﬂt)@ngaw@twpfiﬂr&&wyum 1]-
”aﬁs Lo (0 @ ge i E‘%H‘Ti AT LN SO R p%,ass' o
car bona e tihy Hee rwas ay btdam me -or r e

eacti on sollé‘gon was allo g return to roomtenperature and washed

succe55| vel G reEetRoxyR EBM
ethylamino]lmethyl}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-tetrafluoro-
25 2,3-dihydrobenzo[l,4]dioxin-6-yl)-N-
ethylamino]methyl}cyclohexyl)methanol hydrochloride,
137. trans-(4—{[N-(7-{[N'-[3,5-bis(trifluoromethyl)benzyl]-N’'-
(2—methyl—2H—tetrazol—5—yl)amino]methyl)—z,z,3,3—tetrafluoro—
2, 3- dlhydrobenzo[l 4]dioxin-6~yl) -N-
30 ethylamino]methyl}cyclohexyl)acetic acid hydrochlorlde
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([1l,4]dioxin-6-yl)-N-
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- 2s potassi um hydrogen sul fate and saturated brine. The organic |ayer was
dried over magnesi um sul fate and magnesium sul fate was filtered off.
Et hanol (100 nl) was added to the obtained solution and sodiun1borohydride

(4.31 was added th stirrin omte er.at reaction sol ution
\(Nas sog)stl rgE}ElY "HP‘“{\A es I a{";?lfg'tﬂie ﬂleogil’gﬁo@i Br 1§ - :Nas degdlto
| f t - )

1o e e e st s e

wat er and sat ur at drle over Sso rums

was filtered o{f- mi@tﬁdlqnﬂélt&yl)fdyd]foanh&ym@%thgmejﬁihay eB- The obt ai ned
resi due was dissolved in diethyl ether (1060 , and E t ol uenesul foni c
2!

aci d hydr at Bri@biorepethoxyhaney Mit(2-ge hmlnaﬂatcetﬁenp Ppekanire The

stirring tinued, for 2 hr. The precipitated crystals were collected
by flltrm&ggc}l‘%le‘:}?’to give the title conmpound (120 g, 32%.

1HNVR( CDC1 31 4 30Oz 85+ 2 -0t 47-0( [14—14@—({%'4*{')3 5—$1glt§:lfldcferhé’2hyf>)|'ﬁenz§l]23 (t,
J=7. IHz, 3H) , 1.42 (m .78 (m 4H) , 1.93 (m
(d, J=6. 7HN’ Qm-meﬂlsele—z(ﬂste{m)azolﬂ-m)emlngwnethsllﬁ%o 4. 15 (m 4H) , 4.

0o Sy 7 e e S dmgsrba Phgiva] S gyl g ne By | FeydFoh S filaniar”,

ethyl trapshydfsdnhid¥ides-( [N - [3, _
5b|s(tr|fluororrethyl)benzyl] N -(2-methyl -2Htetrazol -5i 5

yl ) am nol]"rrem:yi }tf&mse-tMy-l{-[N—t(lﬁ—f{l[Ndﬁdﬁeﬁhgph.phtanyf;u&romethyl) benzyl]-N’-
ethylamno]rret E}% ohexl)a etatﬁA$oI tion of etg
traps-(4-~[ M ) smaBpRpethyl) thyl-5-

trifluoromet m&&ﬁgl l'N}-@éﬁ},Q Mb;ﬁaﬁi c Féhd e fgnat e
(120 Q) and sodi um hydr nc rgonate 3%‘6% g |g ? Fu%ne vva%e# #n 0

m) was stlhyciacbcaﬂmterrper ature for 30 min and partitioned. The organic
| ayer was washed successively w and saturated brine and dried over

magnesi um stf4 at'&andagedi lm @ul{fmt g [ﬁla§ PFFI‘EFéﬁl‘é‘?’Fo’%%PlQ@ herewldsti'ti ng

(1765 i e kbR (B8} Smd B P 0L e

conti nued afr e raEehaphedyl9-N38 LAYy DaDbo Piétlly DEcySlchdityl )wrsetadded to
_the reaction solution. The m xture was washed successively with so water

and satur atw%rhwochﬁ-@réﬁ@am c Iayer was dr| ed over sodiumsulfate and

bot asel um (o GraRs (5 RN 2 RDG 13, 5B RS Pl SORSROA EeB ca -

pot assi um t*- ut OXI Goae (‘f?
obt ai ned rf¥ﬂ4ﬂétﬁ¥liZHL%etrazol 5~ l)am1no]meth¥}} 4-methyl-5-

5-{[3,5-bis(trifluoronethyl)benzyl fam no} - 2- met 2Ht etrazole (69.7 Q)
obt ai ned®i rt@d%\hqﬂr@n@t@ylmemmmeem}ﬂwmmml@tlwl reyiohexyy) ) @tcetdom

t enperat ure, i,n s continued for 2 hr and saturated agueous
anmoni um crﬁ%‘:{]g‘é’qtﬁgflil&&%é\ga 'The m xture was extracted with ethyl acetate
and the extyact tass Vw(%thINSL{@CE%ﬁ"M‘Fé?/s%ié‘(ﬂ\ﬁiﬁu@f&né@ﬁﬂ MBS ANLRe- The
organic |l ayer was dried over sodiumsulfate and sodium sulfate was filtered

of f. The fi{2-metthnwlagHetetentpdtsdyanamihe]nidtiay hett+ esi due was purified by
col um chroma.t %rogphy E}n hexane; ethyl acetate=4:1) to give the title
compound ( % thoxypRspyd) 3%y, Exanpl e 170

25 ethylamino]methyl}cyclohexylmethyl)phosphonic acid,

145. trans-4-{[N-(2-{[N'-(3-bromo-5-trifluoromethylbenzyl)-N'-
(2-methyl-2H-tetrazol-5-yl) amino]methyl}-4- |
trifluoromethoxyphényl)—N—
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride;

30 146, trans-(4—([N—(2—{[N'—[3,5—bis(trifluoromethyl)bénzyl]¥N’—
(2-methyl-2H-tetrazol-5-yl) aminolmethyl}-4-bromophenyl) -N-
ethylamino]methyl}cyclohexyl)methanol hydrochloride,

147. trans—(4-{[N—(Z—{[N’—[3,5—bis(trifluorométhyl)benzyl]—N’—
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“traps- (4-{ [N (2-{ [N- [3, 5-bis (trifluoromethyl) benzyl] -N- (2
nmet hyl - 2H-tetrazol -5-yl)am no] nethyl }-5-nmethyl -4 i5
trifluoronethyl phenyl)-N-ethyl am no] net hyl } cy. cl ohexyl )acetic acid To a

FRENE AT NGRS I———

yl ) am no] ne |, 3 555 1yt = -t 1 fl sal; egyk k- :

et hyl ani no] %r%%ﬁ%ﬁ’?‘c@f%%&@] })J&)c‘;eltdafll‘%e’e9 ?? ti‘glélgtjl%lai ﬁ%ﬁ%%ﬁ’%&%ﬁ%‘%ﬁ AN
aqueous sodi4gn hyskimosd - SI-UW2-qrNCEE3 ,8H-pivi(thislucromgtlayl yiveairyl] ~N' -
tenperature. - The reaction solution was stirred at 60C for 2 hr and aqueous
citric aci d(3wemethitetutetmzol-Sry lhamdnolwethydl rhochbRrordnt ral i zati on.

The m xt yre_was, 25 ext.r et i.th ethyl,acetat nd the extract was washed
Succesel vl AR A ] B B O AR e BB e e
over sodi ung daid@igk sodiumsul fate was filtered off. The filtrate was

concentrated. The obtained residue was purified by colum chromat ography
(n- hexane: iyl tzar=Ad=E2-12-ddM o [§i, Pebipdtrifleoremphms) Feroxy I ~Ny29)

(see Tableniggmﬁ§33¥2%§%qﬁﬁ3ﬁ%ﬁapghe@ﬁ&i}L&ttggfiugggﬁeéﬁ%x§;ﬁgﬁ§l)—N—

(trifluoro

net hyl - 2H t&H%Mirﬁs]ﬂé@{?m%}fﬁbm&bnéc%w%hffc 1d@id hydrochloride,

trifluoromnethyl phenyl)-N- &t hyl"am no] met hyl } cycl ohexyl )acetic acid
hydr ochl%r i U0 Totmarsol (4 {dN—((2+.{ [§’'r[3) Sebit(ansflioremdtin:) Kerey Y] {NN- - |
3, 5bis(trif|uororretrll_%_!ﬁbenzyl -N me | - 2H: e#\][azol-Ss

-(2- h
T1) ant nol mel IS A AL B OB LOAB RS RERYL ] <Ko thoxy -4~
t hyl i | h | is i i dded 1N
by oahl or MBI NROLCLYaB fodikEnbd POy ERnedy St A000d 1

preci pit at édycadahd omislecol | ected by filtration and dried to give the title
conpound (128 , 949% to (see Table 29). Exanple 168 trans- (4-{ [N (2-{
[N - [3, 5_%§¥;§%qqquﬁﬁr ngﬁ[Héﬁi9p%:pps(trlfluoromethyl)benzyl]—N'—
(2met hylis2H 4 ¢ | -5 i.,Ne] e 2D tyid.l é)vffﬁ; yl)-N
et hyl am noi_krréet%%/ cyc&@#&%@gegﬁ&wé&%@?gﬁérg%{%laﬁeéshé f%jl(r?lgte 'Il?ﬂae%g%quti on
(580 m) ofNtetnAan(idrd] Mefhy(l3cfcldhex}B) acetic acid hydrochloride,

5bi s(trifluoronethyl)benzyl]-N kl&z- met %I -2H-tetrazol - 5yl ) am no] net hyl } - 5-m
et hyl - 4- t r i Firorterearsmy(4ptHd Ayl (B-NdNAy [ AnPnb] sréthi/f Jegmansidind ) eseyild -Adid
(96.3 g) in.gthyl Zo.acetate was.added pnethanesulfonic acid (13.56 ml) with
stirring at(zreénogrﬁqén&g[f%e&r&zo hg g???ﬂ‘?‘ﬂ%%ﬁ?ﬁbi}t?nued for 15 hr and the
preci pi t at e isOhiddopeEngkheebadnpy) filtration and dried to give an ethyl

acetate sol vate of nethanesul Fonate. This was suspended in heptane- et hyl
acet at e 20 3:etthydemimo Imedhyd }eieloheprhbaoatmsasid rhsetraghliodist,i ng at 80C

f 20 hr, dt t filt d d dried_t
G ve the tii% dammsud- (g (150 s CARR S b e g e i R T e
as in Exanpiesekrd1-b#2tet88z0168-Nfar TR0 ] hbENFD S20f-sExanpl es 10- 141

and 143-167 were 30 obtained. These are shown i'n Tables 1-34 together with
ethylphenyl) -N-ethylamino]lmethyl }cyclohexyl)acetic acid

hydrochloride, _
25 154, trans—(4—{iN—(2—{[N'—[B,S—bis(trifluoromethyl)benzyl]—N’—
| (2-methyl-2H-tetrazol-5-yl)amino]lmethyl}—-4-
trifluoromethylphenyl) -N-propylamino]methyl}cyclohexyl)acetic
acid hydrochloride, _
155. trans-(4-{[N-(2-{[N'-[3,5-bis(trifluoromethyl)benzyl]~-N’'~
30 (2-methyl-2H-tetrazol-5-yl)amino}methyl}-5-methoxy-4-
methylphenyl)—N—ethylamino]methyl}cyclohexyl)acetic acid
hydrochloride,
156. trans-4-({N-[2-{[N'~[3,5-bis(trifluoromethyl)benzyl]-N'-
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-Exanmples 1-9, 142, 168, 169 and 170. 116 Table 1 Exanple Structural
Formul a NVR (S val ue, 300MHz) CDC13: cF - N~
0.90(t,J-7.0Hz,3H),0.98-1.10(m2H), a Ni ~I :
"1.32-1.60(m6H),1.67-1.82(m 4 ~~N m 1 ,2.53 2.63(m 2H), N
T b e Ty 2t it o) ainoamgny - (31 £, 25

J-7. OHz S, 4.82(s, 2 6. 79(s, 1 6.82 m
s(ag 100 (s, 1@{%@_‘%%(&@3)@% g L)D CDCI?B ng91 ( " >
(t,J-7. Oz, Sthy DarRfhd)rckp Didyc loheMaletadBoky 626 mabill, HydBodh B TaelH) . N

=~ N 1.92 2.51-2.62(m 2H), 2.65-2.77(m 2 76(d, J 2
2. 83(q,J-7(g-El-|)2¢~T§anﬁ'1@('s{ (2?{631 (-sl3zﬁrb4g8$rr)§12w°r§sem%)qemaylg?-sg-m

. 116- 119 7,.64 d6: cFa ~N-N

® 0,81 (tjs J(% W%z*g t%%rfz%( é‘é’ﬁé’ af“lnH)JN?%P ‘%‘(ﬂ%—i}) 1 go?ml
3 FaC \ -

2017(3 gFD 5£E§§E;§?ﬂ %ﬁ?%ffﬁ?&ﬁLN %rgg%ﬁhmlno]meth%l}cycl?gexyl)acetlc
7.83(s, 2H) , & rag¢hleride, DMSO d6: CFA ~N-N 0. 70-1.10(m 4.5 NYN
1.15(i 752 5( 107%1%_?“( 3|?) S\SE, (m4.5H), |
2.58- 3. ooﬁg‘h} afis d( 44 N’ n% 154E5iE1poTomehyL) bRgzy]-N' -
4
1
1.

.75-5. 10 1 L 2,8.10(m 3. 5H) CDCl 3:
L06(t, J- (7ngHz %%l)ﬁl %grt%t%f?ﬁ%f’ Yq%ﬂﬁﬁo}m&hﬁ? 4 (m 3. 5H)

32- 1. 69( mﬂﬁlmrmetmmmml)Nriapgamﬁbumetnmmgcmhem)aceumds S
~~276tJ7 %288tJ74Hz~~2H) .98(d, J- 6. 8Hz, 2H), 3. 26(q,
J-7.2Hz, 2H)"=1<21l 6.85(s,1 H),7.10(s,1 H),7.74(s,2H), 7.81

(s,1 H Tabj#y 2 ¢rang-4-{[N-(2-{ [N'-[3,5-bis (trifluoromethyl)benzyl]-N’-
(4-ethylphenyl) amino]methyl}-4-trifluoromethoxyphenyl)-N- .
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,

15 160. trans-4-{[N-(2-{[N’~(3-cyano-5-trifluoromethylbenzyl)-N’-
(2-methyl-2H-tetrazol-5-yl) amino]methyl}-4-
trifluoromethoxyphenyl) -N-
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
161. trans—4-{[N—(2—{IN’-[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]methyl1—4—trifluoromethoxyphenyl)—N-
ethylamino]methyl}cyclohexyl) acetic acid dihydrochloride,

25 163. trans—(4—{[N-(2—{[N'—[3,5—bis(trifluoromethyl)benzyl]—ﬁ’-
(5-methyl-[1,2,4]oxadiazol-3-yl)amino]lmethyl}-4-
Itrifluoromethoxyphenyl)—N—ethylamino]methyl}cyclohexyl)acetic

“acid hydrochloride, )
164. trans-(4—{[N—(Z—{[N'—[3,5-bis(trifluoromethyl)benzyl]—N'—

30  (5-methyl-[1,2,4]oxadiazol-3~yl)amino]methyl}-5-methyl-4- |
trifluoromethylphenyl)-N—ethylaﬁino]methyl}cyclohexyl)acetic
acid hydrochloride,

165. trans—f4—{[N—(Z—{[N'—[3,5—bis(trifluoromethyl)benzyl]—N'—
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" Exanpl eStructural Fornul aNVR (8 val ue,

300MHz) DMBO- d6: 0. 83(t, J-6. 9Hz, 3H), 0. 92-1. 23(m 2H), cF ~1.23-1.60(m 6H),i |
NFc~~1.8(m1H,2.01 (m2H, Hc~ ~

N2. 76(t, J-7

(s, 2H), 5. 0865 ?ﬁz"l%lég?zéﬁlf’%%lafq%@ m%lggh?ihgﬁmtﬁﬁ}558%§t11y1—4-

7.52(b F~
ED/ 3 0(9B?F§ﬁf%u%%€§g§? iﬁhé& f%éhj?ﬂ%?ﬁ§a§ﬁae]éeﬁh%tif§éﬁoﬂé§%léggﬁﬁgh)C
e} Sl g S L

S S S, C
o~ DVBO d6: 166 ‘F\FWU<4€5U(1N'0€(n{;[§4)- ) é5b181G€#AWr°@$xlwwzyll-N'

& oo 2 2 b o pldh B - g BB R4 7 Sthe P 20 M A1) -
1.10- 1. 50( ntﬁtﬁldoﬁamétrga(pneéﬂsbl) -/N:prlzdpwlamznwﬁ\atﬁyu } ay@%nie:ayﬂ) adeeidt), Y

9 FaC ~ N ~ H~~0 2.83(q, J- 7. 2Hz, 2H), 3. 64(s, 3H), N~ 4.20 s, 3H ,4.68 s, 2H
,4.83 s,2H)acidy () ( F,co ~ 6.96(s,|H),7.06(d,J-8.8Hz, 1H),

G g g tlz%*ﬁ ot St PRI 36P sBen be e b b e b e -

N ~ 2.04(m Ziﬁ)m&:ﬂﬁr-&Méﬁx%!‘z‘)&lﬁ—@l}%ﬁn%h%eﬂh@ﬂ542rh&t BXs, 2H),
6.96(s,1 H,7.04(s,1 H), 7.66(s,2H),7.75(s,1 H) Table 3 anpl e Structural
Fornula5NNF£(B£Lwaxnmethxﬂmhgmyﬂm9N—ecb&1am1no]methyl}cyclohexyl)acetlc

0. 90(t J-6.9Hz,3H),0.95-1.15(m 2H), F N N 1.30-1.62(m 6H), 1. 59(t, J-7. 2Hz,
Fc~( N3 91(m1H).2.03(m2H),2.75(d, 11 $

J-7. 5Hz 2H) 7 w 2 N
4 86(s. 2H) 6@899?%&11%3((@7—6(5%\3( &: ﬁﬁ[‘)ﬁq ;3 5 His:@&%fy?@fczml |$l)benz§l] N
0.88(t, J- aﬁu&h‘)yl}zgﬁ-ﬂetm(mlzﬂ)—ylmammnmﬁetnysﬁfmrﬁéﬁhﬁl -D0(m 1 H)

trifluoromethylphenyl)-N-ethylamino]methyl }cyclohexyl)acetic

~N

15 acid methanesulfonate,

169. ethyl trans-(4-{ [N-(2-{[N'-[3,5-
bis(trifluoromethyl)benzyl]-N’-(2-methyl-2H~-tetrazol-5~
yl)amino]lmethyl}-5-methyl-4-trifluoromethylphenyl)-N-
ethylamino]methyl}cyclohexyl) acetate, _

20 170. trans—(4-{[N-(2-{[N’-[3,5-bis(trifluoromethyl)benzyl]-N’'—-
(2-methyl-2H-tetrazol-5-yl)amino]methyl}-5-methyl-4-
trifluoromethylphenyl)-N-ethylamino]lmethyl}cyclohexyl)acetic
acid, '

171. trané—(4—{[N;(Z—{[N'—(3—methyl-5—trifluoromethylbenzyl)—

25 Nf-(2—methyl-ZH—tetrazol—S-yl)amino]methyl}—5—méthyl—4—
trifluoromethylphenyl) -N-ethylamino]methyl}cyclohexyl)acetic
acid, '

172. trans—(4—{[N—(é—{[N'—(3—methyl—5—trifluoromethylbenzyl)—
N'—(5-methyl—[1,2,4]oxadiazol—3—yl)amino]methyl}—5-methyl—4—

30 trifluoromethylphenyl)—N—ethylamino]methyl}cyclohexyl)aéetic

acid, -
173. ethyl cis-(4-{[N~-(2-{[N’~[3,5~
bis (trifluoromethyl)benzyl]-N’-(2-methyl-2H-tetrazol-5-~
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. 12 FsC\ N ~ 2.02(m 2H), 2. 68-2.88(m BH), "N 3. 76(s, 3H), 4. 63(s, 2H), 4. 81
s,2H) 7.00(s,1 H),7.04(s,1 H), 7.67(s,2H),7.69(s,1 H CDCI3: CF$ | ~
. 75-0.95(m 1H), 0. 95(t J-7. OHz 3H) i 1.00-1.20(m 2H), 1.30-1.60(m SH), NC ~
N 1. 80 2.10(m 3 70-2. 13 4.65 s,2H ,4,70 s ZFD 6 67(d J-8.2
( H, zrylhﬂm “HEtThBQ]Hz %%thy%-ézr(t§lilpﬁ>r?me§%¥lahenyl

,7 20( dd, DVBO- d6: cF~ a
84(t ,( %ﬁ%ﬁﬁgg]ﬂ@w&ﬂ&%ﬁ#ﬁ? 1.58(m 6H)C1 83(m1 H, 14
C. ; y 1 74 m 49) [ 2- (H(s[NEH)3,, 3 bSGStQHfluB&omethyl)benzyl]—N—(2-

.62-2.90(m 8 64(s, 2 | 6.91 (s,1 H),7.09(s,1 H,7.91
s, .1 H§ m'gba(kzﬂ*%etggpl@élmng]mem% H)L—4-

791 356 Ot o OB AAACm S - YN L ORI o B2 05(m 3.

3. 6 T4 5 -
H) 1705, 1 I—Dlgg&(s A I—E?@(Sd % 1s|'(|@E1;5193§.‘§m8'f91yE&]991(1%61]}-3€ t%—n_i’lgaﬂg?yél 2H

ExanpleStrum&tn&ﬂOH%ﬁﬂnﬂ]@NNROG&ean&é S-methyl-4-

300MHz) DVBQ-t f &: 0. 80( 1, J- 6. 9Hz, 3H) , 1. 00- 1. 25( m, 2H) , CF3

NL. 27- )1 63(%’&% %%?YMW@H)YH%E%EP%C?E‘%% IZ_DH) 2.88(t,J-7.3Hz, 16NC
2103, 00-3, 70( ingidt SRR LIEGLod: 90650 2HE @&nea&nh ¥l beoy
H),7.20(brs, 1 H, 7.35(d, J-3. 7Hz, 1 S54(brs, 1 H), 8. 00(s

H) 8. 28( s01 aa;e)mmlyop&bferama OHz 3H) 0. 95 1. 18(m oH) i |

CYN1. 20-1. 60 6H), 1. 75- 2. N ~ 3
~2.75(t, 3_711%32 52'(§4‘((t[NJ' (?-AE& —13N5Fp}s(tr:.fluoromethyl)benzyl] -N'"~

2 200 PR S Yt S0t S ek 41 70252

: trlfluoromethoxyphenyl)—N-ethylamlno]methyl}cyclohexyl)acetic

— 1

zc:;;f\—:c

\Jh)()CD’\PQ

acid hydrochloride,
15 118. trans—(4-{ [N—-(2-{[N'-[3,5-bis (trifluoromethyl)benzyl]-N’'-
(2-methyl-2H-tetrazol-5-yl)amino]methyl}-4-
' trifluoromethylphenyl) -N-ethylaminolmethyl}cyclohexyl)acetic
acid hydrochloride,
142, trans—(4—{[N—(Z-{[N’—[3,5-bis(trifluoromethyl)benzyl]—N'-
20 (2-methyl-2H-tetrazol-5-yl)aminolmethyl}-5-methyl-4~
| trifluoromethylphenyl)-N-ethylamino]lmethyl}cyclohexyl)acetic
acid hydrochloride,
143. trans- (4-{ [N-(2~{[N’~[3,5-bis(trifluoromethyl)benzyl]-N’-
(2—methyl—2H—tetrazol—S—yl)aminé]methyl)—4-methyl—5—
25 trifluoromethylphenyl)-N~ethylamino]methyl}cyclohexyl)acetic
acid hydrochloride,
154, trans—(4—{[N~(2f{[N'—[3,5—bis(trifluoromethyl)bénzyl]—N’—
(2—methyl—2H—tetrazol—5~yl)amino]methyl)-4-
trifluoromethylphenyl)-N-propylaminolmethyl}cyclohexyl)acetic
30 acid hydrochloride,
157. 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
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"DMBO-d6: 18 CFA g YNF C ~ ~ N 90. 78(t, J- 6. 9Hz, 3H), 1. 00- 1. 25(m 2H)
1.25-1.70(m 6H), 1. 85=2. 10(m 3H), 2.25(s,3H), 2. 75(t,J-7.3Hz, 2H), 2. 88
(t,J-7.3Hz, 2H), 3. 16-3. 62(m 4H) , HCI i 4.89(s, 2H), 4. 99(s, 2H), 7. 07(s, 1
. 7.19(s 1T, 53(brs 1H,7 82(s 2H), 8.02(s, 1 H DVBO-d6: 19 CF ~ SYN
FC~ | B, I 3H), 0. 95-1. 20(m 2H), 1.20-1.60(m 6H), 1

.85(m 1 H) l88%¥%547?§{gvg}ygﬁél'—I%%%Ebis(trifluoromethyl)benzyl]-N'—

31003, ’erz)(H) M B e th DL FH-Ht vh RS- 201500 methill 1 7¢47(s, 1 H), 7.57(brs, 1
M. 7.88(s, 2€21fl£§¥§%§££2£3§%2;¥i)—N—propylamlno]methyl}cyclohexyl)acetlc

5 acid hydrochloride,

166. 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]lmethyl}cyclohexyl)acetic
acid,

10 167. trans—-(4-{[N-(2-{[N’'-[3,5-bis (trifluoromethyl)benzyl]-N’-
(2-methyl-2H-tetrazol-5-yl)amino]methyl}-4-methyl-5-
trifluoromethylphenyl) -N-ethylamino]methyl}cyclohexyl) acetic
acid and
168. trans—-(4-{[N-(2-{[N’'~-[3,5-bis(trifluoromethyl)benzyl]-N’-

15 (2-methyl-2H-tetrazol-5-yl)amino]methyl}-5-methyl-4-
trifluoromethylphenyl)—N—ethylamino]methyl}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 prod;ug thereof and a

25 pharmaceutically acceptable salt thereof, they are useful as
pharmaceutical agents effective for the prophylaxis or
treatment of the diseases in which CETP is involved (e.g.,
hyperlipidemia, érteriosclerosis, atherosclerosis, peripheral
vascular disease, dyslipidemia, hyperbetalipoproteinemia,

30 hypoalphalipoproteinemia, hypercholesterolemia,
hypertriglyceridemia, familial hypercholesterolemia,
cardiovascular disorder, angina, ischemia, heart ischemia,

thrombosis, cardiac infarction, reperfusion injury,
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20 CF3as YNFC~1 N~ a N-0.79(t,J-7.2Hz, 3H), 0. 97- 1. 20(m 2H))
1.20-1.60(m6H),1 .85(m1 Hy, 2.02(m2H),2.17(s, 6H), 2. 77(t,
J-7.5Hz,2H),2.87(t' J-7.5Hz, 2H), HCl i

"3.05-3. 60(m 4H), 4, 90(s, 2H), 4. 98( s, 2H) 7.15(s,1 H), 7.54(brs, 1

H), 7. 89(s, 2#BYEOPEISLY 19Stenasls ByRestensiodet G#aPerPnﬂ%CW(S val ue,

1301, o5(rfeP oo ondn Ry e erpegoreddeotd I Bh sty by, 5y

~ ~~ 2.88(tpdo th o248 ok khekRfhiBitHhgelidls fo§8ﬁ§p8f‘h.1ﬁ1@é’xﬁ§a2ﬂ 7.06(s, 1
H, 7. 20(5 1 52(brs,1 H),7.83(s,1 FD, 99(s 8.27(s,1 H D
MBO- d6: Sattenlﬁmtrtsﬂ)c (ﬁJQS'ﬁa@ezo(m 2H) , CF3 SYN 1 25-1.60(m6H), 1

17 5, 49, 2. 6a(TER AASE TP Popea3ah s dohy nt iRy FOTBLE s (Hhyof iy (s, 1

N 8(7)(t1 S %%s%ﬁ%%%t%dﬁs’( m f&%" gh Hhetebe Brial h%qn%ig—oéé’lé“g%l(fn%vsc}rg >

ZFD 2. 03(s, 8theptavle séItI%héredf Ns~u3e60éslahpharmaceutlcal

J-7. 3k, ZFDpégéglatfkﬁi ﬁh? fgﬂdegg¥aiiy admixed with a pharmacologically
acceptable carrier, excipient, diluent, filler, disintegrant,

10 stabilizer, preservative, buffer, emulsifier, aromatic,
coloring agent, sweetening agent, thickening agent, corrigent,
dissolution aids, and other additives, which are known per se,
specifically water, vegetable oil, alcohol such as ethanol and
benzyl alcohol, polyethylene glycol, glycerol triacetate

15 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, suppository, injecfion, eye
d:op, liquid, capsule, troche, aerosocl, 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, particulérly about
50 mg-800.mg in the amount of the compound represented by the
formula (1) of the present invention, a prodfug thereof or a
pharmaceutically acceptable salt thereof per day for an adult
by oral administration.

30 . The pharmaceutical agent of the present invention may be
adﬁinistered alone or concurrently with a different
prophylactic or therapeutic agent for hyperlipidemia and/or a

prophylactic or therapeutic agent for arteriosclerotic
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i 2.90-4.00(m 4H), 4.76(s,2H),4.84 (s,2H),7.10(s,1 H,7.39(m2H),.
7.86(s,2H),8.00(s,1 H DWVBS0~6: CF9 -N 0.70-1.15(m SH),1.20-1.63(m6H), \ S
1.73-2.12(m 3H),2.18(s,3H), N 24 F3c ~ 2.56-3.00(m 6H), 3. 25- 4 00(m2H, N
"HC~ ~ 4.50-5, 00(m4H) 6.20(s,IH), 6.97(brs,1 H),7, 11 (brs,1

7.60- 8. 10( iBigases, ommey e used coocerafenilxsvﬁf%m Cil%exie%(m 6H), ~ N

NG i e Rl s (67, Bnepipain i Rblhp bar dkehgplm 2.
7.98(s, 1 H)tHéuwd e X algure: &tdxueitllabalteléor fHe2apBiRc {6 ygénie, £&O0MHz) CDCL3:
CFA -N 0.70-1.07(m 4.5H), 1.18-1. 80(m C 6.5H), 1. 82-2.10(m 3H), 2. 17(s, 3H),

26 FCC \ the:sm)argsm(,mm@ra@eww 3gent2Epy arteripselerosis,
3.45-4.0 4. 79 i 5-5.70 7.03(s 7.32(brs, 1
H, 7. 65(§(2 e@f (ci 39e Cfragé‘ﬁ?’g%t?}%odiséﬁ {gﬁ CF(A rNS~ ~ N

2.00(m1 FDPé%QéH %Eﬂéd%renh Use 31@9 8 égfféﬂéﬂtﬁkﬂébéb s N
= 3.93(s, 3H), 4. 90(s SH) i 5.46(d,J-3.3Mz, 1 710(brsl

H, 723(d, Jaghnﬁﬂidrl@ypkriﬂp;dbmwﬁ (Staﬁés mhatmacéWtsqé&ﬂagQNt) is

1.1 B F N1.84(m1 2.04(m 2 F ~ N
DNSO de: 0. 93)$pect|_2d to (i):rov1d manl_i)ex(‘:crgm\ely sgpérlor |_gynerogngstlcl_l)e’fzfefcszt ¢ :

12,505,000 s SR pighilaMpb g e s RS 2
H) ) 7. 96(3¢, 3H) DVSQ@=d Gis@led hreralifh., 8bft deficitiret) ude 02ndard (ancihiSéd use
of the compound of the present invention, a prodrug thereof or
a pharmaceutically acceptable sait thereof with a different
pharmaceutical agent, such as a therapeutic agent for
hyperlipidemia, wherein the mode of use thereof is not
15 particularly limited. For example, it includes both the
| administration of a pharmaceutical composition containing the
compound of the present invention, a prodrug thereof or a .
phérmaceutically acceptable salt thereof and a different
pharmaceutical agent, and the simultanebus or staggered
20 administration of respective preparations produced separately
without mixing.

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,
particularly about 50 mg-800 mg thereof per day for an adult
by oral administration. '

" As a therapeutic agent for hyperlipidemia to be used
concurrently with the pharmaceutical agenﬁ of the present

30 invention, statin pharmaceutical agents such as lovastatin,
simvastatin, pravastatin, fluvastatin, atorvastatin,
cerivastatin and the like can bé mentioned.

As a therapeutic agent for obesity to be used
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- 1.30-1.62(m 6H), 1. 84-2. 06(m 3H), 29F9¢c ~ N ~2.50(s, 3H), 2. 74(t, J- 7. 3Hz, 2H), N
HCl ( 2.86(t,J-7.3Hz, 2H), 2. 91- 3. 35(m 4H), 4. 82(s, 2H), 4. 99(s, 2H); 7. 07(s, 1
“H), 7.38(brs, 2H), 7. 89(s, 2H), 8. 01 (s) 1 H)DVBO-d6: CF

~=0.85(t,J-6.9Hz, 3 0.90-1. 15 2 N1. 24-1. 56 6 82 1 I Y3
OF C ~( concurréﬁtly with tﬂgnpggkmaceutlcal ag QL g% the p égengﬂ

32.00(m 2H), HCli 2. 92-3. 25
m 4H) , 4. 77(33‘5%@&’@'2(’“%&71 é‘é‘% Q?%ngz‘ 38%5{551“‘%&&%%% 2H)|8 01 (s, 1(
Dol S (YT E s e B e )
' ti W ~ ~ 1~ '
6'9° (HZ'9) %omcuagm@sfs Wigh- theNp cgpgirak- agent HpE' Do Presayt ~ ~N fir
5 901 1 UV eRFISy ol plepheati S Sy ey e (g, © (F
(HZ 5) Z6' %Ifgerﬁ)%n:gide) (() ?ﬁl?u%ﬁl'de glyé%zpyf:higid% %éel\lfol%gcﬁu(c%ﬁ ~u)Z0 Z
o i - -
6' ~)t| E 8 (ﬂmmnrllde(ﬁt@s)z@m}ﬁe,( EZlS)lEZ:LQE(HZCS)tIBhS.uZ(HG 096'9 ' (H
S O Bt e S Bapegiiinfiegece ), suitonamides (o.5.,

HZ'ZH9 1- 080’ 6
-0 SRS iy AR B M I Ry (1
~) 9t [ '1P (b‘hﬂbﬁb:ﬁﬁ Hlydrdcﬂilor(lldeG'eSa:G).E6'(19gq.trIst§.ﬂ£)SQ ﬂﬂ‘libl‘bd\i‘S‘ tesg .
'(FZ'S)E6 ti"(Hi'w00'ti-09"Z ~ N~ '"(Hti' ~u)00 E-91' Z'(HE'~u)ZZ'Z L8 6 '
i ' (H8' moogvoég SQY(?Q?RHH%@ egoN) f insplip _sensitizers (e.g.,

pioglitazone hydrochloride etc.) and the like can be mentioned.
As a therapeutic agent for hypertension to be used

concurrently with the pharmaceutical agent of the present

15 invention, loop diuretics (e.g., furosemide sustained-release
preparation etc.), angiotensin converting enzyme inhibitors
(e.g., captopril, captopril sustained—rélease preparation,
enalapril maleate, alacepril, delapril hydrochloride,
cilazapril, lisinopril, benazepril hydrochloride, imidapril

20 hydrochloride, temocapril hydrochloride, quinapril

| hydrochloride, trandrapril, perindopril erbumine etc.),
angiotensin II receptor antagonists (e.g., losartan potaséium,
candesartan cilexetil etc.), Ca antagonists (e.g., nicardipine
hydrochloride, nicardipine hydrochloride sustained-release

25 preparation, nilvadipine, nifedipine, nifedipine sustained-
release preparation, benidipine hydrochloride, diltiazem
hydrochloride, diltiazem hydrochloridé sustained-release
preparation, nisoldipine, nitrendipine, manidipine
hydrochloride, barnidipine hydrochloride, efonidipine

30 hydrochioridé, amlodipine besylate, felodipine, cilnidipine,
aranidipine etc.), B blockers (e.g., propranolol hydrochloride,
propranclol hydrochloride sustained-release preparation,

pindolol, pindolol sustained-release preparation, indenolol
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-CDC13: CFA ,NN/ NYN35 FCC~1 NN-~O-HCIII O

0.92-1.25(m 4H), 1. 40-2.00(m 3H), 2.00-2.40(m 4H), 2. 82(t, J-7. 4Hz, 2H)
2.93(t, J-7.2Hz, 2H), 3. 05- 4. 00( m 4H), 3.60(s, 3H) 4.17(s, 3H),5.01 (brs, 2H),
"5.39(brs,2H),7.06(brs,1 H, 7.25(brs,1 H),8.02(s,3H) Table_ 8

Exanpl esuu%mﬁ%ﬁhmﬂfﬁﬁ.awt@@l\% hyd rssbﬂ«ﬂf}éacmaete@%% 3H), 1. 25(m 1

E%F; 3281(tﬁgé%g%3%&5¥f8%Hg%fﬁke%—#%ﬁghéé)p%éggggkloggaﬁgnltrolol

~J-7. 4Hz, 2Hly@radH 18 e ,3 BuHitr3bi3h Q&Bbﬁk%rﬂdé%és@ﬂnéd%ﬁea?é@ S. 41
(brs, 2H), 7. 06(brs 1H, 7. 24(brs, 1 H), 1 (s,2H),7.77(s,1

H) CDCl 3: 1. 08(¢p&§§txpanamthmql4Hpceﬁptelm& hydrochlorlde metoprolol

:§2132(ng( 23 W%%Féi Itarﬁ;a Zg%s%agﬁéé ge eQSétfg% aéggién;~ N~

3.86(s, 3H) ,rk :94&%1%12 eﬁbe:%%ﬂ_ %thétéfS(ﬁilED;lZlZ#%érécﬂoF L @d(brs, 1
H,7.30(s,1 H),7.70(s, T H),7.73(s, 2H) 127 1. 27(m 1

H) | 1. 42- 1. 7e§rmedifolN biBdprolod2Fnmakpte, 10¢tage)oD. quchlc&ﬁec c~1 ~
J-7.3Hz, 2H),

2.93(t,J-7. '-‘zézl%“l%(f%lj Iéd%gzﬁﬁﬁféﬂf §°Ben91°89i fPaignate, Revaggolol

1 130m 1) NIt ofe3' Oheh BbhEre | figis Naferata ) 0O
(t,J-7. 3% B3drodiloride; &r&dt(lhploi AbRrathldrdaé | , amds@BiElo 39 off

2H), 3. 10-4.00(m 4H), 4. 17(s, 3H), HC i \~ 4.94(s, 2H),5.35(brs, 2H),
7.08(brs, 1 By érP chilquide gtcz) 73psb2Ppkersg(s; 9. HP¥axgsin hydrochloride,

o 130 TR nyedbygie, Goxabgif ndepPiad S huhasHT

2. 87(t J- 7. B ot)Lozi%e(t bdndz4Ein holrochloridd sustalned—release
2H), 3. 00~ 00(n14H) 4.82(s, 1H),
' preparatlon urapldll phentolamine mesylate etc.) and the
- 15 1like can be mentioned.

Moreover, the pharmaceutical agent of the present
invention can be administered not 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 compoﬁnd represented by compound (1) is
explained, but the production method of the present invention
is not limited to this example.

Whenlthe 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.

Moreover, 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 like.
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-4.84(s,2H),5.22(s,2H),7.07(s,1 H), 7.26(s,1 H),7.67(s,2H),7.70(s,1 H Table
9 Exanple Structural Formula NMR (8 val ue, 300MHz) 128 CDC13:
1.04(brt,J-6.6Hz, 3H),1.18-1.73(m cF, ~ N~ 4H),2.12(m 2H),2.42(m 2H), / ~N
"t 2.85(t,J-7.5Hz,2H),2.98(t,J-7.0Hz, 41 F,c \ N ~

2H), 3. 10- ~4. 00(m 4H) , 3. 89(5 3H), HC~ | ~ N~"~CH

4,62(s, 2H), o@é : 12z, 1 H,7.07(s, 1 H, 7.30(d,

J-2.2Hz, 1 - 74(s, 1 H DVBQLf6:

0.80(t, J-6. 9Hz 3HhE. ;&Ebdhc%(dﬁ Mdthda o\thhelcaﬁp&uaa(freﬁf&sénté‘dl(m tHd

N~ O 1. 58- 80(nlBFD 2.13(m1 H,2.56(m \ 1. N,,, ., i 42 F~¢c ~~ ¢

2H), 2. 71 (nftzﬂyulza 9tl 3. m)(enemmlamly :shsypslaH):hs folsowing4. 58(s, 2H), Hci
4.69(s, 2H), 5. 97( , 7.30(brs, 1 H),7.53(s,1 H),7.78(s, 2H),
7.93(s, 1 HF m%%c OI%B@‘@?OS 8. 9Hz 3H), 0. 80-1. 00k'm 2H), cFg N °
1.04-1.22(m2H), 1 36(m1 H, N 1.60-D\S@&)m BH), 216(m 1 H),2.5 RN (
N,,,.~Di 4 3 ~~ 2H), C 70('m 4H), |/

3.56(s, 3H), 3. 78 8BS 2H), 4.77(s, 2H), ke X H),
7.30(brs,1 H), 7. 3(slH) (s,1 HNY 7.87(s, 1 H) 8. 19§,
DVBO- d6: 0. 79( , AH) 103121(m2H) 13 mi H,
N~ 44 F,c ~ | 2.04(m m,255(m 2H)2
(m 2H), 3. 00-18: , dten 4.70(s, 2 3
H),6.97(s,1 H), ¥.32(brs, 1 H),7.54(s, 1| H), §5(78%s p2|31) 7.93(s, 1R} TVBOR6:
0.80(t,J-6.9Hz, 3R),0.80-1.01 (m2H), F%i‘N~104121(m2H) 1.37(mpiH), N-
_0160185(mBI4;°-205(m1H) 2.58(m @I N (, (1-a)

% A

_ HO
Production Method 2

o v
R Rt

) | , Re)n Re
(3) /@v (8)
R . H —- R2 NH

0 Step 2-1 Step 2-2
(6) ) -

Production Method 3

Rt R | (Rg)n
X
H
Rz/@/NHz R2 /©\/N (11)

(©) A
mr——
Step 3-1 R3 RS Step 3-2

R4
(10)
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45 Nc ~~ off ZFD,2.72(n12FD,3.00-3f60(n14FD, | ~ 3.74(s,3H), 4.59(s, 2H), HC
4.63(s,2H),5.62(s,1 H),7.00(s,1 H, 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 eStructural FornulaNVR (b val ue,
"300MHz) cF3 3 LW IN 3,467 ~

F, C0. 70-2.28?%‘1[}'& ?5.%?33%,%2.60-4. 20(m BH) , 4. 40~. 00(m 4H)) Hel ~

| 6.70-7.50(m 2H), 7. 68(s, 3H 130 DVBO d6:

e
0.80(t,J-7.3Hz, 3H), 0. 70-1. 00(m 2H), 1.00-1.20(m 2H), 1 .[@4(m ,
1. 60-1.80(m 4H) , 1. 0§¢m 2H) . | N ("~ ~ 2.12(mydH), 2. 73(t} J- 7/AHA 2H), 4 7
i y
Ne .

"F,c ~~ O 2.84(t,J-7.3Hz, 2H), 2. 90- 3. 70(m 4k Hei ~ i
3.54(s, 3H), 3. 69(s, 3. 4. 58(s, 2H), 4. 66(s,2HD, 5. 58(s,
7.36(brs, 1 H), 7. 49

H),7.80(s,2H), 7.02(s,1 H DWBQ g6

0. 70- 1. 00( m SH).,1A00-2A204Ma 2H) , 1.34(m 1 (1) 1. 60-RE. ,
1.90-2.10(m 3H" 2. 73(t, '2H), 4 8 FaC \ N '~~~ 2.85 t, iz, 2H
,2.90-4.20(m4H , () ) 3. W,4.59(S2H i 4.67(s, 2H), 5[%9(§, 1
H,7.12(s,1 H), 7.40(brs,1 750(s, 1 H), 7. §0(3,2H), 7.92(s A cDCl 3
0.63-0.93(m 2H), 0. 89(t , J: Z 3H), 11283, i o g R
1.70-1.93(m 4H), 2. 04(m 31, W€ M ~ ~~~ - 49,\ N1 J )
2.14(m 1H), 2. 68(d, J- 7. 3Hz, 2H, 2.70-2. 9 MBH), 3. 64(s, 3H), i R

3.73(s, 3H), 4.52(s, 2H), _ 4.58{s, 2H),5.43(s,1 H),7.01 (s,1 H), 7.12(s,1
H,7.13(s,1 H),7.72(s, 2H), 74gp(s,1 H- 131  DVSO dé: (1-b)
0.80(t,J-6.9Hz, 3H),0.80-1.00(m2H), Fa ~ ~ 1.00-1.22(m2H),1 .37(m1 H), i
~ 1.57-1.84(m4H),1.92-2.12(m3H), \ | N,,,, | W

Production Method 3" | R60

" | R~

Reo—COC| N
R2 N (13) R? A
_ A - .
BrCN
RS R HO-NH, RS | Re
Ré Step 3"-1 R
(10) (1-0)

herein R}, R?, R®, R*, R®, R%, A, ring B and n are as defined
above, X is a.halogen atom and Ph 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;

90



.50 N¢ ~~ ~ 2.77(t,J-B. OHz, 2H), 2.87(t,J-7.3Hz, 2H),3.00-3.55(m 4H), i
3.72(s,3H),4.63(s,4H),5.60(s) 1 H), 7.16(s,1 H),7.49(brs,1 H),7.52(s,1 H),
7.77(s,1 H,7.89(s,1 H,8.19(s,1 H Table 11 Exanple Structural Formul a NWVR
(8 value, 300MFiz) cFa N~ DVBO-d6; ' o\

g 55- 2. 20( n{)x_%mc%rlg&p Sscglga(qﬂta_bsuc@lalsaéenzegq oluene, hexane, xylene

oveo a5, WD U 2 Wi gl it »éed R SELtntRed

4.15(s, 3H), éhD@r&fo?ﬁ(mc‘H:Bbod'kﬂeﬂra@tharidao, , 29dBch Db FOSH atdBRdiGchec Fa
0.60-1.40(m BH), 1.60-1.85(m4H)) i \ o. 053Fc\IN~~"~~~oH1
~85' 2. 15(m13H;e2 @B{@%solyen% spchoas. rstg(chrﬁx_w-ﬂ,4e‘612§@032;r|)1scn1azzrorsyl~

Bt bt i S G S ity i 0 1

2.15(m 3H) ,e'trﬁ')l %é\@hte Nmethéfl Qlde2ala,Spikly12248t3tH0ama Bhhe ](1]3e'( ) HC

| ~ N 4.62(s 5. 93(s, 1 H), | 08(s,1 H), 7.84(s,1 H 7.93(s)
1H, 8. 24(B°J_J_a1r—I)SCGD@lr3:s 1su:r.::l:1 (elsr tacsztacgalzieH)Nle@lmerﬁozﬁnamde \and
4H), 2. 13(m

(m 4H), 3. 20° 8%‘(25“” 24;)1%)(?( 3,3 3 %QNEES mgn*g'_ll_oned which can be used
(s,3H), 4. 77:52@@1%!")015 qgctynﬁngﬁ)bloﬁc |ptefetalle solvents in thlS reactllczéu

5.44(s,1H), 7. 16(brs,1H),7.17(s,IH)) 7.33(s,1 H),7.73(s,1 H,
7.81(s, 11°H)afl'abctrelolz2>ﬂ5m1aird Sichdbeomethanaul a NVR (8 val ue 300M—Iz)
ccts: 1 OS(H]SFQAg'éﬁi %é%%%g%%H;geﬁ%,1sgglémgggfgg; Oéggﬁgéiég?ldé, -
sodium cyanoborohydride, sodium borohydride and the like can
be mentioned. A preferable reducing agent in this reaction is
sodium triacetoxyborohydride.
15 step 1-2

This step is directed to a general alkylation. A
compouhd 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 cqmpounds, 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; alcohol solvents such as methanol, ethanol,
isopropyl alcohol, 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 preferable
solvent 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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.56 NC ~ N ~ 2.16(m 2H), 2. 27(m 2H), 2. 70-3. 05 N OH (m 4H), 3. 00- 4. 00( m 4H)
Hcl ~ 0 4.79(s, 3H), 5. 22(s, 2H), 7.08(5,1 H),726(s,1 H),7.70(s, 1 H,
7.76(s, 2H) 133 CDClS 1.08(brt, J- 6. 9Hz, 3H), 1. 25- 1. 70(m

-4FD 2. 14(h]2f2 2 Ji BQSNFMﬁyﬁgigggg g%ﬁ}gpémephg§$gq¢ otgg;fﬁh" N
2 4.9

(7877(H)s 1 mzé%r%lﬁ‘tt 14%% 4 %%%iﬂljdé‘%‘?%m%g(ﬁé;1%713‘%%18%%%%@' sec-

2. 13(m 2H) , 2ufl Pi thhim 2)c.3.;8a(1kaliSmetal~anidedHte 24) , 21 DF{iund- 7. 3Hz, 2H),

N OH Hci ~ \, 3.10-4.00(m 4H),3.86(s,3H), i o 4.80(s,4H),6.90(s, 1
"H), 7. 30( s, 19Hysopr gy lamide ,7 spsi(lymlam)lds.séeghiuml)bmmwhylsnylamde

0.80(t, J-s7. 3 Q 2 23 2 1 .40 NYN O
1. 58(1 85(n1 )Pﬁié}eijlfwéh( cargéhﬁg %ﬁ (D?sggiE$+caéﬂgna€2

2.74(t, J- 7. f3¥adddur? - Hildonktée 3|§6d1\umNh§|6fo eBHtaBbdAd e 2Hothsilhium
(m2H,3.71 (s i 3H), 4. 75(s, 2H), 4. 80(s, 2H)) 7.09(s, 1 H), 7. 46(s, 1
H), 7. 82(s, gdraueds(aarbanpte 26€s)1 BlkeDL @etal hydroxides (e.g.,
0. 63-0. 90(

1.15- 1. 55( mt’s‘% ‘&“%"é‘éﬁﬁ%ﬁ)"%'@h‘o&/ﬂf%&dﬁ 1%?'&?15145’“ hydreedide N -

e~ OH )\ e D 5Q(10hal-i7 ridHR2 og?ﬁZtgs génbm") sodlium phos hate,
3.77(s, 3H), 4. 56('s, 2H), 4. 79(s, 2 00(s, 2H) - 7' 67(s, 2H), 7. 72(s. 1 H),
7.75(s, f"l—i)pqmlssmﬁamb@sp&a@eaembe)ﬂ endt grgénforbases Nl\Rg(b, val ue, 300MHz)

1), 61 Fec Erietilapiing, s by Oahp, JNTBCLIgHporRRoTine et} Banme T
mentioned, with preference given to sodium hydride and
potassium tert-butoxide.

The obtained object compound may be subjeeted to a salt-

15 forming reaction to give a desired salt.

Production 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,
1,2-dichlorocethane and the like; alcohol solvents such as
methanol, ethanol, isopropyl alcohol, tert-butanol and the

30 like; ester solvents such as ethyl acetate, methyl aeetate,
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 solvents
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- 2.65-3.00(m BH), 4. 68(s, 2H)) 4.80(s, 2H),6.94(s,1 H),7.06(s,1 H),
7.67(s,2H),7.76(s,1 H CDCl3: 1.02(m 3H), 1.30-1.74(m4H),

2.15(m 2H), 2:26-2.68(m 2H),2.88(t, i J-7.4Hz, 2H),2.98(t,J-7.7Hz, 2H), 6 2 NC
"of f 3.20-4.40(m 4H), 3.86(s,3H), Hci ~ i \~ 4.79(s,2H), 4.95(s, 2H),7.02(s, 1
H, 7.31 (sin H)iy regetipnyare dchlpngmethagg(and Hpleene(s, 1 H) cDCl 3:

N e e e e

N ~ \ HC

3, 95(s, 3H), doBHhs . néb dridé) soditm( BodoBydFIdd, Hl i 6h 58 Kparilde,
H,7.11 (s, 1 H), 7. 23(d, J- 2. gHz, 1 H), 7.72(s,3H) 135  CDCl 3:

1.15(t, J- 6. @HmBrym hBiridoEnd BHe like zan7bm Rehtlosedm 2HprafrreblaH) ,
Nc \ | ~ 3.20-3.80 4 3.6 ,S,3H), 64 \ N-o~ ., .

N g3(s, a5 Fedts g ale Fap klis Hletdon, 5 Sogiym borobydmide s
H),7.08(s, 1 H), 7. 288l St tl idcnot, 746%, Fobhula 065 ds HedcB2d St
CDCI 3: 1.04(m3H), 1.30-1.88(mBH), N <~ * HC

2.42(m 2H) , th&5fomm@t)a 2(3B0 (i e \giveNab5ScRiff~bas8, 3@hicH i sn £dd)lowed
3.96(s,3H),4.70(s,2H),4.85(s,2H), 5.52(s,1 6. 89 1, 7.26(s,1 , (.41
(s, 1(.“;) , ;?61?3(53,(2%3‘,1 s gg?«f%ﬁ?@%ﬁh&%%nstés b@&@f& a KPNR (8

| , 300 3. , 0..1. |
-\éésgﬁm 2H) !\%Z%% Mot %h%%q?ﬁ) ,;I“a b\l’ ?géag.gg%ﬂ.t%o? iia et Yo N e
3, 04( s, ) , HerrZdrse 2Ha14162@(,S ernod. 3Ads theH) i Be Wi shdut) cat Bt oH)in |

7.44(s,1 H),T.73(s,1 H,7.78(s,1 H, 7.79(s,1 H 136 DVBO-d6: F, ~-~
0. 60- 0. 90( MYIFH)PXRHBOGR 3H) an acid catalyst such as hydrochloric acid,

acetic acid and the like, or a method using 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 repreéented by the formula (7) gives one of the
object compounds, which is represented by the formula (l-a).
25 Pproduction 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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“NYN o 1.00-1.20(m2H),1 .26(m1 H, \ I N,,,.. 67 F,c ~~ off
1,55-1.80(mBH),1 .99(m 1 H), | ~2.40-3.80(mBI—|),4.16(s,3|—|), Hci
4.74(s,4H),6.73(s,1 H),6.85(s, 1 H) 7 80(s 2H), 7.95(s, 1 H) DI\/ISOdG

0. 60090(m2 082(tJ69Hz ~N0100140(m3H), I
~~'' ~| ' ~oH 418 By, bikey rﬁyg%car@@r\ sRlvenis- susb(ﬁﬁépﬁn&e%(s 3H)

Hci 4.68 3 6. 8 1 4 1
“1o(s) J#S%&%&?%é%@%m%%éé% Siebabie], fhifofRloed HhiveRdls

. 01- 1. 23( ms@kh, ds . d2ém drddetNare ~ dhlorbfokny 7chrBOA( BeBrhcR1OA{d 1 H) .
C

~off \ N, 2.54(m2H),2.71 (m2H),3.23(m2H), Hci | 3.43(m2H),3.71
H) , 73@52‘2¢-I)Ch110382%1’51’132}9 D 3the ﬂuk)e,ﬂagspbol Bplvensgs %@cm—ﬁS? 93(s, 1

’ #"%%1 REiEOL; g mR??(% Bﬁff% i?(ﬁﬁo%g“,?’,‘?% 3 sheyr ¢

4.
3
50
m 2H) , 2; Ré( deJrer %ﬂlx?éi‘)ts Isuch2 a@:g@'fh%@ a@e%Q(:Q JmZtﬁ%‘@ gé‘atate,
s,3H),4.56(s,2H),4.7 2H) , 9(s,1"H),6.8 6(s, 2H),
s, 1 beﬁtyh(sqaxaﬁe]&ﬁd tHEﬂﬂukelSpEiampbelSEntstﬂueh &Fordmi-a NVR (S
300Mz Q- d6: 0. 65-0.90 0.81 (t,J-7,0Hz,3 Fa ~ o ,
1. 25( niShy R Sasiamidy anph S, Likes 2hd tha {186 4anttenieyt rngtm 1
2. 05(S, AR 4k HSUBSH10rth BH 352 ;zmﬁlg(gmgw BHrkbderabld . HO
5(s,1 H),6.86(s, 1 , (.82(s,2H), 7.99
0. 65-0. QﬂKnsdl?eﬁkiﬂﬁtnh;&%ﬁhdﬁtaonals ElehQOSbmeth@ﬂel 30(m2H),1 .30(m1
H, Nc N,.,~~oH 1.60-1.82(mBH),2.04(m 1 H
2.05(s, 3H) 2. 40- ABOtA $gduging mtszomam F§l@1‘—&tgxn@q%°fm4)1dq~m
6. 73(5 1 Fbsghfﬁ% Qaﬁ@borgﬂy&%fhe soélg%(ﬁb}okgdgig§(§n&'{ﬁe llﬁ%ﬁég§x}d6
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F
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be mentioned. A preferable reducing agent in this reaction is
sodium triacetoxyborohydride.
15 Step 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 objecf compounds, which is represented by the formula (l-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
25 example of this method, the following production method 3’ and
production method 3” are shown. '

Production Method 3’

' Me
(R®)
" When G n is //\N
Step 3'-1
30 A compound represented by the formula (10) is reacted
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N /'NO0.70-1.70(m 11 H),1.70-2.11 (m3H), i ~N

2.60-3.00(n16FD,3.30,4.60(n16H), 73 FaC 4.71,4.77,4.88,4.97(s,4H ), HC ~ ~
~.6.93,7.06,7.11,7.74(s,2H), 7.83,7.97,8.00,8.03(s,3H) CDCl3: Fa ~N-~ .
"1.03 3H), 1, 20-1. 86 BH), \ | NYN HClI 2.23 2H), 2. 62 2H), 2. 77 2

72 _Fg(r:n \ HZ_ @151_1 1@91!_199_(1?;]& mﬁ%) i3'1_ gg(sglgﬁ)\'lt.~ 1{”e obtaine n:t}esl_li)due lS( m 2H)

3.80(s, 3H), LQ2(hr s, 1 s 3H)
5 390 br o 1’ Fr¥tge SHER AR AR hyatal, n g o Lughs (P Sele Brdsditde i)
2.26(m 2H) , 2n 65¢ 18 2t , FivieB (M ctifpouhdd ripresented3b} Othe Of4ndH) , GL-4) ,
(s,3H), | ~\~ 3.80(s, 3H),4.87(s,2H),5. 16(brs, 2H), 7.02(brs, 1 H), 7. 02(s, 1
H), 7. 72(s, 2¥ick im(ene o) thegipest) capppypae. 16 Exanpl e Struct ur al

For mul 8 300 13: 0. 97(m 3H), 1. 30-1,90(m B N HCI
DD ol o) | SPECERE S Tents 48 Be Ysell Foi bt Bty PReqLBlly T
| ~ \~ 3.86é% e 2 dihér 268 1ver/d Ssuidl  ad. §8Ethyll Htherd 3(Setirahydrofuran,
H),7.66(s, 2H), 7.75(s,1 H),8.90(brs,1 H CDCl 3: 1.03(m 3H), 1. 30-1. 90(m BH),
N'\‘N HO  2dRoxang 0 (I 2idine BekyetHrneNCdiglymal and' the biké; 2. 81

2H),3.20-4.40 4H), 1. ~ 0 3.88(s,3H),4.78(s, 2H), 4. 93(s, 2H), 6.81 ;1
o o P e ol dhead spigents sek 58 banaenty folisnenddians, Fyiaae
©1.05(M 3H), dnd 2ere AHHE Bl 1dgbies o3 bl eRBE M aEN » 25 EI{ R Borathilin. 7 8
Fs~ \ o~ 2H).3.25(m 2H), 3. 454, 00(m 2F) . T = v~ 4.82(s, 3H), 5 17(brs.2H) ,

6.91 (brm, Ic)oFobnts, adboh GetsaRHLEridd2(3,2-¢)ciBOroe RGeS arfd the
1.10 3H),1,13-1.90 BH), 2. 16 / ~ OHC 3 2. 28 2H), 2. 69 2H), NC
CIONT L LikR eztf(f{n rﬁ‘gli)lll)e,@.so%-%)ﬁ?‘oéénﬁ&w,l abgtats, medhyy Fcetats,”

‘7*- ;gg > gt?) ’%I%Z%%éé@a{% 18 Prhe?Mikeb B318ESsd1bhnts Onish addn, &k-70(s, 1 H),
- 1 dimetﬁylformamide and the like; and the like can be mentioned,

which can be used alone or in combination. A preferable'

15 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-énd the like;
hydrocarbon solvents such as benzene, toluené, 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-butanol 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. F

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
trifluorocacetic acid, trichloroacetic acid, acetic acid,

methanesulfonic acid, p-toluenesulfonic acid and the like; and
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-F, ~-N~-1.09(m3H),1.27(m1 H, N~ NHC / Y
1.40-1.95(m 7H), 2. 28(t,J-7.3Hz, 2H), N 80 F=c \ ~ off
2.60(m 2H),2.76(m 2H), 3 30(m2H), ~/ \~ 3.50-3.90(m2H),4.17(s 3H))

"4.98(brs, 2H) . 5, 28(brs. 6.91 (brs 0 7.02(s, 1 71 Table 17
a6 SRR o G ARee ThGRR Bo RETE L LAGANG B LA STeniR SISy . e
N NN HCl (tJ73H22H) Ne ~ | -~

263(m2|—l)]n}©’7%1é§g'\(-]0@0 > cii , 81NC]—IS55395(m2H) 4.17(s,3H), . 1 |/

4.93(s, 2H) &&Ridﬂj&ﬁh&at}ﬁcﬂéé'brs 1 H,7.02(s,1 H,7.74(s,2H), 7.80(s,1 H
140 CDC13: 0.62-0.92(m 2H), 0. 86(t,J-7.0Hz,3H), F N ~

1.20-1.94(m7H) 2. 07(m2H) i Fc ~1 B9 ~~H 2. 17(m 1H), 2. 49(s, 3H), 82 a
2.64(d, J-7. OHz, 2 -2.90(m 6H0—i 4.58(s, 2H), 4. 77(s, 2H), 6.98(s, 1
H), 7.02(s, Jqﬁg n 7. 73(s/1 CDCI3: \. cF, N1 Hci

1.08(m 3H), L 4b- m4H), ¥ F QLM ~ 2.32(m 2H), 3. 30-4. 00(m 4H), 83

3.90(s, 3H), 4. 78(s, 2H), 5. 12(brs 2H) N OH 5.54(s,1 H,7.16(s, 1 H),7.33(m 1
H, FsCO 7.35(s,1 H),7.63(m1 H),7.73(s,3H CDCI3: \ 1.01

(m3H), 1,33:1.7 ,,r_r_14H), FN1HI 2.31 (t,J-7.0Hz, 2H), 2. 70-4.00(m 4H), 84 F
c ~1 N= PERSIY, 4.68(s, 2H), 4. 84(s, 2H), a N~~OH

5,53(s, 1H), 7. 26( s :HEDmpM@( E‘Lseﬁtsdlb the. fdrmdi D L1d) il %Btﬂed
H),7.70(s,2H), 7.74(s,1 : { 5(m3H),1.36-1.70(m4H), N ~ ~
Hci 2.31 (twlkh7d§&nd§§h,br@@adeO@@na4hplveﬁthtn~the presence of a base,

%8¢(33?50 s ﬁrze %Qt@lrle% rst-lji“‘? 3§(ﬁ‘Fi 7%%‘@13‘2’5%’*3’71%@(% ip 2
H), 7. 73(s, Jséﬂvé%fz8(§hgkgbtalned residue is reacted with an acylating

10 agent, such as acid chloride represented by the formula (13)
and the like, in a solvent to give a compound represented by
the formula (l-c), which is one of the object compounds.

As_the 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, 1,2-dimethoxyethane,
diglyme and the like; hydrocarbon solvents such as benzene,
toluene, hexane, xylene and the like; haloggnated solvents
such as dichloromethane, chloroform, carbon tetrachloride,

20 1,2-dichloroethane and the 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. A preferable solvent in this reaction is methanol.

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, potassium
hydrogen carbonate etc.); alkali metal phosphates (e.qg.,
sodium phosphate, potassium phosphate etc.); and organic bases

30 (e.g., triethylamine, pyridine, N-methylmorpholine etc.) can
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-Tabl e 18 Exanple Structural Formula NWR (8 val ue, 300MHz) 141 CDC13: cFa
N-N~ 1.08(m 3H), 1-40-1. 70(m 4H), N~ Hcl 2.29(m 2H), 3.10-3.80(m 4H), 86 F C
~1 N" \' NpH4. 18(s, 3H), 4.90(s, 2H), 519(s 2H) 734(m1H) 7.49(s, 1

'H) 7.60(m

FC7. 74 X
0. 80- 1. 70( r]ﬁeiﬁj Q"7“2‘14? %GPCJ‘? §6V2n2&?n?ﬂil&“’§ ROAZOHRN 3. 30- 4. . 20
g~Fcoffca( ﬁ{—gt448(q\]73|—|22|—|) w~ 0
4.55-5.10(m 4H), 6.85-7.20,7.60-8.13 (mSH) F, ~I-N-~H DVM5O-d6: N /N HC
0.70-1.70(m 7H), 1AS34ch &Z(Jlﬁe#ﬁ) ‘to8b@& hSed\ fblr~thél next reaction, for

2.60-'3.00, 3. 30-4. 40(m BH), 4.48(t,J-5.4Hz, 2H), 4. 60-5. 10(m 4H),
6. 86- 8. 13( SHPINBRHERL (SEE(eES FuEletes Hhethnk. qtmmtwwyﬁmﬂna@

4 6.4 08 Ay odr2-flie ek ine, “gRa)ing o e “Hie P B0 00 <

H) CDCl 3: Qﬁ;drd\d:.ﬂ‘boh @ﬂl&e%i)s kuth- 4s6B6ALSHE:, 1t8ﬁﬁéﬁheJ\| hextdie 1 xylene
H),2.10(m2H),2.81 (t,J-7.5Hz, 2H), 90 FaC \ N ~ pH
2.92(t,J- 7.8 ‘@H 13-1@8 hadppnated solvenge- augh(as 2k chilargme thiagne 0

5.00 2 2 19 7/ 142 19
Do o S ROy, fatboRneisachl it dapok afptlerblonate ant i
1.06(m 3H) ﬂiﬁg}3EI@UHBlSHbl¥e§§€”buEh Ns'Medniho?; 1dthanol, lS?PIO%g
(m2H)226(tJ69H22H) NYN HCI 2.81 (t, -7, 2te, 2H) . 2. 92(1 e, o1

F.c ~ N8f falzighcd OCe3t4dumpRE), 3nd0tBeodike; 2phlar 19¢kveat)s such as
ﬁbgg 29?2( 3{_@\1 ég)ée:;?l ?i7%brs 25)84_ dgp&gﬁ }Léfm%%lgez(agd ]’chl_cg 11k6e7,( Sém
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, tetrahydrofu:an,
dioxane, 1,2-dimethoxyethahe, diglyme and the like;
hydrocarbon solvents such as benzene, toluene, hexane, xylene
and the like; halogenated solvents such as dichloromethane,
chloroform, carbon tetrachloride, 1,2-dichloroethane and the
20 like; ester solvents such as ethyl acetate, methyl acetate,
butyl acetate 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 pyridine.

25 In addition, A, B and R! to Rslnay be further subjected
to conversion of a functional group according to a known
mefhod, after synthesis of compound (1) in the above-mentioned
production method.

As a functicnal group conversion reaction, fdf examp;e,

30 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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~ NHO 1.28(m1 H),1.86(m1 H,2.10(m2H), i 2.18(s,2H),2.81
J-7.4Hz, 2H), 92 , ~ ~ off 293(t,J-7.4I—|z,2I—|),3.38(m2I—|) p ~~
78(m 2H), 4. 16(s, 3H), 4. 99(s, 2H), 5.35(s, 2H), 7.10(s,1 H),7.21 (s, 1 H),

. 69 3 --- 6, F' N N Hc 56-1. 45 4(t 7.2Hz, 3
PP gipaa 555 e eaten metsligen Eﬁ)"‘gtégn' for éxarnpler ethet"-)

N

(t,

3.

"7

4.49(q, J-7. 4. Hy o
7.80%2 2H) %&%%%W 14551{%% ?i)eﬁc}ﬁyl ég‘% o?%n? ﬁ%ﬁf %“%’Zm@fﬁaﬂe %2
2. 00- 2. 70( nl g tloBRe thahel, @iggle, aNdothe like; alcohol solvents such
2.93(t,J-7. THz, 2H) , 3. 10, 4.00(m 4H), ~ i \J/~>~

4

16(s, 3H) , &3 cmf{%ham 5. FH@RNCS. 2 Hpopropyds alcphok, 2’2‘%%’?313111:41)037 g heH)

143 COBL% 3 £ STafl SOUD2Hpn0 88 CInda L. Bl e may b wned alone 5 5 o)

m 6H) , 4. 12{rm8ch‘¢)bﬁ1£lﬂ(dﬂ 2Hpim4180(%, 24H , ¥hSMUssHo bdolsrdl fidy, thi4(s, 1
H) 7.64(s,2H),7.73(s,1 H Table 20 Exanple Structural Formula NMR (8 val ue,

300VHz) DIVERS 5t Iwctisﬂo(sg@( me@lq)tl@ngomﬁtalahgﬁmoswes 1sweh 1as245(qﬁm¥1) 1
.32(m1 F.0 1L 3 1,85

280 b IRy, gtere i iyt s Gt gy dfozice a5tne pike,
He~ 2H), 7. 2248, t%é*)lﬁcé%a(rﬂbé &egﬁaoilaeb') 7.45(d, J-B. OHz, 1 H), 7.83(s, 2H),
7.95(s,1 H .91 (t,J-7.0Hz, 3H), 130146(m2H) NYH
©1.46-1.68(m 1 O—I)IIIL 5881-1]1:185( ma4m)eth9a Exists~wbiéh comprlses, after

2 9 2 2 m 2 0-.2. 98 18(.s
" §§§§ o1 TR BTG o] FRL TR BYRSPEY B oud o iy tomigad Ty 144
D NB0~16: Oy, 1S58 3H) Arekesdn My . bt N:a?-rlﬁgtyll VLT

the like.

~

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. 1In
the 'following, some ex_amples thereof are explained.

Production Method 4

H

N
Y O \CHzRB’

Step 4- “step 4-1 R3 Step 4- 2 R® RS
R .

(15) ' (16) an

_ 7

R7 'T

4 N, oo
—_— - \C H2R8a — \CH 2R
Step 4-3 ' Step 4-4

R3 RS
R4
18) ' (2-a)

20 wherein R?, R’ R® and R’ are as defined above, and -CH,R® is a
group corresponding to the aforementioned RE.
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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"NYN HCOl , ~ 1.60-1.80(m4H),2.01 (m1 H, 9 8 FaC ~ '' ~~ OH N~
2.69(m 2H), 2.81 (m 2H), 4.16(s, 3H)) | ~ 4.80(s, 2H),4.84(s, 2H), 6. 90(s, 1H),
FaCO 7.17(m1 H),7.29(m1 H), 7.88(s, 2H)) 7.96(s,1 H DVSO d6: CF, Nt~

955 S0 G RIS Pl gt B S VA

43 4. 95 2417, T
F - N-OH 881%5 2. Ci%% 7#1%4‘5& 2&4%%5693(%(#% P1) [T ortPouh P Yebrddentln

3. 34, 3. 57(np2H LS. BHmm2H) (16 G rNactedGalltﬁ0a~reduc1ng agent such as
4.49(m 2H), 472473(5 2H), HC /. \ | 4.91,4.98(s
6. 75, 6. 83, 6+ Y Fum sy lumimum hygiyidey ﬁfd7Aé5(§°§WmTla%¥%hﬂr%rﬁm% the

o 6001 o i e Ll AR 4 nEBNHE) (G0 SrBanic) solygnt, wherepy a4,

| N 101 FeSnpoWid trebrestntdd) bY. Qﬁﬁfe%ﬁlémlﬂ éhzﬂ'be synthesized
.18(s, 3H), 4 98(brs,2H),5.37(brs, I/ o 2H),7.09(brs 7.18(s,1 H),
.68(s,1 H)} sr’tefil’.)(‘JS"zz)l-{) Ths compeund pepresentey tthﬁ °9F&119I—I)(11)0®§s 6H) ,

~N 1. 52( 1 F

. 73-2. 97(%%{%‘:%" %"({H é?kyle%ﬁ?%Hél‘d gﬁﬁ" iflg?(s 2H3e PUHERLL Y 7.01
(S 1 H), 7. OfSerdcdof .al badse Lnder é0élif§. behém in an organic
0. 98(s, 6H) 1.08(m3H),1.31 (m1 H, NYN1.83(m1l H), 2. 10(m2|% 2.17(s, 2H),
103 F, ¢ Y I\sel\zerst)(csr ma)tez.8z:(xmwzm)mgt9s(>ﬂryemy, whemby %% @ompound

‘;’ ggE ;43i|§)(£%prl_gée4nt9e4c£ %y2|;!.)he form%ggs (% Zag7 e’ syn e751lz8§cP FStep 4-3) .
The compound represented by the formula (18) is reacted using

~

NTNA—O

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 compound _
represented by the formula (2-a), which is one of the desired
starting .materials, can be synthesized (Step 4-4).

Production Method 5

OC(R11)(R12)(R13) OC(R11)(R12)(R13)

Ste 5 1 Ste 5 2
P P R3 Rs
4

(19) (20) - (2-b)

20 '

wherein R}, R, R®, R!Y, R and R'® are as defined above.
Phenol represented by the formula (19) is reacted with

alcohol represented by the formula; (R') (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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-DMSO-d6: cF, NN, Hc~ 0.88(s,6H),0.88(m3H),1.32(m2H), N~ NY
_2.04(3,2FD,2.60-3.70(n14H) 104 FCC\ N ~ off
4.16(s, 3H), 4.84(brs, 2H), 4.86(s, 2H), 6. 97(3 1 FD 7.07-7.60(m2H), F CO _
g ggg ? é::i)') %e%%%gﬁl 31.}_31% :95( rﬁ(ijﬁ%el% rﬁageet pFeQared from phosphorus
2.05(s, 2H), gxgéi e N, M3 \neM‘Pf_?I’fB amide and the like under
4.17(s,3H),4.777(s, 2H), 4 82(3 2H) 28(s, I H), 729(m 1H), 7. 50(d, FsC
J-8.4Hz, 1 F&Q&liﬁg(tn:héafﬁjgﬂam,hngrgéﬁlc Sabven22oExwipheu St seltenta)
Fornula NVR (8 val ue, 300MHz) CDC13:  ¢cF N 0.75-1.10(m SH), 1.10-1. 55(m 3H),
"Hol 0 1. 60-$REXRRY A)SHT remreseptedrpy the femula (2-b), which is

7 067 ao(rem ety petred dhafino Bhelr [448; “Bhe b yiincliagdc” -

0. 86(s, 6H), 0s€dp (852)-6. 9Hz, 3H), F ~ \ 1.33(m 2H), 2. 04(s, 2H), 3. 20- 3. 55(m N
~ HO 10 7 ~ ~ N ~ 4H),3.71 (s, 3H), 4.70(s, 2H), 4. 74(s, FeC N off 2H),5. 61
(d,J-2.1 HPnodyctAgmMethod 6 ~ ~ \J/ ~- 7.39(d, J-8.1 Hz, 1
H),7.53(d,J-2.4Hz, FO9C0 1 H),7.72(m 1 H), 7..88(s, 2H), 7.92(s, 1 H)
N ~ '1.00(s, 6H), 1. 15(m 3H), 1. 20-2. 00(m HCI| 2%, 2. 19(s, 2H), 2. 48(s, 3K p1208
FaC ~ N ~. off X 00(m 4H) , 4. 94( S/2 -

H), 7. 20- 7. 60( mf| Fatjo 2H) 7.74(s, 1 H

0.62-0.90(m 2H 3 6. 9Hz B gS(H]ZE&gﬁ.628 ~_ O NYN
Hol (, ~ 1.BO A(m ,Sé‘?’bcf(?nzaH) FsC~N~~"SRoff R®
2.50(s,3H),2.67(gsJ-6.6Hz, 2H), ~ N 2.8R%{q, J-6.9Hz, 2H), 4. 73(s, 244, Fsco ~
: 4 74(5 2H) 6. 90( (521)1 H) 7. 18(d (22) H 3 .. (23)
Br R"R12 R R12
Step 6-3 Step 6-4
R3 RS R RS
4 R4
(24) (2-0)

wherein R®, R!, R®, R and R'? 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 temperature and a lithio form génerated is treated
with ketone, aldehyde and the like, whereby a compound
15 represented by the fofmula (22) can be synthesized (Step 6-1).
The compound represented by the formula (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
represeﬁted by the formula (23) is reacted using a brominating
agent such as bromosuccinimide and the like under cooling to
heating in an organic solvent or without solvent, whereby a

compound represented by the formula (24) can be synthesized
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«J-8.7Hz,1 H),7.29(d, J-8.7Hz, 1 H)) 7.86(s,2H),7.97(s,1 H) 147  DMBO d6:

0.85(m 6H), 1. 06- 1. 35(m 4H), 1.40(m 2H), 2.09(t, J-7.2Hz, 2H), 110 FsC
2.60-3.60(m 4H), 4. 16(s, 3H), 4. 78(s 2H), 4. 84(s, 2H), 6. 93(s, 1 H),

a5 A i i, Rl U Soha ) S

p.57- 2. 14(r%ﬂ£yﬂ e it ol At elil knFaf orHahlc solvené}ﬁnder cooling
2H) , 2.40-3.80(m BH), 4. 16(s, 3H), 4.60-5.20(n 4

6.91, 7. 07, Tt@OEcﬂorﬂﬂ(empﬁﬂ)aﬂﬁ‘ﬁOadﬁl aFill’tlhllol\ifblri'nlC]generated is treated

0. 60--1. 65 3H), 1. 80 .16

2. 60- 4. 30E$;L ) (rgqraﬁmlz@eaens‘ Ibemlal&af whereby a compound
6.86-7.1G, 7 79(s, 6 6 , - 1. 74(; F
6. 86 rl%eeszérg%am REP1d 198, SRR S Je Shd diBed
2. 60- 3. 00(FBfﬁﬁtihgﬂhdiéﬁﬂanszHban4b£4é§nﬁh%sﬁz58 Psd&h ng-44) .

6. 90- 7. 20, 7. 60- 8. 07( m 5H) 148 CDC13: cF,

0. 69( br s, 6HBTesusigmMethod)Tm oH) . ~r YN 114 F c~1 N~

2.07(brs, 2H), 2.18(m 2H), N OH 2.50-3. 40(m BH), 4.19(s,3H), HCl | i 4 81
(s, 2H),4.97(brs, 2H), 6.98(s, 1 H), 7.10(3x 771(51H),7.7d'd
DVBO- d6: 063085(m4|—|) 083(t J- 6. 9Hz, Fa ~N-~ 1.22(m 1H),

NYN HCl m » c~I1 N~ ¢(,,~"~0 ~
2H), 2. 67(d, J- 6] . "9Hz 2H 4.15 s 3H 4 R3~
( ) o - 7-3-8.7
H) , 5 Tﬁ%g 724 Ex r udsur al
Formul a NWVR (8 % R4

(25) (26) (2—d)

10 wherein R®, R*, R®, R’ and R® are as defined above.

A fluorobenzene compound represehted 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; (Ry) (Rg)NH in the presence of a bése such as potassium

carbonate and the like under cooling to heating in an organic

20 golvent 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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- CF NN 0.85(s,6H),1.11(m3H),1.27(m2H), 1.55(m2H),2.27(m2H), Y 116 paC ~
N ~ 3.10-3.90(m 4H), 4. 18(s, 3H), OH 4,g7(s, 2H), 5.33(s, 2H), 7. 12(s, 1H)) i F,co
7.10-7.40(m2H), 7. 74(s, 1 H), 7.78(s,2H CDCl 3: (m2H.

' 0.88(s, 6 m3H), 1.27(m 2H, < N\ .~ Hcl _1.57(m2H),2.29(m2H), 1Y
117 é‘ EDBF tEé%ﬁ%%B Rkﬁééiﬁ%jgrxﬂmﬁ¥h§%MYNr[3 o§f V.

4,99(s, 2 C (o ) o7y 7445 1H) |
i g?%s ZL)') %g@éfﬁ?v%%oﬁﬂp §H@nz % 8 Zme%%%t égDL%ZBZHgégl ﬁ'D-%'L:)JnJ?\Ir?e
1.24(m 1 Hall. m—7[3n (JNHcydicapeht«gﬂmhth@(lme)etmy%mdnd}es96427 -, 118 F C ~
N .~ off 2%2 76(d: J-6. 7hez, 2H) 2. 86(q, J-6. 9Hz, 4. 14(s, 3H), 4. 77(s, 2H) ,
- Fc ~ ~ m%hmomm m@thylé 2ﬂzm$thvi72ﬁ5¥%|tga%olm—'&-1 H,
7.78(s, 2H), i“?%{‘f"% CDCl 3: \ HCl 0.70-2.00(m 13H) 3. 00-3.85(m 4H), i
6.1 Hz, 2H), H, 3.36(d, 119 F C ~~''~~~~CH ' N

4.98(s, 2H), 5. 37( brs, 2Holutidar 7(145wD) 2k, B-YfiCeydlbpentplhd thyas 1
H).7.76(s.2H) CDCI3: F. N-N 0, g2(brb, 6H) . 0. 94(m 3H). 0. 80-1. 75 HOl . 12 0

Fc ~ N~ ooty lanine)od( 6 JHB-Lerrahydzepapbthelengt2-carbaldehyde (333

714 br o 2R T SR Bes R REReBLE N dh e i go(néﬁfa‘o%ﬁmwue,

300MHz) DVE(aE&q &&SmD t&&(arae%ld)my@;o?:éh Hridé {has with NN riHVg
1.04-1.18(m2H),1.18-1.37(m3H), N~ N 1.78(m4H),1 .99(m 1 H), 121 FaC
~ ~ ~ (39 room temperature, and acetic ac1d (13 pl) was added

successively. The reaction solution was stirred overnight. and
sodium borohydride (50 mg) and hethanol (3 ml) were added. The
mixture was further stirred for 2 hr. The reaction solution

was washed successively with saturated agqueous sodium hydrogen

15 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 residue was
purified by column chromatography (n-hexane:ethyl acetate=6:1
— 3:1) to give the title compound (254 mg, 59%).

20 'HNMR(CDCls, 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(q, 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 p) N-[3-(N’-cyclopentylmethyl-N’-ethylamino)-5,6,7,8~
tetrahydronaphthalen-2-ylmethyl]-N-{3, 5~
bis(trifluoromethyl)benzyl]—(2—methyl—2H—tétrazol—5—yl)amine

To 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-dimethylformamide (DMF) was added sodium hydride (16 -
mg) with stirring at room temperature. The reaction solutioni

was stirred for 1 hr and 3,5-bis(trifluoromethyl)benzyl
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"N 1 J 2.60-2.80(m4H), 4. 14(s, 3H), 4.77(s,2H), 4.82(s, 2H),6.87(s, 1 H), FaCO
7.15(d, J-8.9Hz, 1 H), 7.29(d, J-8. 9Hz, 1 I—|),7.86(s,2|—|),7.96(s,1 H) 150
DVBO- d6: 065085(m2|—|) 074(t J-6.5Hz, 3H), 105 20(m2H) .58(m) 1

-9)5%(30“” ’iﬁ?“’ﬂ% HQ%Q’(% 3’”“? égfé@ %hgﬁé Qf’ %?Hti“eﬁ%lfﬁeﬁ 85 SH

0 53; Blemalle, Mhci-i dofodLey ty A URE o e

1.27- 1. 52( mBHyyde Masl eBﬁ(mcﬁﬂd)d, wii tNYNthy?2. 82étate]) mﬁg(axt.kaztmaszH) 123
FO9c ~ N ~ .' ~ ~NHz 2.84(q, J-7. OHz, 2H), 4. 20(s, 3H)
4.69(s, 2H) ,AHRE, 5244)Ce§5119’€s1Y1WF1)th HaggT-ant 33?§u11a1‘-ﬁd Ve andythe op6(d,

é 2783295( %rz%r;ljgt( glg';&[e% %);ngﬁzr'%ﬁ) z:vg?( %Rgh&%m?sZﬂfté' |_DSo(aQ(t:\ilns sulfate

1.22-1.50( nﬁva?d-i)fﬂlﬂa?&-eﬂ BHIMadld) thYRi0tiafe(wadHoRcdBfrhted. Ofge2H), 124 N
U ~H~ 2.79(d, J-4.7THz, 3H), 2. 83( % J-7.0Hz, ~N\Vv 2H4.20 s 3H4 6 s ),
3

(~ : ), . 8(0b‘%-1)neq:ra§ u@ g26s prry f5edab qﬂummgomaﬁgograma( dn¥- 8. 6Hz, 1
,7.12(d, Hz 5(s 15 CDC13:

0 700 b5 MG s bstae-gphaf (gi"%%ﬂ%s%fyt&e AP, 392 o,

2.38(m1 FDsz&)67(stelTZab@léz,13FD 12 5 2.85(q, J- 7. OHz, 2H), 2. 92(s, 3H),

3.00(s, 3H), 4. 20(s, 3H) , 4. 67(s, 2H), 4.82(s, 2H), 6 96(s 1 H),7.07(d, J-8.8Hz, 1

H), 7. 134, Fxoumle 2 H), 7.66(s, 2H), 7. 74(s, 1 Tabl e 26 Exanple Structural

o N0 Rl SO0, DECS €Lrp- gm0 810 € 9 Sh,
' 2;62%”262&?%&?‘%%@%%@*??%%&2153’?‘”*Fm%‘%ﬁ’? e
S J-o0. OHz, 2H)y, 1) @b ] e h@Bd -5~ ifhiuoromethylbenzonitrile '
a) 3-bromomethyl-5-trifluoromethylbenzonitrile
15 To a solution (10 ml) of 3-hydroxymethyl-5-
trifluoromethylbenzonitrile (1.00 g) and carbon tetrabromide
(1.81 g) in dichloromethane was added triphenylphosphine (1.37
g) with stirring under ice-cooling, and the mixture was
continuously stirred for 30 min. The reaction solution was
20 concentrated and the obtained residue was purified by column
chromatography (n-hexane:ethyl acetate=9:1) to give the title
compound (1.11 g, 84%). _
'HNMR (CDCl;, 400MHz)§: 4.50(s, 2H), 7.85(s, 1H), 7.87(s, 2H).
b) 3-{ [N-[3-(N’-cyclopentylmethyl-N’-ethylamino)-5,6,7,8~
25 tetrahydronaphthalen—z—ylmethyl]fN—(2—methyl—2H—tetrazol—5—
yl)aminolmethyl}-5~-trifluoromethylbenzonitrile
To a solution (2 ml) of N-[3-(N'-cyclopentylmethyl-N'-
ethylamino)-5,6,7,8-tetrahydronaphthalen-2-ylmethyl]- (2~
methyl-2H-tetrazol-5-yl)amine (132 mg) obtained in Example 1
30 a) in DMF was added sodium hydride (17 mg) with stirring at
room temperature. The reaction solution.was stifred for 1 hr
and 3-bromomethyl-5-trifluoromethylbenzonitrile (114 mg)

cbtained in Example 2 b) was added. The mixture was further
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PO~NOORFRON

.32(d, J-9.0Hz, 1 H), 7.89(s, 2H), 7.99(s, 1 H) .
. 75-0.95(m 2H), 0. 90(t, J- 7. OHz, 3H), 1. 06- (m 2H),1 .34(m1 H),
.70-1.83(m4H),2.02(m1 H),2.12(s, 0 3H), 2 74(d, J-7. Oz, 2H), 2. 89(q, 127 F
~~N-~,, Qz, 2H) , 4. 65(s, 2H), 4. 84(s. 2H) 9
.52(dJ8%¥H%§%’%’6{1@$8 6Hz, 2H),6.96(s,1 H),7.16(d, J-8.8Hz,1 H)) 9
.29(d, J- 8. 8Hz, 1 9 .
22y 95(m 2H) . 0. &g"(ss aqiedsﬁ) Y fe ?)cfé?ﬁ SPfUTiong7Rd thg mixture
. 66- 1. 82(nwdlé-i)e>2t1£b1c1iéﬁ Wwikdh 2th3(s acetiatk. ~ Bt ek thd(ct Jras Hdahed) , 2. 86(q,
128 p~c ~ N ~~' "' ~oH J-6.9Hz, 2H) , 4. 67(s, 2H), 4. 86(s, 2H), 6.41 (m 1

H), 6. 46(s, ISYJCHNIHL WH)th Wap:e@oandHeﬁtergseé bripecang(the ¢hganic(d,

o 50 9(%( :19%‘38”("8%&1’% N °§|—efz ﬁ)dlu%‘%%%%ﬁ( m%{“i’? %l(fr%tf BRS /- N

N 1.62-1. 85 dde.3H @nk Mf&%&até Rat HénébhtZaBed d, $he Bbtazhkq 12 9
C~ ~ N~ ~ ~—'""~0oH 4. 14(s, 3H), 4. 61 (s, 2H), 4. 72(s, 2H), | Hc~ 6.90(s, 1
H), 7. 17(d, s Blwe was) puzifder py( solpmn7chgpuafosraphy 1(nhexanss(athy 1H)

5 22,0 S DAl Lol Bl o0 S D) e

Hz, 2H), 2. 78451630 Fac ~ N ~~ “'~ OH N J-6. 7Hz, 2H), 4. 14(s, 3H), 4. 66(s, 2H), |

~ 1 Hci 4.71 (s,2H),6.89(s,1 H),7.16(d, F,co J-8.1 Hz,1 H),7.27(d, J-8.1
Hz, 1 H) 207 Bxamplled)3 7. 31 (s,1 H),7.39(s,1 H Table 27 Exanpl-e Struct ural
Formul a NVR | ye, 3QQNHz ~sT (H.6'S)E6'1 ' (HZ' S)61' L' (H
L' S)1~E' 1' (lﬁ(%'s wsl(tr(lﬁéus)remeﬁhyg&esmiﬂ“* SEE) V¥ Glapeptylmethyl-

' (HZ ZH6'91$ l@fﬁ&f%mﬁﬁ%)%H%a%—%—ylmeth?li Té-methyl 2H-tetrazol-5-

yl) amine
In a similar manner as in Example 1, the title compound
15 was obtained (see Table 1).

Example 4

N-[3,5-bis(trifluoromethyl)benzyl]-N-[6~ (N'~cyclopentylmethyl
N'—ethylamino)indan—S—ylmethyl]-(2—methyl—2H—tetrazol—5—
yl)amine hydrochloride
20 To a solution (12 ml) of N-[3,5-
bis(trifluoromethyl)benzyl]—N—[6-(N’—cyclopentylmethyl—N’—
ethylamino) indan-5-ylmethyl] - (2-methyl-2H-tetrazol-5-yl) amine
(550 mg) obtained in Example 3 in n-hexane was added dropwise
1IN hydrochloric acid-diethyl ether (0.76 ml) with stirring at
25 room temperature. The pfecipitated 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 (2ZH-tetrazol-5-yl)~[3,5-bis(trifluoromethyl)benzyl]amine
To a solution (1 ml) of a compound obtained in a similar
manner as in. Example 1, N-[6~(N’-cyclopentylmethyl-N'-
ethylamino) indan-5-ylmethyl]-N-[3, 5~
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- ~d 'P)89' Z' (HZ' ZH8' 9-f 'P)L6' 6 (H- Ho ~~' ~ 1 / 'i)89' 6-8'b' 6 (H 6 09 b’
L' (H 6'096' 6 13H ' (HE ZH6' 9-f' ~)8L' 0' (H ~' w) 08' 0-09'0 (H L' )96’ L' (HZ'S)
68' L (H 6 S)9E'L "(H 6'S) 60'L°(HZ'S) 68 ~b' (HZ.S)81'~ O 0 / ( 'S)L

o, L5 h 9(%3531111@%%%'@)@92%59éH@z?sioLéR&Z fepir2f Petrdzal-a 2
e(g)E zéHg ?k?’ GYQZIPH%’% Vgpl)l % H%%Y%chgt? t5§ 8§L' %gg &g%%{,&?@?

O-ad | S)QBydréiﬁiﬁfﬂéﬂadﬂd%ﬁﬂﬁyﬂ)bm&tbme(HZ Mt)/with stirring at room

'ZH6 9-f'b)68' 2 (HZ' ZHE' 9-f' P)6L' Z Ho~~ ~ \- | N'o ZT i '(H
L* ~u) 00’ Z' (Fempspptue.zgThg mixtyre: yap astl%?ad L Wm)@pe@amrel_fpr

o DR B AR SR he e Sl R
(HZ' 9) ~1' tac{dsdihfliord Wil S)ddedl.t i TRe /mPxt¥de was Mytricteld with ethyl

"(HZ ZH6' 9-f D) 68" Z (HZ ~)89' Z ~~ ~ ~ " (H 6'~) LO Z (Hb' ~)08' L-09" 6 N-~(
| " (H 6 ~) CEGT@‘%Q-IEIW) z@e @xgracs was( WESHRd' ButteyeBrely HZl thi)ester QI

0.56-0.75 3 1. 02 2. Q(m

T 5.1 7o( aRfrarebrr ey ciBesppuans St algr hisigtioR st St bR 1y
4.77(s, 2H) , 4 B 2Hhoél§x%( Sulfhte WadSffhdefed d#% hrid the2®idtrdaBelyks, 1
H), 7. 84(5 2H),7.96(s,1 H) Table 28 Exanpl eStructural Formul aNVR ($ val ue,

300VHz) /1 (Imﬁnnenﬁraﬂedﬂo TheOcbRé med) rds DB(en vy purifiEd usingHaF c ~ ~
~~0.94-1.1

30l 1) bR A0 paEte. daCheRRpesSTErh 2FTFE R M A9 SR o

Oz, 2H) , Q HGs Q. 4 2 FF F7.06(brs. 1
H, 7. g%(g, 1|£ﬁ|:)l,.e7$7°§" s 3H) 32 g'ggF%%M(SEe %B%(%nw) (ors,

Example 6
N-[6—(N’-cyclopentylmethyl-N’-ethylamino) indan-5-ylmethyl]-N—~

15 [3,5-bis(trifluoromethyl)benzyl]- (pyrimidin-2-yl)amine
hydrochloride |
a) N-cyclopentylmethyl-N-{6-[[3,5-
bis(trifluoromethyl)benzylamino]methyl]indan-S—yl}—ethylamine

To a solution (20 ml) of 6-(N-cyclopentylmethyl-N-

20 ethylamino)indane-5-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 residue was purified by column
chromatography (n-hexane:ethyl acetate=é:1) to giﬁe the title

30 compound (1.65 g, 83%‘); '

'HNMR (CDCl3, 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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(m3H,-Fc ~1 N(,,, off ' ~~ ~1.45(m1 H),1.55
(m SH), 2. 16(d, 137~J-6. 7Hz, 2H), 3. 07(m 2H), 3. 24(m 2H), 4. 19(s, 3H), 4. 89(s, 2
11 (s, 2H), HCl F~o F7.02(brs, 1 H),7.03(s,1 H), 7.72(s, 2H , F F7.75(s, 1

/C00 31 CFp 7l = diy ™ o Gk 29 BadH), - 3O(M 3. 138F c ~ N -

1. 30 40 2
EOZH),S 200 e Ny lophnitehil o COLRy Pahi o PoNdarthd by e
CDC13: 0. 70-K= L3St ( thr i00um e thyil) NeH@wa(pynmdm 2-yl) amine

| 1.33-1.82(m 6 27534om4 9Fsc R
~3.10( d, J ( O—|ZH) ( FR Ni’l@f Nsﬂyﬁlseegttzhn%t@%lﬂi SeHBGr s (

s P SR By 436 vy
;1. 05- 1. 35( t4 50-)md). 4bthiSRAMi4HEKNmMp1Y BCh) 0&hd\ 2NEh BSEcbylr fnftHne HE92. 81

(q J-6.9Hz, 140~~ Fsc2H) 9Hz 17(s
'mg) in toluene was added trlethylamlne (0.17 ml) with stirring

1.03
1.82

_H)5
H)

at room temperature. The reaction solution was refluxed with
stirring overnight and concentrated. The obtained residue was

10 purified using a preparative TLC plate (n-hexane:ethyl
acetate=6:1) to give the title compound (68 mg, 39%).

'HNMR (CDCl;, 400MHz)§: 0.92(t, J=7.1Hz, 3H), 0.97-1.12(m, 2H),
1.30-1.60(m, 6H), 1.83-2.08(m, 3H), 2.80-2.93(m, 8H), 4.86(s,
2H), 5.06(s, 2H), 6.59(t, J=4.7Hz, 1lH), 6.91(s, 1H), 7.04(s,

15 1H), 7.66(s, 2H), 7.71(s, 1H), 8.36(d,J=4;7Hz,2H). .

c) N-[6-(N’'-cyclopentylmethyl-N’~ethylamino)indan-5-ylmethyl]-
N-[3,5-bis(trifluoromethyl)benzyl] - (pyrimidin-2-yl)amine
hydrochloride

In a2 similar manner as in Example 4, the title compound

20 (50 mg) was obtained from N-[6- (N’-cyclopentylmethyl-N'-
ethylamino) indan-5-ylmethyl]-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—bis(trifluoromethyl)benzyl]—(5-methyl—1H—pyrazol—3—
yl)amine _ |

To a solution (20 ml) of N-cyclopentylmethyl-N-{6-[[3,5-
bis(trifluoromethyl)benzylamino]methyl]indan—5—yl}—ethylamine

30 (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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- 3H) 336(dJ62H) 4\, , , .~ 14.79(s,2H),4.81 (s, 2H), 689(5,1
H)FCO716(dJ87Hle)728(dJ87Hle)786(52H)797(sl|—|)
~Tabl e 29 Exanpl eStructural Formnmul aNVR (8 val ue, 300MHz) CDC13: Fs f~- N~

.0.65-0.95 2 0.95-1. 25 2 N /N 3 1.25-1.95 6 141\ N
o WF ¢ En] lved in dlégghgiggthane (0. gn] yband methanéé%l%gnlc acid

: 05,51, o B I TR 485, Bt
'S)08' L (H:ltopﬁ):BQe With GtIrEdnl UnderZHEe8cbolPh§Z THeHreaction
6 ZHE'8 f'P)96'L' (H6"'S)L8" 9" (HZ S)ZL'tiloH ~
o~ ~' (HZ' s)®olutigHwas) EeiirredHaN roomzigempetratpye1for (MAlars 'and ' ' P) 99' ZHo
= N 5 saturated aqueous sodium hydrogen carbonate was added. The
mixture was extracted with ethyl acetate and washed
successively with water and saturated brine. The organic layer
was dried over sodium sulfate. Sodium sulfate was fiitered off
and the filtrate was concentrated. The obtained residue was
10 purified using a preparative thin layer chromatography (TLC)
plate (n-hexane:ethyl acetate=4:1) to give the title compound
(58 mg) (see Table 2).
Example 8 |
5-{N-(6-{[N'—[3,5-bis(trifluoromethyl)benzyl]-N’'- (5-methyl~
15 [1,2,4]oxadiazol-3-yl) aminolmethyl}indan-5-yl)-N-
ethylamino}pentanoic acid hydrochloride
a) methyl 5—[N—(6-{[N’—[3,57bis(trifluoromethyl)benzyl]—N'—(5-
methyl-[1,2,4]oxadiazol-3-yl)amino]lmethyl}indan-5-yl)~N~
ethylamino]pentanoate
20 To a suspension (10 ml) of methyl 5-(N-{6-[N’-(3,5-
bis(trifluoromethyl)benzylamino)methyl]indan-5-yl}-N-
ethylamino)pentanoate (500 mg) obtained in a similar manner as
in Example 6 a) and sodium hydrogen carbonate (160 mg) in
methanol was added cyanogen bromide (165 mg) with stirring at
25 room temperature and the stirring was continued 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 |
30 obtained residue was dissolved in 1,4-dioxane (5 ml). Thereto
was added aqueous hydroxylamine solution (50%, 0.14 ml) and

the mixture was stirred at room temperature for 5 hr. The

reaction solution was concentrated and the obtained residue
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Cl'(HL ~)00"Z (Ho'~)Z8' 6-09° 61 N-N ~' (H 6'06Z' 6' (HZ ~)ZZ 6-~0'
"(HE ZH6' 9-f' ' ~) E8' 0' (HZ' w) 98' 0- 99' 0: 9P- CSWA(H 6' S)EL' L (HZ' S)Z9 1 (H
i'8-f 'P)06'1'(H 6' ZH' 8- f 'P)EOl (H6 S) 26' 9 (HZ' S)68' ~ '/
L'~ (HE 9 16'ti ' (HZHOOL N ° ZH6' 9-f b) ~8'Z

' -f)P) 1‘9"1% Lyqgoin pyridine (#0 ("HQ ~)1§%et>61(5§11°6'1(q% dOOiLZmleN N

Toee L (oG ity heyiguis BBoRECed- EbaTThiY,) Pt st sfoht 1
~) ~E El ~H /ccbnt:.rl-dm(d-llitS)r&ErrZ t(eln%ez’.:lalbtu&e( fol) 830’ Atn(~dnd At 130°C for 3 hr.
N-1' (H9' ~. u) 96' 6-9E' 6' (HE' ~)10' LHO N-N /' (HZ' ~)zs'

v-ss' 0 (HZ'! &sr@qﬁﬂ@rf\womutaopressyeacgn(tHzt@gslsenq the Lolgyained’ (H 69 Kj
6" L5~ (g ~ gll‘(iue. .w(a|_s|EpSr\]if Iefl b%( EO;ZEHG Sehrof ograpghy ?thexane Qt]h °

acetate=4:1) to give the title compound (178 mg, 31%).

! NQ oy o é
JER- 0%
JoNE

'HNMR (CDC13;, 300MHz)§: 0.88(t, J=7.0Hz, 3H), 1.25-1.60(m, 4H),
1.95-2.10(m, 2H), 2.20(t, J=7.3Hz, 2H), 2.49(s, 3H), 2.70-
2.90(m, 8H), 4.56(s, 2H), 4.72(s, 2H), 6.99(s, 1H), 7.02(s,

10 1H), 7.65(s, 2H), 7.72(s, 1H).

b) 5-{N-(6-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N’'-(5-methyl-
[l,2,4]oxadiazol—3—yl)amino]methyl}indan—S—yl)—N—
ethylamino}pentanoic acid hydrochloride _

To a solution (5 ml) of methyl 5-~[N-(6-{[N’'-[3,5-

15 bis(trifluoromethyl)benzyl]—N'—(S—methyl—[1,2,4]oxadiazol—3-
yl) aminolmethyl}indan-5-yl) -N-ethylamino]pentanocate (178 mg)
obtained in Example 8 a) in tetrahydrofuran-methanol (THF-MeOH
4:1) was added aqueous sodium hydroxide solution (4N, 2 ml)
withlstirring at room temperature. 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 sulfate was filtered
off. The filtrate was concentrated and the obtained residue

25 was purified by column chromatography (n-hexane:ethyl
acetate=2:1). To a solution (7 ml) of the obtained compound.in
n-hexane was added dropwise 1N hydrochloric acid-diethyl ether
(0.3 ml) with stirring at room temperature. The precipitated
solid was collected by filtration and dried to give the fitle

30 compound (158 mg, 86%) (see Table 2).

Example 9
methyl trans—-4-{ [N-(2-{[N'-[3,5-bis(trifluoromethyl)benzyl]-
N’-(2-methyl-2H-tetrazol-5-yl)amino]methyl}-4- "
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(

- S)EE Z (HZ ZH9 9-f P)00 Z (HtiH > Nwi)08 6-9t' 6 (H®6 ~ u)U9 6 (H

l.1~H NN "~"(HE ZH6' 9-f' ' ~)68' 0' (H~' ~)06' 0- E9Q' 0: 9P-OSWA  Tabl e 30
Exanpl eStructural Formul a~ NVR ~$ val ue,

z,

" 300MHz) ' DMBO-f 6: 0. 57- 0..80( m.4H) ,.Q. 84(t, J- 7. 2Hz, 3H), Fs |
N- NL. 05- 1. 3%’(%‘?%?%‘.‘%7“%&?%’(%3’ ',%N ~ NHCO 67 2d J-6 6H 2H 2 79 J-7~ ~.

)1ethylamino]methyl}cyclohexanecarboxylate

10

15

20

25

30

a) 5-{[3,5-bis(trifluoromethyl)benzyl]amino}-2-methyl-2H-
tetrazole

A solution (70 ml) of 3,5-
bis (trifluoromethyl)benzaldehyde (6.71 g) and 5-amino-2-
methyltetrazole (3.30 g) in toluene was heated under reflux
for 4 hr. The reaction solution was concentrated and.the
obtained residue was dissolved in ethanol (70 ml), and sodium
borohydride (2.10 g) was added with stirring at room
temperature. The reaction solution was stirred at room
temperature for 30 min, and saturated aqueous ammconium
chloride was added. The mixture was ektracted with ethyl
‘acetate. 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 filtrate was
concentrated and the obtained residue was recrystallized from
isopropanol - water (3:7, 50 ml) to give the title compound.
'HNMR (CDC13,300MHz) §: 4.16 (s,3H), 4.66(d,J=6.3Hz2H),
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) aminolmethyl}-4-trifluoromethoxyphenyl) -N-
ethylamino]methyl}cyclohexanecarboxylate

To a solution (5 ml) of methyl trans—4-{[N-ethyl-N-(2-
_hydroxymethyl—4— |
trifluoromethoxyphenyl)amino]methyl}cyclohexcharboxylate (330
mg) in chloroform was added thionyl chloride (0.074 ml) with
stirring under ice-cooling, and the stirring was continued for
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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. (q, .2Hz,14 6~ F C ~, ' ~~~~~ OH' NI I' 2H),3.11
(d, J-6. Oz, 2H), 4. 17(s, 3H), B4.76(s, 2H), 4.82(s, 2H),7.11 (s, 1 H),r
7.12(d, J-8.4Hz, 1 H), 7.35(d, J-8. 4Hz, 1 H), 7. 86(s, 2H), 7. 99(s, 1

" H) DMSO- d6: 0. 60- 0. 90( m,4H), 0. 84(t, J-6.9Hz, 3 m 1 _
7% slpenfilirpEe wagoconaertated And ghey OP-t%ll@ﬁd yesidue

(

H), 1. 40- 1.

10

15.

20

25

30

F, N-r~1.23

was dissolved in DMF (3 ml). This solution was added dropwise
to a solution (3 ml) of 5~[[3,5-
bis (trifluoromethyl)benzyllamino]-2-methyl-2H~-tetrazole (331
mg) obtained in Example 9 a) and sodium hydride (51 mg) in DMF
with stirring at room temperature. The stirring was continued
for 15 min and saturated agueous ammonium chloride was added.
The mixture was extracted with ethyl acetate. The extract was '
washed successively with water and saturated brine. The
organic layer was dried over sodium sulfate and sodium sulfate
was filtéred off. The filtrate was concentrated and the
obtained residue was purified by-column chromatography (n-
hexane:ethyl acetate=4:1) to give the title compound (366 mg,
62%) (see Table 2).
Example 169 .
ethyl trans¥(4—([N—(2—{[N'—[3,5—bis(trifluoromethyl)benzyl]-
N'—(2fmethyl—ZH—tetrazol-S-yl)amino]methyl}—5—methyl—4—
trifluoromethylphenyl)~N-ethylamino]methyl}cyclohexyl)acetate
a) 2—fluoro—4fmthyl-5—trifluoromethylbenzaldehyde

To a suspension (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
was distilled under atmospheric pressure to give a yellow
liquid. 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 éolution was added dropwise over 1.5 hr to a mixture of
tetrahydrofuran (300 ml) and 1.0 M solution (600 ml) of s-
butyllithium in hexane, which had been cooled 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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. z,147,,, off ~ F,c \ ~~' ~2H),2.78(q, J-6.9Hz, 2H), 4. 17(s, 3H), Br |
~4.76(s, 2H), 4.82(s, 2H), 7. 11 (s, 1 H),7.13(d,J-8.4Hz,1 H),7.36(d,J-8.4Hz, 1
H),7.86(s,2H),7.98(s 1 HD MSQx16:\0. 55- 75(m4H) 0.81 (t,J-6.7Hz, 3H), cF

'T_yg(?Fz | é ~%h éropw1se adéyﬁlon 1%& aqueous hydgg;g{grlc ac1é (600

ok, 4. 1478 315 £ S A Ik G e p RN LR i R o Jent

H), 7. 80(s, 2tbmpeaifinrel. HrhiS8wasDbbtxdbted. w2t . K¥ane?lnd wadkhed with
(t,J-6.9Hz, 3H) MB 1.02-1.35(m2H),1 .33(m1 H), Fa | ~
1. 69- 1. 87( nyaFfr 2B (sRtunated brige. \The 0rgaRic lawsy, was) dXiss( gvers. oHz,

21y, 6. 60 0, 0 hRurbetel Supleofunh §8qfhke"ols' 2utbeeq o5, Tey

J-8.4Hz, 1 HiTtdtd dhak &:dﬂ'dbnitr@ted7t81gﬁ.9e2tble7t9t7.ié domporiAd B1 NNg,
~pH

0.60-1.80(m 13H), 2. 12(s,3H), 150 Fc | ~ Y ,
2.60-4. 00( 2¥)- 3.05(m 2H), a ~ ~~ 3.84(S, 3H), 4. 16(s, 3H), 4. 17(s, 2H),
4.87(bt5, 2 0o(b 6 |
S %ﬂ?@ﬁ?&g i 300 OB S shen g 2 TE) JET0 i, AP ©
0.65-1.85(ng | {4q 1. LK Br3H) 16) i Wo. 82:(s

o f;
2.09(m 2H) , 2. 15( s, 3H), 2. 27(3 F), 151 F,c 3)00 4.00(m 4H), 4. 15(s, 3H), Hci
4.93(s, 29 B 3&1(153112%1;86159(8((51—][ (N)—;ethyla(nsndz)lh&tﬁyBEcéysqmbexyl}acetate

b-1) trans-4- (ethoxycarbonylmethyl)cyclohexanecarboxylic acid
To a solution (600 ml) of ethyl 4-

oxocyclohexanecarboxyléte (150 g) in ethanol was added sodium

hydroxide (38.8 g) with stirring at room temperature. The

15 reaction solution was stirred for 1 hr and ethyl
diethylphosphonoacetate (192 ml) was added. To this reaction
solution was added dropwise 21% sodium ethoxide/ethanol
solution (363 ml) with stirring under ice-cooling over 1 hr.
The stirring was continued for 1 hr and acetic acid (126 ml)

?0 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 insoluble materials were filtered off
through celite. The filtrate was concentrated 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 purified prdduct (180.4 g) of

30 the title compound.

" b-2) efhyl trans—[4—(N—ethylcarbamoyl)cyciohexyl]acetate
To a solution (200 ml) of the crudely purified product
(180.4 g) of trans-4-
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- 159  DVBO-d6: 0.60-0.90(m 4H), 0. 89(t, J-6.9Hz, 3H), 152 ,".. 1.27(m1

). 1.35-1.75(m SH, (... -0H 1 -99(d. J-6. 6ttz, 2H) 2. 77(d, J-6. Oz

2H) . 2. 88(q, J- 6. 9Hz, 2H) , 4. 16(s, 3H) 4.77(s, 2H), 4: 80(s, 2H), 7. 26(d, J-7.8Hz, 1
"H),7.28(s, 1, H,7.49(d, J-7.8Hz, 1 H),7.85(s, 2H),7.97(s, 1 H, DVBO d6:

0. 61- 0. 80( nf® OW%ﬁqunYJl“@télé&l)ﬂéi)cl@%apefaébefw&l? afpdaphtained dn H)

2 76 q. -6, 58 24 P EA gttt e 3o Bt hafas Tt WML
H), 7. 80(s, 2+l . 9K SrihdatPVRfan Gembpedakurbh NTHE rdad®iNrF solutioN was- ~——H

N-1 ~OF C1 / 0.66-0. 83 ma4H),0.71 (t,J-7.4Hz, 3H), 1.20-1.38(m3H), 1
L47(m 1 H, s‘qlmaeq fy B 4H) andh Tencensraked2Ep, ghveoan, @it diloridel( sA3H)

{1002 TSl e (3l e oL oBRphi ot doth iR BB 1
(5 3H), 2. 15ﬁéﬂﬁﬁﬂ F BB WS a@de3d§5§§1§EDté %§£§a§§aﬁofuran (250 ml)
93(s 2H) , 5. 30(s 2H), 6. 55(s, 1 , ,1 H),7.66(s,3H Table
and 70% aqueous ethylamlne (250 ml) w1th stirring under ice-
cooling. This reaction solution was stirred for 30 min and
water (800 ml) was added. The mixture was extracted with ethyl

10 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 filtrate was

- concentrated and the obtained residue was recrystallized from
hexane-ethyl acetate to give the title compound (78.9 g, yield

15 from ethyl 4-oxocyclohexanecarboxylate 37%).

'HNMR (CDC1;, 300MHz)§: 0.90-1.10(m, 2H), 1.13(t, J=7.3Hz, 3H),
1.25(t,.J=7.1Hz, 3H), 1.40-1.60(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(q,
J=7.1Hz, 2H), 5.39(brs, 1H).

20 pb-3) ethyl trans—8{4—[(N—ethylamino)methyl]cyclohexyl}écetate
| To é suspension (800 ml) of ethyl trans-[4-(N-
ethylcarbamoyl)cyclohexyl]lacetate (100 g) and sodium
borohydride (75.2 g) in tetrahydrofuran was added dropwise
acetic acid (114 ml) over 1 hr with stirring under reflux, and

25 the reaction solution was further stirred for 2 hr. The
réaction 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

30 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

dissolved in ethanol (500 ml). 4N Hydrochloric acid-ethyl
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- 160 Exanpl e Structural Fornmula NMR (s val ue, 300MHz) DMS0~6:
0.60-0.85(m2H),0.83(m3H)) \_ Fs N N HC 1.00-1. 18(m2H),1 .28(m1 H),
1.58-1.80(m 4H), 199mIH ,156Fc~IN~~~C]—| -
©2.65(m2H),2.79(m 2 4.16(s,3H),4.76(s,2H),4.78(s, 2H),
7.08(s, 1 H)aqe*m% Q%S wlésoéasz@d e;ﬂ GrePWi sE) WiB0SEErring at room

g gg g gggnn%j\. %‘%%_(%_ %WJ&&% as uo'ﬁ'glp{ne!i %_/Pr 20 hr. The

1,97(d, J- 6. Bdricﬁ:l'@n ZinﬁQ&tﬁré’)Was dilfuted Qitd 6&h§'l836€t£t& dndMissdd, F. C
4.73(s,2H),4.75(s,2H),7.12(s,2H), 7.75(s,2H),7.91 (s,1 H DMSO d6: .
0. 60- 0. 85( NPUFGEBSIAGE LY Jeirt awa(qa)eou@Fsomnm hyHroxide, water and

1351 38 3K 40-0, 3 S NIV 19900, 3-5, 18 20 18 B | N -

4. 79(5 2H) £ BA{te 2d Gs;omﬁﬁn kddratl m@d’filge}egz ££H) ’TZ're32f(1iq.'t‘]:'a%e whg 1
H,7.87(s, 2H). 7. 98(s, 1 DVBO d6: 0. 70-0. 98( m 2H)

(t, J- 6. OHz, SH)cerit10ed Jt-o? ngg 3He, Tif0el cBmpouAH) (81 934<§m 47%) .

L ook 2%%'3@%31%‘6% B a2 ds Vel guf 1. 20 t8) 3-F. 1hz, 5y,
2104 6705 2Hs o 96k e Bono 1 hotgSoisl -3, ghi 20 of, B0 X Bk, O

2H),6.99(s, 1 H), 7. 18(d, J-4. 4Hz,"1"H) 7731 91 (s

7.97(s, EOH)nDMsczdtﬂs(cD, 760 .88, mznm),, Q. 86((1:1 JJéGQGHzBI—QH) 1.D5%2A(30(m 2H), 1
~I-N NYN HCl 1.64-1.85(m4H),2.03(m 1 H),

-30(m 1 FD .1Hz, 2H), 4.1%(q, J=7, IHg?] F? (m1H

c) ethyl trans-(4-{[N-(2-{[N'-[3,5-
bis (trifluoromethyl)benzyl]—-N'— (2-methyl-2H-tetrazol-5—
yl) amino]methyl}-5-methyl~-4-trifluoromethylphenyl)-N-

15 ethylamino]methyl}cyclohexyl)acetate
c-1l) ethyl trans-(4-{[N-ethyl-N- (2-hydroxymethyl-5-methyl-4-
trifluoromethylphenyl) amino]methyl}cyclohexyl) acetate p-
toluenesulfonate

A solution (470 ml) of 2-fluoro-4-methyl-5-

20 trifiuoromethylbenzaldehyde (47.03 g), ethyl trans-{4-[ (N-
ethylamino)methyl]cyclohexyl}acetate (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 succeséively 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 (lbO ml) was added to the obtained
‘solution and sodium borohydride (4.31 g) was added with
stirring at room temperature. The reaction solution was

30 stirred for 1 hr and aqueous ammonium chloride (200 ml) was
added to allow for partitioning. The organic layer was washed
successively with water and saturated brine, and dried over

sodium sulfate. Sodium sulfate was filtered off and the
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160 Fc | i N~ . .~~~0oH 2.70(d, J-6.6Hz, 2H), 2.83(q,J-6.9Hz, i NV V 2H 4.15
s 3H4.77 s 4H (, ) F,co ~ 6.92(s, 1H) 7.18(d, J-8.4Hz, 1H), 7. 29(d, J-8.4Hz, 1
H,7.88(s,1 H, 7.98(s,1 H),8.23(s,1 H Table 33 Exanple Structural Fornula'
“NMVR ($ value, 300MHz) 162 CDC1.3: 0.70-1.00(m 2H),0.95(t,J-7.2Hz,

1. 10- 1. 50( nf BHjTate (ias RnRerated. Th% abtaingy Zesisiyg Was zllﬁée&ve%l ~

\ / -
2. 6805, 21} I GTaef Ghel (i0RG AlDY, anl -poTisBEbulsonto, poigynvqrate
7.06(s, 1H), ?’4@84 gV -va & Hrddidd) ,w17c,h1&(td.rh&g7la|t tobh, Yemgéththfe 7HIhe

2H), 7. 70(s. 2H),7.79(s, 1 H DMB0~J6: 0.70-0.95(m 4H),0.91 (t,J-6.9Hz, 3H),
1.27(m 1 msnlmznag W(anmtlrmedl flor 21 . 2. mcpraacstwt@ld) CZY§¢@§S3H) i

2.76(d,J 1 Hz, 2 87 J 16 2 _~

S o sare. Sere Fo ey by Sid gt Apd b Seause cald e Bisle £ o

.6, 88(s, 1 H)egmlgglhgh\](@old-lz_g]ggﬁ), 7.31 (d,J-8.1 Hz, 1 H), 7.89(s, 2H),
7.97(s,1 H)._ - O d6: 0.62-0.84(m 4H),0.83(t,J-6.9Hz, 3H), F3 N ~ 1.22(m 1
H), 1.39-1. fsi(quaap)cm, 13@@41@@)J5607Hﬁ—g|4)142m47eg)3m 21Let,3 F=7 -Hz, -3m 0

7. 1700, B E bl 1 50 1348 ey 1 1y 1. BB B by ‘BhGn oy 10s "
BE/BR dg ZOO%OJ?Q(%H)ZJ# 2’3%2( ;éngH?b‘ZﬁZ')a# %H?9(én§4l'9 L- b 71%(Jn SH).,
2.50(s, 3 , 2. TH(m, K. 9H2.02H)q,, B=0 .1H2,83HYy,J4685+E, 25m A. BB(,s,74H)7, (d,
7.12(s,1 H),7 .14 i 1 ’ 7, 75(s, ZH% 7 94 s, 1 Fg Fm§¥%9§§ J=8. 0Hx :
0. 65- 0. 83( {240 7c?(Hc) 372 33148, 314) 10254 (s, 1H) (d, , 2H),

11.57 (brs, 1H).

c-2) ethyl trans-(4-{[N-(2-{[N'-[3,5-

bis (trifluoromethyl)benzyl]-N’~ (2-methyl-2H-tetrazol-5-

15 yl)amino]methyl}-5-methyl-4-trifluoromethylphenyl)-N-

ethylamino]methyl}cyclohexyl)acetate '

A solution of ethyl trans-(4-{[N-ethyl-N- (2~
hydroxymethyl-5-methyl-4-
trifluoromethylphenyl)amino]methyl}cyclohexyl)acetate P-

20 toluenesulfonate (120 g) and sodium hydrogen carbonate (32.3
g) in toluene-water (480-480 ml) was stirred at room
temperature for 30 min and partitibned. The organic 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
température 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 q)

was added to a solution (900 ml) of the obtained residue and
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“NYN 1.22-1.37(m 3H), 1.40-1.70(m SH), 16 5 F,c | ~ N~ .'~H
1.97(d, J-6.7Hz, 2H),2.31 (s,3H) N~ Ol Hci 2.46(s,3H),2.67-2.80(m 4H),
4.66(s,4H),7.11 (s,2H),7. 73(5 2H), 7.92(s,1 H) Table 34 Exanple Structural

o R By Y 5t PO et b1 T 5 - S e By L 20(m 49
|2= c1:7(~d|J4 19'%_% %;H%lg ?9% %f]‘%‘?‘ ng Exgg@g%%di)]ké gﬁ‘ztg(zg') 12 77.(.m 2H))

H),7.57(s, Z&ﬂmeﬁhiiﬁdrmbmﬁdel&ith stirring at room temperature. The

CDC13: 0. 65-1. 00(m 4H), 0. 88(t,J-7.0OHz,3H),1.31 (m1 H,1.57-1.77(m SH), Y |
167(.,~ H /sH¥ring meﬂ CJDIE'-lmzedzﬁprﬂs rsapf) satprated aqueous ammonium

~2.68(d, & 7, 83 20(s, 3 8 E,4,05(s, 2H),
6. 98(2 1‘L—H) %%A@ 3%95(?9( % i E‘C%e w3 cf‘[%‘%a‘i% (‘fr’-’@‘ e 9°(>
0.75-1. 30(nadédate Qa'i(dnt?dab Sx ML 32s1w85AEUOEN c3ed3{ vk Dy Gv HHE erl G

~~~'""~0H F,c /2,50(s, 3H),2.80(s,3H), (3.00,4.00(m 4H), 4. 18(s,3H ,F C ~ MsCH
' 4_92(5,2F§§uu§ﬁ1Qq;p§inp 20The| oxfyarrig8laygr was dried over sodium

,7.77(s, 3 ] 3: 0. 1 .00 0.92(t.J t J-7
E')z, 3H) (fseim ( ?)aﬂig ya 5?%%?&0% ‘ig%d # H}tfﬁj:el‘iéﬁ c
N~ ~""~ ’\E“orggeﬁ%asbeﬂ")ar% ﬁ@doi)‘tglgé@ gsmué%gs %?_gr:gize@@y 4 oihmn
(q,J-7.1 Hz, FCC ~ 2H), 4. 20(s, 3H), 4. 63(s, 2H) 3(s,1 H),7.26(s, 1

H). 7. 59(%, 2ehrahanz(gxaphs) GDCh@xﬁnéSethQS(acé’e&t%QZ(X o TyiGHe 1314 thHtIe( m 1

H),1.57-1.8 170, ,
~2 18(d, J- 6“6&&0‘?@ (211@0@3a§,q5%),2(s?3(3a§19 - 2H), 2.88(q, J- 7. OHz, ~F~C
Example 170

l

trans—(4-{[N-(2-{[N'-[3,5-bis(trifluoromethyl)benzyl]-N’- (2-
methyl-2H-tetrazol~5-yl) aminolmethyl}-5-methyl-4-

15 trifluoromethylphenyl)-N—ethylamino]methyl}cyclohexyl)acetic
acid

To a solution (326 ml) of ethyl trans- (4-{ [N-(2-{[N'-
[3,5-bis(trifluoromethyl)benzyl]-N’-(2-methyl-2H-tetrazol-5-
yl)amino]methyl)-5—methyl-4—trifluoromethylphenyl)—N—'

20 ethylamino]methyl}cyclohexyl)acetate (118 g) 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 aqueous 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 filtrate was concentrated. The obtained residue was
purified by column chromatography (n-hexane:ethyl acetate=2:1)

30 to give the title compound (104 g, 92%) (see Table 34).

Example 142
trans- (4—{ [N-(2-{[N'-[3,5-bis (trifluoromethyl)benzyl]-N’'- (2~
methyl-2H-tetrazol-5-yl)amino]lmethyl}-5-methyl-4-
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- 2H), 4. 20(s, 3H), 4. 63(s, 2H), 4. 80( s, 2H) ,'6. 93(s;1 H),7.27(s,1
H)7.59(s,2H),7.72(s,1 H) Iss The conpounds shown in Table 35 can be
produced in a simlar rranner Tabl e 35 Structural Formul aConmpound

N1 et oA LSRR ooy N ethyd ke ugEhy B SR gas e

- 5- et hyl rgmgj1l henyl)-N-F, c -

~et hyl a?/n' no?cfcrlec%\lk#yi d(1:119'0 exylgl gcet?/c)amdtraps- ( 4- { [N- (2- { [N - (
3-nmethyl -5-trifl ummtstdly:lﬂiemzyn)a\knio 50N Vhbﬁgieloayutm 224) pxadinzd - 3- N
vy, Off1 ) amno ] 1} -5-neth 1-4-

Ytrifl uor ottt Rﬂﬁ%ﬂﬂ@mW¥#W@)@@Pﬁyﬂ&nNnUFﬁemﬁ9h¥%y%$t¢@&§430%ﬂﬁﬂ|c

e st RS e T TPk Spmerbyihentt Loy, ¢ — . -
of fyl') am nad#r} M irdd ﬁ&h@ﬂ'}t@c%h@x&ﬂ.bgbéﬁieméml phemhg y N:ﬂ: &ther was
~et hyl am no] net hyl } cycl ohexyl )-acetate{4-[2-(2-{ [N[3,5-CF~ ~I -1~
i Noi s(trifladsgeshdithydyechilolril- acliidf-etheFc(Q. %trhM -with e&tmlm_:ﬁatp VARY;
yl) ani no] met byl ), S et iyl A tph L Mot Ot il her Pty LT engloexy! d acet
filtration and dried to give the title compound (128 mg, 94%) |
10 (see Table 29).
Example 168 |
trans-(4-{[N—(2-{[N’-[3,5¥bis(trifluorométhyl)benzyl]—N'—(2—
methyl-2H-tetrazol-5-yl) amino]methyl}-5-methyl-4-
trifluoromethylphenyl) -N-ethylamino]methyl}cyclohexyl)acetic
15 acid methanesulfonate _
To a solution (580 ml) of trans—(4-{[N-(2-{[N'~[3,5-
bis (trifluoromethyl)benzyl]-N’- (2-methyl-2H-tetrazol-5-
yl)amino]methyl}-5-methyl-4-trifluoromethylphenyl) -N-
ethylamino]methyl}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 cbllected 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, 169
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.

116



- 166

tests were perforne
conpound of the pre

h

d for the CETP acti&%%é ia
sent invention. s P Fat

5-12-({N-[3,5CF9 ~1-N bis(trifluoronethyl)benzyl]-Nw
[ 2- et hyl -2H-tetrazol -5F~C o of f yl]am no)net hyl)-5-net hyl - 4Fc.
~trifluoronethyl phenoxy] heptanoi c aci d Experi aneat al

~1 o
Exaar pl es The foll ow ng
ibitory effect of the

on of Donor Lipoprotein

Pot assi um by om de (

the mi xt ur e| GRS

KBr) was added to plasma (

ust ed> PP hEER L B ¢ d

m.) of healthy subject and

$_si t yNMR:1(8] % 1t 309MHz)

m Xt ure was[subject
hr) and a ip fracti
fraction) was harve
solution [1Pp mol /L

EDTA (pH 7.4)]. The
95% et hanol | gradua
stirring and i ncuba
chol est erol } was" est
(LCAT) present on t
tritiuml abel ed cho
added, the m xture

subj ected tjpo densit

fraction of| specifi
fraction

g—todensTtygradirernt

sted. The obtarned fractio

Na2HPO£Fs 1”0' | /L NaHZPO

n, trit

IIyF% N{O t above-
ted &t 37C for| 18 hr By t
erified by t yctron~of | e
he HDL3 sur g and taken U
| esteryl es ([BHICE)]. 2
was adj usted”to have a speo

y gradient centrifugation (

cemtyTf
on showi ng a specific densift§P

u y y
OB d>1. 125 g/ nL (HDL3

SR LTI G Mg

el ed chol est grs2- 86(n\vEld),1.673.8d(rs,3A),ved in

ntioned HDOL3 fraction with
Hi.90(mpk) 2:53663(2H)i uni abel ed

418 07 3 LAASLE RS B,

fid QL7 | i was
@ 8¥(4.9 7.0!925!‘?)34.'1?{%.?Hg?§z,

ific densit =1].

48.2H)308RE,2H).6,79(s(1H)6)82and a

HDL3 i ncor plor at i ng
speci fic ac
167

10, 000 dpnf ~.L), which was
. p

CFy NN

i N\rN

NC N

m.p. 116-119

c densitP-B»198118PnL was Harve The _obt ai ned
di al yzled agai nst the aforenentior2ﬂ1ﬁ§gggﬁﬂﬁﬁsgﬁaﬁgﬁto gl ve
[3H CE ( [3H CE-HDL3, spqiddyg. density: 1.125<d<1. 21,
tjvity: used as a donor |ipoprotein.

0.91(t,J=7.0Hz,3H),0.98-1.14(m,2H),
1.33-1,62(m,6H),1.68-1.82(m,4H),
1.92(m,1H),2.51-2.62(m,2H),
2.65-2.77(m,2H),2.76(d,J=7 5Hz,2H),
2.83(q,J=7.0Hz,2H),4.18(s,3H) 4.63
(s,2H),4.81(s,2H),6.78(s,1H),6.83
(s.1H),7.64(s,1H),7.66(s,1H),
7.74(s,1H)

DMSO-dé:
0.81(t,J=6.9Hz,3H),0.90-1.10(m,2H),
1.20-1.53(m,6H),1.80(m, 1H),
1.96(m,2H),2.60-2.90(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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. a Experine
t ot al

pl asma The donor

ntal Exanple 1: inhibitory effect i

n vitro on CETP activity in

| i poprotein obtained above was added to plasma s of

heal t hy subject to prepare a [SFUCE-HDLS contalnlng plasna (1,000 dpni~,L).

" The conpoun
conpound or

(100 ~,L) were added into

for 4 io hr
nmol /L NadCl
~sul fate was
After keepi
10 min), is
fraction) w
measur enent

was taken as CETP activity,

di fference

Was digsotrved T di et [lyl
a solvent al one (2 ~.L) and the [

? [L ube, and thi
After jce-co |% I S sol ution
pH 7.4)| cont nmol /L magne

added tp eac o ube a d the

ng & 44 fdwC30 i n xt

and the radloacﬁ tain
AS neasur ed mnth |IIat|on cddh
val ues obt ai ned by ubation of s

he proportiorn o

n the 2o neasurenent val ues of spsg

formamde:

%
mixture was t orough

yAY 50] ut T OT1 UI l.llb
M8@-dép) 3- cont ai ni ng pl asna

éﬁ§1h&$ggﬁ ed at 37C or 4C

/L Tris; 0.15
| 1UB-€. 0@ 6. Qﬁ) fno22% A ?{"5 ; ?gd

|
wd2. moe(m ei@)éﬂBq-cl.oommg AC,

b SRR 2R cne

rence in the
I d 37C

WIEE0FAND Hod S

di. mrs\nu;mmemi)(ms 8rcent -

i nhi bition
for inhibit

01 L,I:HTaC[I Vi Ly. me coricentratror
i ng the [CETP activity by 50% was ca

The results
(E, ~1) Exa

(~t M 10. 2320. 0830. 2

. 70430. 554
8630. 64640.

(E,~!)Exanp
(~,~1)760. 2

are shown in the follow ng. 2s Tal
| e No. | Cso
440. 187@.:,278d§| 63100. 23110. §

5. 35360. 34370.
10. 1520 37530 704

0. 36450.
7565%0. 29

Ul [”e LU”pUU“U rnecessdl y
ICRF'1Bt ed as an 1 Cso val ue.

10630 =T LRI, 1100:1 251 .2H),
319201 .B8(HAH)H87 1L6.80(m,2H),

80380. 47390. 88400. 39410. 51420
2806(rRE)2:19680H% 15590. 43600. 7

sl I8 4R 1 o5

F&o. 1 cso
| 2,2.98(0,0-6 8rz.2H).3.26(a
J=72Hz 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)
DMSO-d6:
0.83(t,J=6.9Hz,3H),0.92-1.23(m,2H),
CF, ,rﬁﬁ
Ne N 1.23-1.60(m,6H),
[ ] Y
" N 1.86(m,1H),2.01(m,2H),

6 e N\/O 2.76(t,J=7.3Hz,2H),2.87(t,J=7 4Hz,
2H),3.00-3.80(m,4H),5.01(s,2H),
5.08(s,2H),6.83(t,J=4.7THz,1H),

m.p.83-85 7.09(s,1H),7.52(brs,1H),7.83(s,2H),
7.96(s,1H),8.50(d,J=4.7Hz,2H)
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- 890. 69910. 56920. 19930. 76960. 31980. 30990. 531020. 591030. 431040. 351050. 601070.
561080. 251090. 161110. 191140. 281150. 091180. 091190. 131200. 281210. 231220. 24127
0.371290. 611310. 171350. 221370. 141380. 161400. 121410. 121420. 061430 10 The

1 CSO val uesimTabtg—stowaverage vatues—Expgrimentat—Exanpte—2-
inhibitory pffect eko vivo _on P activity i @@€1 plasma of nornal

hanst Th t i ti % et hyl |
el lul ose Spl ut 1 on. Al i stored ondd ATHERFY Bens@dR Y

cel | ul ose spl ution.

pl astic gavpge need] e. : takep at 2 or 143d916@(iﬂ§4)¢§31m1H)204(m
adm ni strat} on and ' ﬁFa wag neasured according to

followi ng nethod. s obt|@H) 222 t)R. 7294 8id), to

000 dpri -, . Gt ai ni ng_ pl AR AbaReR BT,

000 dpnt ~, L i
ode vas | ncubalochal A7 CiARdry 1o 1@ vas

m cr ot ubes
i ncubat ed .

~L) contain i chl ori de and 2% dextran sul fate was added
to each micfotube and thefrn (-\({ne was t hor ougHtIBM8®4dér ed. After keepi ng at
4C for 30 n, the m xtuple Ncentrifuged(l( 0 and the
radi oactivify in the ob supernat ant (HDL ‘%ﬁ&‘?"&# ﬂk%@h‘?"&d wth
aliquid scintigdlatji e S N T radloactl\ut (leﬂ;f)

cont ai ni ng pl asnma V\Vas measur ed hfe( ujam <c1|8lﬁat???(at| Jn co%ﬁ(t)er and
taken as the total |radioactiv The tra st ern 2r48(s3H)3.0RHROmN, M)
‘calculated fromtheg foll ow n rmula usihng the total radioactivity (Total
count), radi oactivijty by 37C\-wcubal¢ion (37C cdrﬁ%%%(ﬁh""pécﬁod%té?@ﬂ/g'ﬂ)y by 4C
i ncubation [(4C count) of the sanple of each individual and taken as_the
CETP activilty. |15 QETP activity (transfer ratijegd: ) - { [ (4C count) -
(37C count)| ] / (Tqtal count) ) x100 :

0.70-0.85(m,2H),0.89(t,J=7.2Hz,3H),

S’ 1.10-1.50(m,3H),1.67-1.90(m,4H),
3 \
N N | o |215(m.1H)2.69(d.J=7.2Hz.2H),
h i§
o

9 F.c C/O : 2.83(q,J=7.2Hz,2H),3.64(s,3H),
/E:r" 4.20(s,3H),4.68(s,2H) 4.83(s,2H),

F,CO 6.96(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, hIII;I—N\N 0.91(t,J=6.9Hz,3H),0.95-1.18(m,2H),
Y 1.30-1.60(m,6H),1.92(m,1H),

10 | N N (/O 2.04(m,2H),2.70-2.92(m,8H),
4.19(s,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 Formula NMR (8 value,' 300MHz)
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- The CETP activity inhibitory ratio of each conpound adm ni stration group
based on the CETP activity of the solvent adm nistration group as 100% was

cal cul at ed fromthe fol |l ow ng formula and expressed in %

“inhibitory

CETP act|V| ty

OlLIU \/} = J.UU L\bl:ll' actlt i vity Ul CAdlll bUII]JUUIIu OlUlIIIIIDLIClL1 UTT
group)/ (CETP activity of sol vent adn1nlstrat|ﬂ§:§ﬂ6Up)x100] The results are
shown in the followng. 2s T~-le 3 8 d D /k )dET t upose
LA E ST LAETIE R Boaimtimihiia

- ©° - O : ) £139:1.63(m.BH)1.59(t,J=7.2H
403059. 5-41B036. 0- 891077. A 7-921046. 9- 1 (m,8H).1.59( s
~-981043. 3-[1071041. 9- 108 8-N091042. 8- 1153- annmxmaa15524mea3H2235¢m33-42
. 21543- 64. 21573180. 415®3-5~5 'act|V|%¥Blnh|b|tor ratios in
Tabl e show fverage |val ues. Expetd ampl j¢ 126584039 mAbs t er ol
I ncreasing effect in normal hang To the plaquh fromthe
above-nentipned anijmal at 4 or after the. admé?&?Q%ZQw'%(g%ﬂ ded 15%
pol yet hyl ene gl ycol| solution (46-~,L) and the mae(s;me) 8\88(s,1H), 1oa )| v

stirred. Af
centrifuged

F

er

keepli ng at
(10, 000xg, 4~C, 20 nin) and the chc?l@ﬁ%'?'b?"t(éﬁﬁént ( HDL

room terrper ature for

mn, the m xture was

chol est er ol
measur ed.
conpound ad

e T e OB &l 1o, Siper T G Tractiom vas
m nistration grerip M t he HDL chcloe_gga.ej.q[o}.&gﬂ)gm_mo(m),l72
NYN | 1.30-1.56(m,6H),1.90(m, 1H),
12 FoC N K\/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)

CDCI3:
'CFS Q 0.75-0.95(m, 1H),0.95(t,J=7.0Hz,3H),
1.00-1.20(m,2H),1.30-1.60(m,5H),
3 NC/Ej\/N (/O 1.80-2.10(m,3H),2.70-2.93(m,8H),

N 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(dd,J=
7.2,8.2Hz,2H),7.72(s,2H),7.79(s,1H)

| DMSO-dé:
CF, \)=( 0.84(t,J=6.9Hz,3H),0.92-1.12(m,2H),
/@\S’j’/” 1.25-1.58(m,6H),1.83(m,1H),
14 NC . " 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),8.91(s,1H),7.09(s,1H),7.91(s,
1H),7.93(s,1H),8.31(s,1H)




-solvent administration group as 100% was cal cul ated fromthe foll ow ng

formul a and
chol est er ol

exXpr ess

ed in % HDL chol esterol

increase ratio (% _

[ (HDL

content of each conpound adni ni stration group/HDL chol est erol

~content of pofvent admmrstrattom group) X100] (100 _The Tesults are SHowT T
the follow|ng. Tablle 39 conmpound Dose (ng/kg)#ﬂﬂsgﬁﬁfesterol i ncrease
content (%@ (hr later)8 - _
| at er) 115323. 330. 71j18321. . {T42320. 331. 914331 07796'2'11 6?&?@23'%2?%%17 92
7.1158314. 823. 7 Thel HDL g | increase r|at27%.62(m,6E0 ss-aha(maupr age
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7.54(brs,1H),7.83(s,1H),8.00(s, 1H)
8.28(s,1H)
DMSO-d6:
CF, =\ 0.81(t,J=7.0Hz,3H),0.95-1.18(m,2H),
/@\ojé” 1.20-1.60(m,6H),1.75-2.10(m,3H),
. FC N (/O 2.75(tJ=7.4Hz,2H),2.84(t.J=7 4Hz,
: Hel N 2H),2.90-3.35(m,4H).4.79(s,2H),

4.87(s,2H),7.04(s,1H),7.08(s,1H),
7.36(brs, 1H),7.65(s,1H),7.86(s,2H)

7.99(s,1H)
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CETP activity inhibitory effect.

Ther ef or e,

i compound and a salt thereof of the present invention have superior
t hey can decrease |IDL, VLDL and

LDL that pronmote arteriosclerosis and increase HDL that acts suppressively.
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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)
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-R6 is a hydrogen atom a halogen atom a vitro group, an am no group, a
hydr oxyl group, a cyano group, an s acyl group, a Cl 6 al koxy group or a
Cl 6 al kyl group (wherein Cl1L 6 alkyl group is optionally substituted by
“hydr oxyl grptp—of 4 ' ' —
group) ) , pr a prodrug thereof or a pharnmaceutPMaPHB:acceptable salt to
thereof. 3.} The di benzyl am ne conpound of cl ai or..2, I n Is a
Cl .6 al kyl proup supstitut g o} _f hal ogen ato na'%ﬁ(maa"ér"oﬁ{]ﬁé&lf'hg?ﬁof or a
pharmaceutifal |y acceptabl § SaJt \t hereof. is 162’(ﬁ‘m)m,y‘|2ﬂ'ﬁ ne conpound
of claim3,|wherein RL is r Nyt uor omet hyl grjoup, or “a prodrug thereof or
a pharmaceugically @ccept t tPer eof . 20 260-308(nd4iBEhE§(hg2R)ne
infri @
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S__N
/@\j& 1.30-1.62(m,6H),1.84-2.06(m,3H),
N
29 FC” (/O 2.50(s,3H),2.74(t,J=7.3Hz,2H),
N .
HCI 2.86(t,J=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),

% - N C/O 2.00(m,2H),2.33(s,3H),2.77t,

N 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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A

N/Rgo\o/Rg~RgRsoRg~Rgo~~RgoRai\~//SRg\~NRgReo~/NN‘

4.19(s,3H),4.86(s.2H),5.13(s,2H),
7.30(m,1H),7.47(s,1H),7.56(m, 1H),

7.71(s,2H),7.73(s,1H)

\ N/ Rg~\ S, S/ Rg~ ~/ N Rgo Rep Reo Rs~ Rep Rg~ Rep Rg2 Rg~ / N NN
/Il N~Ng\ go\ | N~N~Rg2N~Rg2~~Re2~N~Rg2~~ Rg~R82 Rg~ Ra2
‘Rg"' RgZ Rep Rgu Rgi _r\gU T(E‘[J r\gu r\cp s—Nt gL r\gL --r(g)\ R ' o+ tReo——s
Rgo / Rg2 /|N~N/ | T Rgo Rgi Rao Rep Reo Rep #®@BRgi Rg2 ° Rg2 ~ Rgp N ~
Rg2 N~/ Yljor whergin Rs, Rsl and Rs2 are thsg and each
is a hydrogpn atom|a hal oggn a vitro groﬁ@ﬁﬁ)éﬁo'ﬁg@ rﬁm
hydroxyl grpup, a cyano group,l agl acyl group, q@lzgzmwy7gggy@n4ﬁ) C2-s
al kenyl gropp or a (d_s g oup (wherein ¢1-s alkyl gfoup is optlonally
substi t ut ed| by hydrox¥=l CC§Rl4 mheré!&D-RﬂlO(nMHMﬁ&(ﬁQHﬁd above))
or a prodrup tBéreof oF a phar rrac utlhcal accé{)t able salt thereof. 180
6. The di behzyl ani ne corrpoq_’}g Al Wher 30800 E)BORMNDn ar e
each Rso Rep Rs~ Rsp Rs~ /| ~ o\ \ \ N /N 'llﬁiﬁ i ~=C
~~ 3 NN g. NN O O-NRso R~ ¢ Rs~ Rso-l\%llg-(%:ﬂ-ﬁif'iﬁ;m'h 'dﬁ"\)\\ 0
N/ N\ \ §S\% or|{ Rso Rs~ . = RB2 wher ei n |Rs67(52H),A82(sRHY, are as '
defi ned aboye or a prodrug ' 8.03-8.15(m 2H)
_ .03-8.15(m,
| CDCI3:
CFa \N 1.08(t,J=6.9Hz,3H),1.00-1.80(m,8H),
. P '
N 1.96-2.20(m,3H),2.87(t,J=7.5Hz,2H),
32 FiC N(D 2.94(t,J=7.5Hz,2H),3.20-3.90(m,4H),
HCI 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)
/ CDCI3:
CFs h,l’,“/"{ 0.95-1.23(m,5H),1.30-1.70(m,6H),
33 /@\)N/ 2.02(m, 1H),3.05-3.40(m,4H),
FsC . (/O 4.20(s,3H),4.80(s,2H),5.12(s,2H),
Hel ' 7.30(m,1H),7.45(s,1H),7.56(m, 1H),
FyC 7.70(s,1H),7.76(s.2H)
/ CDCI3:
GFa ,F N 0.90-1.25(m,5H),1.30-1.75(m,6H),
2.00(m,1H),3.05-3.45(m,4H),
34 NC
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~thereof or a pharmaceutically acceptable salt thereof.
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AR S e ﬁ;rf.yzlz- ST
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i ,354'/\, 2H),1.88(m,1H),2.12(m,2H),2.25(m,
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Gl N\/\/\rro\ 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(t,
C(“ J=7 2Hz,2H),2.94(t,J=7.1Hz,2H),
37 | Fe N - | 3.104.00(m,4H),3.60(s,3H),
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7.73(s,2H)
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17]796’;111-!)f | uor onet hyI phenyl ) N-
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(2net hyl - 2H t et razgl - 5-yl ) am no] net hyl } - 5- met HAM3@d6: | uor onet hyl phenyl ) - N-

et hyl am no]
(2-{ [N- [
(2rmet hyl -
et hyl am no]
[N-(2-{ [N}
(trifluoro
or onet hyl p
5 traps- (
] -N - ( 2
met hyl - 2H-t

traps-(4-{[

net hyl } ¢
3, 5-big
2H tetrazal - 5-
rret hyI }cycl
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de,
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met hyl ) gycl ohexyl
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| - 2H- 5,trpzhb|-5-y|)amno]nt

r am noj et h)él }cy
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y meh

ycl ohexyl)

onet hyk) beg
| -5-yl)am

met hyl } - 5- met
egetic 200 aci
a pharmaceutically accept al

Dl\fS%—dS: . .

ycl ohexyl )acetic acid

0t8'0$m(3HI) DIBDICOOfmERH)y | )
nmet hyl - 42s

%m%&%méa)d {r aps-

g nfgd”;ﬁ PEP S T nenyl ) - v
@ 54'(rﬁ1285.2(74(nﬁ.2[-l)\8-23@1.2H)[ N -
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r;gé‘igsa D?s?éﬁ(ﬁ,?ﬂi}iﬁe@.rn-&

7.81(s,2H),7.93(s,1H),8.30(s,1H)

70

NC

cDCI3:
0.65-1.00(m,2H),0.87(t.J=7.0Hz,3H),
1.15-1.50(m,3H),
1.65-2.00(m,8H),2.17(m, 1H),
2.58(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),
6.79(s,1H),6.82(s, 1H),7.66(s,2H),
7.72(s,1H),7.74(s,1H)
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A8, Ey)l.mt(h?Hl 5.0B(611hi)azol -
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an-5-yln
3, 5-bi s(
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ethyl] (
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SrmthWtruazwA\/gm)amrm

onet hyl be
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-N—[6 (N -
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SN0 UG PO T2 WD | e,
2.60-3.00(m,6H),3.30-4.60(m,6H),
4.714.77,4.88,4.97(s,4H),
6.93,7.06,7.11,7.74(s,2H),
7.83,7.97,8.00,8.03(s,3H)

74

CDCI3:
1.03(m,3H),1.20-1.86(m,8H),
2.23(m,2H),2.62(m,2H),2.77(m,2H),
3.10-4.00(m,4H),3.59(s,3H),
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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- N-[3,5-bis(trifluoronethyl)benzyl]-N[6-(N -cyclopentyl nethyl N -ethyl am no) ‘

i ndan-5-yl net hyl ] - (4, 5-di net hyl t hi azol -

3-{[N-[6-(N - cyclopentyl rrethyl

225 vyl
N -et hyI am no)

) pine hydrochl oride,
i ndan- 5y|nethy|] N—(5 met hyl t h

“iazol - 2-yl )gmnotn
3-{[N-[6-(N -cyclo
yl met hyl ] - N- (4- net h
e hydrochl ofi de,
N-[3,5-bis(frifluor
i ndan-5-yl net hyl ] - (
N-[3,5-bis(ftri7buor
i ndan-5-yl net hyl ] - (
N-[3,5-bis(ftrifluor
N - et hyl am|no) i ndan
N-[3,5-bis(jtrifluor
i ndan-5-yl net hyl ] - (

ent yl et hyl -
yl t hi

4- ng
offet hyl)

N - et hyl am no) i

azoh- 2-vyl ) am no] net hyl
W2y ] met hyl[},

Byl hel-[6- (N -
ogl?-yl[)aﬁn ne y
) N[6-(N_-cC

-C
I SOX4
N -c

-N-[6- (aV¥
- met hyl
N-[ 6-

5-yl

L1 Dl

t IIyI j DL T I I Uuul onhet Ilyl UEIILLIII LII I [S] IIyUI ULIII Ul'l UE

i|feRFI3s 30

|§‘A)H(y'09‘n§é(md|_8enzoni tril
h Eﬁxhw 78{phizlRM no)
droc

40 l'ori'de,

y(SI tﬂa@mm WW(&BHH hyl ami no)

ne@z{ﬂ{l gbff 16(brs,2H),
s R 2 o

7l m(émm)rmwmm-u e,

\

Y

(e

yc
€

I\I‘[B,S'biS(tl"If:UUl
-t ndan-5-yl net hyl ] - (1- net

<

bCIIZyI
- 1H pyrazo
N-[3,5-bis(trifluoronethyl)benzyl]-N
N -et hyl am no)i ndan-5 -ylmethyl]-(1-

1 TN A\

[ 6-
th
[6-(N -
-yl)amn
(N

| - 3yl

W IR

blUlJCIIL_yIIICLII_yII\I CL:IyIC{IIIII\f}

) am ne hydrochl ori de,

ycl opent yl net hyl zs

hydr ochl ori N
-cycl opent y%ﬂ?&fel\

or onet

ol noTRN P B ¢ ot

Dvrazol 4 vyl|)am ne
Ry

IyI ]- (gMﬁeﬁnyF‘lI"i é“&’f"f*ﬁ? adi az

ol - 2yl ) am né hydr ognr ort de,
N-[3,5-bis(jtrifluor
N - et hyl am|no)i ndan- 5-yl
hydr ochl ori|de,
N-[ 3, 5-bi s(Jtrifl uorjonet
i ndan-5-yl net hyl ] - gyg
N-[3,5-bis(tri ¢ uor
i ndan-5-yl net hyl ] -gyridin-2-y
N-[3,5-bis(Jtrifluor
N -et hyl am|no)-5-tr
hydr ochl orijde and

3-{[N-[2-(N -cycl opgentyl net hyl

i fl uorong

onet hyl ) ben

onet hyl ) benzyl ] -N-[ 6- (N - cy
tﬁyj_‘l-(S-rrethyl-[l,C

be\ﬁzyl ON-[6- (N -y

Y- Mami n
orfet hyl ) benzy! ]

2s hy~och
N-[6-(N

#M?%
A]-N-[2-(N -cC
| benzyl]-(2-ne

-N - et hyl am no) -

HQ%'m yl net hyI '
oH7em 3, 2361 1.gb(h)sryy] ne
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llori d

SIQ%E#W?’#QI“I‘EH(N*% hyl ani no)
(e 7 470029

t IB}GB(SZH)I;MS(Q,IHI B66(s RBi) ne
B 1S URBA benzy. 1]- N- (2

-met hyl - 2H-|t etrazol]-5 203 yI
. ‘hydrochl orijde or a

t hereof. s |14. A ph
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ar mace t|
cl ai nk
cep

esltt

(@jw

)am no| met hyl | -

prodrug { hereof or a phar
I corrp05|t| on cOAW3{MBA
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B- Juoronet hyl benzonitrile
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?mba giepgy! am ne
t hereof or a
2.20-2.70(m,2H),2.66(m,2H),
2.81(m,2H),3.20-4.40(m,4H),
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)

78

=N

CDCI3: |
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,
2H),3.25(m,2H),3.45-4.00(m,2H),
4.82(s,3H),5.17(brs,2H),
6.91(brs,1H),7.07(s,1H),7.67(s,2H),
7.72(s,1H)
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- pharmaceutical ly ac

ceptable carrier. 10 15. A

CETP activity inhibitor

conprising a di benzyl am ne conpound of any of clains 1 to 13 or a prodrug
t hereof or a phar maceutical |y acceptable salt thereof as an active

“ingredi ent.[TS16:
hyper | i pi dem a, whi
to 13 or a jprodrug

an active ijgredien
hyper | i pi dejri a, whi
any of claips 1 to.
sal't thereof té%a nm
clainms 1 to 13 or a

A [nerapeUIrC agent or_a pr
ch conprises a di benzylam
t her egy phar maceuti cal
t. 20]17.(Avet hog for tredt
ri s adni nisteri ng

odr ug_t her eof or
19. e of a dLQe
#0 r Rffar g

i her apeut icc ad

35) acricagent for
ound of any of clains 1

| | f
g 081%?6% flfeévﬁgtf(ﬂw' ) Eor as
EBHJ QQB(rﬂ;QHﬁzBQ@n mqyrpound of

arnmaceuti ca accept abl e
BRSOk TR

of any of

AR R IRBR e

gent

for hyperlifpidem a.| 30 19. / erapeuti c agent @3(&spﬁppbsdsa|¢.t)l7qo@gﬂw for
arteriosclefosis, ich conp es a di benzyl afi ne conpound of any of ¢l ai ns
1to 13 or prodr g thereof or a 204 pharngdetf(s.2l) |y acceptabl e salt
thereof as @M active Tngredrent. 20. A method [for TTreatrtng or preventing
arterioscl grosis, ich conprises adnlnlsterlr 'ﬁﬁbenzylanine conmpound of
any of claijms,| to |13 or @ng og¢rug thereof or @ﬁ@ g%q Iy'acceptable
salt theregf to a nammal . ’2“ Nse qf a dlbenzylanlne of any of
clains 1 td 13 io or a t hereof or a pfarm%(hﬁ-@lﬁge(awaﬁzm-l)ﬁ
salt thereogf fox th of t her apeut|i c._ agent or a g | actic
agent for artePPosdl érosis. n oH 2600“2H)2760"2 0(m,2H),
\/\/11/ 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)
Table 17
Example Structural Formula NMR (8 value, 300MHz)
CDCI3:
BN 1.00-1.43(m,4H),
F N Hl
N 1.43-1.96(m,7H),2.30(t,J=7.3Hz,2H),
a1 2.63(m,2H),2.77(m,2H),3.32(m,2H),

{on
\/”\/Alf

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)
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- 22. The pharnmaceuti cal

phar maceut i cal

conposition of claim114, which is used 15 in
conbination with a different therapeutic agent for

hyperli pi dem a. 23. The

conp05|t|on of claim 22, wherein the different therapeutlc

“agent for hypertipi
phar maceut i[cal
agent is at
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f | ovas|t

. . F. .
atorvastatijn and ceri vastfati
n co

14, which ifs used i
obeS|ty 30| 26. The|
di fferent ther8peutli

pharmaceutijcal conposition of : whi ch
di fferent tlherapeut|ic agent far _gi abetes. 28.
conposi tion of claijm27, whe n the s differsg
di abetes is| at | east one pharmaceuti cal agent

consi sting jof an insulin preparation,

secretagogue, a sulff

conposition of claim 23, wherei
| east one pharmaceuti cal

dema TS astatiT T 20 pHdIHbCHULILdI

agént selfef

sAvastatin, pravg
°_§§5 The pharnac
On mnth a digfer
cal Sk bﬁr
ob si S naz

atin,__2s

a

Pe

aCagent for

a sul for
onanide a bi guani de, an 4§,

agent 247 —Tte
CRHEB: statin phar nmaceuti cal

Het Rt Al Gl Frhean)

QUIG-£.94(n; HIRS7 (i, 2M), of claim

ent therapeutlc agent for
2017 (| 14d) 214268,3Hher ei n t he

L e 1o SBismet 1

W@y 4R oH),cal

nt. therapeutlc agent for
$c8¢s; 1) T7.02(s,1H), L62(312b1) p
and

an insulin{sensitize

wherein theg dlfferent therageutlc agent for di

sel te
t ol Qut am

cal
de,

phar maceut i
gl i bencl am
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83

10 29. The pharnaceuti g

ronuuhe group d
clopyran1de

| ure an insulin
%7” %@@si dase i nhibitor
EEJ«DD Q,rrposi tion of claim?28,
apetés is at | east one
AroB(rA3HN9.40f1 801m4H) N,
2.32(m,2H),3.30-4.00(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),

F,CO
7.35(s,1H),7.63(m, 1H),7.73(s,3H)
CDCI3:
e ) 1.01(m,3H),1.33-1.70(m,4H),
3

2.31(t,J=7.0Hz,2H),2.70-4.00(m,4H),

84 F,C N ( 3.87(s,3H),4.68(s,2H),4.84(s,2H),
"\/\/\n/°“ 5.53(s,1H),7.26(s,1H),7.46(m,1H),
FC ©  |7.54(s,1H),7.60(m,1H),7.70(s.2H),
7.74(s,1H)
CDCI3:
¢, \P‘ \ 1.05(m,3H),1.36-1.70(m,4H),
NQ HCl 2.31(t,J=7.0Hz,2H),2.60-4.00(m,4H),
85 | N~ - 3.84(s,3H),4.68(s,2H),4.82(s,2H),
”\/\/jr”' 5.49(d,J=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(s,1H),7.78(s,2H)
Table 18
Example Structural Formula NMR (& value, 300MHz)
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beni di pi ne
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mani di pi ne
hydr ochl ori
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prepar ation,

hydr ochl ori
-sust ai ned-r
hydr ochl ori
hydr ochl ori

%ﬁg phar maceut
ic agent f

30 32.
her apeut

el ease preparat (On,

ypet tehsihon |
sisting & a
captopril,

a ~3 bld
al__conpogit

a Cg

1Rt ey

of a | oop

cke an a, (~ bl ocker and an

i4orB(x3H)4.80(s2H)5.19¢s@H n t he

s at | east one pharmaceuti cal
Tod(m

enalapril maleate

l'isinogril,
hydr ochl
osartan
de, a ni
nb;edi
hydr ochl|or’i d
de sust di ned
hydr ochljori d
de, ani qdi pi

| S hydr|ochl

ori degg,qujn

pot asgiu
o

Pk pe & -fedi pi

alacepril del
benazepril hydrochl ori
' dé?il hydr ochl on
ndéesartan cil 4
ydrochl ori de sug
e sust ai ne
dr Qchdn
repardtigin, o
pi ne hydfochl
ne be ate, fel odi ping
oride, a propranol ol hy

e, diltijazgn
-rel ea
e, bar

,1{-@,7td§§,ﬂl"ag .60(m,1H),
L;I? ;@?{'élﬁ)v

sust ai ned-r el ease
drochl ori de,
pmsoaedapri | hydrochl ori de,
ide, trandrapril, perindopri
ReB0-1.70(m, BHr1t 3k Jrd .3Hz,3H),
t,a - re tion,
ST B-REE B
i) 3 48(d, J47aaHIRH),

i sol di pi ne, nitrendi pine,
@551 0(a41H)i6BS7.2@,7.60-8.13

,_ Cl | ni di pi ne, aranidipine,
w3

| ori de sustai ned-rel ease

pi ndol|ol
de, cartleol o
el ease grepa
de 20 susta

de,sgetogan

ﬂiﬁ r éFeas

a pi ndol ol sustained-r4g
| chydgoehteride, a cart
r¢fiq#,hbunitrolol hydr
®Cl pr epar at i of
N ate[/a met opr ol

NMrOH
o]

| ease preparation, indeno.l ol

eMSh-gBydr ochl ori de
ochl ori de, a bunitrol ol

0.78: 6 1AMaTH), 1:84c2 22(01,4H),
9 60l£68,5.3b9 40(m,8H),

4.48(t,J=5.4Hz,2H),4.60-5.10(m,4H),
6.86-8.13(m,5H)

89

F,CO

DMSO-d6:

| 0.85(brt,u=6.6Hz,3H),1.18-1.50(m,

4H),2.10(t,J=7.0Hz,2H),
2.65-3.10(m,4H),4.14(s,3H),
4.60-4.98(m,4H),6.90(s, 1H),
7.05-7.45(m,2H),7.86(s,2H),
7.94(s,1H)

90

CDCI3:
1.05(s,9H),1.15-1.60(m,3H),1.86(m,
1H),2.10(m,2H),2.81(t,J=7.5Hz,2H),
2.92(t,J=7.5Hz,2H),3.28(m,2H),
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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- sust ai ned-rel ease preparation, nipradilol, penbutolol sulfate, tilisolol

hydr ochl ori de, carvedilol, bisoprolol fumarate, betaxolol hydrochl oride,

celiprol ol hydrochloride, bopindolol 25 mal onate, bevantol ol hydrochl oride,
" | abet al ol hydrochl oride, arotinolol hydraochl oride, anosul al ol

~ hydrochl ori de, prazosin~ hydrochloﬂ(ﬁ¥a9¥%é§%sin hydr ochl ori de, doxazosin

nesyl at e, bjunazosi n hydrochloride, a bunazosi hydrochloride
sust ai nedrel@%’é’lﬁrepar aﬁﬁwt%aépﬁ‘aarmu@}ﬁd phgnt ol d‘m&le(snﬁéﬂtpat e300¥H3R.

The t her apeotTt—agent—or—a prophytactrc—agentfof—ctrarmi6—whrcthrares—at

~the treatmght or prlophyl axis of hyperlipi deni 4 @¥éd3which is used in
conbination with a |[different therapeutic 207 rl

34. The therapeutic agent ox a prophylactic ac @?@?Hﬁﬁ@&yﬁm%éﬁrﬁ t he
di fferent t|herapeut|i c agfnt H‘&\r hyper | i pi demi & 1|.92q1§,t,gg)gzg@gxmgm) cal

agent. 35. [The therjape tH@r a prophyl gctic agent of claim3
wherein the stail n pl?% cal gent is at IM&J-&&HZMB@(‘IQUTEUN
agent sel edt ed®#r om Bhie group {Stl ng 1( tatin,. si statin,
pravastatin, fluvastatin, mer 2&7&5@@%%( %Ba‘rl‘%g; é&

t herapeuti g agent gr a proph tic agent of ¢l 21311%*@3%'9‘8"5 J%Zﬂ) t he

treatnment dr prophyl axis of erlipidema 15 whi ¢h'i's use
conmbinationf with a ([different therapeutic agent 5f37(bmbld)s703(br331}i) The

t herapeuti ¢ agent gr a prophylactic agent of gl
di fferent t|herapeutfic agent for obesity is 20 H?K%H@I"’e@%m)ﬂrﬁg(ﬂ%Qapeut|c

agent or a |prophyldctic agent of claim16, whi %tbcﬁéms at the treatnent or
prophyl axi § of hypegrlipidem a )

\ 0.96(brs,6H),1.10(m,3H),
Fy N—
’ N’\'fh Hel 1.28(m,1H),1.86(m,1H),2.10(m,2H),
N 2.18(s,2H),2.81(t,J=7.4Hz,2H),

92 F,C

N\/><\n/0H 2.93(t,J=7.4Hz,2H),3.38(m,2H),

0 3.78(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-d6:
F. N—N
? ,Q’Y}q Hel 0.56-1.45(m,8H),1.44(t,J=7.2Hz,3H),
N ﬁ\OH 1.52-2.10(m,7H),2.50-3.80(m,8H),

9 3 F!C ( 5 s ’ ]
N 4.49(q,J=7.2Hz,2H),4.71(s,2H),

4.79(s,2H),6.92(s,1H),7.08(s,1H),
7.80(s,2H),7.95(s,1H)

\ CDCI3:
F, N—N '
’Y‘r‘q Hel 1.00-2.00(m,12H),2.10(m, 1H),
N 2.00-2.70(m,3H),2.80(t,J=7.0Hz,2H),

94 F\C (
N OH | 2.93(t,J=7.7Hz,2H),3.10-4.00(m,4H),
\m( 4.16(s,3H),5.00(s,2H),5.34(brs,2H),

7.13(s,1H),7.22(brs,1H),7.67(s,3H)
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-and which is used in conbination with a different therapeutic 25 agent for

di abet es.

" phar maceut i
prepar ati on
bi guani de,

The therape
different t
agent sel ec
t ol but am de|
gliclazide,
hydr ochl ori
The therape
the treat ng
conbi nati on
t herapeutic
different therapeutic agent for

39. The therapeutic agent or a prophylactic agent of claim 38,
wherein the different therapeutic agent for diabetes is at

| east one
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uti c age
her apeut
ted fron
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1theuchonS| ti

pfam-de, acetoﬁ?;éiig oﬁl
ni de, gl ybyzs rmn
i bose, @ and pioglit

nt or a pyop ylactlc agent
ophyl axi s hyperli pidem g4 a
dlfferent therapeutlc agent

t—setected—fromttegroup—3o L,Ullbl stTg—of

T TS T
e a sul fonam de, a

R0 DAY IE 7 AR
1. 826, Qs(m)m(mglztzaeml
am

nsulin I'i bencl

Hhﬁﬁmﬁﬂﬁ&rﬁﬁﬂﬂZH%%ﬁQﬁEQZ
g%ggtgcﬂ%ég'ﬁﬁég%gﬁﬂg 41,
Qtfsygé .ﬁ&s.zwﬂé.ﬁé(sﬁimﬁ at

TioH(s, ny;m&t(e,ﬂlsl) BA3(s|15)42. The

"
aycrit

r—e—prophytacttc—agent—of

hypertension i

bl al 111 ‘-F.I_

VVIIUI CIl Tl L IIU

s at Ieast one pharmaceuti cal

agent selected fromthe group consisti of | oop diuretic, an angiotensin
converting enzyme inhibitor., an angiotensin 11 receptor antagonisi. a Ca
ant agoni st , ~ hl gcker,..an cker .and an a blocker.. 43. Th
t her apeuti ¢ é&ﬁgﬁg ar ;ﬁ%ﬁﬂéﬁ%ﬁ%% OZFBAE of cIaJrnéﬁé (&hEPgFﬁ'tﬁQOMﬁz)
di fferent t{herapeutic agen yper nS|on|sbﬁ§O<§ast one pharmaceut 1 cal
agent selected fromthe group ’
0.68-0.95(m,2H),0.90(t,J=6.9Hz,3H),
/ 1.00-1.24(m,2H),1.32(m,1H),
P NN
N\(N o 1.63-1.85(m,4H),2.02(m,1H),
96 F,C N (/O«“‘U\OH 2.80(d,J=6.9Hz,2H),2.89(q,J=6.9Hz,
N 2H),4.17(s,3H),4.80(s,2H),4.82(s,

FiC HC 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)

CDCI3:
CF, NN 0.91(t,J=7.0Hz,3H),1.30-1.46(m,2H),
NN
Y 1.46-1.65(m,10H),1.68-1.85(m,4H),
N
97 FysC d 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),6.81(s, 1H),
6.83(s,1H),7.67(s,2H),7.73(s,1H)
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- 2s consisting.of a furosem de sustai ned-rel ease preparation, a captopril,

captopril sustained-rel ease preparation, enalapril naleate, alacepril,
~delapril hydrochloride, cilazapril, lisinopril, benazepril hydrochl oride,
“imdapril hydrochtoride;—tenocaprt—hydrochtonide, _quirmapri t—hydrocttoride;

trandrapril| 3o peﬂi ndopril erbumi ne, |osartar] ¥$@%8i um candesartan

cilexetil, |nicardipine hydrochl oride, a nicardiyy i

sust ai ned-rjel ease preparati an, nilvadi pine, ni @ﬁ?ﬂﬁ@?ﬁ%ﬁ%“&@”’

sust ai ned- rlel ease prepar §&i oTN209  beni di pi na.dydsoeddiy i de, diltiazem

hydrochl oriljde, a di|l ti azew chicor i de st di ned-rel ease preparation,

ni sol di pi ne, nigtérendi pi magi di pi pe dir?échl J607b80(ABd i 20 i), _

hydr ochl ori{de, “&f oni {€pi Tre hydnoch or"‘ aft ddi pj.n a f j\pi ne,

ci | ni di pi ng, aranidi pi ne, proprap-Ql-~ydr ochl %rq@&’ﬁ"ﬁsy@%ghéﬂasgﬂ%

hydr ochl orijde sust gi ned-rel ear eparation, pigbed oly4.84(92AFELO(s,1H),

sust ai ned-rjel ease preparatdgyf, ~¥ndenol ol hydrqchl ori Je, carteol o

hydrochl orijde, a carteol ol hydrochl ori de sust gi7id@dmsiel).é28empHERp88EIZHN, |0

buni trol ol fhydrochljoride, a bunitrolol hydrochloride sustained-rel ease

preparation, atenoljol, acebutol ol hydrochloridé; rolol tartrate, a

nmetoprol ol Jtartrateg sustained-rel ease preparat|i Rpradil ol , penbutol ol

sul fate, til]lisolol |hydrochloride, carvedilol; |bisoprolol fumarate, 15

bet axol ol hydrochl dri de, cEel Np{ol ol hydr ochl oriods-2.08(m, 17/ 1014(m@BHpnat e,

bevant ol ol |hydrochljori de~d al ol hydroghl offi de, arotinol ol

hydr ochl orifde, amosul al bl _hyd} ochl F%i de, pir azq249-HYRAMKNIBI6He8(Meazosi n

hydr ochl oril|de, ogloxazmsi "~re te, u“sNDHr i osin

hydr ochl orilde g%st ai ned 20 rel gas4 at |orxq%?(§%7gfwij§*r?d4afo %gﬁgl am ne

nmesyl ate. 44. The net hod"df ¢ 17, whi ch ailgm31.95(§12H),r eat nent or

prophyl axi § of hypegrlipi dem@ &nid which is usged in conbination with a

di fferent tlherapeut|i c agent hyper | i pi dem 46.74%5.8656.90 K 85(dtod of claim

44, wherein the dif[ferent therapeutic agent fg lgpidema is a statin

phar maceut ijcal agent. L’-m&%j-&(&ﬁm

DMSO0-d6:
OH
Fy ),‘—N\/\/ 0.55-2.15(m,17H),2.40-2.90(m,6H),
NN
) T |334357(m2H)3.83(m.2H),
100 | FeC (/O OH | 4.49(m,2H),4.72,4.73(s.2H),

HCl 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 (6 value, 300MHz)
cbeia: |
£ - 0.90-1.65(m, 14H),1.70-2.00(m,3H),
HCl
. Jf)\Nj/N 2.10(m,2H),2.81(t,J=7.3Hz,2H),
101 | Fe N (\/@( 2.93(t,J=7.4H,2H),3.00-4.00(m,4H),
: N OH
4.18(s,3H),4.98(brs,2H),5.37 (brs,
(o)
2H),7.09(brs,1H),7.18(s,1H),
7.68(s,1H),7.70(s,2H)
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- 46. The nethod of claim45, wherein the statin pharnaceutical

at
| ovastatin,

| east one pharnmaceuti cal
sinvastatin,

pravastatin,

fl uvastati n,

SO agent is

agent selected fromthe group consisting of
atorvastatin and

“cerivastati 2r0 747 The methodof Trarm I, _ Wil chh ai ms at the treatent
or prophyl akis of hyperlipidem a and which is 3in conbination with a
di fferent therapeutfic agept fow’obesity 48. T | 7,
wherei n the} di fferent th Eap utji c agent for Ot@%&%&%ﬁﬁﬂ(ﬂlﬂb The
met hod of cJ aim 17, at the treat mert mmmmnhmkrﬁz ?Zqﬁ(s,ZH)
hyper | i pi dgmi a and mhl ed inp.conbinatign'to with a difrerent
t herapeuticl a floF:Cdi abetes. 50 The net hod 20i3-&PUMSHIB.7AURSHEI n t he
di fferent tjherapeutfic agent fg t ca

agent sel ec

gl ucosi das¢g i nhi bit
50, wherein the dif

R ERRLEREHIS

phar maceut i

ted fromthe grouplicomsisti ar
sul fonylurefa, an insulin sec{etfagogue, a SU'fCﬂﬂﬂgﬁﬁH)ﬁoﬂkgHﬂﬂH¢s1bﬂn a
or and an sulin sensitizg he net hod o claim
ferent therapeutic 2 agent |ffToi(sidRbetes is at |east one
cal agent sefected fromtne group oqghé&lng of T nsurin,
de, tol Qutam de, gl ycl opyran de, ac am de, glinepiride,

gl i bencl am

tol azam de,| gl i cl azi de, t

!

ni de, gl ybuzol ¢

Q.98 619/ A ORI mAH). Ao

buf ormi n hyldr ochl orli de, \dg se, acarbose ar
hydr ochl orilde. 52 The drbf claim 17, whuqmaannm)anoumeH)zea@umnx or
prophyl axi g of perI| andw»hlch is usdgd ‘
di fferent tlhert®Feutlie®agent for h Noerten5| o 250(5 3H)282(m 2H)293(m 2H)
HCI 3.05-4.10(m,4H),4.94(s,2H),
5.30(s,2H),7.07(s,1H),7.18(brs, 1H),
7.66(s,3H)
DMSO-d6:
N
Gy ! Hel 0.88(s,6H),0.88(m,3H),1.32(m,2H),
N
/@VI 2.04(s,2H),2.60-3.70(m,4H),
104 FyC (
Nmm 4.16(s,3H),4.84(brs,2H),4.86(s,2H),
0 6.97(s,1H),7.07-7.60(m,2H),
F,CO
) 7.87(S,2H),7.97(s,1H)
. DMSO-d6: |
0N we 0.89(s,6H),0.89(m,3H),1.35(m, 1H),
N
@VI 2.05(s,2H),2.82-3.20(m,4H),
195 FiC -

4.17(s,3H),4.77(s,2H),4.82(s,2H),
7.28(s,1H),7.29(m,1H),7.50(d,
J=8.4Hz,1H),7.81(s,2H),7.94(s,1H)
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““inhibitor,

- 30 53. The nethod of claimb52, wherein the different therapeutic agent for
agent selected fromthe group
angi ot ensi n converting enzyne

hypertension is at

consisting of a loo
an angi o
" bl ocker,

| east one phar maceuti cal

p diuretic,
tensin |1

an

211

an a bl ocker and an a bl ockert?@

receptor antagoni st,

a Ca antagonist, a (3

ZLIzne rrethod of cIa|m53 wherein:

the different therafeutlc agent ftor hypertensron Is at | east one
phar maceut i EFa"4e€n sel%"é‘f‘é‘h"—‘%’?"’@m Ro@gdPoup donsi M%g(%ﬂaéu?urégéﬂﬁaé
sust ai nedr efease T qtopr | SuUStared=T et ease
preparationf enal apfil naleate, alaceprll, deléﬁs -1 0 hydrochl ori de,
cilazapril,|lisinopril, benazepril hydrochrorl % ride,
temocapri |l hydrochllori depF,qﬁ\pl pril hydrochl orfi"de, *@@h@?’a ﬁ])(gg@l'gb'ﬁdopri I
erbum ne, |psartan jpotass urN antl¥sart an Lil emegaioo(n-mqt)rqug(m)
hydrochl oride, a nijcard 1S hydrochlor de sust ai ned- r el ease
preparation niléadigerie 'él pi flé oudli | 21.8023.60(9, 41 ) :84(s,.8Hkas e
preparationl benidijpine hydroc- oINdes Itlaz ro or, ltiazem
hydr ochl oride sust all ned-r el ear epar ation, ni rgarz% ‘ﬁz'}( ﬁl"?géﬁéﬂ Ine _
mani di pi ne jhydrochlijori de, miefl pi ne 20 hydrcqrda;)fg 3O1HE DR Bz 1
hydrochl orijde, aml odi pi ne Besyl ate, fel odiping, cilni '?ne (aranl %pv%e
propranol ol | hydrochl oride, a propranol ol - hydrcMﬂ&&ZH&?EﬂsﬂH)ned rel ease
prepar at i on—pindotot,—a prndotofl—sustar med-T gt ease repar atTom, Tndenot ot
hydr ochl oriljde, cartjeol ol hydrochl oride, 2s a (&M hydrochloride
sust ai ned-rfel ease preparation, bunitrolol hydr Jggu | ol
hydrochl orijde sust ai ned- release preparatlon eten *H?gg utoich}-B
hydr ochl orilde, metdprol offFst aff a met opr ol ql33(mrzl-|)ato4(@|-2mon:eds | ease
preparation, nipradil ol g? sulfate, 3Jo tilisolol rochlor@ge
carvedil ol bils rdl ol axol ol hyd Hbﬁﬁl7d(3|3!'947(9é52|¢)r437ﬂ$.
hydr ochl oride,” dopi nt8l o S 2H),5.61(d,J=2.1Hz,1H),7.24(s,1H),
| o 7.39(d,J=8.1Hz,1H),7.53(d,J=2.4Hz,
F,CO
) 1H),7.72(m,1H),7.83(s,2H),
7.92(s,1H)
CDCIi3:
- Fy P‘\( 1.00(s,6H),1.15(m,3H),1.20-2.00(m,
Nﬁ/N Hel
2H),2.19(s,2H),2.48(s,3H),
108 | ro N, 2.19(s,2H),2.48(s,3H)
N \WOH 3.00-4.00(m,4H),4.94(s,2H),
o 5.32(s,2H),7.10(s,1H),7.20-7.60(m,
F,CO
' 2H),7.74(s,1H),7.77(s,2H)
DMSO-dé:
0.62-0.90(m,2H),0.84(t,J=6.9Hz,3H),
;oo _\( 1.00-1.25(m,2H),1.28(m, 1H),
“YN HCl ?L 1.60-1.83(m,4H),2.00(m,1H),
109 F,C N </O oH | 2.50(s,3H),2.67(d,J=6.6Hz,2H),
N 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,1H),7.29(d,J=8.7Hz,1H),
7.86(s,2H),7.97(s,1H)
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- mal onat e,

hydr ochl ori de,
terazosin hydrochlorlde

“ buhazosin h

bevant ol ol
anosul al ol

hydrochl ori de, | abetal ol
hydr ochl ori de,

doxazosi n nesylate

prazosin 212
bunazosi n hydrochloride

hydr ochl ori de, aroti nol ol
hydr ochl ori de,

a
and

de sustained Tet ease pre
te. s 55. The therapeutic §
ai B at the treatment or pr
iin co --nabion with a differ

apewdi c agent g

$f? therapeutlc ag

; e t her apeut

is wherein ' L
agent sel d fromthe grg
tatin, REOUVEStati n, atorvas
agent or a prophylactic ag

prophyIaX|s of arterioscl g

I a urapi di
33“ébéﬁ a prophyl actic agent
Qng ngh ﬁﬁﬂgoscler05|s

the

apeutl ht for

r1.40(1A[2B) R\00 @ I 2Ha 2Bt of
ent for hyperlipidema is a

i2:605360(m, )4a1§:6$ 8bhyl acti c

| east

AP R SRt 2T

t7808-7\4@(ﬁd2|-9¢ BrsE)atin. 20

ent of claim1l V\,hlch ai s
TR5(s1HNd which is used in

conbi nat i onwrtiTadrfferemnt

LHBdeEULIL aycritl

for—obesTty.—25 50, T1E

therapeutic agent or a prophylactic agent of claim58, wherein the

~different therapeutic agent for obesityy

agent or a

(;% Q%glndol

60. The therapeutic

P

prophyl actic agent of claim
Example Structural Formula NMR (8 value, 300MHz)
A, \ DMSO-d6:
éyﬁ/” 0.57-2.14(m,15H),1.97(d,J=6.6Hz,
N o OH
111 | Re C/O ™~ | 2H),2.40-3.80(m,8H),4.16(s,3H),
N (o]
4.60-5.20(m,4H),
6.91,7.07,7.60-8.10(m,5H)
\ .
FOeN DMSO-dé6:
"Y” HCI 0.60-1.65(m,13H),1.80-2.16(m,4H),
N
112 | FC d o | 2.604.30(m,8H),4.15(s,3H),
N
\/X\)\m' 4.60-5.10(m,4H),
6.86-7.10,7.64-8.10(m,5H)
DMSO-d6:
CFy N-— '
: N’Y\h - 0.79(s,6H),0.96(m,3H),0.83-1.74(m,
_ O 4H),1.82-2.16(m,4H),
113 F,C

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) |
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- 30 which ains at the treatnment or prophylaxis of arteriosclerosis and which

Is used in conbination with a different therapeutic agent for diabetes.

21

S 61. The therapeutlc agent or a prophyl actic agent of claim60, wherein

3

"the differeftr therapeutit agent for drabetes I _al —Teast one prar rraceuuc,ou
agent selecfed fromthe %Eou g,onmstl ng of a CREI3 i n preparation,
sul fonyl urep, an insuliniSecyfetagogue, a sulf
gl ucosi dase| i nhi bitpr ape ulin sensitizgr. g@e elfﬁg%ﬁﬂ?gkjgg? n?ﬂélgent
or a prophy| actic agent @ clgim6l, wherein tlrpeoxbs2en,ens(rh2AYapeutic
agent for d| abktées iE.Cat So ™ east Ffﬁ har macquti cal agent sel ected from
the group cpnsistin §B§ul P - il o, 2.3 Amadli ke 1 9(s,3H),
gl ycl opyranj de, ace ohex mdeirrepirid tdl L. de i G i
nat egl i ni de} gl ybuzple, metfg m n hydrochlorio fg@%ﬂ»ﬁﬂkﬁ%ﬁﬁcﬁ%ﬂﬂde
vogl i bose, pcarbose| and pi ogltazone 15 hydrocrylm(é_ qjm-,ﬁﬁs 1ﬁ§1¢7g(§ez|.5peut|c
agent or a. t | e—agent n'F r\| ﬁ|4m 10, \Ah U11 aHhEs—at
prophyl axi s| of artefriosclerosis and which is LEQMSG)ﬂ!Sc:onbl nat | on WI t h a
di fferent therapeutjc Zo agent for hypertensidn. 64. The thera eutlc agent
or a prophy] actic agent of claim63, wherein tf?e@ﬁﬁ(&"’é'ﬁtoqc’r( '
agent for hypertensfion is at | east one phar macquézﬁ:‘ by 399 Iect ed from
the group 2k consisting of, a-Noop diuretic, arn é %’n'si . 'co verting
enzyne inhipitor, gn angiQt 8gsi n Hé recept or aﬁt@gnm(&tAH)aa_gad,aﬂs,alggni st, a
~ bl ocker, fan a,~ bl ock ang an a bl ocker . The therapeutic agent or a
prophyl actif t |of,c€ Wn’?he 240 26&(daimB SHzHPAR@.c agent
for hypertension is|l at |east gecedt i cql ekt he
o . J-BORD M7 S 18RRI
‘ FyCO 4.81(s,2H),6.87(s,1H),7.15(d,
J=8.7Hz,1H),7.26(d,J=8.7Hz,1H),
7.84(s,2H),7.95(s,1H)
Table 24
Example Structural Formula NMR (8 value, 300MHz)
CDCI3:
o AV 0.85(s,6H),1.11(m,3H),1.27(m,2H),
3
t N’Y‘N Hel 1.55(m,2H),2.27(m,2H),
116 F,C N ¢ 3.10-3.90(m,4H),4.18(s,3H),
ﬁ)/" oH | 4.97(s,2H),5.33(s,2H),7.12(s,1H),
FyCO ' 7.10-7.40(m,2H),7.74(s,1H),
7.78(s,2H)
CDCI3: _
\ 0.88(s,6H),1.12(m,3H),1.27(m,2H),
Fo N o
/@\N/YN 1.57(m,2H),2.29(m,2H),
117 F,C N ( 0 3.00-4.00(m,4H),4.19(s,3H),
b/N\/X\)LOH 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)
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prepar ati on

aprit—hydrochtoride, Tenocy
drapril, perindopril erbum
il, nicardipine hydr ochl ori

di
d-rel easg¢ preparation, beni
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pffie, “ar n| i p ne“o ang

Iorlde su et’'ea pr
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ol ol hydrochl oride, a bunit
reparation, atenolol, aceby
a netoprolol 20 tartrate

ilol - penbutolol sul-fate.

~
.\

t

r i __nhydrochtoride, qui naprit
ﬁ@“épﬁéartan pot assi um
3£f|8 n| fédl6 Sz 3H)a

cli. 22t H)MdW(m,h Hyr i de
ri de sustai ned-rel ease

|1d40p1 AR 3 Jré.8kz,

e e

QIRB.BALI2PN4. 18{sTEH) |40ﬁ7(s 2t),
enol ol hydroc lorid
. 78¢s, 2. 18 (a4 ), 739(@5\3 e

b= 450 B E .
m%?'gfﬂ JEhApse

carvedil ol ,
hydrochlorl
hydrochl ori
prazosi n hy
bunazosin h

bi soprd
de, bopi
de, arot
dr ochl or

ydriaghl g

| ol funarate bet axol ol hyc
ndol o ate,

C bevant ol ol
inolokﬂﬂibﬂgchldﬁlde, anost
i de,

2Y$si n hydrochloric
r#gv «.zos

} rl'r ochl ori rln
Knnnsoride celiprolo
1002

hydr ochl ori de, | abet al ol

Oc?-00(8n, 13)3-80-31856m 4H).

gg@susﬂﬂlérwd r % age

preparation, urapidil* and phentol #sy af] @93@4}2}@65,37(&@,%1 hod of claim
20, which gins at tlhe treatne of ophyl axi § of arteriosclerosis and
whi ch is used in cqnbination a di fferent |THSr I, 7alféhiHY or
Y . o
hyperlipidem a. 213 ’ 7.74(s,1H),7.76(s,2H)
N CDCI3:
F, N—N '
) ﬁﬁ/\\N ” 0.82(brs,6H),0.94(m,3H),0.89-1 75
N ' (m,4H),2.09(m,2H),2.21(m,2H),
120 | R d o
N\></\/U\OH 2.81(m,2H),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 (6 value, 300MHz)
DMSO-dé:
\ 0.65-0.85(m,2H),0.71(t,J=7.2Hz,3H),
s N,“"?h HC! 1.04-1.18(m,2H),1.18-1.37(m,3H),
N : ’
/@\/Y R |1.60-1.78(m.aH),1.99(m,1H)
121 - N “oH

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,1H),7.29(d,J=8.9Hz,
1H),7.86(s,2H),7.96(s,1H)




67. The nethod of claim66, wherein the different therapeutic agent for

‘hyperlipidema is a statin pharmaceuti cal
67, wherein the statin pharnmaceuti cal

agent
agent is

. 68. The nmethod of claim
at | east one pharmaceuti cal

agent sel ect
‘pravastatin,
of -cl ai m 20,
and which ig
obesity. 70.
agent for ol
t he treat nmen
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insulin preq
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sensitizer.
agent for di

€a from
fl uvast

used in
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W a d
aim71,
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aration,
a 25 bi
73. The
abetes i

The group consisting of 1oy
atin, atorvastatin and ceri
conbination with a.differe
hod of chNaim 69, wherein tf
i N1 H§he met hod «

mazi ffdol N~
phylx"sN Narte i oscl @r osi
iff:ﬂgm ﬁtéraﬁ?Lpi aglent
Wihe@r ef'n tThe)di f erﬂﬂ'%fﬁﬂe

agetn
a sul f onyJ Pa, an insul
guani d&€%an™~a gl ucosi dase
met hod of claim 72, whereif
s at | east one pharmaceuti

L

-
2t o Ao e

aSIatin: STTvastat i,
Pn. 10 6g. The net hod
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nt

9.08-1.26tFrcaM), 1188 APS,1{60m, 15
f claim 20, which ains at
dH1 G2~ A:B0¢m, 419, 1.986ra, 1H)

Y CREA L C R A

HIEA1BEBH) 4T (521914.85s,0f  an

secret agogue, a
aH),6.86(sr1H) 7 d 6{chJ8:8HE, 1H),
eutic
from

the group cgnsisting of insulin, glibenclam de 75@F9Hhanidez .

gl ycl opyr amjde—acetiohexam-de,—gl-inepiride —tolazalnide —gliclazide,

nat egl i ni de,| gl ybuzgle, netform n hydrochl ori d¢cpmg:or mi n hydrochl ori de,
vogl i bose, 4gcarboseland 216

0.70-0.90(m,2H),0.89(t,J=7.0Hz,3H),

=

(oY

‘) \!“‘N\ 1.27-1.52(m,3H),1.71-1.86(m,4H),
- 'NYN | ° 2.02(m,1H),2.69(d,J=7.0Hz,2H),
123 F.C N C/O«*‘U\NHZ 2.84(q,J=7.0Hz,2H),4.20(s,3H),
N 4.69(s,2H),4.83(s,2H),5.19(s, 1H),
F,CO 5.33(s,1H),6.96(s,1H),7.06(d,
J=8.8Hz,1H),7.13(d,J=8.8Hz,1H),
7.66(s,2H),7.76(s, 1H)
CDCI3:
0.67-0.90(m,2H),0.89(t,J=7.0Hz,3H),
o, \!"‘N\ 1.22-1.50(m,3H),1.72-1.82(m,4H),
/@\N/YN o 1.92(m,1H),2.68(d,J=7.0Hz,2H),
124 N 2.79(d,J=4.7Hz,3H),2.83(q,J=7.0Hz,

2H),4.20(s,3H),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,
1H),7.65(s,2H),7.75(s, 1H)
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3 3@(10%)" & ()-3 3f&I10%)" & ()- 3LSML0% )’ & ()- 3110%)' & ()-
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s#10%-& () - 4qpppj gmgngogpq| [ NA41010#10#10# 3<10Yaher.8hiz,1KI7.28(3 284, 2.40(d;
9. S#10%\#&' () - 9. SH109&' ()- 3LYy&H#10% & ()-pg.rlirr5s~ss| ;: NA41010 '
L@109%& () 3LY #10% $ & ()- LY #10%" & ()- LY 5780 2H)9-85(8.2HH¢R¢(sdH)) -
'10%%a& ()A4stiuuyvyw [: NA41010 & "10%& ()- 3 W'd/ | # & () -

&y &"109%86& ()- 39S#10% 1! & ()- 9SHI0W & ()- 3L £ %f & () -wxxxxxyyj zvU410
3@ !'10%#t& () - 3y 10%t& () - 3 110%#& ()-10 $ 1)0%1:0(5%431%@%’1@-6%2%)

' N—N
b Hel 1.09(t,J=7.4Hz,3H),1.22(m, 1H),

153 F.C Y (/O‘.\«WOH 1.45(m,1H),1.45-1.67(m,4H),
3 .

O [1.96(d,J=6.7Hz,2H),2.52-2.67(m,4H),
o 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),
Fr NN we 1.20-1.38(m,3H),1.47(m, 1H),

' 1.45-1.70(m,4H),1.97(d,J=6.7Hz,2H),

154 F.C N 2 = H
: l N\/O 3 2.70-2.83(m,4H),4.14(s,3H),

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)

cbCl3:
F }‘I—-N/
| 3 N'YN 0.66-1.87(m,10H),1.04(m,3H),

o~_OH | 2.11(s,3H),2.15(m,2H),3.00-3.80(m,

155 | F,C N C/O,‘ '\n/ ( ) ( ) (

N 0 4H),3.85(s,3H),4.16(s,3H),
HOl 4.93(s,2H),5.30(s,2H),6.55(s, 1H),
OMe 7.11(s,1H),7.66(s.3H)
Table 32
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. N ) .
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7.75(s,2H),7.91(s,1H)
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0.60-0.85(m,4H),0.73(t,J=7.1Hz,3H),
N\
G NN ha 1.15-1.38(m,3H),1.40-1.73(m,5H),
NN
- /@\I H o | 199(dI=6.7HZ,2H),
FiC N\/O \cf,r 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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HCI
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A ARSI
DO UR' () -
6%%@?‘)-‘3#@11%6&3%3@( )-
1.09(t,J=7 5Hz,3H),1.00-1.25(m,2H),
1.34(m,1H),1.66-1.88(m,4H),

2,04(m, 1H),2.44(q,J=7 5Hz,2H),

2.76(d,J=6.1Hz,2H),2.88(q,J=6.9Hz,
2H),4.67(s,2H),4.86(s,2H),
6.56(d,J=8.7Hz,2H),6.95(d,J=8.7Hz,
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)
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/
F—N
HCl o

F,C

F,CO

DMSO-dé6:
0.67-0.90(m,2H),0.86(t,J=6.9Hz,3H),
1.05-1.30(m,2H),1.30(m, 1H),
1.64-1.85(m,4H),2.03(m, 1H),
2.70(d,J=6.6Hz,2H),2.83(q,J=6.9Hz,
2H),4.15(s,3H),4.77(s,4H),
6.92(s,1H),7.18(d,J=8.4Hz,1H),
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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"10% & ()- § "10%R&|()- 3 @} - 3L10% & ()- 3110% & ()- 37
. s 7.06(s.1H).7.08(d,J-8.7Hz,1H),
7.18(d,J=8.7Hz,1H),7.34(d,J=8.7Hz,
2H),7.70(s,2H),7.79(s, 1H)
DMSO-d6:
1 0.70-0.95(m,4H),0.91(t,J~6.9Hz,3H),
1.27(m,1H),1.42-1.80(m,5H),
F, - 2.02(d,J=6.9Hz,2H),2.14(s,3H),
/é\/ 2.76(d,J=6.1Hz,2H),2.87(q,J=6.9Hz,
162 N WO
FiC (/O \fH 2H),4.66(s,2H),4.86(s,2H).6.54(d,
J=8.7Hz,2H),6.92(d,J=8.7Hz,2H),
FiC0 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),
Fy NP—\( 1.22(m,1H),1.39-1.73(m,5H),
[j\ 99(d,J=6.7Hz,2H),2.47(s,3H),
163 | e \N( PPN 1.99(d,J=6.7Hz,2H),2.47(s,3H)
L]l 2.67(d.J=6.1Hz,2H),2.79(q,J=6.9Hz,
- cob o 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) '
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Table 34

Example

" Structural Formula .

NMR (8 value, 300MHz)

166

Fa N

CDCI3:
0.76(t,J=7.4Hz,3H),0.77-0.90(m,4H),
1.30-1.42(m,4H),1.42-1.75(m,5H),
2.17(d,J=6.4Hz,2H),2.38(s,3H),
2.74(d,J=7.0Hz,2H),2.77(m,2H),
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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7.38(s,1H),7.77(s,3H)
CDCI3:
0.70-1.00(m,4H),0.92(t,J=7.0Hz,3H),
e 1.24(t,J=7.1Hz,3H),1.36(m, 1H),
é N'YN 1.45-1.85(m,5H),2.12(d,J=6.6Hz,2H),
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N 0 ] .
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e - 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:
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N\/O 6 |2.76(dJ=7.0Hz,2H),2.88(q.J=7.0Hz,
FC 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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Example No. ICso (uM) Example No. ICso (pM)
1 0.23 2 0.08
3 0.24 4 0.18
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12 0.25 13 | 0.58
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60 0.78 63 0.64
64 0.75 65 0.29
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 ICsp values in Table show average values.
Table 37
Example No. ICso (uM) Example No. ICso (M) .
76 0.29 77 0.54
78 0.32 79 0.89
80 0.43 81 0.33
82 0.59 86 0.941
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The ICsy values in Table show average values.

)

Experimental Example 2:

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 solution 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.

The donor lipoprotein obtained above was added to

hamster plasma (100 pyL) to prepare [3H] CE-HDLs~containing

plasma (ca. 1,00

0 dpm/p,L) .

The [3H]CE-HDLs;-containing plasma

was dispensed to two microtubes by 25 pL each, and one was

incubated at 37°C and the other was incubated at 4°C for 4 hr
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20 formula and expressed in %.
CETP activity inhibitory ratio (%) = 100-[(CETP activity of
.each compound administration group)/(CETP activity of solvent
administration group) x100]
The results are shown in the following.

25 Table 38

CETP activity (%)
compound Dose (mg/kg) -
: 2 (hr later) 4 (hr later)
35 30 37.8 -
36 30 33.3 -
37 30 45.4 -
38 30 79.4 -
39 30 49.6 -
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To the plasma (40 pl) obtained from the above-mentioned

animal at 4 or 8 hr after the administration was added 15%

polyethylene glycol solution (40 pL) and the mixture was

thoroughly stirred. After keeping at room temperature for 10

16

the cholesterol content

obtained supernatant (HDL fraction) was measured.

min, the mixture was centrifuged (10,000xg, 4°C, 20 min) and

(HDL cholesterol content) of the

ratio of the HDL cholesterol content of each compound

administration group when the HDL cholesterol content of the
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The animal was acclimated on normal food (RC—4, manufactured

\

15 by Oriental Bio-Service Co.) and fasted for 24 hr and a high
cholesterol food (0.25% cholesterol-added RC-4, manufactured
by Oriehtal Bio—-Service Co.) was giyeh by 100 g/day per rabbit
(preliminary feeding) for 3 days. On the next day of day 3 of
preliminary feeding, blood was taken from the auricular artery

20 pefore feeding, and the animals were grouped by 6 rabbits per
group based on the parameters (HDL cholesterol content, total.
cholesterol content, triglyceride content) of plasma and body
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group ' cholesterol
index (%) content (%)
content (%)
control 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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UAE$1OW&:()-J%§££%OE CETP activity inhibitory effect. Therefore, they can
decrease IDL, VLDL and LDL that promote arteriosclerosis and
increase HDL that acts suppressively. As a result, they are
5 useful as prophylactic or therapeutic agents for
hyperlipidemia. In addition, they are useful as prophylactic
or therapeutic agents for arteriosclerotic disease and-the
like.
Moreover, concurrent use of the compound of the present
10 jinvention with a different therapeutic agent for
hyperlipidemia (statin pharmaceutical agent) is expected to
- promote increase in HDL cholesterol, decrease arteriosclerotic
index particularly remarkably, and show extremely superior
synergistic effect. Therefore, it is clear that the compound
15 of the present invention.can be used concurrently with a
different pharmaceutical agent, particularly other therapeutic

agents for hyperlipidemia, arteriosclerosis, coronary artery

disease, obesity, diabetes or hypertension.
20 This application is based on patent application Nos.

255604/2002 and 1071610/2003 filed in Japan, the contents of

which are hereby incorporated by reference.
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1 ° (R)n

e N (1)

R4
wherein
5 R' and R?
are the same or different and each is a halogen atom,
a nitro group, a cyano group or a Ci- alkyl group
optionally substituted by halogen atoms;
R’, R! and R®
10 are the same or different and each is a hydrogen atom,
a halogen atom, a Cig alkyl group optionally
substituted by halogen atoms, a C;-¢ alkylthio group
optionally substituted by halogen atoms or a Ci
alkoxy group optionally substituted by halogen atoms,
15 or R® and R! or R* and R® may form, togéther with a
carbon atom bonded thereto, a homocyclic ring
optionally having substituent(s) or a heterocyclic
ring optionally having substituent(s);
A is -N(R") (R®) (wherein R’ and R® are the same or
20 different- and each is a hydrogen atom, a Ci;-s alkyl
group (wherein C;_¢ alkyl group is optionaily
subs;ituted by phenyl group or
- (CH;) n~COOR? (wherein R’ is a hydrogen atom or a Ci-g
alkyl group and m is 0 or an integer of 1 to 5)) or a
25 | Cs-10 cycloalkylalkyl group (wherein Ci-1o
| cycloalkylalkyl group is optionally substituted by 1
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-[$1090%% (pu' Zé[ﬁ & () - [$10°/<9$& ()-6.V.WZ. f.... eGH$10%$& ()-)' Z$[$1
090$& ()- [ $1098 1090$&' ()-' Z$[ $1090$& () -........ el -[ $1090$& ()-[ $10
903& ()-' Z3[ $1090%8& (aré RO G Jor [HEFEREHEL( hnpSeAMASES (2 - hydrogéni K/ [$10
00$& () -' Z$[ $1090$&’ () -[ $1090$&' () -[ $1090$& () -' Z$[ $1090$&' () -//
[111111]]PC$1099$&1 083913 C1-s 2alkyl group (wherein C;.¢ alkyl group is

&s<mlO%B& () - [$10%03 [$10 [ V00 1 0h$10%

(& ()-1{( h$10%5%‘§§1?‘{%%$f£9%§ C%“{*’%asg Bebyl ?}m%/? T A i

& ()- {('0h$10%0<& () (Y ihl 2728224 Y8i&¥Ined above) or a C4

/31096 "1 "& ()-!1/$10%x& ()-!h$109%& ()-{( Oh$10% & ()-{( h$10°/<8'3& O)-{(

dh$109%&: %) - { ( 2222222kaBuiRE HrylE0%yd- 480ap- (whesedo €i4g -cyclaxidgplalkyl

fa/\é)lO(%'P$g&$g.;)%Slr f’ﬁ‘og r%llp(())155$ 10".5%" éq_y sub%%gntg%)eg$b§‘ £)£§4§N444QS{ Y8uT2!
substituents from halogen atom, nitro group, amino

group, hydroxyl group, cyano group, acyl group, Ci-s
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-626@A6B66{ naT2! 0°d$10% ! & ()-j10 $ 10 $ 10 $ &<MO0% $ & ()-$! X $10% u
& ()-- \B $10%& ()-- ~$10% & ()--667_777,8{Z9aT2! G ~d$10% c & ()-j

fAd$10% & ()-j 57d$10% & ()-j $! ~d$10% 8%& -] whd$10% & (el .
“AASL10% & () - ,88888881’5/(31§3%!5r@$¥(’&t®r9% J()%P(“MR%@Q&%) - GhessicR”
$& ()-d $Y10% $& ()--+Ad Og(%fé‘l%%-%ﬁ 88nN. 2( &D$10% $&' () - d( &D$10%
$& ()-d(&D$10% $& ()-d1' B& % $& () - d( &D$10% $& () - d( &DS10%
$&'()-d8888&896E.2(&D$§0&6$§&£$§éﬁﬁéﬁbm)-éKHHIE@Eh atom, a nitro group,
an amino_gréup, a hydroxyl group, a cyano group, an
5 acyl group, a C;.¢ alkoxy group or a C;-¢ alkyl group
(wherein C;¢ alkyl group is optionally substituted by
hydroxyl grodp or -COOR' (wherein R is a hydrogen
atom or a Ci-g alkyl_group)),
or a prodrug thereof or a pharmaceﬁtically acceptable salt

10 thereof.

3. The dibenzylamine compound of claim 1 or 2, wherein R! is a
Ci-6 alkyl group substituted by a halogen atom, or a prodrug

thereof or a pharmaceutically acceptable 'salt thereof.
15

4. The dibenzylamine compound of claim 3, wherein R! is a
trifluoromethyl 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 (Rs)n are each
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109& ()-5 3 0c$10%

1 c$10%4# 1# & (-5 2c$10%\ & () - r‘c 1098 ()-5 4
& ()-510>$10>% EE( 10>$ 0% \%-5@ % | & ()=SMc$10% "
9<ML0%$&’ ( 2

& ()-5 <c$10R/§ " & $1 +c$1% - 5(FTFEGL Z9..210>%
| OR & 5c§ & () - 5N c3iB 58! eI 5
2c$10% \ & ()- 500999 HHI 10>$ * [x$10% & (- (! x$10%

Re R°° Ret Rso Ré1 R0

V\Reo s.
Reo R8! Reo RE! per | RS

= 5
"\("\R”"\R\ bt)\mz N N\R /N R°° R

RO2 Re1  R62 Rai

Re0 Re! Reo R‘” Re0 RS
I{Reo/g—/(swp\ @* Re2 || g—

R8O  Rei R8O Re1 Re0 Re1 R60 RS

wherein R*®, R®® and R®2 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 Ci-s alkoxy

5 group, a Cz.s alkenyl group or a Ci-¢ alkyl group (wherein Ci-¢
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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& ()-a\\\\\\ \Qed SREO 90TX$100&Z& () - </ & Tx$10% . & () - </ & 0Tx$10%
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Re2

-

5 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

(Rs)n are each .

Reo Reo Re1 Reo Ré1 Reéo. Reéo
N——N/ jr——N/ N/ —N jf__o
10/ \ 7\ /B \ /
NN N N N A NN
Y Y | or T
wherein R®® and R® are as defined above or a prodrug thereof or

a pharmaceutically acceptable salt thereof.

8. The dibenzylamine compound of any of claim 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 pharmaceutically

acceptéble salt thereof.

9. The dibenzylamine compound of claim 8, wherein R’ is a Ci
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(2H -tetrazol-5-yl)—-[3,5~-bis(trifluoromethyl)benzyl]amine,

N-[6-(N’'-cyclopentylmethyl-N’—-ethylamino) indan—-5-ylmethyl]-N-
25 [3,5-bis(trifluoromethyl)benzyl]- (pyrimidin-2-yl)amine
hydrochloride,
N-[6-(N’'-cyclopentylmethyl-N’-ethylamino) indan-5-ylmethyl]-N-
[3,5-bis(trifluoromethyl)benzyl]- (5-methyl-1H-pyrazol-3-
yl) amine,
30 5-{N-(6-{[N’-[3,5-bis (trifluoromethyl)benzyl]-N’~-(5-methyl-
[1,2,4]oxadiazol—3—yl)amino]methyl}indan—S—yl)-N—
ethylamino}pentanocic acid hydrochloride,

methyl trans-4-{[N-(2-{[N'-[3,5-bis(trifluoromethyl)benzyl]-
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ylmethyl]-N- (4, 5-dimethyl-thiazol-2-yl) amino]methyl}-5-
trifluoromethylbenzonitrile,
N-[3,5-bis(trifluoromethyl)benzyl]-N-[6-(N’'~-cyclopentylmethyl—-
N’-ethylamino) indan-5-ylmethyl]- (thiazol-2-yl)amine ’

20 hydrochloride,
3-({N-[6~ (N’'~cyclopentylmethyl-N’'—-ethylamino) indan-5-
ylmethyl] -N-(thiazol-2-yl) amino}methyl) -5-
trifluoromethylbenzonitrilé hydrochloride,

N-[3,5-bis (triflucromethyl)benzyl]~N-[6-(N’—-cyclopentylmethyl-

25 N’-ethylamino) indan-5-ylmethyl] - (oxazol-2-yl)amine
hydrochloride,
N—[3,5—bis(trifluoromethyl)benzyl]—N—[6—(N’Fcyclopentylmethyl—
N'—ethylamino)indan—S-ylméthyl]—(5—methylthiazol—2-yl)amine
hydrochloride,

30 N—[3,5¥bis(trifluoromethyl)benzyl]—N—[6—(N'—cyclopenfylmethyl—
N’-ethylamino) indan-5-ylmethyl] - (4-methylthiazol-2-yl) amine
hydrochloride, '
N-[3,5-bis(trifluoromethyl)benzyl]-N-[6-(N’-cyclopentylmethyl-
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ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
trans—-4—{ [N- (2-{[N’'-[3,5-bis (trifluoromethyl)benzyl]-N’- (m—
tolyl)amino]methyl}—4—trifluoromethoxjphenyl)—N—
ethylaminolmethyl}cyclohexanecarboxylic acid hydrochloride,
30 trans-4-{[N-(2-{[N’-(3,5-dichlorobenzyl) -N'- (2-methyl-2H-
tetrazol-5-yl)amino]lmethyl}-4~trifluoromethoxyphenyl)-N-
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,

trans—-4-{ [N-ethyl-N- (2—{ [N’-(2-methyl-2H-tetrazol-5-yl) -N'- (3~
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nitro—5—trifluoromethylbenzyl)amino]methyl}-4-

10 trifluoromethoxyphenyl)amino]methyl}cyclohexanecarboxylic acid
hydrochloride,
trans- (4—{ [N—(6-{ [N'-[3,5~-bis (trifluoromethyl)benzyl]-N'- (2~
methyl-2H-tetrazol—-5-yl)amino]methyl}-2,2-
difluorobenzo[l,3]dioxol-5-yl)~-N-

15 ethylamino]methyl}cyclohexyl)methanol hydrochloride;
trans—(4-{ [N-(6-{[N'~[3,5-bis (trifluoromethyl)benzyl]-N'—(2-
methyl-2H-tetrazol-5-yl)amino]methyl}-2,2-
difluorobenzo[l,3]dioxol~-5~-yl)-N-
ethylamino]methyl}cyclohexyl)acetic acid hydrochloride,

20 trans-3-(4-{[N-(2-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N'—-(2-
methyl-2H-tetrazol-5-yl) amino]methyl}-4- |
trifluoromethoxyphenyl) -N- |
ethylamino]methyl}cyclohexyl)propionic acid hydrochloride,
trans— (4—{ [N~ (7-{[N’-[3,5-bis(trifluoromethyl)benzyl]-N'- (2~

'25 methyl-2H—tetrazol—5—yl)amino]methyl}—2,2,3,3—tetrafluoro—2,3—
dihydrobenzo[l,4]dioxin-6-yl) -N-
ethylamino]methyl}cyclohexyl)methanoi hydrochloride,
trans- (4-{ [N-(7-{[N’'-{3,5-bis(trifluoromethyl)benzyl]-N'—-(2-
methyl-2H-tetrazol-5-yl)amino]methyl}-2,2,3,3-tetrafluoro-2,3-

30 dihydrobenzo[l,4]dioxin-6-yl)-N-
ethylamino]methyl}cyclohexyl) acetic acid hydrochloride,
trans-2—(4—{[N—(7-{[N'—[3,5—bis(trifluoromethyl)benzyl]-N'—(24
methyl-2H-tetrazol-5-yl) amino]methyl}-2,2,3,3-tetrafluoro-2, 3~
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dihydrobenzo[l,4]dioxin-6-yl)-N-
ethylamino]lmethyl}cyclohexyl) acetamide hydrochloride,
trans—N—[B,S—bis(trifluoromethyl)benzyl]—N—{2—[N'—e£hyl—N’—(4-
(methoxymethyl) cyclohexylmethyl) amino]-5-
trifluoromethoxybenzyl}- (2-methyl-2H-tetrazol-5-yl)amine
hydrochloride, .
trans—2—(4—{[N—(Z—{[N'—[3,5—bis(trifluoromethyl)benzyl]—N'—(2—
methyl-2H-tetrazol-5-yl) amino]methyl}-4-
trifluoromethoxyphenyl) -N-ethylamino]lmethyl}cyclohexyl) ethanol
hydrochloride,

trans- (4-{ [N-(2-{[N’'-[3,5-bis (trifluoromethyl)benzyl]-N'-(2-
methyl-2H-tetrazol-5~yl) amino]methyl}-4-methyl-5-
trifluoromethylphenyl) -N-ethylaminolmethyl}cyclohexyl)methanol
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-ethylamino]methyl}cyclohexyl)acetic
acid hydrochloride, '
trans—(4—([N—(Z—{[N'—[3,5—bis(trifluoromethyl)benzyl]—N’—(2f
methyl-2H-tetrazol-5-yl) amino]methyl}-4-methyl-5-
trifluoromethylphenyl) -N-ethylamino]lmethyl}cyclohexyl)acetic
acid hydrochloride, .
trans- (4—-{ [N-(2-{[N'-[3,5-bis (trifluoromethyl)benzyl]-N'-(2-
methyl-2H-tetrazol-5-yl) amino]methyl}-4-
triflucromethbxyphenyl)—N—
ethylamino]methyl}cyclohexylmethyl)phosphonic acid,

trans—4-{ [N- (2-{ [N’'~- (3-bromo-5-trifluoromethylbenzyl)-N'—- (2~
methyl-2H-tetrazol-5-yl)amino]methyl}-4-
trifluoromethoxyphenyl) -N-
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
trans-(4-{ [N—-(2-{[N’~[3,5-bis (trifluoromethyl)benzyl]-N’'- (2~
methyl-2H-tetrazol-5-yl) amino]methyl}-4-bromophenyl) -N-
ethylaminolmethyl}cyclohexyl)methanol hydrochloride,
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trans—- (4-{ [N- (2-{[N'-[3,5-bis (trifluoromethyl)benzyl]-N'-(2-
methYl—ZH—tetrazol—S—yl)amino]methyl}—4—bromophenyl)—N—
ethylamino]methyl}cyclohexyl)acetic agid hydrochloride,
trans—(4—([N—(2—{[N'—[3;5—bis(trifluoromethyl)benzyl]-N'—(2—

5 methyl—ZH—tetfazol—S—yl)amino]methyl}—4—chloro—5—ethylphenyl)—
N—ethylaminq]methyl}cyclohexyl)methanol hydrochloride,
trans—4-{ [N-(2-{[N’'-[3,5-bis (trifluoromethyl)benzyl] -N’- (4~
methoxyphenyl) amino]lmethyl}-4-trifluoromethoxyphenyl)-N-
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,

10 trans-(4-{[N-(2-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N’'— (2~
methyl-2H-tetrazol-5-yl) aminolmethyl}-5-methoxy-4-
methylphenyl)—N—ethylamino]methyl}cyclohéxyl)methanol
hydrochloride, _

_ trans- (4-{ [N-(2-{ [N’-[3,5-bis(trifluoromethyl)benzyl]-N'—-(2-

15 methyl-2H~tetrazol-5-yl)amino]methyl}-4,5-dimethylphenyl) -N-

‘ ethylaminq]methyl}cyclohexyl)acetic acid hydrochloride,
trans- (4-{ [N-(2-{[N’-[3,5-bis (trifluoromethyl)benzyl]-N’'- (2~
methyl-2H-tetrazol-5-yl)amino]lmethyl}-4-
trifluoromethylthiophenyl) -N-

20 ethylamino]methyl}cyclohexyl)acetic acid hydrochloride,
trans— (4-{ [N-(2-{[N’'~[3,5-bis (trifluoromethyl)benzyl]-N'—-(2-
methyl-2H-tetrazol-5-yl) amino]methyl}-4-chloro-5-ethylphenyl) -
N-ethylamino]lmethyl}cyclohexyl)acetic acid hydrochloride, |
trans- (4-{ [N-(2—-{ [N’'-[3,5-bis (trifluoromethyl)benzyl]-N'—(2~-

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

30 methylphenyl)-N-ethylamino]methyl}cyclohexyl)acetic acid
hydrochloride,
trans—4—({N—[2—{[N'—[3,5fbis(trifluoromethyl)benzyl]—N’—(2—
methyl-2H-tetrazol-5-yl)aminolmethyl}-4-(2,2,2-
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trifluorocethyl) phenyl]-N-
ethylamino}methyl) cyclohexanecarboxylic acid hydrochloride,
trans— (4—-{ [N-(2-{[N’'-[3,5-bis (trifluoromethyl)benzyl]-N’'-(2-
methyl-2H-tetrazol-5-yl) amino]lmethyl}-5-methyl-4-

5 trifluoromethylphenyl)-N-propylamino]lmethyl}cyclohexyl)acetic
acid hydrochloride,
trans- (4-{ [N-(2-{[N’-[3,5-bis (trifluoromethyl)benzyl]-N'-(2-
methyl-2H-tetrazol-5-yl)aminolmethyl}-4-
trifluoromethoxyphenyl) -N-propylamino]lmethyl}cyclohexyl)acetic

10 acid hydrochloride, |
trans-4-{ [N~ (2-{[N’-[3,5-bis (trifluoromethyl)benzyl]-N’~ (4~
:ethylphenyl)amino]methyl}—4ftrifluoromethoxyphenyl)—N—
ethylamino]methyl}cyclohexanecarboxylic acid hydrochloride,
trans-4-{ [N- (2-{ [N'-(3-cyano-5-trifluoromethylbenzyl)-N’'- (2-

15 methyl-2H-tetrazol-5-yl)amino]lmethyl}-4-
trifluoromethoxyphenyl) -N-
ethylaminolmethyl}cyclohexanecarboxylic acid hydrochloride,
trans-4—{ [N-(2—-{ [N’'-[3,5-bis(trifluoromethyl)benzyl]-N’'-(4-
isopropenylphenyl) amino]methyl}-4-trifluoromethoxyphenyl)-N-

20 ethylaminolmethyl}cyclohexanecarboxylic acid, |
trans- (4-{ [N-(2-{[N’'-[3,5-bis (trifluoromethyl)benzyl]-N’-(p—
tolyl) amino]lmethyl}-4~trifluoromethoxyphenyl) -N-
ethylamino]methyl}cyclohexyl)acetic acid ?ihydrochloride,

_ trans—(44{[N—(Z-{[N'—[3,5—bis(trifluoromethyl)benzyl]—N’—(5—

25 methyl-[1,2,4]oxadiazol-3~yl)aminolmethyl}-4-
trifluoromethoxyphenyl)—N—ethylamino]methyl}cyclohexyl)acetic
acid hydrochloride,
trans—(4—{[N—(2—{[N'—[3,5—bis(trifluoromethyl)benzyi]—N’—(5—
methyl-[1,2,4]oxadiazol-3-yl)amino]lmethyl}-5-methyl-4-

30 trifluoromethylphenyl)-N-ethylamino]methyl}cyclohexyl)acetic
acid hydrochlofide,
trans- (4—-{ [N-(2-{[N'-[3,5-bis (trifluoromethyl)benzyl]-N'- (5~
methyl-[1,2,4]oxadiazol-3-yl)amino]lmethyl}-5-methyl-4-
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trifluoromethylphenyl)-N-propylamino]methyl}cyclohexyl)acetic
acid hydrochloride,
trans—(4—{[N—(2—{[N'—[3,5—bis(trifluo:omethyl)benzyl]—N’—(2—
methyl-2H-tetrazol-5-yl) amino]methyl}-5-methyl-4-
trifluoromethylphenyl)—N—propylamino]methyl}cyclohexyl)acetic
acid, '
trans—(4—{EN—(2—([N'—[3,5—bis(tfifluoromethyl)benzyl]—N’—(2—
methyl-2H~-tetrazol-5-yl) amino]methyl}-4-methyl-5-
t:ifluoromethylphenyl)—N—ethylamino]methyl}cyclohexyl)acetic
acid,
trans—(4—{[N—(2—{[N'—[3,5-bis(trifluoromethyl)benzyl]—N’—(2—
methyl-2H~tetrazol-5-yl)amino]methyl}-5-methyl-4-
trifluoromethylphenyl)-N-ethylamino]methyl}cyclohexyl) acetic
acid methanesulfonate, |
ethyl trans-(4-{[N-(2-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-
N’-(2-methyl-2H-tetrazol-5-yl)amino]lmethyl}-5-methyl-4-

trifluoromethylphenyl) -N-ethylamino]methyl}cyclohexyl) acetate

and

trans— (4-{ [N-(2-{[N’-[3,5-bis(trifluoromethyl)benzyl]-N'—(2-
méthyl—ZH-tetrazol—S—yl)amino]methyl}-5—methyl—4—
trifluoromethylphenyl) -N-ethylamino]lmethyl}cyclohexyl) acetic
acid _ |

or a prodrug thereof or a pharmaceutically acceptable salt

thereof.

12. The dibenzylamine compound of claim 1, which 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-ethylaminolmethyl}cyclohexyl)acetic
acid hydrochloride,

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

trans- (4-{[N-(2-{[N’'-[3,5-bis(trifluoromethyl)benzyl]-N'-(2-
methyl-2H-tetrazol-5-yl)amino]lmethyl}-4-methyl-5-
trifluoromethylphenyl)-N-ethylamino]lmethyl}cyclohexyl) acetic

. acid hydrochloride,

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

trans—- (4—-{ [N-(2-{[N'~[3,5-bis(trifluoromethyl)benzyl]-N'-(2-
methyl-2H~-tetrazol-5-yl)amino]methyl}-4-
trifluoromethoxyphenyl) -N-propylaminolmethyl}cyclohexyl)acetic
acid hydrochloride, |

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

trans—- (4-{ [N-(2-{[N'-[3,5-bis (trifluoromethyl)benzyl]-N'-(2-
methyl-2H-tetrazol~5-yl) amino]methyl}-4-methyl-5-
trifluoromethylphenyl)—N—ethylamino]methyl}cyclohexyl)acetic_
acid and _
t:ans-(4—{[N—(2—{[N’—[3,5—bis(trifluoromethyl)benzyl]—N’—(2—
methyl-2H-tetrazol-5-yl)amino]lmethyl}-5-methyl-4-
trifluoromethylphenyl) -N-ethylamino]methyl}cyclohexyl) acetic
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acid methanesulfonate

or a prodrug thereof or a pharmaceutically acceptable salt

thereof.

13. The dibenzylamine compound of claim 2, which is selected
from the group'consisting of
N—[3—(N’—cyclopentylméthyl—N'—ethylamino)-5,6,7,8—
tetrahydrgnaphthalen—Z—ylmethyl]—N—[3,5-

bis (trifluoromethyl)benzyl]- (2-methyl-2H-tetrazol-5-yl)amine,
3-{[N—[3—(N’—cyclopehtylmethyl—N'—ethylamino)—5,6,7,8—
tetrahydronaphthalen-2-ylmethyl]-N- (2-methyl-2H-tetrazol-5-
yl)amino]methyl}—5—trifluoromethylbenzonitrilé,

N-[3,5-bis (trifluoromethyl)benzyl]-N-[6~(N’'~cyclopentylmethyl-
N’-ethylamino) indan-5-ylmethyl]- (2-methyl-2H-tetrazol-5- '
yl)amine, |
N-[3,5-bis(trifluoromethyl)benzyl]-N-[6- (N’'-cyclopentylmethyl-
N’-ethylamino) indan-5-ylmethyl] - (2-methyl-2H-tetrazol-5-
yl)amine hydrochloride,'
N—[6—(N’—cyclopentylmethyl—N'—ethylamino)indan—54ylmethyl]—N—
(2H-tetrazol-5-yl)~(3,5-bis (trifluoromethyl)benzyl]amine,
N—[6—(N'—cyclopentylmethyi—N’—ethylamino)indan-S-ylmethyl]—N-
[3,5-bis (trifluoromethyl)benzyl]-(pyrimidin-2-yl) amine
hydrochloride,
N—[6—(N'—cyclopentylmethyl—N'—ethylamino)indan—S—ylmethyl]—N—
[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-2H-tetrazol-5-yl)amino]methyl}->5-
trifluoromethylbenzonitrile;
N;[3,5—bis(trifluoromethyl)benzyl]—N—[6—(N’—cyclopentylmethyl—
N’—ethylamino)indan—S—ylmethyl]—(2—ethyl—2H-tetrazol—5—
yl)amine,

N—[3,5—bis(trifluoromethyl)benzyl]—N—[6—(N’—éyclopentylmethyl—
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N’~ethylamino) indan—-5-ylmethyl]-(1-methyl-1H-[1,2,4]triazol-3-
yl) amine, |
3—({N-[6—(N'—cyclopentylmethyl—N’—ethylamino)indan—S—
ylmethyl]-N-phenylamino}methyl)-5-trifluoromethylbenzonitrile,
3-{[N-[6-(N’'-cyclopentylmethyl-N’'~ethylamino) indan-5-
ylmethyl]-N-(4,5-dimethyl-thiazol-2-yl)amino]methyl}-5-
trifluoromethylbenzonitrile,
N—[3,5—bis(trifluoromethyi)benzyl]—N-[6—(N'—cyclépentylmethyl—
N’-ethylamino) indan-5-ylmethyl]-(thiazol-2-yl) amine
hydrochloride,
3-({N~[6-(N’'~cyclopentylmethyl-N’-ethylamino) indan-5-
ylmethyl]-N-(thiazol-2-yl)amino}methyl)-5-
trifluoromethylbenzonitrile hydrochloride,
N-[3,5-bis(trifluoromethyl)benzyl]-N-[6- (N’'-cyclopentylmethyl-
N’-ethylamino) indan-5-ylmethyl] - (oxazol-2-yl) amine
hydrochloride,

N—-[3,5-bis (trifluoromethyl)benzyl]-N-[6- (N'-cyclopentylmethyl-
N’—ethylamino)indan—S—ylﬁethyl]—(5-methylthiazol—2—yl)amine
hydrochloride,
N—[3,5—bis(trifluoromethyl)benzyl]—N—[6—(N'—cYclopentylmethYl—
N’-ethylamino) indan-5-ylmethyl]- (4-methylthiazol-2-yl)amine
hydrochloride,
N-[3,5-bis(trifluoromethyl)benzyl]-N-[6-(N’'~-cyclopentylmethyl-
N'—ethylamino)indan—S—ylmethyl]—(4,5—dimethylthiazol—2—
yvl)amine hydrochloride,
3-{[N-[6-(N’'-cyclopentylmethyl-N’'~ethylamino) indan-5-
ylmethyl]-N-(5-methylthiazol-2-yl) amino]methyl}-5-
trifluoromethylbenzonitrile hydrochloride,

3-{[N-[6- (N'~cyclopentylmethyl-N’-ethylamino) indan-5-
ylmethyl]-N- (4-methylthiazol-2-yl) amino]methyl}-5-
trifluoromethylbenzonitrile hydrochloride,

N-[3,5-bis (trifluoromethyl)benzyl]-N-[6- (N'-cyclopentylmethyl-
N’-ethylamino) indan-5~ylmethyl]-(4-methyloxazol-2-yl)amine
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hydrochloride,
N-[3,5-bis(trifluoromethyl)benzyl]-N-[6-(N’'-cyclopentylmethyl-
N’-ethylamino) indan~-5-ylmethyl] - (3-methylisothiazol-5~yl)amine

“hydrochloride,

N-[3,5~bis (trifluoromethyl)benzyl]-N-[6-(N'~-cyclopentylmethyl-
N'—ethylamino)indan-S-ylmethyl]—(5—methylisdxazol—3-yl)amine
hydrochloride, '
N—[3,5—bis(trifluorgmeﬁhyl)benzyl]—N—[6—(N'-cyclopentylmethyl—
N’-ethylamino) indan-5-ylmethyl]- (3-methylisoxazol-5-yl)amine
hydrochloride, | _
N—[3,5—bis(trifluoromethylfbenzyl]—N-[6—(N'—cyclopentylmethyl—
N’-ethylamino) indan-5-ylmethyl]}~- (1-methyl-1H-pyrazol-3-
yvl)amine hydrochloride,
N-[3,5-bis(trifluoromethyl)benzyl]-N-[6- (N’'-cyclopentylmethyl-
N’-ethylamino) indan-5-ylmethyl] - (l-methyl-1H-pyrazol-4-

yl) amine hydrochloride,
N—[3,5—bis(triflﬁoromethyl)benzyl]-N—[6—(N'—cyclopentylmethyl—
N’-ethylamino) indan-5-ylmethyl] - (5-methyl-[1,3,4]thiadiazol-2-
yl) amine hydrochloride,

N-[3,5-bis (trifluoromethyl)benzyl]~N—-[6- (N'~cyclopentylmethyl-
N’—-ethylamino) indan-5-ylmethyl] - (5-methyl-[1,3,4]oxadiazol-2-
yl)amine hydrochleride,

N-[3,5-bis (trifluoromethyl)benzyl]-N-[6- (N’'-cyclopentylmethyl-
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)-S—trifluoromethylbenzyl]-(2—methyl—2H—tetrazol—
5-yl) amine hydrochloride and |
3-{[N-[2-(N’'~cyclopentylmethyl-N’~ethylamino) -5-
trifluoromethylbenzyl]-N- (2-methyl-2H-tetrazol-5-
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yl) amino]lmethyl}-5-trifluoromethylbenzonitrile hydrochloride
or a prodrug thereof or a pharmaceutically acceptable salt

thereof.

14, A pharmaceutical composition comprising the dibenzylamine
compound of any of claims 1 to 13 or a prodrug thereof or a
pharmaceutically acceptable salt thereof, and a '

pharmaceutically acceptable carrier.

15. A CETP activity inhibitor comprising a dibenzylamine
compound of any of claims 1 to 13 or a prodrug thereof or a
pharmaceutically acceptable salt thereof as an active

ingredient.

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 thereof as an active

ingredient.

17. A method for treating or preventing hyperlipidemia, which
comprises administering a dibenzylamine compound of any of
claims 1 to 13 or a prodrug thereof or a pharmaceutically

acceptable salt thereof to a mammal.

18. Use of a dibenzylamine compound of any of claims 1 to 13
or a prodrug thereof or a pharmaceutically acceptable salt
thereof for the production of a therapeutic agent or a

prophylactic agent for hype;lipidemia.

19. A therapeutic agent or a prophylactic agent for
arteriosclerosis, which comprises a dibenzylamine compound of

any of claims 1 to 13 or a prodrug thereof or a
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22. The pharmaceutical composition of claim 14, which is used
in combination with a different therapeutic agent for

hyperlipidemia.

23. The pharmaceutical composition of claim 22, wherein the
different therapeutic agent for hyperlipidemia is a statin

pharmaceutical agent.

24. The pharmaceutical composition of claim 23, wherein the
statin pharmaceutical agent is at least one pharmaceutical
agent selected from the group consisting of lovastatin,
simvastatin, pravastatin, fluvastatin, atorvastatin and

cerivastatin.

25. The pharmaceutiéal composition of claim 14, which is used

in combination with a different therapeutic agent for obesity.

26. The pharmaceutical composition of claim 25, wherein the

different therapeutic agent for obesity is mazindol.
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27. The pharmaceutical composition of claim 14, which is used

in combination with a different therapeutic agent for diabetes.

28. The pharmaceutical composition of claim 27, wherein the
different therapeutic agent for diabetes is at least one
pharmaceutical agent selected from the group consisting of an
insulin preparation, a sulfonylurea, an insulin secretagogue,
a sulfonamide, a biguanide, an ¢ glucosidase inhibitor and an

insulin sensitizer.

29. The pharmaceutical composition of claim 28, wherein the
different therapeutic agent for diabetes is at least one
bharmaceutical ageﬁt selected from the group consisting of
insulin, glibenclamide, tolbutamide, glyclopyramide,
acetohexamide, glimepiride, tolazamide, gliclazide,
nateglinide, glybuzole, metformin hydrochloride, buformin
hydrochloride, voglibose, acarbose and pioglitazone

hydrochloride.

30. The pharmaceutical composition of claim 14, which is used
in combination with a different therapeutic agent for

hypertension.

31. The pharmaceutical composition of claim 30, wherein 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 antégonist, a Ca antagonist, a j

blocker, an «,p blocker and an ¢ blocker.

32. The pharmaceutical composition of claim 31, wherein the
different therapeutic agent for hypertension is at least one

pharmaceutical agent selected from the group consisting of a
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furosemide sustained-release preparation, captopril, a
captopril sustained-release preparation, enalapril maleate,
alacepril, delapril hydrochloride, cilazapril, lisinopril,
benazepril hydrochloride, imidapril hydrochloride, temocapril
hydrochloride, quinapril hydrochloride, trandrapril,
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 preparation, nisoldipine,
nitrendipine, manidipine hydrochloride, barnidipine
hydrochloridé, efonidipine hydrochloride, amlodipine besylate,
felodipine, cilnidipine, aranidipine, propranolol ’
hydrochloride, a propranolol hydrochloride sustained-release
preparation, pindolol, a pindolol sustained-release
preparation, indenolol hydrochloride, carteolol hydrochloride,
a carteolol 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 fumarate,
betaxolol hydrochloride, celiprolol hydrochloride, bopindolol
malonate, bevantolol hydrochloridé, labetalol hydrochloridé,
arotinolol hydrochloride, amosulalol hydrochloride, prazosin:
hydrochloride, terazosin hydrochloride, doxazosin mesylate, |
bunazosin hydrochloride, a bunazosin hydrochloride sustained-

release preparation, urapidil and phentolamine mesylate.

33. 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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agent for hyperlipidemié.

34. The therapeutic agent or a prophylactic agent of claim 33,
wherein the different therapeutic agent for hyperlipidemia is

5 a statin pharmaceutical agent.

35. The therapeutic agent or a prophylactic agent of claim 34,
wherein the statin pharmaceutical agent is at least one
pharmaceutical agent selected from the group consisting of

10 Jlovastatin, simvastatin, pravastatin, fluvastatin,

atorvastatin and cerivastatin.

36. 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.

37. The therapeutic agent or a prophylactic agent of claim 36,
wherein the different therapeutic agent for obesity is

20 mazindol.

38. 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.

39. The therapeutic agent or a prophylactic agent of claim 38,
wherein.the different therapeutic agent for diabetes is at
least one pharmaceutical agent selected from the group |

30 consisting of an insulin preparation, a sulfonylurea, an
insulin secretagogue, a sulfonamide, a biguanide, an q

glucosidase inhibitor and an insulin sensitizer.
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40. The therapeutic agent or a prophylactic agent of claim 39,
wherein the different therapeutic agent for diabetes is at
least one pharmaceutical agent.selected from the group
_consistihg of insulin,-glibenclamide, tolbutamide,
5 glyclopyramide, acetohexamide, glimepiride, tolazamide,
gliclazide, nateglinide, glybuzole, metformin hydrochloride,
buformin hydrochloride, voglibose, acarbose and pioglitazone

hydrochloride.

10 41. 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

agent for hypertension.

15 42, The therapeutic agent or a prophylactic agent of claim 41,
wherein 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

20 antagonist, a B blocker, an q,B blocker and an o blocker.

43. The therapeutic agent or a prophylactic agent of claim 42,
wherein the different therapeutic agent for hypertension is at
least one pharmaceutical ageht selected from the group

25 consisting of a furosemide sustained-release preparation, a
captopril, captopril sustained-release preparation, enalapril
maleate, alacepril, delapril hydrochloride, cilazapril,
lisinopril, benazepril hydrochloride, imidapril hydrochloride,
temocapril hydrochloride, quinapril hydrochloride, trandrapril,

30 perindcbril erbumine, losartan potassium, candesartan
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 diltiazem
hydrochloride sustained-release preparation, nisoldipine,
nitrendipine, manidipine hydrochloride, barnidipine
hydrochloride, efonidipine hydrochloride, amlodipine besylate,
felodipine, cilnidipine, aranidipine, propranolol
hydrochloride, a propranolel hydrochloride sustained-release
preparation, pindolol, a pindolol sustained-release
preparation, indenolol hydrochloride, carteolol hydrochloride,
a carteolol hydrochloride sustained—reiease 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 fumarate,
betaxolol hydrochloride, celiprolol hydrochloride, bopindolol
malonate, bevantolol hydrochloride, labetalol hydrochloride,
arotinolol hydrochloride, amosulalol hydrochloride, prazosin
hydrochloride, terazosin hydrochloride, doxazosin mesylate,
bunazosin hydrochloride, a bunazosin hydrochloride sustained-

release preparation, urapidil and phentolamine mesylate.

44, The method of claim 17, which aims at the treatment or

prophylaxis of hyperlipidemia and which is used in combination

" with a different therapeutic agent for hyperlipidemia.

45, The method of claim 44, wherein the different therapeutic

agent for hyperlipidemia is a statin pharmaceutical agent.

46. The method of claim 45, wherein the statin pharmaceutical
agent is at least one pharmaceutical agent selected from the
group consisting of lovastatin, simvastatin, pravastatin,

fluvastatin, atorvastatin and cerivastatin.
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47. The method of claim 17, which aims at the treatment or
prophylaxis of hyperlipidemia and which is used in combination

with a different therapeutic agent for obesity.

48. The method of claim 47, wherein the different therapeutic

agent for obesity is mazindol.

49. The method of claim 17, which aims at the treatment or
prophylaxis of hyperlipidemia and which is used in combination

with a different therapeutic agent for diabetes.

50. The method of claim 49, wherein the different therapeutic
agent for diabetes is at least one pharmaceutical agent
selected from the group consisting of an insulin preparation,
a sulfonylurea, an insulin secretagogue, a sulfonamide, a
biguanide, an @ glucosidase inhibitor and an insulin

sensitizer.

51. The method of claim 50, wherein the different therapeutic
agent for diabetes is at least one pharmaceutical agent
selected from the group consisting.cf insulin, glibenclamide,
tolbutamide, glyclopyramide, acetohexamide, glimepiride,
tolazamide, gliclazide, nateglinide, glybuzole, metformin
hydrochloride, buformin hydrochloride, voglibose, acarbose and

pioglitazone hydrochloride.

52. The method of claim 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 claim 52, wherein the different therapeutic
agent for hypertension is at least one pharmaceutical agent

selected from the group consisting of a loop diuretic, an
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angiotensin converting enzyme inhibitor, an angiotensin II
receptor antagonist, a Ca antagonist, a B blocker, an a,f

blocker and an ¢ blocker.

54. The method of claim 53, wherein the different therapeutic
agent for hypertension is at least one pharmaceutical agent
selected fiom the group consisting of a furosemide sustained-
release preparation, captopril, a captopril sustained-release
preparation, enalapril maleate, alacepril, delapril

hydrochloride, cilazapril, lisinopril, benazepril

‘hydrochloride, imidapril hydrochloride, temocapril-

hydrochloride, quinapril hydrochloride, trandrapril,
perindopril erbumine, losartan potassium, candesartan
cilexetil, nicardipine hydrochloride, a nicardipine
hydrochloride sustained-release preparation, nilvadipine,
nifedipine, a nifedipine‘sustained—release-preparation,
bénidipine hydrochloride, diltiazem hydrochloride, a diltiazem
hydrochloride sustained-release preparation, nisoldipine,
nitrendipine, manidipine hydrochloride, barnidipine _
hydrochloride, efonidipine hydrochloride, amlodipine besylate,
felodipine, cilnidipine, aranidipine, propranolol
hydrochloride, a propranolol hydrochloride sustained-release
preparation, pindolol, a pindolol sustained-release
preparation, indenolol hydrochloride, carteolol hydrochloride,
a carteolol 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 fumarate,
betaxolol hydrochloride, celiprolol hydrochloride, bopindolol
malonate, bevantolol hydrochloride, labetalol hydrochloride,

arotinolol hydrochloride, amosulalol hydrochloride, prazosin
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hydrochloride, terazosin hydrochloride, doxazosin mesylate,
bunazosin hydrochloride, a bunazosin hydrochloride sustained-

release preparation, urapidil and phentolamine mesylate.

55. The therapeutic agent or a prophylactic agent of claim 19,
which aims at the treatment or prophylaxis of arteriosclerosis
and which is used in combination with a different therapeutic

agent for hyperlipidemia.

56. The therapeutic agent or a prophylactic agent of claim 55,
wherein the different therapeutic agent for hyperlipidemia is

a statin pharmaceutical agent.

57. The therapeutic agent or a prophylactic agent of claim 56,
wherein the statin pharmaceutical agent is at least one
pharmaceutical agent selected from the group consisting of
lovastatin, simvastatin, pravastatin, fluvastatin,

atorvastatin and cerivastatin.

58. The therapeutic agent or a prophylactic agent of claim 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 claim 58,
wherein the different therapeutic agent for obesity is

mazindol.

60. The therapeutic agent or a prophylactic agent of claim 19,
which aims at the treatment or prophylaxis of arteriosclerosis
and which is used in combination with a different therapeutic

agent for diabetes.
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61l. The therapeutic agent or a prophylactic agent of claim 60,
whefein the different therapeutic agent for diabetes is at
least one pharmaceutical agent selected from the group
consisting of an insulin preparation, a sulfonylurea, an
insulin secretagogue, a sulfonamide, a biguanide, an ¢

glucosidase inhibitor and an insulin sensitizer.

62. The therapeutic agent or a prophylactic agent of claim 61,
wherein the different therapeutic agent for diabetes is.at '
least ohe pharmaceutical agent selected from the group
consisting of insulin, glibenclamide, tolbutamide,
glyclopyramide, acetohexamide, glimepiride, tolazamide,
gliclazide, nateglinide, glybuzole, metformin hydrochloride,
buformin hydrochloride, voglibose, acarbose and pioglitazone

hydrochloride.

63. The therapeutic agent or a prophylactic agent of claim 19,
which aims at the treatment or prophylaxis of arteriosclerosis
and which is used in combination with a different therapeutic

agent for hypertension.

64. The therapeutic agent or a prophylactic agent of claim 63,
wherein the different therapeutic agent for hypertension is at
least one pharmaceutical agent selected from the group
cbnsisting of a loop diuretic, an angiotensin converting
enzyme inhibitor, an angiotensin II receptor antagonist, a Ca

antagonist, a B blocker, an q,p blocker and an ¢ blocker.

65. The therapeutic agent or a prophylactic agent of claim 64,
wherein the different therabeutic agent for hypertension is at
léast one pharmaceutical agent selected froﬁ the group
consisting of a furosemide sustained-release preparation,

captopril, a captopril 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

5 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,

10 nisoldipine, nitrendipine, manidipine hydrochloride,
barnidipine hydrochloride, efonidipine hydrochloride,
amlodipine besylate, felodipine, cilnidipine, aranidipine,

' propranolol hydrochloride, a propranolol hydrochloride
sustained-release preparation, pindolol, a pindolol sustained-

15 release preparation, indenolol hydrochloride, carteolol
hydrochloride, a carteolol hydrochloride sustained-release
preparation, bunitrolol hydrochloride, a bunitrolol
hydrochloride sustained-release preparation, atenolol,
acebutolol hydrochloride, metoprolol tartrate, a metoprolol

20 tartrate sustained-release preparation, nipradilol, penbutolol
sulfate, tilisolol hydrochloride, carvedilol, bisoprolol
fumarate, betaxolol hydrochloride, celiprolol hydrochloride,
bopindolél malonate, bevantolol hydrochloride, labetalol
hydrochloride, arotinolol hydrochloride, amosulalol

25 hnydrochloride, prazosin hydrochloride, terazosin hydrochloride,
doxazosin mesylate; bunazosin hydrochloride, a bunazosin
hydrochloride sustained-release preparation, urapidil and

phentolamine mesylate.

30 66. The method of claim 20, which aims at the treatment or
prophylaxis of arteriosclerosis and which is used in
combination with a different therapeutic agent for
hyperlipidemia.
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67. The method of claim 66, wherein the different therapeutic

agent for hyperlipidemia is a statin pharmaceutical agent.

68. The method of claim 67, wherein the statin pharmaceutical
agent is at least one pharmaceutical agent selected from the
group consisting of lovastatin, simvastatin, pravastatin,

fluvastatin, atorvastatin and cerivastatin.

69. The method of claim 20, which aims at the treatment or
prophylaxis of arteriosclerosis and which is used in

combination with a different therapeutic agent for obesity.

70. The method of claim 69, wherein the different therapeutic

agent for obesity is mazindol.

71. The method of claim 20, which aims at the treatment or
prophylaxis of arteriosclerosis and which is used in

combination with a different therapeutic agent for diabetes.

72. The method of claim 71, wherein the different therapeutic
agent for diabetes is at least one pharmaceutical agent
selected from the group consisting of an insulin preparation,
a sulfonylurea, an insulin secretagogue, a sulfonamide, a
biguanide, an ¢ glucosidase inhibitor and an insulin

sensitizer.

73. The method of claim 72, wherein the different therapeutic
agent for diabetes is at least one pharmaceutical agent
selected from the group consisting of insulin, glibenclamide,
tolbutamide, glyclopyramide, acetohexamide, glimepiride,
tolazamide, gliclazide, nateglinide, glybuzole, metformin

hydrochloride, buformin hydrochloride, voglibose, acarbose and
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pioglitazone hydrochloride.

74. The method of claim 20, which aims at the treatment or

prophylaxis of arteriosclerosis and which is used in
combination with a different therapeutic agent for

hypertension.

75. The method of claim 74, wherein 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 o,

blocker and an ¢ blocker.

76. The method of claim 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 captopril sustained-release

preparation, enalapril maleate, alacepril, delapril

hydrochloride, cilazapril, lisinopril, benazepril
hydrochloride, imidapril hydrochloride, temocapril
hydrochloride, quinapril hydrochloride, trandrapril,
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 preparation, nisoldipine,
nitrendipine, manidipine hydrochloride, barnidipine
hydrochloride, efonidipine hydrochloride, amlodipine besylate,
felodipine, cilnidipine, aranidipihe, propranolol
hydrochloride, a propranolol hydrochloride sustained-release

preparation, pindolol, a pindolol sustained-release

217



10

preparation, indenolol hydrochloride, carteolol hydrochloride,
a carteolol hydrochloride sustained-release preparation,
bunitrolol hydrochloride, a bunitrolol hydrochloride
sustained-release preparation, atenolol, acebuteclol
hydrochloride, metoprolol tartrate, a metoprolocl tartrate
sustained-release preparation, nipradilol, penbutolol sulfate,
tilisolol hydrochloride, carvedilol, bisoprolol fumarate,
betaxolol hydrochloride, celiprolol hydrochloride, bopindolol
malonate, bevantolol hydrochloride, labetalol hydrochloride,
arotinolol hydrochloride, amosulalol hydrochloride, prazosin
hydrochloride, terazosin hydrochloride, doxazosin mesylate,
bunazosin hydrochloride, a bunazosin hydrochloride sustained-

release preparation, urapidil and phentolamine mesylate.
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