1 SPECI FI CATI ON A nedi canent for the prophylaxis and
treatnment of arteriosclerosis and hypertension
[ Technical field] The present invention relates to a
medi canment for the prophylaxis and/or treatnent of
arteriosclerosis. In addition, the present invention
relates to a nedi canent for the prophylaxis and/or
nmedi cal treatnent of diseases such as hypertension,
heart di seases (angbRRBCHECAGROS, myocardi al
infarction, arrhythm a (includi ng sudden deat h),
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di seases (di abetic nephropathy, glomerul onephritis or
[TecHR@fhfi@g¢! erosis) or cerebrovascul ar di seases (cerebral
infarction or cerebral henorrhage). [Background art]
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are widely used clinically for the prophylaxis and treatment of hypertension. Various

types of calcium channel blockers are used, and among them 1,4-dihydropyridine
derivatives such as amlodipine, benidipine, nitrendipine, manidipine, nicardipine,
nifedipine, niseldipine, cilnidipine, }ércanidipine, niguldipine, nimodipine, aranidipine,
efonidipine, barnidipine, felodipine, nilvadipine, azelnidipine and the like are long-
lasting calcium channel blockers and are widely used clinically as first-choice
antihypertensive agents. Furthermore, as inhibitors of the renin-angiotensin system,
clinical use of angiotensin Il receptor antagonists is growing larger and larger since,
first, angiotensin I receptor antagonists lack side effects such as cough, which has been
a cause of troubles elicited by angiotensin converting enzyme (ACE) inhibitors, and

second, they exert protective effects on the cardiovascular and renal systems. However,



the bl ood pressure of patients with hypertension
cannot be fully controlled by only one kind of these
drugs in many cases. SinceZcal cium channel bl ockers
exert natriuretic action in addition to vasodilative
action, they are also effective agai nst hypertension
caused by retention of fluid (renin- independent
hypertension). On the other hand, angiotensin |
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conditions, which are associated with progression of arteriosclerosis, it is known that
vascular cytoarchitecture is changed by responding to various loading factors to the
vessels and remodeling of the vessels occurs. Remodeling of the vessels indicates
structural changes in the vessels caused by hemodynamic changes such as changes of
blood flow and tension of blood vessel walls. In addition to substances such as growth
factors and cytokines, vasoactive substances are suggested to contribute to the
development processes. For example, it is known that angiotensin I, facilitates

proliferation of vascular smooth muscle cells (Medical Clinics of Japan, Vol. 21, 1924,




4 1995), and also facilitates renodeling of vessels
(Journal of dinical and Exgerinental Medicine (I GAKU
NO AYUM ), Vol. 193, 361, 2000). However, detailed
mechani snms of progression of arteriosclerosis from
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invasiveness, they occupy the central position in current therapeutic strategies against
ischemic heart diseases. However, restenosis appearing within several months after
surgery in 30-45 % patients undergoing these surgical procedures is a major problem,
As for the mechanisms of restenosis following PCI, decreases in the diameters of whole
vessels in the late period after PCI (that is, remodeling) are considered important, in

addition to hyperplasia and hypertrophy of neointima caused by proliferation of smooth




nmuscle cells (Coronary Intervention, Vol. 1, 12;
Medi cal dinics of Japan, Vol. 21, 1924, 1995). Under
these circunstances, develpnent of new medi caments
that can effectively prevent restenosis of vessels
following PCl is needed. Neverthel ess, no nedicanents
with high efficacy have so far been devel oped.
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the prophylaxis or treatment of hypertension or diseases caused by hypertension. More
concretely, the subject is to provide medicaments for the prophylaxis and/or medical
treatment of hypertension, heart diseases [angina pectoris, myocardial infarction,
arthythmia (including sudden death), cardiac failure or cardiac hypertrophy], renal
diseases (diabetic nephropathy, glomerulonephritis or nephrosclerosis) or
cerebrovascular diseases (cerebral infarction or cerebral hemorrhage) (particularly
medicaments for the prevention or treatment of hypertension).

The present inventors have fastidiously studied the subjects described above, and

found that combined adminisiration of a specific calcium channel blocker and a specific



action of the conbined adm nistration of the two kinds
of agents was discovered to be synergistic, and al so
found that the inhibitory @ction was potently observed
at lower doses than their effective doses when they
wer e adm ni stered al one. Moreover, the present
i nventors found that conbined adm nistration as
.descrj bed above remarkably prevented vascul ar
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folloy ed based on these findings described above. The
present invention provides a nmedi canent for the
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conprising the followi ng conposition: 7 (A) an .
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group consisting of a conpound having a genera
descritmdrabbee ¢duld adi3SeC8elldBHatiBGperterMivE@ENbI. ) addition, the present
mventors found that the present medicament is remarkably effective for the prophylaxis
and/or treatment of hypertension, heart diseases [angina pectoris, myocardial infarction,
arrhythmia (including sudden death), cardiac failure or cardiac hypertrophy], renal
diseases (diabetic nephropathy, glomerulonephritis or nephrosclerosis) or
cerebrovascular disorders {cerebral infarction or cerebral hemorrhage). Thus the present
invention was completed based on these findings described above.

The present invention provides a medicament for the prevention and/or treatment of

arteriosclerosis, comprising the following composition:




~N\ N N NH pharmacol ogi cal | y acceptabl e esters thereof
and pharmacol ogically acceptable salts thereof; and
(B) a cal cium channel bl ocker selected fromthe group
consi sting of 1,4- dihydropyridine derivatives and
phar macol ogi cal |y acceptable salts thereof as active
i ngredients. Furthernore, from another different point
of view of the present invention, it provides a
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vascul ar snmooth nmuscle cells conprising the conmpound
comppA)d handng heecostformaa (B) as active ingredients; a
medi canment for the inhibition of neointinma formation
i n bl ood vessels conprisiigg the conmpound (A) and the
conmpound (B) as active inghedients; and a nedi canent
for the inhibition of vas cHd enodel i ng conpri si ng
t he conpound (A) and ﬁhe ound (B) as the active
i ngredi ents. These i cgmenP¥ can be used, for
exanple, as a pr
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(B)  acalcium channel blocker selected from the group consisting of 1,4-
dihydropyridine derivatives and pharmacologically acceptable salts thereof
as active ingredients.

Furthermore, from another different point of view of the present invention, it

provides a medicament for the inhibition of the proliferation of vascular smooth muscle
cells comprising the compound (A) and the compound (B) as active ingredients; a
medicament for the inhibition of neointima formation in blood vessels comprising the
compound (A) and the compound (B} as active ingredients; and a medicament for the
inhibition of vascular remodeling comprising the compound (A) and the compound (B)
as the active ingredients. These medicaments can be used, for example, as a

prophylactic agent for restenosis following percutaneous coronary intervention. From



t hereof and pharmacol ogi cal ly acceptable salts
thereof; and (B) a cal cium channel bl ocker sel ected
fromthe group consisting &f 1,4- di hydropyridine
derivatives and pharnacol ogi cally acceptable salts
thereof; and a nedi cament for the prevention and/or
treatnent of heart diseases [angi na pectoris,
myocardi al infarction, arrhythm a (including sudden
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contain 9 one or nore excipients for fornulation.
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hemorrhage and the like comprising the following compounds as active ingredients;
(A)  an angiotensin II receptor antagonist selected from the group consisting of a
compound having the formula (I) described above, pharmacologically acceptable esters
thereof and pharmacologically acceptable salts thereof; and
(B)  acalcium channel blocker selected from the group consisting of 1,4-
dihydropyridine derivatives and pharmacologically acceptable salts thereof.

According to a preferred embodiment of the invention, the medicament described
above 1s provided as a pharmaceutical composition comprising the compound {A) and

the compound (B) as active ingredients. This pharmaceutical composition may contain




yl ] met hyl ]i m dazol - 5- carboxyl ate (hereinafter it is
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ylimeting )i phidizobsolibgk gatel (Herama g pt okl refes@t tS as theeeefint 0

manuf acture the nedi canent descri bed above. 10
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for the prophyl axis and/or treat nent of

block@f fseaﬁ?/ 8ackatesd ﬁ’?mqgs?‘g{: ? \c;@ galgxgé‘lecg{agga%%c%&s comgnsglg (£)-

admnistration o

2-am 8 A RS R S
.V scl e ceIIs risin rocess
aipheffiSiincb ot TomSe - Eoparrive GoSR G NdsirEgipanng
(A) .and said coqpound (B) to_mammal s i ncl uding
“azel g ipiRs 10 SIPRHBYS ¢iohe preect ﬁPﬁ%ﬁCtailéh) eRlodpiaF rhenivEpine,
fornatlon of bl ood vessels, conprising any process of
nitrengifringimanidipinermiesrdipatef widedipiae,dosddpuk, shiidipoenieoanidipine,

(A) and said conmpound (B) to nmanmal s i ncl udi ng
niguldipine, nimodipine, aranidipine, efonidipine, barnidipine, felodipine, and

nilvadipine; and the preferred calcium channel blocker is azelnidipine.

From another aspect of the present invention, the present invention provides the use
of an angiotensin II receptor antagonist selected from the group consisting of a
compound having the formula (I) described above, pharmacologically acceptable esters
thereof and pharmacologically acceptable salts thereof to manufacture the medicament
described above; and the use of a calcium channel blocker selected from the group
consisting of 1,4-dihydropyridine derivatives and pharmacologically acceptable salts

thereof to manufacture the medicament described above.




humans; methods for the inhibition of vascul ar
renodel i ng, conprising any process of adm nistration
of effective doses of saidocompound (A) and said
conmpound (B) to mammals including humans; and net hods
for the inhibition of restenosis follow ng
per cut aneous coronary intervention, conprising any
process of adm nistration of effective doses of said
FueOBReMBhE Ajesadidnsmtidn @arvidey mektiida)s forotheprmphlykixis and/or

including humans. Preferably, in the present

treatrhéhY PhkQibstRR SRS B&ﬁﬁﬂls\ﬁ% ﬂ%sﬁo@efss eaedmigMROsH bf Sffective
conpr|S|ng t he conpoun and the conpound (B) is

doses, ATAS B@%nﬁ(‘?[’%}satndl éa@ n@foun@@h%rﬁﬂﬁmhg‘ﬁﬁﬁﬁdlhg Runafd;

e ef tive dose o conpound (A) or the conpound

e te esent
methéq?fga?h%ﬂn%‘%%.% A %&L&P%%Q&Fﬁ%%.‘% Bl or
treat ment of ert.ensi on or. di seases u
comEp SR RALT G, SR BRI AATeh GUBee ol SSinpdlind (4) and
adm nistration of effective doses of salg C%ﬁgound (A
said cgeposil (BLGHpRLMals (B udiBg hivmAns Fethos FRIdR A IPIHEMES
met hods for the prophylaxis or treatnent of
neoirtiypeiotranisinorf, bloqsorRssdls icARPERAPE pROBESESS R administration of
adm nistration of effective doses of said conpound (A)
effectinddossab Osatbopopmod (B) atdsaidporapeindr(B) toinagrialimansiding
nmet hods for the prophylaxis or treatnment of heart
humdhs S8 a%68s o€ rginhiditie AR sdulneassd e aahmprisity Ay ppoceas of
ef fective doses 11 of said conpound (A) and said
admiB RPNt Bl titOdd¥eBRdas édrgidiei N8) BN comRiunads) td or

t he prophyIaX|s or treatnent of angina pectoris,

mam %Tﬁ%éiﬁ?ﬁg nP 08 Sxﬁa?’xo?ifs foﬁﬁmrﬂl'ﬂﬁgéﬁtvf &Qte%sxs?foﬁl%%ﬂg’ e
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cBigseae PLSOmA Sl Lon 1 chiccld 45 Sescs, o S8,
i ncl udi ng humans; nethods for the axis or .
humans elrefrsstly.on the PRSERhIY antRghp eifestivg daﬁﬁfolfﬁ%la EQEPRTLON
adm ni stration of effective doses of said conmpound

comy(risjngathe cempelsiddy ané the(Bmpoondréiia ke und shealdivgg Limit or
below the lowest limit of the effective dose of the compound (A) or the compound (B)
when administered alone.

Furthermore, the present invention provides methods for the prophylaxis and/or
treatment of hypertension or diseases caused by hypertension, comprising any process
of administration of effective doses of said compound (A) and said compound (B) to
mammals inclnding humans; methods for the prophylaxis or treatment of hypertension,
comprising any process of administration of effective doses of said compound (A) and
said compound (B) to mammals including humans; methods for the prophylaxis or

treatment of heart diseases, comprising any process of administration of effective doses




humans; methods for the prophylaxis of sudden death,
conprising any process of admnistration of effective
doses of said conpound (A)lland said conpound (B) to
mammal s i ncl udi ng hurmans; net hods for the prophyl axis
or treatnent of heart failure, conprising any process
of adm nistration of effective doses of said conpound
(A) and said conpound (B) to manmal s including

of saifyraweundriet hodsaidgomusang (B pleyhamingisorcluding dvmang nofthods
cardi ac hypertrophy, conprising any process of

for tha ghndprhiyStcesadri tematnodnt ef hegitd pectortp sespoding andpwoegs@ind
(A) and said conmpound (B) to manmal s incl udi ng humans;

admintetrfifghso fle@ectiaddee phal Badrepnd { AR atdeid c&thpsieidab) to
di seases, conprising any process of admnistration of
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(B) to mamal s including humans; methods for the
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or treatnent of omer.ul onephritis, conprjsing an
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coqfound %ﬁ% and said conpound (B) to manmals ]
effectiicdasat algaLsIMROUNEE () Rk S51é pompeungr(Bp iy masamalpincluding
treatnment of nephrosclerosis, conprising any process
humag$; raethp ¢ for fretrirephyddxies f edten deatto sespofing any press of
conpound (A) and said conpound (B) to manmal s
adminiscitivch ofgfeuimendisesref acbenfimnnt lis) aplh ephydapimddB) to
treatment of cerebrovascul ar di seases, conprising any
mamPEBARISdiaE huRehe; MahddatiboMe ol e ktdr @atlese s Biars@ilare,
conpound (A) and said conpoun B) to manmal s
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treatnment of cerebral infarction, conprising any
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methods for the prophylaxis or treatment of renal diseases, comprising any process of
administration of effective doses of said compound (A) and said compound (B) to
mammals including humans; methods for the prophylaxis or treatment of diabetic
nephropathy, comprising any process of administration of effective doses of said
compound (A) and said compound (B) to mamimals including humans; methods for the
prophylaxis or treatment of glomerulonephritis, comprising any process of
administration of effective doses of said compound {A) and said compound (B) to
mammals including humans; methods for the prophylaxis or treatment of

nephrosclerosis, comprising any process of administration of effective doses of said




mammal s i ncl udi ng humans. [Brief description of the
drawi ngs] Fig. 1 indicates the results for the
i nhibition of DNA synthesi% in vascul ar snooth nuscle
cells by a cal cium channel bl ocker, azelnidipine, at a
dose range of 0.1 to 1.0 ng/kg/day. Fig. 2 shows the
results for inhibition of neointima formation in bl ood
vessels by a cal cium channel bl ocker, azel nidipine,
compeind{ AJ gae s#4 ﬁ@@p@pncb(Bﬂ t alapmalﬁgycw%g,ummsgmegmds for the
represents the results for inhibition of DNA synthesis
prophiviaxsas trehtarens abetrébrovescliler dieslsts chppasingagy ptosessiof | |
receptor antagoni st, ol nesartan, at a dose range of
admir@stfatibo oBeffectivg /dsgdsadyaid chbmgourt {AdindatEscohipeuné Sl tbs
for inhibition of neointima formation in bl ood vessels

mamri¥s 8 1udiOh ek 8135 hRtHobs fcﬁ@l@@ﬁr@phﬁﬂi@%ﬁbﬁh@%ﬂ&%&éian
at a dose range of 0.5 to 3.0 ng/kg/day. Fig. shows

infarchibg @Hgﬁﬁgﬁg Erdc@gﬂ b atdhf?ﬁ‘lsQ&mq% PUBENER 85 bf’sald

vascul nuscl I's by sinultaneous

compf d?ﬁ&%%%?wéﬁﬁf?@@nd%ﬂkﬁﬁs ?f{%%*ﬁﬁ?é%gén Fhapges

at i ch doses they did cit an i cant
for thé?rroaﬁ%xwf BE bl SYorEue ARt iasne firsige By prociior
epresents the results for inhjbitiagn of ne0|nt|na
admlm%slfaﬁa@ PHATEHVBIdgEH of s34 sparpynd Ehmrdsanesmpound (B) to

adm ni strati on of azel nidi pi ne and ol nesartan at doses
mamropfls Qicludmy gy and 0.5 ng/ kg/ day, respectively (at
whi ch doses they did not elicit any significant
effects by each of these drugs alone). Fig. 7
indicates the results for inhibition of potentiation
[Briefofesdphionyfitivedrawirgn] cul tured rat vascul ar snooth
muscle cells follow ng stinulation of angi otensin |

Fig. 118GEREOMS ré¥lts 8AhMBitidiLof MNA synthesis in vascular smooth
concentration-dependent manner. Fig. 8 shows the

muscl %15}1[1'4 i Eatiud ?ﬂhﬁél%bﬁ{ef AlaTIeY (ﬁﬂu?@ aP§ aLY ﬁﬁé’e‘%ﬁ?? tS1.bN

tured vascu

mg/kg/day.

Fig. 2 shows the results for inhibition of neointima formation in blood vessels by a

calcium channel blocker, azelnidipine, at a dose range of 0.1 to 1.0 mg/kg/day.

Fig. 3 represents the results for inhibition of DNA synthesis in vascular smooth muscle

cells by an angiotensin I] receptor antagonist, olmesartan, at a dose range of 0.5 to 3.0

mg/kg/day.

Fig. 4 indicates the results for inhibition of neointima formation in blood vessels by an

angiotensin II receptor antagonist, olmesartan, at a dose range of 0.5 to 3.0 mg/kg/day.

Fig. 5 shows the results for inhibition of DNA synthesis in vascular smooth muscle cells

by simultaneous administration of azelnidipine and olmesartan at doses of 0.1




snoot h nmuscle cells by co-adm nistration of

azel ni di pine and ol nesartan at | ow concentrations, at

whi ch concentrations theyldid not elicit any

significant effects by each of these drugs al one.

[ Best node for carrying out the invention] The

nmedi canents of the present invention are characterized

by containing (A) an angiotensin Il receptor
mg/kgideagohi.§ mgley/det, ecbpeeton st (aewhichdosesdhsy didinegelodit any

conpound having the formula (1) described above,
signifidaat efeod ingeacalolf yheac dept albhe). est ers t hereof and

phar macol ogi cal |y acceptable salts thereof, and (B) a

Fig. CrapeketB gRassek bl iaeikBlonsEhesihesha fHineMchhe bWoauRssels by
consi sting of 1,4-dihydropyridine derivatives and

SImul%%M%lﬁﬂir%ﬂ of az@i%ﬁﬁﬁh@%@ol%ﬁ:ls&%aﬂ zﬁ%ro?é%fof@sl ﬁ%}ldg)”cﬁy

i ngredi ents. The conpound having the fornmula (

and chel?l%g}éﬁﬁyﬁ%%%ﬁg?lgg t(\x}hiﬂf ?c%gg(%ﬁf} did not elicit any 31gn1ﬂcant

H.tetraz nyl -4-yl ] met hyl ]i m dazol - 5-
eﬂ%d@&?ﬁSQVi%% gé%ﬁ% lg g known conpound, and for exanpl e,
]S eas by 14 nethods di scl gsed.in
Fig. 731&5%@% aleﬁs%/%ﬁt Orﬁaﬂu%ittoé&qf@ﬁteek@k% SERN o thees imCiaerbrat
USP 5,616,599 Specification), and the Iike. The

vascul ameadonsil cedlisfolevdap samitatign pf engstentia 1T reamiya by
having the formula (1) described above are not

azelngipwot fi caltdceyniradeonrdeptrelgnamdnncthese salts can be
sel ected by a person with an ordinary skill in the

Fig. SghbwsAlse repliar foncghiighreahtiyitias o€ phabkenthadid is caftutel &ascular
conmpound having the fornmula (1) described above, such

smooSBhiisci@Els byQo-RaNRIr&ionadT aablkdlihine afbdesS@dltat Jokeh as
sodiumsalt, potassium salt or lithiumsalt; an

concMiBbihsN et @ﬁ'éﬁ RoRE Rkt RR |tﬁeysdf& Ho Cﬁﬁ%ﬁ 'aTém fﬁﬁh{ ef@é'cts by

magnesn umsalt; a netal sal as m ni um sal

S c salt, copper salt, ni ckel salt or
Gl R

an amne salt such as an ammoni um sal t,
t-octylam ne salt, dibenzylanm ne salt, norpholine
salt, glucosam ne salt, phenylglycine al kyl ester
sal et hyl enedi am ne salt N-net hyl gl ucami ne salt,

Bestgm{ﬂfai 78T yang put oG WYRRA%Ri ne salt, triethylanine salt,

The medicaments of the present invention are characterized by containing (A) an
angiotensin II receptor antagonist selected from the group consisting of a compound
having the formula (1) described above, pharmacologically acceptable esters thereof and
pharmacologically acceptable salts thereof; and (B) a calcium channel blocker selected
from the group consisting of 1,4-dihydropyridine derivatives and pharmacologically
acceptable salts thereof as active ingredients.

The compound having the formula (I} described above, [4-(1-hydroxy-1-
methylethyl}-2-propyl-1-{[2’-(1H-tetrazol-5-yl)biphenyl-4-yljmethy! Jimidazol-5-

carboxylic acid] is a known compound, and for example, it is easily obtained by




di cycl ohexyl am ne salt, N, N -dibenzyl et hyl enedi am ne
salt, chloroprocaine salt, procaine salt,
di et hanol ani ne salt, N-ben#yl -phenethyl ami ne salt,
pi perazine salt, tetranethyl amoniumsalt or
tri s(hydroxynet hyl ) am nonet hane salt, but not
restricted to these salts. Preferably al kaline netal
salts can be used, and _particularly preferably the
methegyiiigHPecs) i Jepanessd atre B ubgasiop K plra ol prckaei 5y 78328 (USP
acceptabl e esters of the conpound having the fornula
5614592 Spestipratise), evkbthe dirpolirepHaaviacvdogitrdlyfaoeepudbde §d1ds offthe
whi ch a carboxyl noiety is esterified. The
comjphad tmeiot dui foahilly (Bcespibab hbowsdirenst weafivgly restricted and
particularly restricted, and can be selected by a

thesePAalts o Wi dehecaid rabeidtnywislKah brdidhry BE113Y the A akhe case
of said esters, it is preferable that such esters can
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in vivo.” The group constituting the said esters (the
abov8! QP sa?lﬁgl\f\g Sf@r?e ?%é %ﬁgiél,?cs r:ng{a?sea)y;t srl]legi gsf) goﬁ%ﬁ _s%& potassium

expresse a
- - CA al kyl h h hyl,
salt o?_hlé'{qx%lxs%é;t qull?ahf\é %xglﬁ%%i‘lq? _S%,g‘(t?:l.ﬁg)a?; é;?lﬁ{pin? & te(gygr){agneswm salt; a

I SOPropo thyl, 2-nmethoxyethyl, 2-ethoxyethyl,

metaisol BT AT st bRl Slieehesiey Rt mykel salt o cobal

propoxynet hyl , i sopropoxynet hyl, butoxynethyl or
salt; 4n mtn@@h%@fqﬁwﬁ an gmngorigy salk. koxilamiod s@l.-dienayleowye salt,

Cl -C4 al kyl group such as 2-nethoxyethoxynethyl; a
morpsli] BltagresrpirClsaltiptanidel yoagmenibylesiehsas ethylenediamine salt,

phenoxynet hyl ; a hal ogenated Cl1-C4 al koxy Cl-C4 al kyl
N-mghdglrcsuik sals gRaRddetsait adittayaetfoxueiemillaine salt,

bi s(2-chl oroet hoxy)nethyl; a Cl-C4 al koxycar bonyl

dicyc(Sreflanlide/dalt NQURIB&EH A8/ 1 SRURAN NS D %M%d%%éa}ﬂe:saﬂ,
cyano Cl- C4 al kyl group such as cyanonet hyl or
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net hyi t hi onet hyl or’ eth
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igg%oronethanesulfonylethyI; a C6-C10 aryl sul fonyl

L 2-t
sodiugy s ¢ used.

The pharmacologically acceptable esters of the compound having the formula ()
comprise the compound having the formula (I) of which a carboxyl moiety is esterified.
The pharmacologically acceptable esters are not particularly restricted, and can be
selected by a person with an ordinary skill in the art. In the case of said esters, it is
preferable that such esters can be cleaved by a biological process such as hydrolysts in
vivo. The group constituting the said esters (the group shown as R when the esters
thereof are expressed as —COOR) can be, for example, a C;-C;, alkoxy C;-Cq alkyl

group such as methoxyethyl, 1-ethoxyethyl, 1-methyl-1-methoxyethyl, -



al kyl group such as 2-benzenesul fonyl et hyl or
2-tol uenesul fonylethyl; a C-C7 aliphatic acyl oxy
Cl-C4 al kyl group such as!fornyl oxynet hyl,
acet oxymet hyl , propi onyl oxynet hyl, butyryl oxynet hyl,
pi val oyl oxynet hyl , val eryl oxynet hyl ,
i soval eryl oxynet hyl , hexanoyloxynethyl
~1-fornyl oxyethyl, 1-acetoxyethyl,
(5oDPPOR Y . Gy EbRpTetisie babgytstybi Hynethyl-1-methoxymethyi,
1- pi val oyl oxyet hyl , 1-val eryl oxyethyl, 1-
ethoxyswitall.aryp axyyetiy i§0p19}h:eoyar¢dwli,dm§m@mcthyl or t-butoxymethyl; a
2-fornyl oxyet hyl , 2-acetoxyethyl, 2-
Ci-Cpileptomyd QxyRtakiyoky G-l gtasseatinyd 2-methox yethoxymethyl; a
2- pi val oyl oxyet hyl , 2-val eryl oxyet hyl, 2-
Cs- Clgsa@_\,vlak)e(fy CQxst E})()'Up s@cm%%ﬂl@@%dyﬂiéﬂ%ﬂhé/ﬂlalogenated C1-Cy4 alkoxy
1-fornyl oxypropyl, 1-acetoxypropyl, 1-

Cl—Cgﬁlﬁﬂ' A8, c%/ QY RE QQYi tn&l&ﬁ%ﬁ&&nﬁ%%?ﬂ% chlgroethoxy)methyl a

pi val oyl oxypropyl, 1 pr opy
C- Cig’lgé{ ng(bébglt)@y‘lpéo@ékr %pl }g%ﬁ%géb ﬂi%(&r:a?rﬁgny methyl; a cvano Ci-

| oxybut 0 ty t.oxypentyl ,
Cs al%lii# 1%) SHRU DS 8%%}/ 01ai- %adﬂ;%yr g}p%hqlgyl%mm t% Pg]%up
val oyl oxypent ar 1-pival oyl oxyhexyl; a
such &wrﬁ%%dfwym@ﬁwg 8%?%6%%@@4 aeﬁﬁl@(ilo a@ﬂ@&ﬂﬁn@bﬁlrﬂrw soh as
cycl opentyl car bonyl oxynmet hyl, 16
phengliluppbxldraap bl 1]31/1915(19%{ h C4 alkylsulfonyl C,-Cy4 lower alkyl
1- cyclopentylcarbonyloxyethyl 1-
groups ywdlidhvexy be apthonily exbysatiigd with a halogen atom(s) such as 2-
1- cycl opent yl car bonyl oxypropyl, |-

metheyeshiohaxyhd ar Darfiuexyriopydul fonylethyl; a Co-Cg arylsutfonyl C;-C4
1-cycl opentyl carbonyl oxybutyl or 1-

alkyl %@Jﬁw ¥4 %Eﬂ%ﬁh’éu%ﬁﬁ'éﬁﬂﬁ or ﬁto@@n%ﬂfo%mékm w@mg% ngc

al kyl group suc benzoyl oxynet hyl ;

zmyk%gFﬁ§%§@gr%g%%ﬁ%g@%i%ﬁéyﬁkﬁ%%ﬁg{%%ﬁoéﬁﬁ%oﬁyloxy)ethyl
prop?n)(lé@ﬁ%g@gg@&%?% }ﬁ‘l),ﬁ{lgﬁé{ylixymethyl valeryloxymethyl,
sovald TRy E?’@éﬂﬁp&%tﬁéiwomf’w&=a% BRAERYhdc ny |

t hoxycar bonyl oxy) et h
pr0pljgnxlg¥}|ﬁ%]w§ %}}5 '})rlo]%/jyﬁloyloxyethyl I-valeryloxyethyl, 1-
1- (et hoxycar bonyl oxy) buty

1sovaj_erflgxmlm}dah@myy]@xyﬁ)tbﬂnifcbnnyloxyethyl 2-acetoxyethyl, 2~

(et hoxycar bonyl oxy) hexyl , propoxycar bonyl oxynet hyl ,
propimajlpxw,ybhmtbgmgi}@w),a—ﬂ)‘iyb.lpyloxyethyl, 2-valeryloxyethyl, 2-
isovaleryloxyethyl, 2-hexanoyloxyethyl, 1-formyloxypropyl, 1-acetoxypropyl, 1-
propionyloxypropyl, I-butyryloxypropyl, 1-pivaloyloxypropyl, 1-valeryloxypropyl, 1-
isovaleryloxypropyl, 1-hexanoyloxypropyl, 1-acetoxybutyl, 1-propionyloxybutyl, 1-
butyryloxybutyl, 1-pivaloyloxybutyl, 1-acetoxypentyl, 1-propionyloxypentyl, 1-
butyryloxypentyl, 1-pivaloyloxypentyl or 1-pivaloyloxyhexyl; a Cs-Cs

cycloalkylcarbonyloxy Ci-Cq alkyl group such as cyclopentylcarbonyloxymethyl,




1- (propoxycar bonyl oxy) propyl ,

1- (propoxycar bonyl oxy) but yl ,

i sopr opoxycar bonyl oxymet hyP,

1- (i sopropoxycar bonyl oxy) et hyl , 1-

(1 sopropoxycar bonyl oxy) butyl , but oxycarbonyl oxynet hyl ,

1- (but oxycar bonyl oxy) et hyl ,
cycloﬁje)()gm oxy %{Wbonybfl gxggcﬁr op{ylcarbonyloxyethyl i-

|sobutoxycarbon | oxy neth I
cyclobepylesbanisyetvhdngiceyntdsgtonytpxypropyl, 1-

(i sobut oxycar bonyl oxy) propyl ,
cyclohe:(j!mbmty@mmpiyhriy¢}@i(qp)6bhyﬂoptbontyloxybutyl or 1-

but oxycar bonyl oxymet hyl , 1-(t-butoxycarbonyl oxy) et hyl,
cyclopexilydrooyytadyb oyl &y aptdiyicarbonyloxy Cy-Cy alkyl group such as

1- (pentyl oxycar bonyl oxy) et hyl , 1-

benz&y@&fﬁﬂét@?‘l}’& ar g M&&U&%@Mz C1-C4 alkyl group such as

hexyl oxycar bonyl oxyiret hyl
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(5- nmet hyl - 2- oxo- 1, 3-di oxol en-4- yl) net hyl,

I-(préfogthpbnRooRprobyB wtpwp@kmvonxdok ultwl
(5-propyl - 2-oxo- 1, 3-di oxol en-4- vyl hyI

1sopr6§3ﬁy§%5@ﬁ¥iy@etﬁ’%oi %bsgpr@bé’ﬁ%h%nﬂibyweﬂ@i hy | or

but yl -2- oxo- 1, 3- i oxol'en-4-y
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Xy
2- oxol e hyl group such as
oS ST R R B TRy
4- et h o- 1, 3-dj oxol en-4- yl]nethyl,

1S°b‘{*w§arbﬁ%¥1ﬂéz‘5ﬁﬁ@n@1(3509u*8&¥93&b0§ﬂ%&?8wén1 “4-yl] net hyl

[ 5-(4-fl uoropheny lL& - 0x0- 1, 3- di oxol en- 4- yI]nEthyI
(isobpfox puponyianyetepHe hjisyuoxseabengoyy §uot.dn- 4-

ylJmethyl; or a phthalidyl group, which may be
butomﬁﬁbonﬂbkyn@tbblstli(t-butedywltdmyhm@]eim al kyl
pentyloxycarbonyloxymethyl, 1-(pentyloxycarbonyloxy)ethyl, 1-
(pentyloxycarbonyloxy)propyl, hexyloxycarbonyloxymethyl, 1-
(hexyloxycarbonyloxy)ethyl or I-(hexyloxycarbonyloxy)propyl; a Cs-Cs
cycloalkyloxycarbonyloxy Cy-Cs alkyl group such as
cyclopentyloxycarbonyloxymethyl, 1-(cyclopentyloxycarbonyloxy)ethyl, 1-

(cyclopentyloxycarbonyloxy)propyl, 1-(cyclopentyloxycarbonyloxy)butyl,




or Cl-C4 al koxy group(s), such as phthalidyl,

di met hyl pht hal i dyl or di net hoxyphthalidyl, and is

preferably a pival oyl oxynéfhyl group, phthalidyl group

or (5-nethyl-2-o0xo-1, 3-di oxol en-4-yl ) net hyl group,

and nore preferably a (5-nethyl -

oxo- 1, 3-di oxol en-4-yl)nethyl group. In the case that

the esters of the conpound of fornula (1) described
cyclopgsolex ey lghgratirbl dgrdahayloxyenpeabre)egddrt $- the

phar macol ogi cal ly acceptable salts can be selected by
(cyclehepglos prarutyioxapprop diondr g yslkhdxyldxnycathendpt y)batyll adbeCi-Cq

not particularly restricted. Such salts can be, for
alkyleX-anplle-dexbiedriepiihageniroumeictt Sdbmadi?-aso-& 3-dioxolen-4-

hydr of | uori de, hydrochl oride, hydrobrom de or

Hmdiyd! GLapyideox@ 1 BLdibadlen-431 pedtedl| J-2ogsH1fR8Bk0RBN-4-
2 o;%hate acd-c4 alkanggﬁﬁgaﬂigggﬁgé salt, which nay

yl)me*ﬂ?ylo(@tﬂs&ﬁ@bjlflylz s:R3 BLAibE Qe w;lzﬁn&hyﬂb@'(%ﬁm %tc%(ﬁé such

a met'hanesul fonate, trifluoronethanesul fonaté or

dioxo? ﬁ/ﬁﬁ'}é IUEJ) ?% S%heﬂﬁ ghQng% ?é ?éjtltlcfngtn&gu 1ltlge _%E Ci-C4

ally su

alkylaék%ﬁf Eﬁgrouﬁﬁ‘#% SR Pel 1508 en g “Yqﬁ“%ﬁﬂ&f%% juch as

h. as an cetat mal at e funarate SUuccCi
(5‘Ph€IF3‘Ei"rZa‘P’83 Waﬂil%%% yl)myétré %rmﬁtav@g?r@ﬂ) %woxaﬁ Stiorrglen-4-
acid salt such as gl yci ne salt, éSIne sa

yllmegtgdi ﬁrﬁ@%@P%Wbewlhﬂt%Pnb3§wxp161194 vt aethyl, éé1(&fb@r@hgmyl)

aspartic acid salt, and is preferably a hydrochlori de,
2-oxoal Bréatelesdyljatcghid or phosphatophermhd2-iosodat-tiosuleard-y
preferably a hydrochl oride. The angiotensin I

yl|metigd et ophtraiidggriust whish nely Ue&pt&ﬁﬂﬂly&&bhtﬁt&teﬁ@ﬁﬁ%@dc4 alkyl
(A), is preferably the conpound having the formul a

or Ci{d,)alelescbBgs), abave pﬁmaadﬁh@lmgqlbmﬁamgh by acceptable
y

ester thereof, nore preferably a pharnacologlcally

d1met§5§ﬁ@1ttl?a@ild?1 a8 RlprOrad ) £p vaRIR Q%Qtﬂé@‘ y;f}hﬁal{?gﬁ Eﬂﬁluﬁ or

and further nore prefer bly a oxXy
t
(5- me‘z@ﬁez’ %(PF 3“&%&%&’ 4Rl eroup, and mors preferably & (5-gyetipyig-

o S AR ) M1 e

4- (1- hydr | - met thyl)-2- -l - 1H-t et
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pharmacologically acceptable salts, the pharmacologically acceptable salts can be
selected by a person with an ordinary skill in the art, and are not particularly restricted.
Such salts can be, for example, a hydrohalogenic acid salt such as a hydroftuoride,
hydrochloride, hydrobromide or hydroiodide; a nitrate; a perchlorate; a suifate; a
phosphate; a C;-C, alkanesulfonic acid salt, which may be optionally substituted with a
halogen atom(s) such as a methanesulfonate, trifluoromethanesulfonate or
ethanesulfonate; a Cs-Cyp arylsulfonic acid salt, which may be optionally substituted

with a C;-C4 alkyl group(s), such as a benzenesulfonate or p-toluenesulfonate; a C-Cg




yl T met hyl ]i m dazol - 5- car boxyl ate can be used. As the
conpound sel ected fromthe group consisting of a
conpound having the formifa (1) described above,
phar macol ogi cal |y acceptabl e esters thereof and
phar macol ogi cal ly acceptable salts thereof, their
hydrates or solvates can also be used. |In the case
.. that the p arnacologically accept abl e esters of the
aliphadig el SHEV RS ARBTS, fstaid TAmprafe, Speeingée glirady fatrate,
esterified conpounds may have one or nore asynmetric
oxalatgay oreite; i en epincaid paoiveh gs pehicinesdltPasioe sk ardieine salt,
said asymretric carbons or stereoisoners such as
ornithiicasdteglatinsoped salopr aspyrtivi actdralisar! is phdsebly a hydrochloride,
stereoi soners or racemates can al so be used as the
nitrat€ GOPAY 6 phdsphatd, sl ic parrelaAn palfebblgckskdrddhtinadi ng
1, 4-di hydropyridi ne derivatives, which is used as the

The QRPRUALin(IBYecehtdr AntbSinkdt Udhiehannel abliRkBhound (A), is
characterized by having the 1,4- di hydropyridine

. ol | . ,
Pt Y g e e R o P 8 A BB sy
i t osed as cal cium 19 channel :
ccoen Ry SR Bt i DR B S BT e SLARR Ebtonel wig
and are actuall ed, clinically, d a.person w
comp iRy tarials F.A5 Gt s HesaR R e TRy ST g
conpaunds exerting the effects of the present
ester, pRpaheylgster asCrmatyl-Ryapdpyriodpisa-4-daneiuhssiss of e
bl ockers, for exanpl e, azel nidipine, an odipine,
comppenl v aniée fWItUﬂfeagiI\éM ereferabiyd{ spinadyl-Ricgarldi-giorelen-4-
ni f edi pi ne, nisol di pine, cilnidipine, |ercanidipine,
yhmethyd éHd Hpidmesy- himeddilghyie 2-rao@ydi 1di[pi-(ié]-teehosii Ay PhipBenyl-4-
bam di pi ne, felodipine, or nilvadipine can be used,

viimeftull]itnidazolcHpabotyiklseapbesadt i nventi on shoul d not be
l[imted to these cal ci um channel bl ockers
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manuf act ured according to the methods disclosed I'n
fbnmé%agg%%@%g?%éﬁﬁﬁﬁ%g%?ég%ﬁ%%%E%?ﬁ%%%%gn andugﬁgdlike.
pharrrgag:é%):%lgﬂraﬁg Ei?dgpf}nﬁleeos%? L]h%geso%,%ﬂeip Syc?rgtséis on soq'\?art]gsf c%%talljs%eoqe used.
In the case that the pharmacologically acceptable esters of the compound having the
formula (I) are used, some esterified compounds may have one or more asymmetric
carbons, but optical isomers purified based on the said asymmetric carbons or
stereoisomers such as diastereoisomers or any mixtures of these sterecisomers or
racemates can also be used as the compound (A).

A calcium channel blocker including 1,4-dihydropyridine derivatives, which is used
as the compound (B), is a calcium channel blocker characterized by having the 1,4-

dihydropyridine moiety or chemically equivalent structural moiety to the 1,4-

dihydropyridine moiety in the molecule. Many medicaments are proposed as calcium




di scl osed in USP 4,572,909 Specification or USP
4,879, 303 SpeC|f|cat|on Si nce the pharmacol ogically
acceptabl e salts of 1,4-dilRydropyridine derivatives
are not specifically restricted, any salts thereof
can be selected by a person with an ordinary skill in
the art. The pharnacol ogically acceptable salts can be
acid addition salts or base addition salts. These
channgh blogkers nahuding e lek dipyiwpyadinadrayatives aud aie 2gplly veedh
as a sodium salt, potassiumsalt or lithiumsalt; an
clinicallkanil p@ctan ttithrst erdinen tkik icthe ag can selbaianmssiglhie or
magnesium salt; a netal salt such as an alum numsalt,
componnds satting the effecsabfithe popaeinsaltion. Al ¢kidlydsalyiidore
cobalt salt; or a base addition salt, for exanple, an

calchBfchEnnSEbIbleis Horeek agiple, APAIBIAIpiN, §§1|16d1plhe octyl am ne
salt, dibenzylam ne salt, nnrphollne sal't, gl ucosam ne

benidsfhe, nRASAYLM WehREHiat, iﬁﬂéar ?Fn%rn@e%ﬂ e %m&?f?ﬁd&lﬂﬁﬂlﬂﬁe

salt, N—nethylglucan1ne sal guanl di'ne sa

o o cheartiiodi R aE A Rre e St
e salt rocal ne

| t, .
o il s S8l LR SR EsRBe Eﬁ@yreaﬁ%tﬁa‘ﬁ@uotaﬁmédga e limited
o thfy F@r'af}vhﬂ?%ﬁ%mtpﬁgﬁ?%‘gh&% hatip, 2o gpaimnagmbe casily

addition salt, for exanple, a hydrohalide such as a
manufgrgied peserdiamto thy ardrads disclised indapuissoRitdet Riblication

hydroi odide; a nitrate; a perchlorate; a sulfate; a
(Kokphbdiptvat Bho 63-Ch3 B2 (M%é%ﬁgmﬁicammmhd heeyiifee

optionally substituted with a hal ogen aton(s) such as
Furtharnmet hariedipideanabe easilyridufartaeg uban@ay kd OB atehals

et hanesul fonate; a C6-Cl0 aryl sul fonate, which may be
discld2pd iro8k 1)573 908 Shbsfiedion driusp &97@038@;!@6 ficdtienp(s)

such as a benzenesul fonate or p- toluenesul fonate; a

Snge 8 pRATRBAb Lica B b dep@bike sSICLY RS d?r{}dtﬁ%%efn% A4 RkeE are

fumar at e, succl nate,” citrate, tartra oxal ate or

not sﬂ@{fﬁ?ﬁfresﬁ{cte%n aﬁ?zﬁt@ t}?e%odf SRLL %gccto 1572 ﬁ@%gx %Jé@tan ordinary

I nine Ssa
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restricted to thgfe salts descrj bed abov
addition salts, e SRR C0 EE SRS 3alkging, el qwéid%lpw widien

derivatives, hydrates or
salt, potassium salt or lithiim salt; an alkaline earth metal salt such as a calcium salt or

magnesium salt; a metal salt such as an aluminum salt, iron salt, zinc salt, copper salt,
nickel salt or cobalt salt; or a base addition salt, for example, an amine salt such as an
ammonium salt, {-octylamine salt, dibenzylamine salt, morpholine salt, glucosamine
salt, phenylglycine alkyl ester salt, ethylenediamine salt, N-methylglucamine salt,
guanidine salt, diethylamine salt, triethylamine salt, dicyclohexylamine salt, N,N°-
dibenzylethylenediamine salt, chloroprocaine salt, procaine salt, diethanolamine salt, N-

benzylphenethylamine salt, piperazine salt, tetramethylammonium salt or




sol vates of the conmpounds descri bed above and
phar macol ogi cal |l y acceptable salts thereof can be
used. In addition, some caPcium channel blockers
including 1,4- dihydropyrldlne derivatives contain one
or nore asymmetric carbons in their nolecules. In
these cases, optical isonmers purified based on the
ynmetric carbons or stereoqisoners such as
ms(h rﬁ%@@ﬂﬂ%ﬁﬁ’@@tm@‘? sa@ngr i s pédition sat dprcagGifeRs, or
racemates can al so be used as the conpound (B). As
hydroppledecap aunbiydBfluotide, hydmiidoride, dydiohyanide or hydroiodide; a
6- met hyl - 4- (3-ni t rophenyl ) -3, 5- pyri di nedi car boxylic
nitratgci per@ddriteda pliény;lapdiobptasz etl di nelkandsylfonaes tviich may be
5-i sopropyl ester,
optiofaR)y-sBbAitited wlthda-lﬂilhﬂ;éd afonfsRIch ¥k a dredtBmBidifpRRenyl ) - 3, 5
- pyridinedi carboxylic acid

trifluctofndthdh R 0EEY: 881 &Mélﬁ%ﬁ?dxﬂ{en ad M) aﬁ/?stu?fonar.’te' wR ﬁgzpaé'lbe

ester, anlodipine besylaté, or anmodi pine nale

optloﬁﬁg ﬁﬁgtﬁlgted Q?thcéoé] CEeLy ?&%%gﬁﬂy]sucﬂ ab Q%enz%ﬁ%su%ggg lo?g of

present speC| IC& nedr camnen
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ntima formation of glood vessel s and 21
SUCCHE%%P {tFal TrTToie, OYA400 SETRR S P i i Ser gal Enghsasglycipg
esult, inhibits vascular renodeling. Based on the
salt, 15549 s SR eleernithive salt, ihitamiscioaherbiaraspiriic heid salt, but
present invention can be used for the prophylaxis of
the scppaseicthe gicserft ghVeptipm shauéd nettbemestisted or thaser splts described above.
intervention in addition to the prophyl axis and/ or
Astarcgbfurenharo] blotler indelisg bdidhydtheyrivett datmtivesphydries or
present invention is characterized by exerting

solvatex6tht entipourihidbésrbey afvieRGl phah 0610 ?H;tallﬂﬁccfeﬁfaﬁﬁzt daffl
of bl ood vessels .and proliferation of vascular snooth

theredT¥BEbSuka! hSaddufont oreOBiiREdHAEE BioskeAt 1’10‘?15]:11{?% t4he
conpound (A) and the conpound (B) at their

dihydllogghgmg Q8EvarRs E&% OBQ Qplinépzeé &m}me‘f‘ﬁé E x%s 18 eérr @91@9{1[{:3.

conposi tion a mnis one

o sl S T s o B SRR, (1) o0
steremeslo}n%lrs such as dlagtgrrgoglogl%rrsagrl 281?/ ncl)lfxtuergscgf s%fgggi(s)grlnérls oor} rgclsecl)nna(tees
can also be used as the compound (B). As the compound (B), (+)-2-amino-1,4-dihydro-
6-methyl-4-(3-nitrophenyl)-3,5-pyridinedicarboxylic acid 3-(1-diphenylmethylazetidin-
3-yl) ester 5-isopropyl ester, (R)-2-amino-1,4-dihydro-6-methyl-4~(3-nitrophenyl)-3,5-
pyridinedicarboxylic acid 3-(1-diphenylmethylazetidin-3-yl) ester 5-isopropyl ester,
amlodipine besylate, or amlodipine maleate is preferred.

As concretely shown in the Test Examples of the present specification, the

medicament of the present invention consisting of the compound (A) and the compound

(B) works synergistically and inhibits neointima formation of blood vessels and




As concretely shown in Test Exanples of the present
specification, the nedi canent of the present
i nvention | owers bl ood préssure more effectively by
synergi stic action of the conmpound (A) and the
conmpound (B). Based on these actions described above,
the nedi canent of the present invention can be used
_for the prophylaxis and/or treatnent aof_ _hypertension,
prolifpratien ofiyasedaameqth grusale seidt i as a ypplbaplyipys vascular
infarction, arrhythma (including sudden death),
remodedingi Resefl anlthy eticvadefcrnbedahoeet the plegdicaments 9é theikesent
renal di seases (diabetic nephropat hy,
invengbmoRy bd wsaé finrtht baphplepisrod setteioeis ifsllemdg phreulanécal coronary
cerebrovascul ar disorders (cerebral infarction
interveBfi @bmalddhpams Hagepangkié Ael/bi kelmerdnd artpi@etRead y for
the treatnment. The nedi cament of the present invention
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a cal ci um channel bl ocker exerts nore excell ent
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recep ca ocker
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t he conpound &A& and the conpound (B) as the actjve
comppgigpe dimimigeregalong it udare dam pestalie o syrdRingEr themy
be m xed together and may be prepared as a physically
compsimdy{4) fndrthetanpomd (Bhat laddlaseoat, whithene efigséuiard climjedarmd
the conpound (B) nay be prepared separately as an
admihisggpendeath foonpasitaniabencand can be provided as a
medi canent containing a conbination of each node of

A Qnotkay kifvn (R:st Bdo@leBITth€ areeat spedifikeiotsel ndicament
medi canent to adm nister the conmpound (A) and the

of th&RIRAH DR ehiBh BlvetBofPPRsduk B0y effe%ﬁ@é’lg 8l elyerd@ttic actioil of

certain intervals. Adm nistration of the conpound (A

the c?ﬁ@o&g@i@é%{ﬁ’ﬁﬁ%ﬂ#%nd ﬁ%)hhlgﬁeéllsoglgggstegigﬁé;ns &?&%’ehkésgvél the

speci ficat m nistration of
.th d d th d (B hi h
meciaii B g PAe (o SR a o Be e Ll oo i ey e of

hypertension, heart diseases (angina pectoris, myocardial infarction, arthythmia

Q

(including sudden death), cardiac failure, cardiac hypertrophy and the like), renal
diseases (diabetic nephropathy, glomerulonephritis, nephrosclerosis and the like) or
cerebrovascular disorders (cerebral infarction, cerebral hemorrhage and the like), and
preferably for the treatment. The medicament of the present invention comprising an
angiotensin Il receptor antagonist and a calcium channel blocker exerts more excellent
effects by combined administration of an angiotensin II receptor antagonist and a
calcium channel blocker than either one of these agents administered alone.

The medicament of the present invention may be prepared as a pharmaceutical




time. There is no restriction of the dosage formfor
adm ni stration at the samg,tine; for exanple, it is

i ncluded that either one o% the conpositions is orally
adm ni stered and the other conposition is non-orally
adm ni stered. Nevertheless, it is favourable to
prepare the invention as a single pharnaceutica

coms TP B S RRERE TIBSOHLL B coppound

conmpound d the.conmpoun B) " certajn . .
and tepgpomns ips T 008 FRERRYS e ehmp Pl Bl ingyeciont

nmeans t hat the, conpound (A) and the co und (B)
may beduieil fegthich a@%@aggég*@@ﬁreﬂﬁ@ TR el ?%‘éwtlﬂg}w@nm

_independently at different times. The node of

additigabrthp PernpanddA) fog thsapmpated GinaY be PEPrsA serardelytagisp

intervals has no restriction. For instance, it
indepemehufbesutahat afid estbegmouidgd ot ensidivainent eotgtiog a

antagoni st is adm nistered, and then after a certain
combimatien vAtach aneizlofifomauditamn€he bltteckedicugentadnbausédersed,

or first a cal cium channel bl ocker is adm nistered,
medi@Rnt ReRNBhLRE thR Bafpbahd (LB thd cohpéieid(@) at @B same time or

angiotensin Il receptor antagonist 1s adm ni stered,

Sqﬁﬂgg%wﬁggﬂggﬁﬁggagprnwhas no restriction. The present
nmedi canment 1's manufactured by previously known net hods

g : ; / es.
Adﬁg%&?’g@ %%%@Eg%?ie(%)%ﬁmhe?%%o%ﬁﬂ t(ﬁg{]aqtﬁe sa aﬁf% €S

rups for ‘ora mnistr n,
r.injections or.s osiitories.fo ar er al
deser R PSP SR B LB R PR Br g TarT b g b rad
and suitabl e additive agents such as excjpients,
the cquygpng 47t wushlyiah disrsemeding Hdgpt Ant Eestfdea Os‘in*—?tB/r t@e same
~ stabilizers, flavours, diluents, and the like, if
time. f&ereds ae yEstrichion @ thei donagedotrn dorcasivppighatiquayt thmermerene; for
conpound (B), which are the active ingredients, and
examplenit beinalddedibst @thedonSpfiibe cohposormpos ndilly Ajflmarisletedend the
conpound (B) containing in the nedi canent of the
other Rb@HYition R@Ntordly Alneinzeab Nedsrthdedagit & fal-dytable to prepare
the invention as a single pharmaceutical composition and to take the both compositions
simultaneously.

Independent administration of the compound {A) and the compound (B) “at certain
intervals” described in the present specification means that the compound (A) and the
compound (B) described in the present invention are to be taken independently at
different times. The mode of administration for separate administration at certain
intervals has no restriction. For instance, it includes that first an angiotensin II receptor

antagonist is administered, and then after a certain interval, a calcium channel blocker is

administered, or first a calcium channel blocker is administered, and then after a certain




adm ni stered in general, the nedi canent of the present
invention is favourable tg,be orally adm nistered. As
"exci pients", for instanc€, organic excipients
i ncludi ng sugar derivatives such as |actose, sucrose,
gl ucose, mannitol or sorbitol; starch derivatives such
as corn starch, potato starch, a-starch or dextrin;
. cel ve r I ;
interv 16%1111 grlrlga%t%ngf‘? ofer\é?cl or, a%ta%%ﬁg %Safh% %gt%% E)lﬁglfrmc gnggagé Rt has
excj pi ents |nclud|ng S|I|cate derlvatlves such as
1o resf ﬁg'anhydrous silicic acid, synthetic aluninium
silicate, calciumsilicate or rmagnesium
Thg pipseHoRel @919 Sapaufiniess iy peyagbhnes naaeikpgnin a suitable
hydr ogenphosphate; carbonates such as cal ci um
dosage &0ty Hatheas t@ble@mapanle% geangkes apovedsreumTanglfoneel can be
listed. As "lubricants”, for instance, stearic acid;
admimetagibn salitjsctofns st emosit@tﬁsdozspméntasi ﬁhhinistrmiozstbearsmge
and magnesium stearate; talc; colloidal silica; waxes
pharmfdszRallpecsprkicand suisded MRSt dgelBisich @cexdxpladat, Palricants,
acid; sulfates such as sodiumsul fate; glycol; fumaric

bmdeﬁcﬂﬂmteg%zﬁﬂé HBMORNZAR LR IRerd. AUEIRE dilhaE Yhawhd atest
such as sodlun1lauryl sulfafe or 24 magnesium | auryl
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d|S|ntegrants for instance, cellul ose derivatives
adminggfend A2isulohip Biedicament of{jepiessns MbsieRis fayasseble to be

car boxynet hyl cel | ul ose, cal ci um car boxynet hyl cel | ul ose
orallydministeradnal | y crosslinked sodi um

car boxynet hyl cel | ul ose; and chem cally nodified

Asstariphhstl fbulnstsece] ergavatdxupsensuiabludsig sugar derivatives such as

car boxynet hyl starch or sodi um carboxynethyl starch can

factosBEsukioSt,@lucods maaibl &l sbiteios; starfi0ferivagi@nmeh as odhQtae,

clay such as bentonite or veegum netal

potato starch, a-starch or dextrin; cellulose derivatives such as crystalline cellulose;
gum arabic; dextran, or pullulan; and inorganic excipients including silicate derivatives
such as light anhydrous silicic acid, synthetic aluminium silicate, calcium silicate or
magnesium aluminometasilicate; phosphates such as calcium hydrogenphosphate;
carbonates such as calcium carbonate; or sulfates such as calcium sulfate can be listed.

As "lubricants”, for instance, stearic acid; metal salts of stearic acid such as calcium
stearate and magnesium stearate; talc; colloidal silica; waxes such as beeswax and

spermaceti; boric acid; adipic acid; sulfates such as sodium sulfate; glycol; fumaric acid;

sodium benzoate; DL-leucine; laurylsulfates such as sodium lauryl sulfate or




hydr oxi des such as magnesi um hydr oxi de or al um ni um
hydr oxi de; ani onic surfac? nts such as sodium |l auryl
sul fate or cal cium stearaté; cationic surfactants such
as benzal koni um chl oride; or nonionic surfactants such
as pol yoxyet hyl eneal kyl et her, pol yoxyet hyl ene
sorbitan fatty acid ester or sucrose esters of fatty

t abi | i S f.or. tance
magnsswﬁ? Wi sTsE8s pushls sl A RISy Afp bR S e
propyl. par aben; al cohols such as chl orobut anol, benzyl
starclh@%ﬁavew@mﬁwb@?wn bsilsédol ;. benzal koni um
chl ori de; phenols such as Phenol or cresol;
Ag WindsrsSster insthehgdrdrepiopyicalilase, bydiosymopylavilylelnldse
listed. As "flavours", for instance, sweeteners such
polyvasylsaodiiant, maoholmreimidsparipams, to thmse dicfdrded asuchtaade
citric acid, malic acid or tartaric acid; or flavours
listedsuch as nenthol, |enon or orange can be |isted. As
"diluents", conventionally used diluents, for

Ad r&lﬁﬁ@g‘iﬁnts" 361 B8@ncd BANIER deri 9AtHEISEh asIHGILB ituted
cal ci um sul'fate, cal ci um phosphat e,

hydrd}éﬁr g?%@lﬁﬁ@é@l Egrlol)klyrﬁ ﬁ %ﬂlﬁ&%‘:&ﬂ&hﬁl Jak%‘?(y%%t]'lyicelluiosc or

ose, water, pol yet hyl eneg

1ntenﬁﬁl? %yosglnrﬁ(%!i ¥8c?1l1m (}:{%% hﬁ/lcehufose rand chemlc % WOd&fgfd e or

rro esium al i nomet
ounds can _be |i sted. Doses of

f.t
starclgﬁe%%?%%éwﬁs feqsﬁraée PRI SGEM SO a cal i um

hannel bl ocker, which are active ingredients, and
CmﬁoﬁW@FWYHS§¢H§mﬁ§ﬂﬁ8ﬁcan be selected in a suitable
manner depending on various factors such as the
Axfidggeisifzees’, Yartingancanellojydebtleprsuchaagdeatotitb odycegna; getal
of the patients. Al though the dosage varies dependi ng
hydroamndes pugit B3 gnagjemandrddide od dikeiniim hythe xgks eniofic @udictants
adm nistration, 0.1 ng (preferably 0.5 ng) as a | ower

such 4d gdiun@dryl 3016 68 cdpuef fEaadtbycabiolic F)fad@sntabudapRer
l[imt per one tine for a human adult and one to six

benzdlkdHBsm REloridaYordSRRA fieroint @@aﬁaéwmc@@lewﬁkyz ether,
patients can be adm ni stered, at ‘the Same tine or

polyovctg&ﬂgl%@é&fbl ?taé‘iﬁ%sﬂep&esru%ﬁzlsé estbdd of @zﬁtycﬁ‘?c?s &h be listed,

teral strat

As "stabilizers", for instance, p-hydroxybenzoate esters such as methylparaben or
propylparaben; alcohols such as chlorobutanol, benzyl alcohol or phenylethyl alcohol;
benzalkonium chloride; phenols such as phenol or cresol; thimerosal; dehydroacetic
acid; or sorbic acid can be listed.

As "flavours”, for instance, sweeteners such as saccharin sodium or aspartame;
acidifiers such as citric acid, malic acid or tartaric acid; or flavours such as menthol,
lemon or orange can be listed.

As "diluents”, conventionally used diluents, for instance, lactose, mannitol, glucose,

sucrose, calcium sulfate, calcium phosphate, hydroxypropyicellulose, microcrystalline




0.01 ng (preferably 0.05 ng) as a lower Iimt and 100
nmg (preferably 50 ng) as QF upper limt per one tine
for a human adult and one“to six tines per day
depending on the synptons of the patients, at the
same tinme or separately at certain intervals, can be
adm ni stered. For instance, the dosing ratio of the

C d un

cellulf T BBHE SR S P P B S, PRSI, can
be.in %ﬁ range af }:1000 t0.,1000: 1, and HF%F

POLy VAR BFAN LY PARDGH UHS TR RS A g 05 MiX ROt hostfympounds
When t he nedi canent of the present invention is used

can bg §ptehe prophyl axi s and/or treatnent of
arteriosclerosis, it is desirable, in general, that

DasheobirougigerdeHireeptas aniggonistrad compoun ¢h@mel biedkarhehich

compound (B) after adm nistration is properly adjusted

are agiye asgredienthendnioundbstriperatiowasbe tdlgntdd iara doghlolwnidneer
lowest |imt of the conmpound (A) or the conpound (B)

dependigoraek¥l otk $Acesre duchl BNBs dMBEcti g SaipRsrhs,efze bh@body
present invention is used for the prophylaxis and/or

weightlc® A RAbnQ] Am&%ﬁﬁmsg%bevag%@ dg@gg% cga; sg%gpt%rlﬁ&,eagé hAd e

receptor antagoni st can ] ! ower
e, 08 R0 RS, o L, B e Ly R

1000 I%’ggt I(%?eg‘ér'agffyi égol% Bl ea%galu?jg%&iarﬁiﬁ gerg%gegtbrgg GENING &aute W §he
.angiotensin Il receptor antagonist can be enoynousl

to six AR A AT LIE GRART PERIOER T iy artn IV HEP TSI At
be achi eved by conbi ned adm nistration of an )

the sapfyfine BHSIPATAILY peccsipioRtca S db Hlesrsew i prrepteral ddnynistration,
channel bl ocker. [Exanples] The present invention

0.01 mgl(prebrsatiig Pdiomagrasra ldwechmbadd il A0 myr (eradebliyl S0oyg)weyanof
the Exanpl es- and Test Exanpl es descri bed bel ow, but

uppett liveit peope: (ohe fdre Hreseritlt hnd end jotix tiskoptrdiagaipdrling on
limted to these exanples. In the Test Exanples,

the synQhtBERS OF thRpatieete X el s'émehiSneSéﬂ’@i;A/fat%@l dtedrtaifliesarst e be

. Test Exanple 1. Inhibitory effects agai nst
admifbeRldl PSGhEARR! fe dosing ratio of the compound (A) and the compound (B)
can range from 1:10000 to 10000:1 in weight ratios, preferably it can be in the range of
1:1000 to 1000:1, and more preferably it can be in the range of 1:100 to 100:1.

When the medicament of the present invention is used for the prophylaxis and/or
treatment of arteriosclerosis, it is desirable, in general, that the blood concentration of
the compound (A) and the compound (B) after administration is properly adjusted so as
to be around the lowest limit or below the lowest limit of the compound (A) or the
compound (B) when administered alone.

When the medicament of the present invention is used for the prophylaxis and/or

treatment of hypertension, the dosage of angiotensin U receptor antagonist can be




(A) Materials and Methods (1) Cuff-induced vascul ar
injury nodel C57BL/6 m ce,aged 10 weeks were used. In
a part of this study, ATl a receptor gene knock out
(AT1 aKO) mce were also used. Inflammatory vascul ar
damage was induced in mce by |loosely placing a

pol yet hyl ene tube whi ch was cut Iongitudinally to open

prescxa%e%aaéi Y b $ glé’socﬁﬁ}dfi%}% IE[?S%%% e Ekﬂ:l an%ytg{s}/n J%Fo‘f‘ ‘anﬂagoﬁﬂ%hen

ery omnng serva

de tern1ﬂed The usef.ul.nes ? 3}nnde of v &hchlsus
the angilensih 1 6°CeRIARYPBONHLE Hiar® ?I‘é"rm‘ YPH@“HX% 3%6 !

previ ously reported (Physiol, Genomcs. . 13 -
origingbusep@giohe dpsaga rhthcor glofaain %ﬁceztﬂamag%%fan pgroTmously

Crculation, 106, pp. 847 - 853, 2002). (2),

reducds biepuiserax el emeniibyperisnsifieatsiopsdn be ggl@ﬁ‘seddqwomwed
synthesi s A paraffin-enbedded section of the damaged

admirdstiatioyn ofas apgiefpasied] ederdaysitagonest wethfaf calophmcbarent Hlocker.
El astica van G eson staining was carried out, and the
cross-sectional area of the neointim and tunica
nmedi a of the bl ood vessels was determ ned by inage

Exmgﬁ@gy5|s sof tware. For quantification of DNA
yntheS|s brompdeoxyuridine (BrdU) was injected into

Tifg%?%%lﬂg v dit%ﬁ%ll%feth%{:elﬁf{e{' d@écﬂﬁ@@ﬁ%o%ﬁﬂta@r Wl hndexe

ron1|ncorporat|on Into nucl el of t he

RS e i
o yHBEH T o FEA L RATR 219D e dependenc

Oral administration of azelnidipine to the wild-type
is simplyealigdsolnsptay af ter cuff placenent, and

dose-dependency of azel ni di pi ne was |nvestigated as
described in (2). (4) Both ol nesartan and azel ni di pi ne
wer e sinmultaneously adm nistered to wild- type mce,
Test Bednilbé: Bhfeotseitdctcapaadmmirsselatossn of ol mesart an and
azel ni di pi ne were
(A)  Materials and Methods
(1) Cuff-induced vascular injury model
C57BL/6 mice aged 10 weeks were used. In a part of this study, ATIa receptor gene
knock out {AT1aK0) mice were also used. Inflammatory vascular damage was induced
in mice by loosely placing a polyethylene tube which was cut longitudinally to open the
tube, around the femoral artery of mice. In the damaged artery, the following
observations were determined. The usefulness of this mode] of vascular damage to
analyze vascular remodeling has been previously reported (Physiol. Genomics., 2, pp.

13 - 30, 2000; Circulation, 104, pp. 2716 — 2721, 2001; Circulation, 106, pp. 847 - 853,

2002).




conpared with those of admi nistration of either

ol mesartan or azel ni di pi ng-al one as described in (2).
Ef fects of ol nesartan and azel ni di pi ne were
investigated at effective doses of either ol nesartan
or azel nidi pi ne alone and at insufficient doses to
elicit significant effects by either ol nesartan or

a 2 di pi ' ergistic
O 1 S TR i A
vascul ar, s th nuscle cells, the effects
A B A hETRE e R e e Al S G B s efer cutt
facilitation of DNA synthesis follow ng stinulation
placegient AdAsHER Y HISFPD FEBing WA di By Ot nd Sy (B Fige-Biftignal area of
[BH thym dine) were investigated. (B) Results (1) In
the nechetire pid funtra cediliaakba biroddgmestiew sotpedrmated iyl ighagy paalysis
m ce, DNA synthesis of 28 vascular snooth rnuscle
softwesd. Fer quasitifing romad ¢aN Arssinthens, iromad doaynedine (Bidh)) twe injected
bl ood vessels was potentiated. These changes were
into thehiidd T &steaadt piadéirpémend Bral dake caltepesadistth inRAREEtion
at a dose range of 0.1 to 1.0 ng/kg/day, without any
into B¢ heQtioren: Rfeeds cpicessdre (Fig. 1 and Fig. 2). In
addi tion, ol mesartan exhibited simlar inhibitory
ef [ 05£= f:
O o o oy o ot Raut By L Fiosfa Bl (DR S
[ eSSur e I,.g. Fig. . Mhen_ 0. / kg/ day._0
{ypeg%@?nﬁ%fﬁ%ﬁgﬁaﬁgngﬂgm’ﬁ%ﬂké%ﬁé%m% 15 #%% rPgHQF%%?%moﬁas
. .hese drugs..di.d licit.any significant. effects .
invesfiEHoE 268 YR 2hdeh LT d Birtap R LA e TG type
. increase_in DNA synthesis of  vascul ar snooth nuscle
mice ¥y §iaglFd %feqﬂff RLAEHEBE Weo At drrcrdngnt Glonzalndippee was
_ bl ood vessels were significantly suppressed (Fig. 5
invesggefedpydeseibedindih t hese results, it was clearly
denonstrated in vivo that co-adm nistration of
(4) aZéithiodinpianten amd olchedipmeawerevwoniasopneygidstinsadréd to wild-
inhibits proliferation of the vascular snooth nuscle
type @ftd, Sndntle eiffops wfes-aasialtation efdabingn a0d)azEipine were

synergi stic action of azel nidi pine and ol nesartan

compaRICK R eBbRDGVRIMBStration of either olmesartan or azelnidipine alone as
described in (2). Effects of olmesartan and azelnidipine were investigated at effective
doses of either olmesartan or azelnidipine alone and at insufficient doses to elicit
significant effects by either olmesartan or azelnidipine alone, so as to determine
synergistic effects of these two agents.

(5) By using cultured rat vascular smooth muscle cells, the effects of co-treatment
of olmesartan and azelnidipine on facilitation of DNA synthesis following stimulation
by angiotensin II (determined by incorporation of [*H]thymidine) were investigated.

(B)  Results

(1)  Inthe cuff-induced vascular damage model of wild-type mice, DNA synthesis of




investigated in an in vitro study. As shown in Fig. 7,
facilitation of DNA synthesis in cultured rat
vascul ar snooth nuscle cef¥s following stinulation by
angiotensin Il was suppressed by adm nistration of
azel nidi pine in a concentration-dependent manner.
When | ow doses of azel nidi pine and ol nesartan
insufficient to elicit any effects, al one were
vascuiss - seffithiratsslee Rl ISDAS dymediediagd greogtimpafegnatign in the blood
vascul ar snooth nuscle cells was significantly |
vesseupps estradiaieti dhe®) chapgst vexanplhibited bAnajalsipeitce s avéose-
activity Surgical operations were carried out in 56
depersiponhameoatsd Yodeypege aiisi el .0 atgkd/ SR ithoSPiygefam®e, on blood
Breeder: Hoshi no Laboratory Animals) aged 20 weeks to
presshr@@FRNY 228 Fig rBnEMddiedrs ofbdsanac oxidbingl $ihglar iditoney effects
pressures. After recovery fromthe surgica

in a IBRLHERhARS mahh& dt allo20FhnpE 6886, l.s;lrte 3\/Ma1sgrygma§%ﬁﬁout any effects
starting at 24 weeks of age. O.

on blgﬂ @9%&%’&8%?){% Cfie%ﬁdJ lf?%i]eﬂlsg?{é#g@d{ Qxﬁ@&'gly %‘?la%lln 153 and 0.5

success days
mg/ké{grgf ggg mens%}(a%{/boqll; é)gsffgcs? éic n(&‘tdarg)t-lcgg agy%rffﬁcanf Effects at
enous bl.ood ure in.each group bas on their

these (o000 6 ATHR R e T REa T e PSUHCHRE B b Hay s i !
initiation of blood pressure nonitoring (the

vascupgg ngirqotly tpsslcorelsadi Beteuiiption off nepsntirae 3@@4{1%@ teqhlood
Then either 0.5% CMC-Na solution (2 nl/kg: contro

vesselgr weig) signficaly shppresswll Ulig.oh ap@ Mg/ ®gFrom thidectestlise it was
test substance was suspended in 0.5% CMC-Na sol ution

clearlwadenadniraicd tier €do f tham:@bdmitelksonfofagelfidipintdand olmesartan
successi ve days (once daily) and changes in bl ood

workP ERESLERaNG RihitdBSHbY &gaticeh@N @R SvdstulbhembbiBoghupi€ s end
of group 6 and group 7 are shown in Table 2. (Val ues

imprdvs ViRulhaRIRR1eigpr esent nmean S.D.) Excellent
antlhyperten5|ve effects were observed in animals in

i ag AP PRI i e e

mves%cci“% T Inu%tro s)tudy. As shown in Fig. 7, facilitation of DNA synthesis in
cultured rat vascular smooth muscle cells following stimulation by angiotensin II was
suppressed by administration of azelidipine in a concentration-dependent manner.
When low doses of azelnidipine and olmesartan insufficient to elicit any effects alone
were co-administered, DNA synthesis of cultured rat vascular smooth muscle cells was

significantly suppressed (Fig. &).

Test Example 2: Antthypertensive activity
Surgical operations were carried out in 56 spontaneously hypertensive rats (SHRs,

SPF grade, Breeder: Hoshino Laboratory Animals) aged 20 weeks to implant




Goup 2 dnesartan nedoxom | (0.2 ng/kg) Goup 3

A nesartan nedoxom | (1.0 /kg) Goup 4 Azel nidi pine
(2.0 ng/ kg) G oup 5 Azel n?gigpi ne (5.0 ng/kg) Goup 6
A nesartan nedoxom | (0.2 ng/kg) + azelnidipine (2.0
ng/ kg) Goup 7 A nesartan nmedoxom | (1.0 ng/kg) +
azelnidipine (5.0 ng/kg) Table 2 30 Bl ood Pressure

mrHg Test Substance n 1st 2nd Day 5th Day. 13th
R S S e L T e e
173.0 21.2 Goup 6 8 150.3 11.7 144.5 9.8 14762
operatigns) theaplood pregsurqyvayponitergd stprimg of 34 yvephpoiagegl.avo
127.8+9.0 125.9 10.0 Test Exanple 3: o
carborynithylseHtlossiodsmEl EWEH-NaMulleticp@l mifep roserallyRdarpisEyed
knock out mce aged 12 weeks were divided into 4
for 7 grooeasve(dhys (unce dpdy) byraodip)ngasinfidh] Biwi angnals erete dilvidgd aup 7
(0. 5% car boxynet hyl cel | ul ose (CMC) sol ution
group@ggn:rems §&regr3§))gﬁiqu1@amogﬂneﬁe§@bb@prm@xmeh gf@praabdagdn their
adm ni stere group, azelnidipine (3 ny/kg)
bloodﬁ%@gsﬂfes&e%rﬁgn&ir&i%ﬁe sANAhdHITRSA &R iﬁlﬁﬁj@mﬂlodﬂ?ressure
/'kg) plus azel nidipine (3 ng/kg) adm ni stered group.
= . < oy UL OB
o L0 A3 ER e K0 P P S0LIE )
eks. .A hi fat di_et ont.ai ni ng. 0..159 . :
oMceerdureh 6ERe Tai AR HR e iRd e i wrigh e
mce in all groups followng the start of test e
test sERRNGE S125 é’tlﬁpgﬁgf’(iﬁ Ol Ei"lm%fl\%a@éﬁtiowﬁ@ adgyglﬁ@rqdﬁ%v a5
pressure of all mce was neasured by a_non-preheating
weeks 9 Pesclion bt sugsesis iays (P €ay)(amp choNeToRb lpeRpRASHS: ®ere

M CE, Model MK-2000, Muromachi )
observed. Changes in the blood pressure of group 6 and group 7 are shown. in Table 2.

(Values in the tables represent mean * 8.D.) Excellent antihypertensive effects were

observed in animals in the group co-administered olmesartan plus azelnidipine.

Table 1.
Group 1 Control group (0.5% CMC-Na solution)
Group 2 Olmesartan medoxomil (0.2 mg/kg)
Group 3 Olmesartan medoxomil (1.0 mg/kg)

Group 4 Azelnidipine (2.0 mg/kg)
Group 5 Azelnidipine (5.0 mg/kg)
Group 6 Olmesartan medoxomil (0.2 mg/kg) + azekidipine (2.0 mg/kg)

Group 7 Olmesartan medoxomil (1.0 mg/kg) + azelidipine (5.0 mg/kg)

Table 2




Ki kai Co., Ltd.) at 21 - 24 hr after drug
admnistration in the 23rd week. The results are
shown in Table 3 (values P# the table indicate mean
S.E.). 31 Table 3 Adm nistration G oup Systolic blood
pressures (nmmHg) Control group 129 3 d nesartan
medoxom | adm ni stered group 121 4 Azel nidi pi ne
admnistered group 127 4  HKlagesstan (Apgdexyom I and
Test dedant«di pi neénclo_112...3 dm.nistered group As the
results shoWw abovéﬁik@narkaﬁhdlhy@otenéﬂvﬁaﬁffect@h@bw

CODU@bé@ﬁﬁga’lnJgheléP@esg¥$aiq%igcoq“' gﬁr l?iﬂ) Qﬁﬁ?n812

Grougﬁod””' M STey 196‘%“,, 172 WHcd gases; f% ”% 139%5 9+8.8

ne did not i"Ci't™ any |signiticant nd” f'he

Groughf ects el Cigt edzw 03, @dm st £8td on 104, 8@1 w@sam@i 10.0
nmedoxom 1 and | azel ni di pine were._synergistic (lp =

0. 0065; two-way anal ysis of varlance) (Preparation
exanpl e) Tablets (Cbnbination Drug) 4 nmesartan

nldlplne 10.0 ng Lactose 278.0

Tmﬁé%%néﬁahAﬁégﬂfﬁn%%‘gg S Magnesi um stearate 2.0 ng The
powder s of above prescription are m xed and tab] et ed

Malotoho HpapabF @t PR AP FeoutBich AtV aeks é&ﬂr%timded into 4

conprising 350 ng of the conposition. The tablets can
groupsd 1 § agexr per group) as following: control group (0.5% carboxymethylcellulose

(CMC) solution administered group), olmesartan medoxomil (3 mg/kg) administered
group, azelnidipine (3 mg/kg) administered group, and olmesartan medoxomil (3
mg/kg) plus azelnidipine (3 mg/kg) administered group. Either test substance or vehicle
(0.5% CMC solution) was orally administered to animals for 24 successive weeks. A
high fatty diet (co.ntaining 0.15% cholesterol and 15% unsalted butter) was given to all
mice in all groups following the start of test agent administration {12 wecks of age). The
systolic blood pressure of all mice was measured by a non-preheating type blood
pressure monitor (BP MONITOR FOR RATS & MICE, Model MK-2000, Muromachi
Kikai Co., Ltd.) at 21 — 24 hr after drug administration in the 23rd week. The results are

shown in Table 3 (values in the table indicate mean + S.E.).




coat ed, when it

is useful as a prophylact?&

agai nst arteriosclerosis and hypertension.

IS necessary. 32
applicability] The nedi capent of the present

[ I ndustri al

i nvention
t herapeuti c agent

33 CLAI M

and/ or

1. A nedicanent for the prevention and/or treatnent of

arteriosclerosis conprising
conposi tion;

(A) an angiotensin |
Tablege| ect ed fromthe group consisting of

the follow ng
recept or antagoni st

a compound

Adnnﬁ%&hﬂﬁa%r §neral formula (1
accept abl e esters thereof

Fﬂ}%fo‘ﬁ@%%o%%ré‘s@hﬂeg (mmHg)

'nd phar nacol ogi cal l v

Contracgepp abl e sal ts thereof; af

d H3C CH3  1@++H3C N COON

(I\ N-__NNH (R\ a__gaj_gl_u_m_g_t
Olme$mmq¢@xgmd@§n%@ﬁt§re§tm@ of 1,4- dihydddpyrd dine
Fvatives & rarfracotogicatt-y—acceptabt-e-satts
AZ@IW%EWE&#%S'@ étgir i ngredients. 2. A rrea?zgrf;ent for
OhneEd}{%n'rﬂgﬁoRbfdlioﬁldoizeHﬁB {He&lall on or vascular snpoth
muscl e cells conprising the conmpound (Aj2and the

aiml as active

admirigteqedgnelp( B) according to c

nar-aedi-ent.-c
T 9.

CTTU

Ilyl A\ |

As the results show above, remarkable hypotensive effects (p = 0.0063; Dunnett’s

multiple comparison test) were observed in the olmesartan medoxomil and azelnidipine

co-administered group, at which doses either a

gent alone did not elicit any significant

effects, and the effects elicited by co-administration of olmesartan medoxomil and

azelnidipine were synergistic (p = 0.0065; two-way analysis of variance).

(Preparation example)
Tablets (Combination Drug)
Olmesartan medoxomil
Azelnidipine
Lactose
Corn Starch

Magnesium stearate

10.0 mg
10.0 mg
278.0 mg
50.0 mg
2.0 mg

The powders of above prescription are mixed and tableted with a tableting machine

to prepare a tablet comprising 350 mg of the composition. The tablets can be sugar

coated, when it 1S necessary.




3. A nedicanent for the inhibition of neointinm
formation of the blood vessels 34 conprising the
compound (A) and the conpednd (B) of claim1l as active
ingredients. 4. A nedicament for the inhibition of
vascul ar renodel i ng conprising the conpound (A) and
the conpound (B) of claiml| as active ingredients. 5.
A nedi canent for the prevention of restenosis

[Indupigia] #gilsaPiBAcut aneous coronary intervention
conprising the conpound (A) and the conpound (B) of

Thel rapdivamens of Hstrirgseni myerithngpnseiuless aprapitiledivent/of or

t he prophyl axi s and/or treatnent of hypertension or

theraghusieages agemsisetiribycitipperhéhgpesengonpri si ng t he
conmpound (A) and the conpound (B) of claim1l as
active ingredients, wherein the nedicanent is suitable
for admnistration of the conmpound (A) and the
conmpound (B) at the same tine or separately at
certain intervals. 7. A nedicanent for the prophylaxis
and/ or treatnent of hypertension conprising the
conmpound (A) and the conpound (B) of claim1l as active
ingredients. 8. A nedicanent for the prophylaxis
and/ or treatnment of heart di seases conprising the
conpound (A) and the conpound (B) of claim1l as active
ingredients. 9. A nedicanent for the prophylaxis
and/ or treatnment of angina pectoris conprising the
conmpound (A) and the conpound (B) of claim1l as active
i ngredients. 10. A nedi canent for the prophylaxis
and/ or treatnent of myocardial infarction conprising
the conpound (A) and the conmpound (B) of. claim1 as
active ingredients. 11. A nedicanment for the
prophyl axi s and/or treatnent of arrhythm a conprising




1.

the conpound (A) and the conmpound (B) of claim1 as
active ingredients. 35 12. A nedicanent for the
prophyl axi s of sudden deah conprising the conmpound
(A) and the conpound (B) of claim1 as active
i ngredients. 13. A nedicanent for the prophylaxis
and/ or treatnent of heart failure conprising the
compound (A) and the congound (B) of claiml1l as active
ingredients. 14. A nedi € ® for the prophyl axi s
and/ or treatnment of cardiac hypertrophy conprising
A madtvemcoinfouhd pteyention andier ¢ioapouh @ f (aBEriofclarbsis pompasing the
active ingredients. 15. A nedicanment for the
follovphgpbybasitisn;and/ or treatnent of renal di seases
conprising the conpound (A) and the conpound (B) of
(A) cl ai mah aagice@kiniBrdcBgtb eslit@Ringst sdibeted\(THROLE afRPtcohsikting of
t he prophyl axis and/or treatnent of diabetic

a conlpORIM RRARL X Iﬁ‘éi’ﬂgﬁl‘n%l@g[) Lheneamayadiy(Rle e Esﬁ@rs thereof

onpound of claim1l7as active 1ngredients.
and pf a%é‘ﬂgﬁtau%g&e Hﬁle%ff!m%}e%}“a%da”d/ or treat ment °f
oimer uFone conprisi’ng the conmpound (A) and
the compound ( B) of claiml as active ingredients.
18. A medi cament for glee prophylaxis and/or treatnent
of nephrosclerosis conprising the conpound (A) and
t he compound (B) of clai (ﬂ% active ingredients.
19. A nedi canent for the\prophyl axis and/or treatnent
of cerebrovascul ai—eh conprising the conpound
(A) and the compgund \\B) of claim 1l as active
i ngredients. .
and/ gr_tre
the cd
active

N o nfarction conprising
d (A) and the conpound (B) of claim1l as

@

(B) a calciumn channel blocker selected from the group consisting of 1,4-
dihydropyridine derivatives and pharmacologically acceptable salts thereof as
active ingredients.
2. A medicament for the inhibition of proliferation of vascular smooth muscle cells
comprising the compound (A) and the compound (B) according to claim 1 as
active ingredients.

3. A medicament for the inhibition of neointima formation of the blood vessels




10.

11.

ingredients. 36 21. A nedicanent for the prophylaxis
and/ or treatnent of cerebral henorrhage conprising the
conpound (A) and the conpdfind (B) of claim1l as active

i ngredients. 22. A nedi canent according to any one
clainms 1 to 21, wherein the nedicanent is a

phar maceuti cal conposition conprising the conmpound (A)
and the conpound (B) as active ingredients. 23. A '
medinpaseat the oyppriognd d A hade hepoumepurnd) (Fanefl chien 1 as active
conmpound (B) as defined in claim1l as active

i nggrediceint s. 24. A nedi canment according to any one
claims 1 to 23, wherein the conpound (A) and the
coupaedichrid) arethrdinHibisiber ed satculdre r&adtR]ihg MBor@prising  the
separately at certain intervals. 25. A nmedi canent
aGeRpELR(A)CiniNe P SIndI(BF ofclhi®n 23s ahiRGSERAERE.
angiotensin Il receptor antagonist is

( 95 FRERYoA BF Biclords dhiB) A el SRS prduln
hydF Sy et & ﬁg-reé%r%‘gl 1_%_ s op{::;/hlo-lls QiF %hp fcutaneous coronary
H-tetrazol -5-vl)bi phenyl - 4- nme I .
G BfCkcamnh PRk K 5 B s Gt i o
any .one clains 1 to 23, wherein the cal cium channe
b1 RENE I8 ected from the group consisting of
azel ni di pi ne anml odi pi ne, beni di pi ne, nitrendi pi ne,
methTERisRRENt §oF i Brophwaxts and/eriwsatent of hysrgnppmar diseases
ci I ni di pi ne, Iercanidipine, niguldipine, ninodipine,
arcawiediyi meertensfaprdoginpising, thb apmpolipl (6, anfldhodimppaiad (B) of
and nilvadi pine. 27. A nedi canent according to any one
Clchdimms 1l aboa@Biec wheedemst veheeah cithemmahainal Bl ockdie for
i s azel nidipine. 28. A medicanment according to any one
Clagiiistration od3he Whap&ind (Ahemaahetdtibound (B) at the same time or
separately at certain intervals.
A medicament for the prophylaxis and/or treatment of hypertension comprising
the compound (A) and the compound (B) of claim 1 as active ingredients.
A medicament for the prophylaxis and/or treatment of heart diseases comprising
the compound (A) and the compound (B) of claim 1 as active ingredients.
A medicament for the prophylaxis and/or treatment of angina pectoris
comprising the compound (A) and the compound (B) of claim 1 as active
ingredients.
A medicament for the prophylaxis and/or treatment of myocardial infarction
comprising the compound (A) and the compound (B) of claim 1 as active
ingredients.

A medicament for the prophylaxis and/or treatment of arrhythmia comprising

the compound (A} and the compound (B) of claim 1 as active ingredients.




12.

13.

14.

15,

16.

17.

18.

19.

20.

channel bl ocker is am odi pine. 29. A nedi canent
according to any one cIaigg | to 23, wherein the
angiotensin Il receptor tagonist is

(5- et hyl - 2- oxo- 1, 3-di oxol en-4-yl ) et hyl 4- (1-

hydr oxy-1-nmet hyl ethyl)-2-propyl- | -[[2-(1
Htetrazol - 5-yl) bi phenyl - 4-

yl ] met.hyl ] -ini dazol - 5-car boxyl ate and the cal ci,.um

? el R T SrondyEtin o Widien B ceMmetealtbrompound
according to any one clains | to 23, wherein the

andy srdHgicamppungd dldchimantsagbne sierqdients.

(5- et hyl - 2- oxo-1, 3-di oxol en-4-yl )net hyl 4-(1-

hyd medicameniefon yhe piophylagis pindfey ltrehtment of heart failure comprising
-[[2'-(11-1-tetrazol -5-yl)bi phenyl -4 37

y ltheredrimydundi( i) aiad dle cbmpanbibfB)l dicerimnidastdeave Rlgeddikmts.
channel bl ocker is am odipine. 31. Use of (A an

anyimédeasidnt 1fbr HRC PRIPAK1aR1 8GOB $leatp@ing Greshrdia® Mybberophy
group consisting of a conpound having a genera

f QbMpkBinG! the RRAIARE QU9 UrRAlHeY corRGS SR @' & 8B6A" B as active

t her eof and pharmacol ogi cal |y acceptab salts thereof
I—[%ﬁ‘%[%msm H3C N COON (I) N N~\\ /NH Nand (B) a
I'um channel bl ocker selected fromthe group

9 rsniealtciarrr]lgnto or gh’e%)_mphylaxis and/or treatment of renal diseases compnsing
the compound (A} and the compound (B) of claim 1 as active ingredients.
A medicament for the prophylaxis and/or treatment of diabetic nephropathy
comprising the compound (A) and the compound (B) of claim 1 as active
mgredients.
A medicament for the prophylaxis and/or treatment of glomerulonephritis
comprising the compound (A) and the compound (B) of claim 1 as active
ingredients.
A medicament for the prophylaxis andfor treatment of nephrosclerosis
comprising the compound (A) and the compound (B) of claim 1 as active
ingredients.
A medicament for the prophylaxis and/or treatment of cerebrovascular diseases
comprising the compound (A) and the compound (B) of claim 1 as active
ingredients.
A medicament for the prophylaxis and/or treatment of cerebral infarction

comprising the compound (A) and the compound (B) of claim 1 as active

mgredients.




21

22.

23.

25.

26.

27.

28.

29.

30.

di hydr opyri di nc derivatives and pharmacol ogi cal |y
acceptabl e salts thereof if, the manufacture of a

nmedi canment for the prevention and/or treatnent of
arteriosclerosis 32. Use of the conpound (A) and the
compound (B) as defined in claim31 in the

manuf acture of a nedi canent for the inhibition of
proliferation of vascular snooth nuscle cells 33. Use

of Ahﬁe&gﬂpau wgr ) R@pﬁym@ a%arsrpqwagné@)ofa&m%@a%%mge

claim31l in acture of a nmedicanent for th

i nhedonbri s dfc cmnpmmdr(m)fmdrr&mlammmbnd HB) olblcbeoch 1 as actwc
vessels 34. Use of the conmpound (A) and the conpound
(B) g4 @S ned in claim3l in the nanufacture of a

e de\(iﬁé'@(fh‘iné‘nP hcdoRBng MR dnke@hiRk 1 Y83 EUVRdrcih eRDABHkAent is a
35.  Use of the compound (A) and the conpound (B) as

def phrenbacantictladomBtition g tharcamgotnd 6Abndathe compound

medj.canment for the prevention of restenosis foll ow ng
per G HAREN s MEEHASr y i ntervention. 36. Use of the

COMROHRMichntaBSinpian € ARP VahiolR (A 4R tire thﬁodﬂda(m) as

31 in the mnufacture of a nedi canent for the
proéﬁ?ﬁéxmQmaﬁdﬁéﬁdvﬁéagmﬁﬁmwof hyper t ensi on or

di Sg St catmen‘?gccopc}ll{x%% zﬁﬁ%o%%s 31%5 1“@?5 ewLchct:lH% e %mepound (A)

arren m ni stration

C Oﬁﬁmilﬂﬁ@ chBpodnid Byhe: apmptonel AtBle @ind thae oﬁﬁiiﬁﬁratdly’rﬁ or
separately at certain intervals. 37. Use of the

conpstgdinisayaland t he conpound (B) as defined in claim
31 h%%&&mmgﬁ%or {Carl or@ cfﬁ%?& qqgggtwlﬁé}&n%}c@al%ﬁm&% H

‘prophylaxi s an rea ment o hypeT t ensi on
of tdaeptooamagonckt (sAp-metythexcafpdivrde-B)ylpsctiigf4-ged in

or OBy 81 RGPS DLF BRPHE MUK Bl S Dipheryd-
yljmethyl}imidazol-5-carboxylate.
A medicament according to any one claims 1 to 23, wherein the calcium
channel blocker is selected from the group consisting of azelnidipine,
amlodipine, benidipine, nitrendipine, manidipine, nicardipine, nifedipine,
nisoldipine, cilmdipine, lercanidipine, niguldipine, nimodipine, aranidipine,
efonidipine, barnidipine, felodipine, and nilvadipine.
A medicament according to any one claims 1 to 23, wherein the calcium
channel blocker 1s azelmdipine.
A medicament according to any one claims 1 to 23, wherein the calcium
channel blocker is amlodipine.
A medicament according to any one claims 1 to 23, wherein the angiotensin 1l
receptor antagonist is (S-methyl-2-oxo-1,3-dioxolen-4-yhymethyl 4-(1-
hydroxy-1-methylethyl)-2-propyt-1-[[2”-(1 H-tetrazol-5-yl)biphenyl-4-
yl]methyl]-imidazol-5-carboxylate and the calcium channel blocker is
azelmdipine.
A medicament according to any one claims 1 to 23, wherein the angiotensin il
receptor antagonist is  (S-methyl-2-oxo-1,3-dioxolen-4-yl)methyl  4-(1-

hydroxy-1-methylethyl)-2-propyl-1-[[2°-(1 H-tetrazol-5-yl)biphenyl-4-




31

32

33.

34.

35.

di seases. 39. Use of the conpound (A) and the conpound
(B) as defined in claim3l34n the manufacture of a
medi cament for the prophyl axis and/or treatnment of
angi na pectoris. 40. Use of the conmpound (A) and the
compound (B) as defined in claim31 in the

manuf acture of a nedi canent fqr the hy d .

t r edimethyl lgmidagplespwesy! aﬁ“nfaﬁgcttf‘con‘“a ‘21‘11% Lﬁb rt?? BP?@L 18

CO"BBHﬂﬁaﬁ A and the conpound (B) as defined in claim
Int ‘manuf acture of a nedi cament for the

.pr opky b & )simandioomsirlé atcopiot aghgonast sely¢thdiram the grOLUQe

of the.conp und nd. t he co und S deflne
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(A) and the conmpound (B) as defined inclaim31 in the
manuf acture of a medi canment for the prophyl axis and/ or
treatment of heart faiM;are. 44. Use of the conmpound
(A) and the conpound (B) ‘as defined in claim31 in the
manuf acture of a nedi cane [.the prophyl axi s and/ or
treatment of cardiac hype trop%y 45. Use of the
conmpound (A) and t npoup@d (B) as defined in claim
31 in the manufacfure\9f a nmedi canent for the
prophyl axi s a nt of renal diseases. 39
46. Uzg of the conp (Arcang the conpound (B) as
defin aim 31 ijn the manufacture of a nedi canent
for the prophylaxis dnd/or treatnent of dia getlc

nephr opat hy.

and (B) a calcium channel blocker selected from the group consisting of 1,4-
dihydropyridine derivatives and pharmacologically acceptable salts thereof in
the manufacture of a medicament for the prevention and/or treatment of
arteriosclerosis

Use of the compound (A) and the compound (B) as defined in claim 31 in the
manufacture of a medicament for the inhibition of proliferation of vascular
smooth muscle cells

Use of the compound (A) and the compound (B) as defined in claim 31 in the
manufacture of a medicament for the inhibition of neointima formation of the
blood vessels.

Use of the compound {A) and the compound (B) as defined in claim 31 mn the
manufacture of a medicament for the inhibition of vascular remodeling.

Use of the compound (A) and the compound (B} as defined in claim 31 in the




47. Use of the conpound (A) and the conpound (B) as
defined in claim31 in theyg manufacture of a

nmedi cament for the prophylaxis and/or treatnent of

gl onerul onephritis. 48. Use of the conpound (A) and
the conpound (B) as defined in cl aim31 in the

manuf acture of a nedi canent for the ?hyl axi s and/ or
t r dnpHEMuISTol agegshsagRal Erdlg Rreveniign 0@5@ @psif fdlowing

31%%5{}1%6()@(199 arghl%eg,g qund (B) as defined in claim

manu ture a nmedi canent for the
36. pr opdeydiake sorapamdn Ab ﬁﬂ(ﬂithmtnpofmd (Ba)rze hiebvakiaulam 31 in the
di seases 50.  Use,.of th nd the corifpound

(B)m%@ ferdynerod @ meeligamgn f@ih? WOP amhé*ﬁfﬂ%%?ﬂ&?@lf
ee e@éﬂgﬁﬁoﬁ&fdl§c'3§es%9&awy&§)g§naﬁﬁfnomycﬁ%mlc?rncmd is

I nfarction the conpound (A
t hesudtalnip domling Bistratsordefthe eanpennd| (&) an@ theicamphand (B) at the
manuf act ur e of aggfdl ca ment for the prophyl axis and/or

t r SAPWEHES OF SSREREDY &) T8 Hdye. 52. Use accor di ng
37.1 0 @Y ARCc&hAIIR (R ah@tRonMOBRE! dshiefiNROINGRIBNI1 ihdhe

a pharnmaceutical conposition conprising the conpound

( A)mandadtire of ermpoiigranent By thepraphyleds andlpeidéamest. of 53,
shaCﬁordl ng to any one clains 31 to 51, wherein the

ne Y's fornul ated such that conpound (A) and

38. t heU&QNMRY BsinpDndANE aAg tHelostpRuAd(Btas dehBedianiin JTEInGhe
separately at certain intervals. 54. Use according to

anymendagiigiate eadieanant forihepiephylexe aadgl Geasnsntpl heart
receptor. antagonist is
(5-me et “r 2- 0x0-1, 3-di oxol cn-4-yl) et hyl

39.4- (asdmdh@mgdmdr(at) hAyd etehyphipoBnd(®pydeihed 24k 31 in the
Htetrazol phen

yl Pﬁ@ﬂ{'g},{ftﬂlrcrﬁféﬁqﬂic@l gfqggl;@prgp]éylaxis and/or treatment of angina
pectoris.

40.  Use of the compound (A} and the compound (B} as defined in claim 31 in the
manufacture of a medicament for the prophylaxis and/or treatment of
myocardial infarction.

41. Use of the compound (A) and the compound (B) as defined in claim 31 in the
manufacture of a medicament for the prophylaxis and/or treatment of
arrhythmia.

42. Use of the compound (A) and the compound (B} as defined in claim 31 in the
manufacture of a medicament for the prophylaxis of sudden death.

43, Use of the compound (A) and the compound (B} as defined in claim 31 in the
manufacture of a medicament for the prophylaxis and/or treatment of heart
failure.

44.  Use of the compound (A) and the compound (B) as defined in claim 31 in the
manufacture of a medicament for the prophylaxis and/or treatment of cardiac
hypertrophy.

45, Use of the compound (A) and the compound (B) as defined in claim 31 in the
manufacture of a medicament for the prophylaxis and/or treatment of renal

diseases.




46.

47.

48.

49.

50.

51,

52.

53.

54.

55.

55. Use according to any one clains 31 to 51, wherein
the cal cium channel Dbl ockgy is selected fromthe
group consi sting of azel ni di pi ne, aml odi pi ne,
bcni di pi ne, nitrendi pine, rmanidipine, nicardipine,
nifedipine nisoldipine ci | ni di pi ne, Iercanidipine

ul di pi ne, n ar ani di pj ne, |
ﬁ%saa%t%cowua ey ﬁ%de thg g P PR g dEmaio B i the
ac q{?érmf%r% @f Qch%ﬁlcﬁ &) e ﬁ%plﬁﬁaﬁ% and’}&eﬁ&ﬂhﬂcﬁthﬁ diabetic

cal ci um channel 'ocker is ‘azel'ni di pi ne.
accmpmmp@ayo any one claims 31-51, wherein the caIC|um

g 6 e Gy S B ePEind s SRGREEBRER% R e

r e‘-iﬁzﬂh%ctur@ R BARAE Sincn for the prophylaxis and/or treatment of
(5- met hyl - 2- oxo- 1, 3- di oxol en- 4-yl ) net hyl

4-(ﬂﬂmv@hnwyhﬂﬂsnethylethyl) 2-propyl - | [[2' (1

RSB AT oo s
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31 to 51, wherein the angiotensin 11 receptor

antnegBIvsEerass. (5- met hyl - 2- oxo- 1, 3- di oxol en- 4-yI ) met hyl
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e razo eny
i M fazdhctie 0db boadydadicat fordhd hreplewhch umd/chiacinaknthifocker

i s am odi pi ne.
cerebrovascular discases.
Use of the compound (A) and the compound (B) as defined in claim 31 in the
manufacture of a medicament for the prophylaxis and/or treatment of cerebral
infarction.
Use of the compound (A) and the compound (B) as defined in claim 31 in the
manufacture of a medicament for the prophylaxis and/or treatment of cerebral
hemorrhage.
Use according te any one claims 31 to 51, wherein the medicament is a
pharmaceutical composition comprising the compound (A) and the compound
(B) as active ingredients.
Use according to any one claims 31 to51, wherein the medicament is
formulated such that compound (A} and the compound (B) are administered at
the same time or separately at certain intervals.
Use according to any one claims 31 to 51, wherein the angiotensin Il receptor
antagonist is (5-methyl-2-ox0-1,3-dioxolen-4-yl)methyl 4-(1-hydroxy-1-
methylethyl)-2-propyl-1-[{27-(1H-tetrazol-5-yl)biphenyl-4-
yllmethyl]imidazol-5-carboxylate.
Use according to any one claims 31 to 51, wherein the calcium channel
blocker is selected from the group consisting of azelnidipine, amlodipine,
benidipine, nitrendipine, manidipine, nicardipine, nifedipine, nisoldipine,
cilnidipine, lercanidipine, niguldipine, nimodipine, aranidipine, efonidipine,

barnidipine, felodipine, and nilvadipine.




56.

57.

58.

59.

40

Use according to any one claims 31 to S1, wherein the calcium channel
blocker is azelnidipine.

Use according to any one claims 31-51, wherein the calciom channel blocker
is amlodipine.

Use according to any one claims 31 to 51, wherein the angiotensin II receptor
antagonist is (5-methyl-2-oxo-1,3-dioxolen-4-ylymethyl 4-(1-hydroxy-1-
methylethyl)-2-propyl-1-[[2’-(1H-tetrazol-5-yl)biphenyl-4-yl]methyl]-
imidazol-3-carboxylate and the calcium channel blocker is azelnidipine.

Use according to any one claims 31 to 51, wherein the angiotensin I} receptor
antagonist is  (5-methyl-2-oxo0-1,3-dioxolen-4-yl)methyl  4-(1-hydroxy-1-
methylethyl)-2-propyl-1-[[2’-(1 H-tetrazol-5-yhbiphenyl-4-ylmethyl}-

imidazol-5-carboxylate and the calcium channel blocker 1s amlodipine.




