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 ] h as hypertension,

heart di seases (angﬁﬁgﬁﬁgﬁﬁgTﬁﬁg nmyocar di a

infarction, arrh trnia (includin? sudden deat h), _
A pigfigrment fpnthe prophylaxisand eeatmpgns oF atesiosgiprosiseamnd Ihypertension

di seases (di abetic nephropathy, glomerul onephritis or

[Techuistlrfiddll er osis) or cerebrovascul ar di seases (cerebral

infarction or cerebral henorrhage). [Background art]
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the reni n-angi otensin system are w dely used

of artdricatlemisisyInf aitioethe pogsai inxdrion Relates 824 MBAica®Ent for the
hypertensi on. Various types of calcium channe
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| ong-. | asting cal ci um channel bl ockers and are wi dely
or nesRBRFo kT S OB FDIRLAF G (PTG (areDR EiRyoh PosrFhiel
agents. Furthernore, as inhibitors of the
hempEhags)angi ot ensin system clinical use of angiotensin
Il receptor antagonists is growing |arger and | arger
since, first, angiotensin H receptor antagonists |ack
side effects such as cough, which has been a cause of
[Badkgoubties] el i ci t ed by angi ot ensin converting enzyne
(ACE) inhibitors, and second, they exert protective
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However, S:/Chem cal / Sankyo/ FP0402/ FP0402s

are WidEi§ AR B AAB(BIthY BRGhhy ThA W RS 6f hyjefel802 & fus

types of calcium channel blockers are used, and among them 1,4-dihydropyridine

derivatives such as amlodipine, benidipine, nitrendipine, manidipine, nicardipine,
nifedipine, nisoldipine, cilnidipine, lércam'dipine, niguldipine, nimodipine, aranidipine,
efonidipine, barnidipine, felodipine, nilvadipins, azelnidipine and the like are long-
lﬁsting 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 II receptor antagom'sts. is growing larger and larger since,
first, angiotensin II 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,
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2 the blood pressure of patients with hypertension
cannot be fully controlled by only one kind of these
drugs in many cases. SinceZcal ci um 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 I

the Hleedpresureeipigons st hypertenstontdapuptdel fplle edraroilied by only one
agai nst reni n-dependent hypertension, and in addition,

kindtdfelesedurgs in srenpkhsent protective activities in several
organs. Therefore stable and significant
Sadeichlene tiengeMsloedeteales mrRireidRtibe th Maieadi vaestilative
adm ni stration of a cal ciumchannel blocker and an

acticH) HetaBAbd effdctig G8RRA hy B AGRAICET sed BY rBRANG! oMNAL (-
cause of hypertension. ny conbi nation drugs
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e nat i onal . Publication,.Nunber
partigh iy EUAR Caeatot RGPy it A bR R, they, prent
er,01/78699. Oificia Gazette, Internationa
exeqli) PEE T A RTHISS ™ B gisnr P Rare StaplAm e foant
Jnternational Publication Nunber 01/76632 Ofici al
antifypeeensve ¢ifctsrampernsated bsambisdiadminisirsion of @ cAlEimg ghannel
Oficial Gazette, Japanese Patent Publication (Kohyo)
blockiehdng anzagptarinill 8;cepton arfagratist oreainatRriliat dtei canseNefirber
92/ 10097 O ficial Gazette, Japanese Patent

hypéidmsionat i on ( Kokoku) Number Hei 7-035372, United
Ki ngdom Pat ent Application Publication Nunber 2268743

Nepecidniadticanirughapaiei ihgRada@iim RH e Blobid ahiak ahgiotensin
Nunmber Hei 6-56789, Japanese Patent Publication
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Pub 1%“%5&&%0?97%%?? Off{caigla(gfz%gze,Fig%e%]attiogﬁq’ldbfigatt{o%rkmnber
01/74390 Official Gazette, Japanese Patent Publication (Kohyo) Number 2002-524408,
International Publication Number 92/10097 Official Gazette, Japanese Patent
Publication (Kokoku) Number Hei 7-035372, United Kingdom Patent Application
Publication Number 2268743 Specification, Japanese Patent Publication (Kokai)
Number Hei 6-56789, Japanese Patent Publication (Kokai) Number Hei 5-155867,
United States Patent Application Publication Number 2001/0004640 Specification, USP
6204281 Specification, Japanese Patent Number 3057471, Japanese Patent Number
2930252, Japanese Patent Publication (Kohyo) Number 2002-507213, J apanese'Patent

- Publication (Kohyo) Number 2001-513498, Japanese Patent Publication (Kohyo)
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3 Nunber 2000-508632, Japa@nese Patent Publication
( Kokoku) Nunmber Hei 7-91299, Japanese Patent
Publ i cati on (Kokoku) Nunmber Hei 7-14939, Japanese
Pat ent Publication (Kokai) Nunber Hei 6-65207,
Japanese Patent Publication (Kokai) Nunmber Hei
Nurshep 2864208634 p tapansse PateahPulibigptior Gdkoku) Manb o) Heldhdo9,
2002- 518417, Japanese Patent Publication (Kohyo)
JapagsepRatert GobLGoen (Bokeku) Niapban Bet7-P49 3N TafAnkdel Rutdrit on
(Kohyo) Number 2001-522872), and it is disclosed that
Pubhigrttiom{Kokai) Nnynper Heins 65207, Biphaee ParhePailtheded §kai) Number
conbi ned adm nistration of a specific calcium channe
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antagoni st in some of these publications describe
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of a specific angi otensin receptor antagoni st an
Lif | | C el .. r, of. the present .
(Ko R 200 B 2. A S o Bt e B s
characteristics of pathologi.cal .changes at the ea
oftef Aol by FpPiped PUPELTRIGR of & HirHirebe G wp CRemehBogker
.the nm.ddle arteries or large arteries, and the
and BéPTth%a?%%Fn% Digeptaantaganistinisgms oA ghesppublications described
arteriosclerosis are characterized by injury of the
aboh dlovreaes, the efferigrodcowhingd admisdsrtation ofre spavifinmgiatensal s
(VSMC) to the tunica intima of the blood vessels,
receptoglanfagemstiand aspeaifis calbiam chamnd] blovicarcd fehe plebant invention are
accurmul ation of lipids within the cells (foamcells),
not kmwlvii.he | i ke. In addition, under hypertensive
condi tions, which are associated with progression of

@ {HRIotIRs GhiRd, @BdrBctetidtick S kABYB gicMBthan YRSE Hle@hrly stases of
cytoarchitecture is changed by respohding to zar ous

s s K856 81835 PR ERIFEL R S
paRATIGH HiBlee TSR Sodeh? sl TR S stecn aviraneet
E e T X
inti]%/lg g? %%tblla/ 0%1 vsegskc)afst, g%%i%éat?gneofsv%ggu?a?rtsem%otthom%?crfet: géllk;? etlc%u:n?ﬂation
of lipids within the cells (foam cells), and the like. In addition, under hypertensive
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 II, which is an
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devel opnent processes. For exanple, it is known that
angiotensin Il, which is an
S: / Cheni cal / Sankyo/ FP0402/ AP0402s
P92776/ FP- 0402( PCT)/ Eng. Trans. of spec./TSA/ 08.07.05
4 endot hel ium derived vasoconstrictive factor,
facilitates proliferation of vascular snooth nuscle
cells (Medical dinics of Ja Vol . 21, 1924, 1995),
endetheliun-derivedyaspeonsiaistive Eﬂlm,eﬂglmh@t@fprvle’@@éﬂos of yeseniaakmooth
of Cinical and Experinmental Medicine (I GAKU NO
musalegwily (Medical Qa8ss EGapan2¥002.1, HdeVeds), detAid fdilitates
nmechani sms of progression of arteriosclerosis from
rempédlinggdreses (JdumAdY anakdl didTegstnril Mdic fGakenioy
clarified. In addition, detailed mechanisns o

Awagy,w(ﬂngggg@p[@obgp are al so unknown. Although there
are some reports escri bing relationships between

ARG J=iall
L BRI Floch SRR OfproB B '%@a%%na%ﬁ%ﬁ?? Bbatogenesis
I ke | o
toz Jgﬁé&e@ﬂs‘%’%e %fetnéf# HEE R0 R G Pl e of
helr chani s | i tIe known
VaSﬁV-A-‘@W P’@ 2T F8 Bﬁﬁﬁ é@f%%ghatharetaﬁ%%%%{?ppﬁs desriding
@@@' ned adm nistration of a cal ci um channel
relafip CHYREN ARSQHGFBLEFRSERIOT antagonisy a1d vaserggainedeling
ainst arteriosclerosis are little reported, if at
(Clraglkmorpdp&a 11622461 ), théeffestts eftaicion chainel blockerh ampathological
bl ockers on the renin-angiotensin system and the
changen ér gritegicisclomisisent yashila danageisune]t hotheie mdehatey aramietle
an angiotensin Il receptor antagonist are little
knoknoFmtherslesptHegropteyldotie tind hatapbheyeffdcts o HRATAL
subjects in therapeutic aspects of arteriosclerosis.

adriThik A RINBTa®alchir €RarR el LR 8 5y, &%@%ﬂ I]{ Igéegﬂéf%{aﬁgﬁst

(PCl) including percutaneous translum na

aga@HUrRRbaIL¥sib BrEGe Grt&{ ‘?ﬁ;c a'uﬁﬂr@ ?}I%QHE D&Y c%s ?tﬁ alcium

I nvasi veness, they o cupy e cen oS

ut i c rate |es agaj nst |sch eart
e 5k DR, S e 0h B BRI P S farai
mont hs aft.er ery.in 30- 45 % pati ents under ng
s gl Pt 51 B elio@uih 1 okt amagoos) Emiticigionds
chani sns of restenosis follow ng PCl, decreases
desguﬁa the, Eac hahibes Ate igmoyipg) sabjects in therapeutic aspects of arteriosclerosis.

Furthermore, since percutaneous coronary intervention (PCI) including percutaneous
transluminal coronary angioplasty (PTCA) and stent implantation have low
_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
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vessels in the late period after PCl (that is,

renodel ing) are considered inportant, in addition to
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5 nuscle cells and accunul ati on of extracellular
musgigicellsand gecemulagop pberirsedlliby matsixswhich fis prodeeddydid $rsooth

(Coronary Intervention, Vol. 1, 12; Medical Cdinics of
musgigpalls (Caybnar Intervésiivh, VbR95) 2; Madiesl Glivessof Tapan, Vol. 21,

ci rcunst ances, devel opnent of new nedi canents that can

19241068}, UndbythpdeatetinstafSdsedaeicpnht ¥aasehsdit ah&@MHgcan
PCl is needed. Nevertheless, no nedicanments wth high

effe@ivielyc@eyert 26Endsis baveRES !Eblﬂﬁ}iﬁ% Iﬁ@? fl nebddaS MO Hefs o

the invention] The subject o e present i1nventignis
medi@nRhHenER AHRAEPRLG Ok IR dBLaysAt i on  and/or
treatnment of arteriosclerosis. re concretely, it is
the subject of the present invention to provide
nmedi canments to prevent or to inhibit the proliferation
[DEOF vas g%gr S0 th nuscles and neointima formation in
1088 X EESBYEMOByr t her nore, anot her subject of the
ngesent invention is to provide nedi canments that _
FREEsHAL e RTRtbinMeRttanda & pioyide aredicsmealsSorihd ppaventaon
rogression of arteriosclerosis as well as restenosis
and/g¥ treadmend of artenpickanpsig Mgk cofuretelpitnothe sultjbet of thearesent
_ subject of the present invention is to provide
inverron teprevids nfedicaniehis tpprepbntioaxs mhihit the ailif@BoDé vascular
hypertensi on or di seases caused by hypertension. Mre

smoothnnuseleslayid nediatime Brattioh $n R0 ML FUBL R GEEMothel Sbject
t he prophyl axis and/or nedical treatnment of

of tRYREEhERFEMRdn iORANLvidE SRAR e{nﬁ nmﬁgf%eggfélg FhShit remodeling

myocardi al infarction, arrhyt udi ng su

' ' - ac. b h |
oG e AR et L SRS EBR b 8
follcﬂﬁﬁ?[ﬂ@ipl erosis) or cerebrovascul ar di seases

ebr

(cerebral infarction or cerebral henorrhage)

Pﬁlﬁ@%ﬁ{fﬁ%%%ﬁ&%ﬁ@%é&éﬁg {q?e_sgrg: rinw}egteior? irs%/ ?Jlr']c}\;ic?enmgc{icaments for
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,
arrthythmia (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 administration of a specific calcium channel blocker and a specific
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The present inventors have fastidiously studied the
subj ects descri bed above, and found that conbi ned
adnmini stration of a specifi® cal ci um channel bl ocker
and a specific S:/Chem cal/ Sankyo/ FP0402/ FP0402s
P92776/ FP- 0402( PCT)/ Eng. Trans. of spec./TSA/ 08.07.05
6 angiotensin H receptor antagonist potently prevents
proljferation of vascular smooth nuscle cells as well
angigéeng@di rRceplar Apgauist patently preyeuts pediferation effichseiartsnidugh
i nhibitory action of the conbined adm nistration of
muscheecetlaes welhdsnafintage firmatios iroblscdvessels, and the the inhibitory
synergistic, and also found that the inhibitory action

activ@sf thetembingd absafistedionlof HRWRL kitiRTEagémeRad Mi8idvered to be
effecti ve doses when they were adm ni stered al one.

synég%fsﬁ@)@ﬁ also TBundOheSBB inHi¥R P EQ{ch ‘I’&%“tﬁlgg’?’f/ GOIPLNETer

m ni strati on as descri bed above r

dos] tﬁ&?&%ﬁ%ﬁ\éa%tﬁo@és &g&%@{r AN M@%ﬁd&{}m&g gﬂﬁ%o&%{f‘?ﬂet

ectively inhibrted restenosis

urt her.nore e present .Jinventors foun t conbi ned
oo PR ot B e s BT GPAPE AT omarably
bl ocker and the specific angiotensin_H receptor )
Pfe‘éﬁﬁ%ﬁ‘é‘g%ﬁ‘f@%f felaegéﬂg@élé thal ranedicareend efreivelvarbibitpdrastenosis
anti hypertensive action. In addition, the present
followipgddr s found that the present nedicament is
remar kably effective for the prophylaxis and/or
Kuyrthgrmenst %eprasyménv@ms fovnd s comblinsd admnifteatigh péithe
pectoris, nyocardial infarction, arrhythm a
spegifin chlugimchanne ddockdeatdthe spaifit Apidteisinil eeceptoe afitdi@tst
hypertrophy], renal diseases (diabetic nephropathy,
des@iteaBbovofRfiidhidve eQEcIRAPMIDGEERNSFE BN In addition, the present
cerebrovascul ar disorders (cerebral infarction or

inv&R6:S B6dld HATRY plhage edﬁiﬁ?nﬁ i8 ?en?éfrﬁéggg Effe%@zg S5 hO El.'o\f@ laxis

conpl eted based on these findings Cri abov

andRr %%%{en't o %&g%g):?suﬁ, RY | 81‘?)?3%8%1@91'%1?1? g?ﬁéré% ?rr&'rotagr?iga’l infarction,

prevention eat nen
mh%%gﬁ#@gﬁ%gﬁé%&%%g%% 3 tc;r%g;t:‘diac hypertrophy], renal
o3 BB SUSRLERD) LN DL 3RS s S nREety 98 O7 05
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:
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(A) an angiotensin Il receptor antagonist selected
fromthe group consisting of a conpound having a
general formula (1), HBC CH3 OH HBCN COOH N /NH N
phar macol ogi cal |y acceptabl e esters thereof and
phar macol ogi cal ly acceptable salts thereof; and (B) a
cal ci um channel bl ocker selected fromthe group
consi sting of 1,4- dihydropyridine derivatives and
(A) phan aagiotensin dhtecoptarcaszgoalst ecledtd Somttbe ewiip cassigtitiziofa
i ngredients. Furthernore, from another different point
compbund leawigfa gdverad fesend (Ih,nvention, it provides a
nmedi cament for the inhibition of the proliferation of
vascul ar snmooth nuscle cglds conprising the conpound
(A) and the conpound (B) as\active ingredients; a
medi cament for the inhibiti Hzneoi ntima formation
in blood vessels conp&}si he compound (A) and the
conpound (B) as active i ngredPegnts; and a nedi canment
for the inhibiti ul ar renodel i ng conpri sing
t he conpoun c(ﬁo and t g-Co (B) as the active
i ngredi ents? se nedi ganments can be used, for
exanple, as a prophylagtic agent for resteposis
fol |l owm ng percutaneous corgpafy interventi on. From

P92776/ FP- 0402( PCT)/ Eng. Tfans.
8 this point of view, a netigs
of restenosis follow ng

f spec./ TSA/ 08.07. 05
F the prevention

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

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
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per cut aneous coronary intervention conprising the
conpound (A) and the conpound (B) is provided by the
present invention. Furtherrore, the present invention
provi des a nedi canment for the prevention and/or
treatnment of hypertension or diseases caused by
hypertensi on conprising the follow ng conpounds as

- active ingredients; (A) an angiotensin Il receptor

this peinbgbvicwt a seligetent or thaiprbvengomopresionsiisfollogind a
conpound having the fornmula (1) described above,

percplzacsmeotagcakdryetioaepiphikifg €k &nspounb ¢Apakd @B dompound
phar macol ogi cal |y acceptable salts thereof, and (B) a

(B) Br6¥iden Walerr;»eéseﬂd ia¢kRionsel ected fromthe group
consi sting o , 4- di hydropyridi ne derivatives and

l.odi . fr :
SRR )kl fy P OBDIER SN 101 S8l fon o

[ > .0 ectQqri,s ocardi al . .

weaf il O RRRARSSh L ARRE B e KT Puising the ollowing

cardjac fail.ure,.cardiac hypertrophy and the |ike],
°°m|p8Wé(15 A té"a?slggre@’cfpgbet i ¢ nephropat hy,

gl onerul onephritis, nephrosclerosis and the like), or
(A) cerBBPGiasi hFecartebrntasasst eelpdet pm the araupicensisting of a

cerebral henorrhage and the like conprising the
compghndhgvirg e ﬁ?i@uﬁ%lgl) descabed atwvee phaodhehegcally(atyepdable esters

angiotensin Il receptor antagonist selected fromthe
thergofomgd pbamsiceloigivgllp ic@ptabtengatis tidrdodivindg t he fornula (1)

descri bed above, pharmacol ogi cally acceptable esters
(B) t hercatrhura kHarplebibl66lc Iselgite@ oy @6 gaRipadhel st §151,4-

t hereof; and (B) a cal cium channel bl ocker selected
dihydrSFPridRf: CHQuPy <8 QRS biArMBoBE cAlldac géaxféfsgﬁé’ﬁlbfébp%nd

derivatives and pharmacol ogically acceptable salts
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Invention, t nmedi canment descr | DO\
myo%%rn%aol E%.fcﬁﬁ%%ﬁ%h%@%@@%@%@e%l %ak?xgg/ galgﬁue, cardiac
o el i D P62l SOt LA (R v

P92776/ FP- 0402( PCT)/ Eng. Trans._ of spec./TSA/ 05.07.05
neplrosclerosis and the like), or cerebrovascular disorders (cerebral infarction, cerebral

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 (T) 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 is provided as a pharmaceutical composition comprising the compound (A) and

the compound (B) as active ingredients. This pharmaceutical composition may contain
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one or nore excipients for formulation. According to
anot her preferred enbodi nent of the invention, a
medi canment descri bed above %0 adninister the conpound
(A) and the conmpound (B) at the same tine or
separately at certain intervals is provided.
Furthernore, according to a nore preferred enbodi nent
of the invention, the nedicanent described above is
one pf BWr tektients fyHammd ateun. iAcedrdongrtp esothemprefeomep embbdignent of
an angiotensin Il receptor antagonist and a cal ci um
the inhemtival a bledivkment ddsertiteidrabsed o adatigist ¢rompolnd ECRRLIAke
ant agoni st i s (5-methyl -2-o0xo0-1, 3-di oxol en-4-yl) et hyl
compefrdd (B) at the same time or separately at certain intervals is provided.
hydr oxy-1- et hyl et hyl ) - 2-propyl -1 -[[2' - ( 1H?t etrazol - 5-

M@ﬂnﬁlﬁ@,@éboﬂingytb]a%&jééwf& .@aﬁgédﬂgﬁmﬂg(ﬂib@ﬁtﬁm, the

(hereinafter it is referred to as nesart an

3 1| ; e_present specification
mladang sg?éé l:%%%dgﬁbﬁ’?h cﬁagﬁgﬁd 8{)? élga?élrgcﬁ%zlggn%?n%ﬁémgg FECPEY"e
an o 8MBnbiSr FloBHBr Shegiiist T BB inaR B, SHeRdin &2id

2-am no-1, 4-di hydr 0- 6- et hyl - 4- (3-ni trophenyl ) - 3, 5- pyr
angﬁofﬁnﬁlg&g{eggqtg{)wg%gﬂ %_7 1mei¥1y1—2-0)(co-l ,3-dioxglen—4¥ylgmetf:1y1 49211 -

di phenyl net h){l azetidi n- Bé[af ester 5-isopropyl ester
hydyopgrlemgthyicayl)-2-prepyl-d£ (& rd H-terazed-5-yibiphenylitpi ne” i n

some _parts of the present specification); anl odipine,
ylmsénilHingdagel-5-canbox defdi(hérnieafterdhisdefpitaé fo a6 ‘Ghmelaphme,

ni f edi pi ne, nisol dipine, cilnidipine, |ercanidipine,
medokgmiitirpsanes parisrod dieppraeent Syeaiiicdiigr)nad s£ifl @Alcing ti@nel

bar ni di pi ne, felodipine, and nilvadipine; and the
blodheekahy efle SéctddifobiRA8Lp BF 04&8H dhanfd Bldakels Qbﬁlgrising ()-

From anot her aspect of the present invention, t

z-aﬁl}ilsq%ﬁiﬂymbeah&éﬁﬁymﬁe\lﬁi%ISﬁhég?gaaL}?-?%&&%ﬁ%{baﬂi&kﬁﬁe‘?ﬁ‘ii-”

receptor antagoni St sele e grou

I
: | it Jer havi he f |
O e B S O %f@f&ag%{)@soﬁl%ée‘%’ Ll
« 20f,.and _ph | ogi cal ly. t i ts tf
R R s R B A

.. the . use of .a cal.ciymchannel bl ocker selected fromthe
nitreRdinine, magilipine, Heprdipme, RUHNHpeteNd PR raluiiping detcewidipine,

._and _pharnmacol ogi cally acceptable salts thereof to
nigWiRive aRimeding arapiipiparesenidigascbirhidibing deledipine, and

_S:/ Chem cal / Sankyo/ FP0402/ FP0402s
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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 () described above, pharmacologically acceptable esters
thereof and pharmacologically acceptable salts thereof to manufacture the me.dicament
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.
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10 Furthernore, the present invention provides
nmet hods for the prophylaxis and/or treatnent of
arteriosclerosis, conprisiig any process of
adm ni stration of effective doses of said conpound
(A) and said conmpound (B) to mammal s incl udi ng humans;
nmet hods for the inhibition of the proliferation of
vascul ar snooth muscle cells, conprising any process
Fofthemimire,i the presénd mwshtiaf presidey mettmde fordhe pmphylexispodiod
(A) and said conpound (B) to mammal s incl uding
treatiuEmR 0B rictivbilomsisf amprtséng Mg dcsO6f DfninRaaiidi ¢ feffective
formati on of bl ood vessels, conprising any process of

doses(%d);ﬂsﬁlﬂ%bﬁ@bhﬂﬁ(@fand%&ﬁ%ﬁﬁipﬁﬁn@G‘:@Q§ MR theh RO Hans;

and said conmpound (B) 'to manmal s i ncl udi ng

metfrbﬁl?glstihe TRERAES of Bl pkdfrela0Bh BE {résgﬁ‘laf)%mc\(&g CHHSBIG cells,

enodel 1 ng, conprisrng any process o mdn| strati on
f ﬁ
oS A OB A e
h bi f ||
Sald;s‘%?fa’ta{’i%@ﬂ' B e @ﬁ%ﬁfm U

pr.ocess of adn1n|strat|on of . effective doses of said

neowa%aﬁ’aatm)o AIRPdsvapeslse eOFBBNIEE 1B) Progesha friipigistration of

i ncl udi ng  humans. Preferabl in the present
efferavacdnspot saifecoatmonnd (A kardosll aimpant (Bptoposimilsrincluding

conprising the conmpound (A) and the conpound (B) is
- humengiumcthodsefof thaestibitiomiof vasculabednowictihg chmpeisinglanpiptoceds of

the effective dose of the conpound (A) or the conpound
adm(iBytratishert eafdotivel dokey i aid ftfould (A @idrsaidcontfsand (E t@nt

i nvention provides nmethods for the prophylaxis an

marhfm@REAREdn® huhiRe bhEmSiels fir (ki R8AHEsh ﬁ@b‘ﬁ@rﬂas@followmg
hypert ensi on, conpr|S|ng any process

peré?ﬂ. eQﬁaschr@%dﬁgﬁlt&(/e §1e&§u'1fﬁ%m~ ﬁﬁé)r%esfgf gdﬁlﬁm%gﬁg?f A)

sal ound I nc udlng

effegﬁ% gsh é}?s(%cf CFP il !EX$ %&i Sé'lh (ECB’{}}% %?ggﬁg{o mammals including
W LHOE R A Lo SN

met hods for the prophylaxis or _treatnment of heart
COMPiSEgRE COBRARIA (S %ﬁyowe@&@)eﬁ argded Hiedowest light of

ef fecti ve doses
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 including 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
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11 of said conpound (A) ahl said conpound (B) to
mammal s i ncl udi ng humans; nethods for the prophyl axis
or treatnent of angina pectoris, conprising any
process of adm nistration of effective doses of said
- conpound (A) and said conmpound (B) to mamals
of s3ip cpmaping (Aurad saidpempow (rio mvempale piejuding lymoans; methods
treatment of nyocardial infarction, conprising any
for the powbylagis ondhentmient oharigim mpectoefsf mpmmm@o@ss sfi d
conmpound (A) and said conmpound (B) to nanmal s
admirnistratiding effocrvesiosesaifiaidsotpouhd @) Midepidydotpotn®(B) to
treatment of arrhythm a, conprising any process of

mand@Als fheHidiAs heHarkf meﬁfo(i@ %r' tH@pl%ﬁﬁﬁﬁx@ br ﬁ'@éﬁeﬁ%mﬁ%dlal

(A) and said conmpound to mammal s 1 ncl udi ng

infal MR SmgtR &%ﬁ@@ g{r%gsté Qﬁgp{lﬁggx&m&fﬁ uééi&%gpofsgf&c o

corrpr|3|ng mnistration o

conf3eE @%ﬂﬁ%b%ﬁ%geﬁ*@@a‘toﬁ%‘#@% BFuF R BRo Bt e

e SRR et bk una SR S beRpBonar
(A and sajd conpound ( manmmal s i ncl udin

etfeRiiYRAHRS S MePiflopsrogR (bﬁpﬁ%@qr@a@ ) torpeEmRBrncloding

cardi ac ertrophy, ri sing any process of
humgasi mﬂb@c}Saithhq pophytaxiscafi suddendissths corfipsanglamgopnooess df
(A) and said conpound (B) to mammal s incl udi ng humans;
admeshdts dfeffetthe dosepifishadomponnd (ALpindenid winpoand(B) to
di seases, conprising any process of admnistration of
margfbB Gﬁctlmﬁngl 26818 5ns) ineBt@dg fOARP propHyIaAs of idatiRhtbIRARFANGe,
(B) to mammal s including humans; nethods for the

conipiieRigeh@ptétedy oftatifihisRAon Ut e?ﬂe&%tdo@es &%&*ﬂrc%ﬁfﬂoﬁﬂd (A and

conpri sing any process of adm nistration of effectl

Saldd&muﬁa ?ﬂoqndz}r%ﬂ Rjﬁurmns go\ilrrl\lelt?I %%déﬁp% dg?ﬁ&ﬁé‘] gpﬁ%ﬂuaxfs

onmer ul onephri ti

e SO ot T O Lk L LD B0

o &‘Pﬂﬁwﬁ% SR SEHRETRURY (Ao sH BN e g humans;

treat nent of .
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 mammals 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
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nephroscl erosi s, conprising any process of

adm ni stration of effective doses of said
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12 compound (A) and said conmpound (B) to manmal s

i ncl udi ng humans; nethods for the prophylaxis or

treatment of cerebrovascul ar di seases, conprising any
compowuldg@y aod said dminpbend @)ito maofma$ frebtdingehuwosssmethodafod the

compound (A) and said conmpound (B) to mammals
prophflakischir m@athiemeoBcerebrb usdslaf dikcdsdie cRupRdiNg any prodéss of

treatment of cerebral infarction, conprising any

admPfiQEESH of Eff@dme @bﬁsroqgalaréoﬂﬁ;o@ﬂcf ggt@u%mq%ﬁfpoeﬁd ahid
compound (A) and sald conpound

manh8ik ﬂfé‘llﬂgné;l;ﬂﬂ?_ L r g dQ or eﬁg?ﬁ)ﬁm{lg br 08 mBRQVL B S

or treat age, conpr|3|ng any
f ni on of eff ve dos aid
mfaREgﬁ %ﬁl&)%(s%g r%cgé dgttc g% uTﬁE&IO %‘%%fgctwrga fosalds
|ncI Ny f descri n.of the d Wi
compipd () AT 8@PP{‘|%J o g mirms: Br0 ot heds
synthesi s, in vascul ar snooth nuscle cells by a
for téap‘@u)mﬁaéﬁ&ﬁ HeptmsnpeleerebralAepmpahagen eompEsipg HIROPEAGE
of 0.1 to 1.0 ng/kg/day. Fig. 2 shows the results for
admiimistrasion jof affedtive slobestaf saidfcompatid)i andishidagmpess(B) thy
a cal cium channel bl ocker, azel nidipine, at a dose
manpraalg énchfdifs Hurhansl. 0 ng/kg/day. Fig. 3 represents the
results for inhibition of DNA synthesis in vascul ar
snooth muscle cells by an angiotensin Il receptor
ant agoni st, ol nesartan, at a dose range of 0.5 to 3.0

[BrifDdds@ipstan. ofthddrathidgdfli cates the results for inhibition
of neointima formation in bl ood vessels by an

| Flg.gggglegtgggfgqufuhé%Er%phgﬁbd?% g@gﬂ@%&%@@%@h b
e Sy SHp L b g er sep BBRO S A dnre Rt Bl 1t

| ni di |ne and ol nesartan at doses of 0.1
mg/ﬁ‘g/ﬁay. P

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

Fig. 4 indicates the results for inhibition of neointima formation in blood vessels by an
angiotensin Il 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
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13 ng/kg/day and 0.5 ng/ kg2 day, respectively (at
whi ch doses they did not elicit any significant
effects by each of these drugs alone). Fig. 6
represents the results for inhibition of neointina
formation in bl ood vessels by sinultaneous
meg/kgidinarst 0.8 nglhg/ddy, aspbaivelylanhehizh dosdsitesaditi aot eicitdmges
of 0.1 ng/kg/day and 0.5 ng/kg/day, respectively (at

signifidagihe flR &Sy d40R WS tHete Mabs Elohg)i t any significant
effects by each of these drugs alone). Fig. 7

Fi gt ' %ﬁéﬁ@th% h&sul§ 8! ﬁﬁbfti%h ol BB Riithh 95k ki oR Y B13b %51591@ by

synthesis in cultured rat vascul ar snooth

s1mm%1fs a‘fﬂﬁh n§tr£t%n %&ﬁﬁlh%@éﬁ&gﬂ@& a%ﬁgéegto?ﬁﬁ' Iﬂg,/lxg/day

receptors aze pl ne

nd foc Wﬁ%ﬁ%ﬂ%ﬁ?ﬁy ?ﬂi i TREY Fb TGO BRAL ST REGP 1

tur scular oth nuscle cells by
effe‘&% é{(‘}" %?n@gza ni di pi ne and ol mesartan at
| ow concentratlons at which concentrations they did

Fig.foindispies the rasjts forgrhibitioarnt pefentiztion o DNAavhthesis rhedired rat

drugs al one. [Best nobde for carrying out the
vasjuiaremootinhusihecalls dolbeneg stmolativh of argistenin iirveaptirehy

are characterized by containing (A) an angiotensin I
azelhgii@pt 01 a eoricageationtdepaident manfek.om t he group consi sting

of a conpound having the fornmula (lI) described above,

Fig hetiohB el Rgileab! ¥ghigie aRimIbgios SF BINA ERSEQR in %ﬁﬁured vascular
phar macol ogi cal | y acceptable salts thereof, and (B) a

smdo®] ShsiR 6dR 421&19 ﬁ%&ﬁﬁ%ﬁ%@;ﬁﬁa ep,Iaé A LREIERUR 10w

consisting o hydr opyr i erivatives an
t of
con?t%@faﬁ%&sg ht?\ghﬁﬁﬁbﬂcenéﬁgoglﬁwac@? ﬁg{ %ﬂ agg |§1 ﬁcastlejé}fec vae
d bed 4- (1 -hyd I -
eac?‘réf & quH a%igl\ﬁleepr E)pyl( }/[ {gxy( 1

FLtetrazoI 5- yI)b|phenyl-4-y|]nethy|]inidazol-
carboxylic acid] is a known conpound, and for exanple,

it is easily obtained by
_[Best mode for carrying out the invention]

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 (I) described above, pharmacologically acceptable esters thereof and
phannacologicélly acceptable salts thereof; and (B) a calcium channel blocker selected
from the group consisting of 1,4-dihydropyridine dérivatives 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-yi)biphenyl-4-ylJmethyl}imidazol-5-

carboxylic acid] is a known compound, and for example, it is easily obtained by
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14 methods disclosed in Jdflanese Patent Publication
(Kokai) Nunmber Hei 5-78328 (USP 5,616, 599
Specification), and the |ike. The pharmacol ogical ly
acceptable salts of the conpound having the formul a
g&# descri bed above are not specifically restricted

metgpep diflesed i fapprese RatepePuhdicatiore K akypi) Nyrales dFel %i 18328 GUSP
ordinary skill in the art. As pharmacol ogically

5,6 Ko P¥ptnebl fisagant)t anddhe tike Thophemnatokgidally atdeptabtr salth af the
(1) described above, such salts are, for exanple, an

congiokad hadngrtheabrnndh (1) deschibad atsa@iavihct 8pdoi i Wlyas&HMB and
salt or lithiumsalt; an alkaline earth netal salt

theszalls &m Beaklbted by aldersoh WIBLRESUHRPAGN in e oBAQI salt
such as alumniumsalt, iron salt,” zinc salt, copper

phafifddolo g?éﬁl§%hce?]abﬁe Ofits B?ﬁéIchng%ﬁIl& ha@% ﬁ@g&gm]ﬁ?gﬁ g‘?ﬁ%ﬁged

as an ammoni u sal t , t-oct Yy mne s enz
I [ I I ' | t ) .
oSl oD O 05l by JLYERA 08 281 jo s, gpsium
s TR T AL e BYE) 0e SLty sty amne

-di henzyl et hyl enedi am ne salt, chloroprocai ne salt,
metg) SUANARASHITINIYN stlh 105 sl Fee sl eopper salt, nickel salt or cobalt
N- benzyl - phenet hyl am ne salt, piperazine salt,
salty g qkrawgtsp]ly Pusihes AN @mnwmium eglt, t-octylamine salt, dibenzylamine salt,
tri s(hydroxynet hyl )am nonet hane salt, but not
morpbsling salteglucasemiteasl, swhylglycBieafliey ableysal, kthllenediamira!salt,
salts can be used, and particularly preferably the

N-nsahlyiphrcaaine salapubedingeal, d@RyRmdRBOHHyGRhihY salt,
acceptabl e esters of the conpound having the fornul a

dicgclidhexglamid 8, Kihe -apsmRoiad 18awiR8nd H%, Elﬂbl_ﬁgI&aﬁlps alef

whi ch” a carboxyl noiety i S esterified.
P IRC 04 £ r Qf: .
proBk (IRC bRl A A AR LN ER Bnle So i deregipe sl
il i Kill, tn th t. lL.n.the case
tetrfé3 Rty PR R el ot el st ol B G
b I bj.ol ogj ¢cal. process such as hydrol ysis
o e SRR BBt SO RS ey Sl e
roup shown as R when the esters thereof are
SOd&%b? ls@Bpeysed cCOorR) can be, for exanple, a C-C4

al koxy Cl-C4 al kyl
The pharmacologically acceptable esters of the compound having the formula (D)

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 hydrolystis 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, 1-
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group such as net hoxyet hyl, 1-ethoxyethyl,

1- et hyl - | - met hoxyet hyl , |-
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15 (i sopropoxy)ethyl, 2-nethoxyethyl, 2-ethoxyethyl,

1, 1 -dinmethyl- 1 -nethoxynethyl, ethoxynethyl,

propoxynet hyl , i sopropoxynet hyl, butoxymethyl or
(isopropox Vxisre 2péthoryetiol, dohat yetwy lat-indhylchmetioaymethyl,

Cl-C4 al kyl group such as 2-net hoxyet hoxynethyl; a
ethaggmet ], argtoaymelyl, Gbpadgoxhmethgl) busugmets] or t—butoxymethyl

phenoxynet hyl ; a hal ogenated Cl-C4 al koxy CI-C4 alk T

C1-QF alkig8ateNCAS, 2lkdx2 €110, Gl BotyAt Aktho@§eth thyl;
bi s(2- chIoroe?hoxy)netﬁy ?@@@@%l 4 al kox;cg?b%ﬁﬁﬁe e

cé-@o—aﬁﬂo:acs} &y, Qlk?yﬁo%' Ghthas o ﬁ@ﬁd&%ég% 000 %E‘ﬁ ﬂaa 'o -3 alkoxy

cyano group such as

T e e
e LT R D —"

whi ch be optional|y substituted with
Ca @‘ﬁﬂ%@%ﬂo%gsoﬁia&?m gﬁg%%ﬁm%ﬂh a e dloftpamnsihyl seup
|f|uoronethanesulfonylethyl a C6-C10 aryl sul fonyl
SUCID?LS eathykhiemethyl en gihtiomethylp 2 Ker e Aadthionzatiyy] grdwpl sug as
2- toluenesulfon | ethyl; a Cl1-C7 aliphatic acyl oxy
pherrylthipmethylyar ngplsshyltls embihals afChr@adlioflyutisniyl/C; -C, lower alkyl
acet oxynet hyl,  propi onyl oxymet hyl, butyryl oxynet hyl,

groyg, M@Mhmy(lyemtmphuy mﬂisﬁruyédaxiylﬁehﬂy}gen atom(s) such as 2-
i soval eryl oxynet hyl , hexanoyl oxynet hyl, 1

methiresuifngleyief byﬁwmﬁuo@ﬁﬁﬂ@ﬁ%ﬁlfﬁwleth}l‘ a C4-Cyg arylsulfonyl C;-Cy
pr opi onyl oxyet hyl, 1-butyryl oxyeth

allcyt pRIvpLEY ﬁﬂﬁ@ﬂz’éﬁésulfén%l%ﬁ H 2ROKR oxye t@%ﬁﬁon}lethyl a C;-Cy aliphatic

|sovaleryloxyet yl, exano

acy. %ﬁigg’ gynly %t Pcl‘?%saf%ﬁ{j@ g]r ﬁceitoxymethyl
pro;lﬁ %}Xﬁrﬁ)&#ﬂﬁky g crx‘ymfﬂ};@ ?%?/ﬁ e{%ﬁx}* Vﬁeryloxymethyl

1- acet oxypropyl

p 1-

1SOVﬁ}esﬁP%fftﬁivéy%?%%wlowmlyhf@raawysgw 1-acetoxyethyl, 1-
-plvaloylox pro , . 1-val eryl oxypropyl, 1-

propigiyiexr skl ¥ yethlfl Hepiudloylbayefinrlopykleryloxyethyl, 1-
1- acetoxybut 1- propi onyl oxybutyl, 1-

ISOV@LWWWG@WMK%apoﬂloqojreﬂml,ogefmmmyyﬂhyl, 2-mmekotyyent vl |

1- propi onyl oxypentyl, 1-
propionyloxyethyl, 2-butyryloxyethyl, 2-pivaloyloxyethyl, 2-valeryloxyethyl, 2-
isovaleryloxyethyl, 2-hexanoyloxyethyl, 1-formyloxypropyl, 1-acetoxypropyl, 1-
propionyloxypropyl, 1-butyryloxypropyl, 1-pivaloyloxypropyl, I-valeryloxypropyl, 1-
isovaleryloxypropyl, 1-hexanoyloxypropyl, 1-acetoxybutyl, I-propionyloxybutyl, 1-
butyryloxybutyl, 1-pivaloyloxybutyl, 1-acetoxypentyl, 1-propionyloxypentyl, 1-
butyryloxypentyl, 1-pivaloyloxypentyl or 1-pivaloyloxyhexyl; a Cs-Cg

cycloalkylcarbonyloxy C;-C, alkyl group such as cyclopentylcarbonyloxymethyl,
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butyryl oxypentyl, 1-pival oyl oxypentyl or
1- pi val oyl oxyhexyl; a CS-C6 cycl oal kyl car bonyl oxy
Cl-C4 al kyl group such as 16
cycl opent yl car bonyl oxynet hyl ,
S: / Chem cal / Sankyo/ FP0402/ FP04025
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16 cycl] ohexyl carbonyl oxynet hyl ,
cyclphexydtasbrnyiaiymstivdnly Fxslgrentyjsarbonyloxyethyl, 1-
Cﬁclohexylcarbonyloxyethyl,
cyclphexpdeasbenmyianyethyh d rspictopymiytspstonylbxypropyl, 1-
cycl ohexyl car bonyl oxypr opyl ,
cyclbhexydt aban/iodypsuplyh nydyelopbhityiarb@hylbxybutyl or 1-
cycl ohexyl car bonyl oxybutyl; a C6-Cl0 aryl carbonyl oxy

cycloheXHAcabdapllo:gbatyh, sSOLO,@SylcABHAANORYOREIRY groflp Skh @
al koxycar bonyl oxy Cl1-C4 al kyl group such as

benﬂ@}lé(%w&wmy-tgémgémong%o%@f@taomag&wwcm) ethyl,

1-° (rret hoxycar bonyl oxy) pr
e R RO SR anorbioyc, 1
(me%o%&?%ﬂ%ﬂ%@@ﬁrﬁﬁ%t%@%&ﬁg %aibon?zio@cgﬁx%ﬁ,r lb_onyl oxymet hyl,

- (et hoxycar bonyl oxy) pr opyl ,
(mett _0%(&;%89&/ Ox; )rlokil)'lgt@}p)wc,arbonyloxy)hexyl,
1- (et hoxycar bonyl oxy) pentyl, 1-

ethqryparboydanmenlylolygthesgrbopylopdriykh i Hethpk poaytratytoxy Ypropyl,
1- (propoxycar bonyl oxy) et hyl ,

1-(ethaxyrarpoxgiea) boply [ dxippyabonyloxy)pentyl, 1-
1- (propoxycar bonyl oxy) but yI ,

(ethbsmarhlmgmg)hebﬂnyio@ﬁyf@fﬂbylbfloxrmemyl, 1-(propoxycarbonyloxy)ethyl,
1- (i sopropoxycarbonyl oxy) et hyl, 1-

1@5@@5@&@1@;@0@@@@ @)y(gfx)g?ﬁwla:boﬁyﬁasag%ﬁan,bonyI oxynet hyl ,

1 - (but oxycar bonyl ox

isoﬁoﬁc&%&ﬁﬁbf%ﬂ%ﬁﬁﬁfﬁhgﬁ}gﬁxwarbonyloxy)ethyl, 1-

1-(but oxycar bonyloxy)b

(iso?l._%?Pg%%%g&%%bﬁ%ﬁémﬁ§ﬂ?xwemﬂ, 1-(butoxycarbonyloxy)ethyl,
R L A —

. but oxycar honyl oxynet hyl , 1-(t-butoxycarbonyl oxy) et hyl,
50Oy BRPESPEHI o kPR geinbonyiony oy, 1

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

(isopg,tgﬁy%a[wlpgy}p@@gb{l,okwmgypqrbonyloxy)butyl, t-
hexyl oxycar bonyl oxymet hyl , 1-

but@tyexpburyciandsioyly 1 -Gidytet jogibonyloxy)ethyl,

1- (hexyl oxycar bonyl oxy) propyl ; a C5-C6
pentyloxycarbonyloxymethyl, 1-(pentyloxycarbonyloxy)ethyl, 1-
(pentyloxycarbonyloxy)propyl, hexyloxycarbonyloxymethyl, 1-
(hexyloxycarbonyloxy)ethyl or 1-(hexyloxycarbonyloxy)propyl; a Cs-Cs
cycloalkyloxycarbonyloxy C;-C4 alkyl group such as
cyclopentyloxycarbonyloxymethyl, 1-(cyclopentyloxycarbonyloxy)ethyl, 1-

(cyclopentyloxycarbonyloxy)propyl, 1-(cyclopentyloxycarbonyloxy)butyl,
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cycl oal kyl oxycar bonyl oxy Cl-C4 al kyl group such as

cycl opent yl oxycar bonyl oxynet hyl ,

1- (cycl opent yooxycar bonyl oxy) et hyl , 1-

(cycl opent yl oxycar bonyl oxy) pr opyl ,

1- (cycl opent yl oxycar bonyl oxy) but yI ,

S: / Chem cal / Sankyo/ FP0402/ FPO402s

P92776/ FP- 0402( PCT)/ Eng. Trans. of spec./TSA/ 08.07.05
cyclohex ydgrscaherylpuxypethylb brigycdohenplonytarbonyloxy)ethyl, 1-

1- (cycl ohexyl oxycar bonyl oxy) et hyl , 1-
(cyCQth&ybhgoajbmWﬁmp\yllom)1y():pcrl@lﬁb]dyldk@carbonyloxy)butyl a[5-(Cy-C,4

1- (cycl ohexyl oxycar bonyl oxy) butyl; a [5-(C -
alky@)-K-pkd-123-aiQolkn 3= dinethl6fRody ydchm@tm{etmmtﬁgosyglauﬁ@en 4-

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

yl)n{e’éhﬁt@yéth}a 0N¥gs-1 3%6&&%&% nfe}f%}% (;SE;ﬁrB%f%la% oxo-1,3-dioxolen-4-

(5-propyl - 2- oxo-1, 3- di oxol'en
y )T%ea‘ﬂs@p‘?&f%“@fzﬁﬁ“gl Sfothard ﬁﬁiﬁ o % s{&g- 28eidiing
le)éMIi]%( - -y eﬂ@ZL aZ? &%1% fop%h Ubéyé ef gﬁtxeo%aﬁ\gr suq)s? tuged_\%th aCi-Cy

0x0- 1, 3- d|o Ie 4 met hy rou such as
a]ky?s‘? %@%PXBQO oden gl (s)) giil?’ﬁ'%?lh% Yoty group such as
4- neth henyl) 2- oxo 1 - di oxol en- 4- yl ] met hyl ,
(5-pr5&>§1 %&ﬁyﬁjvl)zl%[i (s-rwtbxlah@wl)ﬁ 91«} it dipkqlen-4-
4-f| uorophenyl ) - 2-oxo-1, 3-di oxol en-4-yl ] nethyl or
ylhqeshséA[ﬁcﬂﬁmtbpmhyn})l) 2-copel, - ARxdleoxbymethyl, 3 J4rittpbhenyl)-
or a phthalidyl group, which maybe optionally

2-oxsuh3 tdioxdleddwilntetteyl G F50d-elldnpbhernt)-Lbx 64, 3adik0¥n-4-
group(s), such as phthalidyl, dinmethylphthalidyl or

vl ]ttt droxptRhdias] @b, wisol nia bléro?ﬁ@ﬁa@@/' s¥ib&ituted with a C;-C4 alkyl
pi val oyl oxynet hyl group, phthalidyl group or

or Cfy Ttk dxy 8u15za<)05195h%s Ghﬁm&)ﬁr‘d]ﬁm\{ﬂﬁﬁfﬁﬁﬂ{)ﬁlﬂ group, and

nor e preferab y a
dm%%@lé?@“‘?“ﬁﬁ%%% @WP%%% ey b s EyEoup or
t bl
(- b B )?‘qﬁe”ﬂ‘%-afbﬁ’g%{ﬂ@@ AFICROaPrEEobEs Buretvby:
d Ki II th t, d
oxo-ﬁ#%%ﬁfep%yﬂw@yfégw?Ltyeé | SU'CE salts can be, for
exanple hydr ohal ogenic acid salt such as a

G6¢ thot ihgeestors i dhoeammsind of Mgy Gpesdgibove form

hydr0|od|de a nitrate; a perchlorate; a sulfate; a
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 hydrofluoride,
hydrochloride, hydrobromide or hydroiodide; a nitrate; a perchlorate; a sulfate; a
phosphate; a C;-C4 alkanesulfonic acid salt, which may be optionally substituted with a
halogen atom(s) such as a methanesulfonate, trifinoromethanesulfonate or
ethanesulfonate; a Cq-Cy, arylsulfonic acid salt, which may be optionally substituted

with a C,-Cs alkyl group(s), such as a benzenesulfonate or p-toluenesulfonate; a C;-Ci
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phosphate; a Cl-C4 al kanesul fonic acid salt, which may
be optionally substituted wwth a hal ogen aton(s) such
as a net hanesul fonate, trifBuoronethanesul fonate or
et hanesul fonate; a C6-ClO arylsulfonic acid salt,
whi ch may be optionally substituted with a C-C4
al kyl group(s), such as a benzenesul fonate or

-t ol uenesul fonate; a Cl-C6

alipkaticagishial AneISann, A DRIGHomeRss, succinate, citrate, tartrate,
P92776/ FP- 0402( PCT)/ Eng. Trans. of spec. TCSA/ 08. 07. 05

OXE@B’/ orahdlgdteitar en aviinb sad salsach ass ghwimoeltAlysne sal, ategnine salt,
fumarate, succinate, citrate, tartrate, oxal ate or

omittihesdte glutimiancidihinor aplarticueid saligd i8 preferdbly Gl HiRrddldride,
| ysine salt, arginine salt, omthine salt, glutamc

nitra€, stlfatlok pﬁcﬁspﬁ@tl@aﬁdl i€ ﬁ‘t?ib ?b%efeﬁﬁ@'dlﬁfdﬁfcﬁf&fd@bl y a
hydrochl ori de, mtra%3 ate or "phosphate, and is

TR R 1Y r&egtfoﬁ m@%&m& »Wl@ﬁ achlg Eémgll%gﬁilgsmd gg

angi otensin || cept r antagoni st,

e ARy RSSO SRR i -
< BHETELER Bl e PR b i
the f rnulali and further, nore preferably a
Com,zc?Pk}%dqg%)'l la (Tygngd furthsy mess pepferalely eaivadpyloxymethyl
(5- et _hyl - 2- oxo- 1 3-di oxol en-4-yl)nethyl ester of the

estewhﬁ@uﬁﬁl qs%w PR -medy-arorat la3-dioxolentssypethy vstslof the
(5- met hyl - 2- oxo- 1, 3- di oxol en-4- yl) et hyl

compoyd hapdngthy -forlmulmﬁb.ﬂglbﬂmmibr)ab@; (f-mpthiyl-24oxe- 1 3-HRxotefil4-
Htetrazol - 5-yl ) bi phenyl -

Yl)mmmmyﬁﬁdrmﬁhmhﬁetﬁﬁwqxwﬂ)ﬁtle[[Qaﬂﬂlﬁ?tlﬁ%fs wﬁipﬁéﬁ%’l*‘l-

conpound sel ected fromthe group consisting o

VIt pridhzbRY-ca®ok i8te ch@bBYL. (1) described above,
phar macol ogi cal |y acceptabl e esters thereof and

R o L U T
fonﬁlh%%l()) HE%HQE(@%%% ]Iﬁk%glhg&»l%?ﬁlc c?epgz:a)ée rei%cﬁ:@nctl he
R P e B o
In o5 s BRL B Pberos Biscall hogieblecs gy o hesampound having the
fom?&lz? EI? gli'est(l)srerg,rs%m%resteriﬁed 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 stereoisomers or
racemates can also be used as the compound (A).

A calcium chamnel 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
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racemat es can al so be used as the conmpound (A). A
cal ci um channel bl ocker including 1,4-di hydropyridine
derivatives, which is used!9as the compound (B), is a
cal ci um channel bl ocker characterized by having the
1, 4- di hydropyridine noiety or chemcally equival ent
structural noiety to the 1,4- dihydropyridine noiety
in é e nol ecul e. Many nedicanents are proposed as
chapngl olagksts mciudingihed)4-dmitsppyridioa dor rayaoaml are actually used
. P92776/ FP-0402( PCT)/ Eng. Trans. of spec./TSA/ 08.07.05
clinjogily,cang mmetsob Mo thiaar erdinacyt skafil ingthe e cin deledithyd saimpid di ne
derivatives and are actually used clinically, and a
compersdrexaiting thaefiectd ofthy psdsédt inventibmessar, 4-ddsdr&stiakk
any suitable conpounds exerting the effects of the
caldurg Shatine] Bloektd, 96x cxAfple, 4z&thitpikeD aﬁfﬂdcﬂ(@;{biﬁa cal ci um
channel bl ockers, for exanple, azel nidi pine,
be n . ,l . - C . | . C D4 C,q = qe .
AR LB R Re IIERE, Rrpin RS bmicipine,
| diRi j: ki - Al nodi pi ne., ar ani,di. pi ..
lercsFRERT: BeLpe MaBA P, ARy Th SRS Yol Miatioine
: . e but. t scope.of the present jnyention, .
or R B 42554 ) et S5PE 5t s oucSead by aroe Al E Aot b0 limited
bl ockers exemplified. In addition . azelnjdipine can
to thes® gaigium haa ogketresemabioet & Aifion, eRenidinnperm be casily
di scl osed in Japanese Patent Publication (Kokai)
manyiaaiaed aprerdEne stie gretiiadsmistlopapinslapargpe BattntdRatbiicatjonand
the like. Furthernore, anl odipine can be easily
(Kofeain Dumben Beal 6326 3080 RIS P47 1 h%06Stebidtation)iand iaslét. i n
USP 4,572,909 Specification or USP 4, 879, 303

FurtBgegark) aelbdipime cGh be @adijenahidicmme be@irdiak ky/thaeseriabl e
salts of 1,4-di hydropyridine derivatives are not

disciqed i USBU| 5721909 Spbsifiesdionan ST, 859 3015 5R(5Gan be
selected by a person with an ordinary SkilT ThH the

Sihée thgﬁﬁarﬁﬁ%lﬂ'gi%lglll}ogécﬁﬁtjgin% sﬁ?sgﬁglf,lt@-?@%d@b’[‘iéi.n%%%rei‘gagives are

acid addition Salts or base (
o S,y TR ot AR08y T e S8y
Skﬂﬁ%‘gﬁ% [g'?u rlﬁ%a%acng{%ctaislatg%ﬂ%?a%gq%ﬁs g%nclge:n]g i' g@ﬁ?ﬁéﬁﬁa&g of base
add{.‘aro%réaf?sz?1 IThéseZsL{t]g ca?lablet, for%?cgrgglre, e?na'clll%céline metal salt such as a sodium
salt, potassium salt or lithium 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, t-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 sait, procaine salt, diethanolamine salt, N-

benzylphenethylamine salt, piperazine salt, tetramethylammonium salt or
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ni ckel salt or cobalt salt; or a base addition salt,
for exanple, an amne salt such as an ammoni um salt,
t-octyl amine salt, dibenzyP@nine salt, norpholine
salt, glucosam ne salt, phenylglycine al kyl ester
salt, ethylenediam ne salt, N nethylglucam ne salt,
guani dine salt, diethylamne salt, triethylamne salt,
. dicycl ohexyl am ne salt, N, N - dibenzylethyl enedi am ne
tris QP VRA R PBESTABS S o aacid addition,adlt, for example, 2
di et hanol am ne salt, N- benzyl phenet hyl am ne salt,
hydiohplidessiich as & Aydrofluenidea hpdrioghlarive, hiydmobsahitie or hydroiodide; a
S: / Chemi cal / Sankyo/ FP0402/ FP0402s
nitraR8 2e60hikiRates 0 R¢| RO, )/ fhogphale; arty -C.oflk &Re@ fdnh AW RhQayOR:
20 tris(hydroxynethyl)am nonmet hane salt; or an acid

optieutdiytsubiitstad tvithfaHalspeaMRIng(s) dich RY  holiinegfosueh as a
hydr of | uori de, hydrochl ori de, hydrobrom de or

triflitemeihefdsdBonde ofthifbRfotdP 8G9 Wﬁlt&oﬁaﬁ%&/z@%h fayde

phosphate; a Cl-C4 al kanesul f onate,

R e
2. a 06- Cl10 , '
oGRS (R0 Sty e B e >

' su%h %s a _benzenesul fonafe or p- toluenesul fonate; a

SUCCEIGATITA, [T AIecOXAlate os pleatsy pranpminn agideselisuch s glyene
fumarate, ,succinate, citrate, tartrate, oxal ate or

salt, Jyiiaegadi; arginingsaltnpméhineisaltehitemen asid sedt or agpartic ped salt, but
salt, lysine salt, arginine salt, ornithine salt,

the sgppr alnthe peesénd imesntion shaadpnotitiecesiditdd sathtse daitt deschibed above.
scope of the present invention should not be
Asestatdion eblarve] bloelse isdhdisg d@sdihydeslriliey @srivAGvés, hydrates or
cal ci um channel bl ocker including 1,4-di hydropyridine

solvekes o/t icy@pourlid deairided @bovesal pakesacologldafly %&%&Hﬁ% ts
descri bed above and pharmacol ogi cal | y "acceptabl e salts

therédTRE@BE usRANIORAIIUER son ot d ' annel
erbl ockerls1 i ncl udi ng’ ?L?ﬂfc%i&ﬁiﬁdd}lg%ﬁi%%%ﬁ ec?l:'lc\}/‘g% ?\L}es

: ' . ric carbons in their .
dibyRRSby A fhe Q0 v Portaf PHE B ol osT RIS asrlipns 5 b malgoutes
he.asymetrd ¢.carbons or stereoisomers such
In tt%gé%ggsgtg gtﬁéellg SoeY mﬂ&ﬁ barRA G T‘f}? ATEEIGFIC SPOPBHPS onrer s,
can al so be used as the conmpound (B). As

or race rnafi es ..
steretopfé)mgés[ﬂ% Ay d‘@%ffef’{symflsaﬁﬁ HY-UXAUrES pgiprgoisomers, or racemates
.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 S-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
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6- met hyl - 4- (3-ni trophenyl ) -3, 5- pyri di nedi car boxylic
acid 3-(1-di phenyl net hyl azetidin- 3-yl) ester
5-i sopropyl ester, 21
(R) - 2-am no- 1, 4-di hydr o- 6- net hyl - 4- (3-ni trophenyl )-3,5
- pyridi nedi carboxylic acid
3-(1-di phenyl net hyl azetidin-3-yl) ester 5-isopropyl
ester, _anl odi pi ne besylate, or anl odipine naleate is
prolfpiatian pEypscirlar waerth EUsPly cehoand, pha result TalibitExasaplees of
the present specification, the nmedicanment of the
Temﬁqi@@énBaﬂed@Grﬁfﬂ aticppdescgbédapont, thhimedivapents df the)prasont
~ the conmpound (B) works synergistically and inhibits
invengon nan peaused forethe prophilakis @d tesveassie islloavitlg percutaneous coronary
S: / Chem caWsankyo/ FP0402/ FP0402s

inteR@RTABIMFAA#A26 BErbEN daxid sl tredfm &R 8¢ art rRALRBR7 - 05
.............. 21 proliferation of vascular snooth

THeSRIBcRInt 5f AR Presdf iRy dnBSHkd oha}daggigigdr %gﬁ%@gen?ﬁe

renodel i ng. Based on the actions

adi . 1. . ' i d.f
R ATBOL 1ok ESR o N SPLE S9R DEES
oA P SR, BB L e PSR £

S M RER AR R (A

of hl ood vessels and proliferation of vascular snooth

b ra

compaEtp adpiveray alone Pagiavlarbeit avprefaralile tot dooadnuifisten éhe
conpound (A) and the conpound (B) at their | owest

comppwid (Adgsd shorompsmed (Bhatriowhieses dt ewidind éffects atoslzsted bn
each conposition adm nistered alone. Particularly, it

admigstpatishef aidhecotmpositioadidnei st er t he conpound (A) and
the conpound (B) at | ow doses at which no effects are

28 dotibietelly SHowmidMeht BlabifldsT 195 pregalb s iRaghd, R madioNGent
As concretely shown in Test Exanples of the present

of tRedcht BRbdiRf 1oWB8 bR HaFR i morR fefelife fgitﬁ{ﬁ%réglis};icggtion of

invention |l owers bl ood pressure nore e

e SYTRABHTA) 5506410858l IR BRTBRUE OB RE s o
e BB BTRGH 1B oBE B P R AaE T U85 o
hypertension, heart diseases (angina pectoris, myocardial infarction, arrthythmia
(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 II receptor antagonist and a calcium channel blocker exerts more excellent
effects by combined administration of an angiotensin If 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
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hypertensi on, heart diseases (angi na pectoris,
myocardi al infarction, arrppythm a (i ncluding sudden
deat h), cardiac failure, cérdiac hypertrophy and the
like), renal diseases (diabetic nephropathy,

gl onerul onephritis, nephrosclerosis and the |like) or
cerebrovascul ar disorders (cerebral infarction

comBRUAE BareAlt = Thacs ah combumtion Ahier S reling B foaersha)

onprisin n angiotensin Il receptor antagoni st and
and ﬁxegpaogﬂq?@aaaﬁléq g%]lvé enapdiente fos enpnplecsagh petivetingredient
ef fects by conmbi ned admi nistration of an angi otensin
may|he rpixgd presthenpdagey be prepangdas a physéaliy sidgin feeinubition Kar
than either one of these agents adm ni stered al one.
additine, the déroperedt(Adnd the compeemt (B)nugnbe mrepared sdparately as an
prepared as a pharnaceuti cal

indeperidehefarnalatiGa and/ clnFROAGAI EPRADRS dicament containing a
P92776/ FP- 0402( PCT)/ Eng. Trans. of spec./TSA/ 08. 07.05

comBhati6R BP&Rh Md¥R of SAMRAHAITES lafte R Rhent ERTHE ﬁ&ﬁiagg
drug”) conprising the conmpound (A) and the conpoun

das Ak M8 d | et | :
med B 85 U2 ORS00 BRI g e

. sically single formulation. In
Sepag%gl&?#g%,taﬁ ngerg%%pound (A) and the conpound (B) maybe

epar ed separ at el s .an__independent_fornul ati on and
ARt 6 fodndurTal e Mo RORRAIT ‘Rt same e
(of nEl nation of each node of fornulation. The latter
desciBA BRI RToSEa PRl eR0R TBedudes aRmaEEARONOL cweronnd {A) and
t he conmpound (A) and the conpound (B) at the sane tine
the gpmpogiad 4B howelly &t thesamatime andaroy pistresitigtedrio sxactlyitonsanic
: the conpound (A) and the conpound (B) "at the sane
timet [Threre is desstricien of thetdosagerfese fir adpedstitvatat ¢ same itk Sor
adm ni stration of the conmpound (A) and the conpound

exarfifl, it Gligtlugedthat dithes o fitheBorapushitiRk id 4Glly h@RIidt&E@8nd the
to exactly the sane tinme. There is no restriction of

othel B6mBPOSEGE s hoh BB  addfifis st NabdaRids, it ﬁ?aﬁﬁ%#é floi:ﬁarépare
for exanple, it i's included that either one of the

the ROSRRSI 2k 'aQRp1d &%Q&éuﬁrfl@g}ngbﬁﬁgﬁ %gdr %ﬁgke]t\@g bot?x}}c@%réaggitions

conpositions non-orally admnis ver
Simﬁl{aniagusi}avour able to prepare

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
antagomist 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
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the invention as a single pharnmaceutical conposition
and to take the both conposjtions sinultaneously.

| ndependent admi nistrati on2df the compound (A) and the
conmpound (B) "at certain intervals" described in the
present specification nmeans that the conpound (A) and
the conmpound (B) described in the present invention

.. are to he tak i ndependently at . different tines. The
lﬂt%‘gé‘n%@atfﬁflﬂﬁﬁ%e%t?ﬁwt%msg@@mt%lnﬁwit ¢ fegage Foray has
certain intervals has no restriction. For instance,
no reYTIEtEL udes that first an angiotensin |1 receptor
antagoni st is admi nistered, and then after a certain
Thetpsesgnl medicamadnt iumawifasimetl blylpockersly knovarmithiods mrachitable
or first a cal cium channel blocker is adm nistered,
dosgpedomenclaid teblets, capstlas, igranules, powders or syrups for oral
S: / Chemi cal / Sankyo/ FP0402/ FP0402s
adnﬁﬂ@t?alﬁ\/nﬁﬁ-iﬁj‘é@%r@@)sﬁ@?ﬁitoﬁé’sﬁfﬁﬁ]i)ar@tﬁteﬁpﬁ’(ﬁnﬁﬁrsﬁ'ﬁ{i&%-b@/ﬁlsﬁr%

23 interval, an angiotensin Il receptor antagonist Is

pha@$H¥oHgfdaBy 86bephiBie a&ﬁ%uﬁ'é?ﬁ@gcﬁii{if% A eﬂ%%aclggs éx%%éﬂt& tl{l‘tg{bants,

The present nedi cament s nmanu ure y previous

bindtégqgmirﬁ%glﬁg Sde{ﬂﬁls‘rf'f &%’,isﬁ%ﬁ‘léz%}'s, g@gﬁg& dﬁlggrﬂ]%,yai’lﬁﬁe @ger if

l'et's,” capsul es,  granules, Waer's  of _ _
e b S LRl L g PR 26 e
. | ogically. .abl d i tabl ddi ti
R A L T U KT IS

di sintegrants, demulsifiers, stabilizers, flavours,
con@mpgitie medigampe afithepresent yertiersare pompennsid ¢ be orallyo
t he conpound (A) and the conpound (B), which are the
admdmisiered in genpraldihe medjcamedt afthe peserd mwehtioeisddvouBilie & be
t he conpound (A) ‘and the conpound (B) containing in
oralbyheinmedtecairent of the present invention are conpounds
to be orally admnistered in general, the nmedi cament

A "k bipieptse S instalyE BESAL dx@ipieMOMCRRIG su@arlferivatiws!sich as
adm ni stered. As "exclpients", for instance, organic

lact€%ChRERRL Quédie| Halnfg] M%itoqﬂtﬁx?gfﬁﬁﬁvéyﬁgp t@% porn starch,

| act ose, sucrose, glucose, nanni or sor

pota% Qtﬁfcﬁ, g%fair&f%lj &éﬁﬁin? Egﬂhlgs% ﬁﬁ%ﬁi&é‘é %ﬂc%hds 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;
barbonates 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
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potato starch, a-starch or dextrin; cellulose
derivatives such as crysta Ilne ceIIquse gum
arabi c; dextran; or pullul and i norgani c excipients
including silicate derivatlves such as |ight -
anhydrous silicic acid, synthetic alum niumsilicate,
calciumsilicate or nagnesiun1aluninonetasiIicate'

hgosphat es h as cal cium r osphat
madB B RS 4 s BRe B s atiee SR it by
s.calciumsu|fate can be |isted. As "lubricants", for
Star‘ﬁh‘%fi“é’ﬁ@ées%ﬁ 3@ boys @n bedisted- salts of stearic acid
such as cal cium stearate and nmagnesi um st ear at e;
Asalibindesss) fobinstancs byiraypuaxiss!wossh hpdrokgaepasetyibellulose,
spermaceti; boric acid;, adipic acid; sulfates such as
polyyoitpirradidohe tneacregol.co Isumﬂa.mampreuado dhose glestiribod above can be
benzoate; DL-Ieucine; |aurylsulfates such as sodi um
listedauryl sulfate or S:/Chem cal / Sankyo/ FP0402/ FP0402s
P92776/ FP- 0402( PCT)/ Eng. Trans. of spec./TSA/ 08.07.05

K disimegrestsy Tod dsthide, 881lul Gk YeriPatlves Sl@Sas IMGRuBSituted
silicic anhydride and silicic hydrate; or the starch

hydﬂﬁ@bﬁbﬁ&!c&ﬁﬁo&e e5bbBRE AR Qcﬂﬁlé > oncal?(gufn' %le’/'\&lglcellulose or

“binders", fof |ns|t ance, 3(ypr opy I
ol XA ARN RS BB Bep B S léegﬁ%giaﬁ PoREga
t egrant s’ or

: "di
o OISR %1&5 e PR Gl adin

| ows itute dr oxypr opyl cel | ul ose,
Carbé’é?'%‘ tﬁyﬁ@sﬂw& | 1:? cal ci um car boxynet hyl cel | ul ose
internally crossli nked sodi um
Peﬁa” BRipHEary [ dnstaiceswlloidaticlen swdhos beytonisel of veegum; metal
starch/cel |l uI ose derivatives such as
hydrseedes gyahetshyd et sinmthydroxsdeciriatamimanch bygrorideydifibme el f2amts
be listed. As "denulsifiers", for instance, coll oidal

suctchsypdime hiued sbigané ontdlGuor stasefgWationle kadfactintglsRKides
such as nmagnesi um hydroxi de or al um ni um hydr oxi de;

benAdlikdMies cBlaFifl@ aBhDnicSueHctass SR alé?oll},@iﬁ&% fHLfBh&ng’

cal cium stearate; cationic surfactants suc as

pol%ﬁ?@tﬁ&l’éﬁ@édﬂﬂi‘teﬁlhﬂa hﬁﬁ ’eF]th o QPG ers %?Eﬁﬁ;a%{gsscaﬁ e R3S

yoxyet hyl eneal

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, hydroxypropylcellulose, microcrystalline
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pol yoxyet hyl ene sorbitan fatty acid ester or sucrose
esters of fatty acids can gg listed. As
"stabilizers", for instanc p- hydr oxybenzoat e esters
such as net hyl paraben or propyl paraben; al cohols such
as chl orobut anol, benzyl al cohol or phenyl et hyl

al cohol ; benzal koni um chl ori de; phenol s such as

henol resol : nEros droacetic _acid;
ool G50 Pt iAE ol e Re S nrop LGl £yl Stach, °
i nst anc sweet eners such as saccharin sodi um or
polyyinyapyreakidone, spagapsimg aluninemetsiliate or @ mistus: offlpsecomponnds
or t artaric aci d; or flavours such as nenthol, [|enon
can be lisiednge can be |isted. As "diluents”, conventionally
used diluents, for instance, |actose, mannitol,
Ipses 0@ angsaiensos H rewptor iantagenikifanti e, calvilms chunnphidsgited tvehich
hydr oxypr opyl cel | ul ose, mcrocrystalline

are fetiveegrediants, Saa ke dRAA0A1EPAMBLSelected in a suitable manner
P92776/ FP- 0402( PCT)/ Eng. Trans. of spec./TSA/ 08.07.05

depdiing@1 VaH RS act¥dbdh: as%ﬁeh@rﬂgé ’acﬁ‘ﬂltl)f@&m@yﬁﬂ)?&hé’ GBL and body

propyl enegl ycol, glycerol, Starch

wei Ir%e[}sahex r&%ﬁﬁgﬂg%e  ARGREAIH) g&%ﬂh@%ﬁ?&%&k@ AL 2 the
RO B €] LRER 0 BB o
1Oohg}en@redforab%?&rﬁ@%%%?%&f}%S%rf:fr% P i Bt s one

s' activities and synptons, age and body wei ght
to Sl&fﬁf{l??ep%éﬁy deneading|on il $ymanteras QB@&@@“WK&* aacbecdipunidionsgl, at
on synpt ons, %e and the like, in the case of ora
the sgame i OF sapReately ot certaip ipfsrefis fmBleycage & paginters] sintiniseation,
limt and 1000 nmg (preferably 500 ng) as an upper
0.01 ingi(prefreablp A St gimsfadowar lhwitand 400 hig (prederable 50tme)dsXn
ti mes per day depending on the synptons of the

upppalithi pesoatimd eradithiinSdek 8fd ofd to sNEmeap® dak WBping on
separately at certain intervals. In the case of

the %&i)iﬁﬂﬁa@ Bﬁihe%ﬁﬁblﬁb Sk frRtshRR 'tlmé)cn%;l: ﬁgte¥ypdft %%ll%lﬂ %&vg Oém be

as a lower |imt and pre era

adrﬁ?ﬁistefb‘ap?& ihkthde. B grdogﬁgg riﬂog& tflé) Eorﬁp&%ﬁ?ﬁ) 319&1 1he c%%%o%‘cﬁ (B)

sIx tines pef

can range from 1:10000 to 10000:1 i n 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 I receptor antagonist can be
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the synptons of the patients, at the sane tine or
separately at certain intervals, can be adm nistered.
For instance, the dosing r&io of the compound (A) and
the conpound (B) can range from 1:10000 to 10000:1 in
wei ght ratios, preferably it can be in the range of

1: 1000 to 1000:1, and nore preferably it can be in the

r f 1:100 to 100:1. n the nedi canent of the
pross ARG Jow s AERTY i (S dois of 81 AMO B 9-gRIoS aBiagpTast when
treatnent of arteriosclerosis, it is desirable, in
the apgpripnsin Lrepepior gatagenisids vend @domerastaihypoishsive Agent ovhpchuisdts
~(A) and the conpound (B) after administration is
OHB'FW‘LE@F iy thedosage of the anglotansintié revepton anthgmidt e be eddrmotisly
or belowthe lowest |limt of the conmpound (A) or the

reducedyfpecade ¢B)elleftentiavhtrehsiveiidnabobe achibed By®mbined
nmedi canment of the present invention is used for the

admpispdtioh X s afgiBietiin Tit feBeptdvaitag8hishWRR a8 RRirR BhannBBhlocker.
dosage of angiotensin Hreceptor antagonist can be

5:/ Chem cal / Sankyo/ FP0402/ FP0402s

P92776/ FP- 0402( PCT)/ Eng. Trans. of spec./TSA/ 08.07.05
[Exdmples]” "~~~ "7""""- 26 prescribed at |ower doses than
fﬁe Josage of the angiotensin Il receptor antagoni st

the anaiot.ensin LIl .receptpor,.antagaonj IS used
e B Rere bR RISV B RS bietiagr P Re R B SRR vyt e
use, angd t dosage of the angiotensin || receptor
Exalfpfis g5l et Foamois derrordtcioy: Dhdhusns obthemisent ivention
excel | ent_anti hypertensive action can be achi eved by
showld ppt brolimiteghte thissexamplen [otheahesh Ryinoplensiomdshrtaremeddmmil”
~antagoni st wth a cal cium channel bl ocker. [Exanples]
is simipéy galled Eplmesartaniit i on wi || be hereinafter described in
nore detail by way of the Exanples and Test Exanpl es

descri bed bel ow, but the scope of the present
invention should not be limted to these exanples. In

Test Ireanies 1 : TndiphedfectsQlgistdteABsdBdg om | " is sinply
called "ol mesartan”. Test Exanple 1: Inhibitory

(A) ef heatS1a8a PRfhoast eri osclerosis
(1) Cuff-induced vascular injury model

C57BL/6 mice aged 10 weeks were used. In a part of this study, ATla receptor gene
knock out (AT1aK0) mice were also used. Inflammatory vascular damage was mduced
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 model 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).
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(A) Materials and Methods (1) Cuff-induced vascul ar
injury nodel C57BL/6 mce gged 10 weeks were used. In
a part of this study, ATI receptor gene knock out
(AT1aKO) mce were al so used. Inflanmatory vascul ar
damage was induced in mce by |loosely placing a
polyethylene tube which was cut longitudinally to open

t.ube, .around. t enoral _art of mce. In the
® go ‘&%‘“&? FERBHOR i E Bl RS B e o
ggterg& ge useful ness of this nodel of vascul ar
edgded spotionnf dhie damaged ape wasprepasedybdays after cuff
previ ousl Yy reported (Physiol. Genomcs., 2, pp. 13 -
placgmeng didticoy s Giesen sainineaas et fnd (89 &bss-@08anal arca of
Crculation, 106, pp. 847 - 853, 2002).
the S@dimﬁmmamfhtuhﬁamkgdhd &4 BRYOERBLRRswas determined b 1ma e analysis
P92776/ FP- 0402( PCT)/ Eng. Trans. of spec./TS 7.05

sofiare. F2) qudadiiodt omeo fTIN ARYhBBsié, BréheddkaashiNe wab thiected
DNA synt hesis A parafflghenbedded sec |oﬁ o§§€t§ jecte

intodtREBAEL7 adyls@fyr WEBpREGRA 8Hd BFdT aYRx RhlBltedUidm mcoxéporatlon

pl acenent,” El astica van G eson stal ning was car

muﬂﬂénwﬂa%ﬂﬂg%& éﬁﬁﬁk nal area of the neointina
tuni ca ne |a of | ood vessel s was detern1ned

b n For uant.j fi catjon
G) szn e %%%%&drgsss% %@»ﬁg ki i wild-
the s after cuff acenent and BrdU i ndex
aifPlc?m §¥ e%Ffff‘i%\éwFPWEBF‘Boraé@. dosr-denepdenglicpiolppsarian was

| s was, cal cylated. (3) dnesartan, an ATl receptor

'IHV?EPS%}R% @S AGEEIbER R 4Bk r@ltab ﬁé@lﬂlﬁﬁﬁﬁﬁp eftagelnidipioe wp It wild-type

type mce by osnotic mnipunp, and the dose-dependency
micgf way eestad t affer vt plasvment, gatledoseslegentenehed izelidpine was

Oral adm nistration of azelnidipine to the wild-type
investigatedrasdestubeadad (i t er cuff pl acenent, and

dose- dependency of azel ni di pi ne was |nvestigated as

(4) desioth hdsledantat Bnd 4-4nidBpinG \Oérﬁ’es‘iﬁﬁttﬁ{éoﬁﬂﬁl aRERhiHedPIRi1d-
wer e sinultaneously adm nistered to w |

type mice, and the effects of co-administration of olmesartan and azelnidipine were
compared with those of administration 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 {3H]thymidine) were investigated.

(B) Results

(1) Inthe cuffrinduced vascular damage model of wild-type mice, DNA synthesis of
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type mce, and the effects of co-adm nistration of

ol mesartan and azel nidi pine were conpared with those

of administration of eithel8ol nesartan or azel nidi pi ne

alone as described in (2). Effects of ol nesartan and

azel nidi pine were investigated at effective doses of

ei ther ol nmesartan or azel ni di pi ne al one and at

i nsufficjent floses toelicit significant effects by
vaseular apoih Faussta sellsorvas dagrpgsed pindenspiniivea femnagiontip the blood

determ ne synergistic effects of these two agents.
vessely) Wy nesintigiedu IT%@Wedth wegge Uhbibitednbot bzenidipine in a dose-

cells, the effects of co-treatnent of ol nesartan and
deperiehtineiinzr ata doscfrangd oft(at icoh 0 efig/BMAay witHees sy effects on blood

following stimulation by angiotensin Il (determ ned
presbyrei (Bizon pod e ox). Of adddiifd, bybesditne bx Wbl {iRNVRS IhdRloBfeffects

(B) Results (1) In the cuff-induced vascul ar damage€

in arfeseiepRhadit nimh¥PA JH e 6%nb Resi i
S:/Ché%icaI/SankyoﬂFP048§'FPO4OZ§§9§&@ﬂﬁg¢Q&wuhmnanyeﬂkas

o SHRTFRAEEL AL 50, 00E B0 PETRRE o o

ascul ar snoo
s RGBT TBal ARSI o 0B o SRR ot s o

th ach?l ni digi na% I.Nn a%ose- dependent manner at a_dose )
eSF {105e5) o °rp . Aimipisieresl alihe emeytimg, theginereassy e PN snthasis of
bl ood pressure gFig. 1 and Fig. 2). In addition,
vaselareuaeath mwselsi erliseands pefentiationnefi peoisiga dornentios inj the dlood
dose- dependent manner at a dose range of 0.5 to 3.0
vessely/ Weredagnifigantyovppeassedeffisci snd diig.bf)oddopribssuresults, it was
(Fig. 3 and Fig. 4). Wen 0.1 ng/kg/day of

cleaglyedematispated iandve.that ogh&mindanatioh of aRGddibER {RObIn@brtan
these drugs did not elicit any significant effects at

workh egieergios@sly, itetsaghaliftraioar 60t vidshgas aBothi #Bscld B&Is and
increase in DNA synthesis of vascular snooth nuscle

impfleh $as3tldr RIARIh@t | on of neointima formation in the
bl ood vessels were significantly suppressed (Fig. 5

2) andryfe %zne@s icF LRt thiﬁeé%iﬁﬁagéetagﬁ :,?Itl%\’\s’?agliap 8&‘%6%%?“%6% above was

dermonstrated in Vvivo on
v BB DSy ARCH GO B B PPrie Mok PPl t b stitgesis i
cﬁltgr%lilrgt \?arsl;gular smooth muscle cells following stimulation by angiotensin Il was
suppressed by administration of azelnidipine 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. 8).

Test Example 2: Antihypertensive activity

Surgical operations were carried out in 56 spontaneously hypertensive rats (SHRs,

SPF grade, Breeder: Hoshino Laboratory Animals) aged 20 weeks to implant
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i nproves vascul ar renodeling. (2) The synergistic
action of azel nidipine and ol nesartan descri bed above
was investigated in an in2%itro study. As shown in
Fig. 7, facilitation of DNA synthesis in cultured rat
vascul ar snooth nuscle cells follow ng stinulation by
angiotensin Il was suppressed by adm nistration of
azelnig%gine.in a, concentration-dependent manner.

trangREieTy ORreroEtns deirblegdnresspies A Barcreenviees ipmahe surgical
insufficient to elicit any effects alone were

operaiions thati klped p@,ssum\wasywn%@sd stagtingai ¢ weekls ofxtge. 0.5%
vascul ar snooth muscle cells was significantly

cartou ppetybetiulobs spdiBh (CNVES NaRaduiiine(22n1/141) twad eyt BRshi¥Rred
activity Surgical operations were carried out in 56

for B paRtahealiss Yorky ASIHSYH MRiHgatind | SHRR miﬁﬁ?v&f&a&iﬁided into 7

Br eeder: Hoshi no Laboratory Animals) aged 20 weeks to

S e
blo%%rg%sm&ﬁﬁé’ ol BE tSE-leﬁﬂrfﬁlk H%g;ltfp&h Cniflh PR R &3S g{:s\%%r‘e

recovery rom e surgl operatlt ons,
. it d.start] 4 K
o9 eSS BN RS PSR B BBl s
ti k [ dm ni st d f 7
R od b S e B il e

animals were divided into 7 groups (8 rats per group)

test SHbANG® Mi9E SPERded) B O ¥p FAEG OVasalyionaws agmoniptersdsern 3h

' their blood pressure determ ned on the 5th and 6th

weegapEage fom! 4 miacessivechaysfonot dailly)mnd shages imhlnod pressage were
(the constitution of each group is illustrated in

obsdiabd. €libhgesThelre bbohpresirde6 grodfs Mad grlupt7 26 sHodvitn/Teble 2.
control group) or test drug solution (2 m/kg) in

(Valek éhihe hgbled rRffes &t BfehA &@Dp@;c&l}bﬁ)@ chbhsRre T etV
ro

sol ution was adm ni st ered m 25 weeks of age for 14
obs@YES BSHi VBl FRYS &-8Bhinylerd . i .

pressure were O ggfved. maeﬁgesnﬁﬁﬁ%%?%%%ggb%?egsure

of group 6 and group 7 are shown in Table 2. (Val ues

in the tables represent nmean S.D.) Excellent
Ihbﬁpfihypertensive effects were

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 Azehidipine (5.0 mg/kg)
Group 6 Olmesartan medoxomil (0.2 mg/kg) + azelnidipine (2.0 mg/kg)

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

Table 2
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observed in animals in the group co-adm ni stered
ol mesartan pl us azel ni di pi ne.
group (0.5% CMC-Na sol uti o

medoxomi |
(1.0 ny/kg)

(0.2 noy/kg)

Table 1. G oup 1 Control
Group 2 dnesartan
Group 3 d nesartan nedoxoni |

G oup 4 Azelnidipine (2.0 ng/kg) Goup 5
Azel nidi pine (5.0 ng/kg) Goup 6 A nesartan nedoxomn |

(0.2 ng/kg)
Test@ubstanee an m
ng/ kg) Tabl

zel ni di pi ne (]210
xoml (1.0

@d F%s&.% (mﬁ%Hg\) p 7/
kq)

el ni dipin

(5.0

S: ls(t:ﬁbisn cal /S’@dl@@/ FF

’04@'Q1/]F$§04C

2sl13th Day

n=z ﬁE

P D W+

Do 77al ED- N4 e nf edan 1 TCOA/
TrIET0 g T4 B

2
Corgl 61554 pr obSuf 400 Aey® T ey 2l 2
CrofY 0+20.6 170,14 51 217y 0 HIr 30 Al 6 G {50 B8

Grodd 77 144.5 14422 1319.1 243 038 § 187.9umD § 12242100
132 122.3 B 4127 .8 9.0 125.910.01 Test Exanple 3:

Anti hypertensive Effects Mal e apoli poprotein E (ApoE)
knock out mce aged 12 weeks were divided into 4

Testg%xagggﬁ%g,}%%%wﬁtﬁwvgﬁﬁqﬂ@o as E oCll\/lC;)nglgut icgﬂt rol group
glgag%@éoz);cg%m%%b kgo ‘?Ha%tr?;lgg?’g ?%XV?'%}('R yre leldeg into 4

adm ni stered group, and ol nesartan nedoxom | (3
groupg (kY nigs nes sexiel as ollpiing: cantral ke (Adhh pirboementhyedinose
Ei ther test substance or vehicle (0.5% CMC sol ution)
(CMA)ssodirtimin admani tiered g eupd coltnesatan med dox bmil (2 4ngdlr) adexsnistered
weeks. A
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 (containing 0.15% cholesterol and 15% unsalted butter) was given to all
mice in all groups following the start of test agent administration (12 weeks 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.).
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high fatty diet (containing 0.15% chol esterol and 15%
unsalted buffer) was given to all mce in all groups
following the start of tes?lagent adnministration (12
weeks of age). The systolic blood pressure of all

m ce was neasured by a non-preheating type bl ood
pressure nonitor (BP MONI TOR FOR RATS & M CE, Mbodel
MK- 2000, Muronmachi  Kikai Co., Ltd.) at 21 - 24 hr

Tablkt} er drug administration in the 23rd week. The

Adnlilﬁlgtfhﬁ& @ty SToWn T Tabi e 8 (IR bldsd piGst i i g)

Icate nean S.E.).

Confiol goepri cal / Sankyo/ FP04027 FPP402s 129 1

P92776/ EP- 0402(PCT)/ Eng. Trans. of spec /TSA/ 08.07. 05

Olmsiartamamﬁdexgrnﬂdmnmﬁﬂedtgr@m G oup Systol i t2btdod

-\nn 129 3 ﬂnrnenrfnn

Az

(5]

<§°°”hﬁ!ﬂﬂ&”””ﬁ.§§q@$éa' éroﬁp 121 4 Azell%?'él"'pl ne

aze nllgéﬁ&gﬂul%gua%ﬁm%pmgcfor mesartan medoxontt—and

I'pine co 1 m ni stered groyp the

admimstedetl gratpow above, remarkabl e hypotensive effects (p

=0--0063— DPurrett s —multiple conparison test) were

o YA L0 A o

\AS A~

observed in the ol mesartan medoxonil and azel ni di pi ne
co-admi ni stered group, at which doses either agent

A @Q FosHitd HEQJ abRlvk Ghinafa¥1 g%yﬁ {1&19 thfectse({pf eﬁbém unnett 5

ects e I'cited by co-a fon o nesa

co- AN BIRYER: 6F wﬁw%%‘%ﬁ? PR A0 Shot any sigmifican

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 10.0 mg
Azelnidipine 10.0 mg
Lactose 278.0 mg
Corn Starch 50.0 mg
Magnesium stearate 20 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 is necessary.

8:/Chemical/Sankyo/FP0402/FP0402s

P82776/FP-0402(PCT)/Eng. Trans. of spec/TSA/08.07.05



Lactose 278.0 ng Com Starch 50.0 ng Magnesi um
stearate 2.0 ng The powders of above prescription are
m xed and tableted with a 83bleting nmachine to
prepare a tablet conprising 350 ng of the conposition
The tablets can be sugar coated, when it is
necessary. S:/Chem cal/ Sankyo/ FP0402/ FP0402s
P92776/ FP- 0402( PCT) / Eng. Trans. of specJTSA/ 08. 07.05
[Indystrial npdigahilitydl applicability] The nedi cament of the
present invention is useful as a prophylactic and/or
THeenediemeant ofithepresaninvatiioand evefid s b eratiykcdadnd/or
hypertensi on. S:/Chem cal / Sankyo/ FP0402/ FP0402s
therBSAHE G5 érit-a@dia 2 (el dddirsis didipertehsigpec. TTSA/ 08. 07. 05
33 CLAIMS 1. A nedicanent for the prevention and/or
treatnment of arteriosclerosis conprising the
foll owi ng conposition; (A an angiotensin |l receptor
ant agoni st sel ected fromthe group consisting of a
conpound having a general formula (1),
phar macol ogi cal | y acceptabl e esters thereof and
phar macol ogi cal |y acceptable salts thereof; and HEC
CH3 OHHIC NCOON N N/ NH
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(B) a cal cium channel bl ocker selected fromthe group
consisting of 1,4- dihydropyridine derivatives and
phar macol ogi cal | y accept abB® salts thereof as active
ingredients. 2. A nedicament for the inhibition of
proliferation of vascular snooth nuscle cells
conprising the conpound (A) and the conpound (B)
according to claiml1 as active ingredients. 3. A
medi cament for the inhi CkABYHSof neointinma formation
of the bl ood vessels
1. A ndic@ment fal thSapndeofidiPadday EPBARRAS of arteriosclerosis comprising the

P92776/ FP- 0402( PCT)/ Eng. Trans. of spec./TSA/08.07.05

foll@#ing compsdisomig t he conpound (A) and the conpound (B)
of claim1l1l as active ingredients. 4. A nedicanment for

(Aythe in Bhl@h%b%ﬂs@fﬂ MRS BitadoRIP SLODHEATRE | gl%'ug Qoﬁg‘ﬁl ng of

compound (A) and the conpound (B) of claim activ

a coh@gﬁﬁcgh% 7 g?{rerﬁ‘ f%%l& é)crolc;glgceallgrag(\/r%?ablleo&t&g thereof

tenosi s oW ng pe aneous

wnd bR ERLERD § ”Ea%fﬁ?%tSTeoﬁeﬁﬁSS”?n‘gf\’ed?Qﬁt?ea. A

medi cament for the prophylaxis and/or treatnent of
hypertensi on or diseasgg caused by hypertension
conprising the conpoun A) and the conpound (B) of
claim1 as active ingredient: Hvvhereln t he nedi canent
is suitable for admnig atloﬁ of the conpound (A)

‘ B.same tinme or sSeparately
at certain intervgls. . Aredicanent for the

prophyl axi s and ment of hypertension

conprj.sin Abgipd the conpound (B) of
cl ai My as . 8. A nedicanment for the
prophyl axi s and/or treatnent of heart diseases

conprising the conpsynd
claim1l as active ingreg

(B) a calcium 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
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10.

il.

9. A nedicanent for the prophylaxis and/or treatnent

of angi na pectoris conprising the conpound (A) and

t he compound (B) of claim34as active ingredients.

10. A nedi canent for the prophylaxis and/or treatnent

of myocardial infarction conprising the conmpound (A)

and the conpound (B) of claim1l as active

i ngredients. 11. A nedi canent for ‘the prophylaxis
an@gpwprising dhersompofindi(Ahyenfntha @opuidi(BY oft tleim 1 as active
compound (A) and the conpound (B) of claim1l as active

I ngugeldientt.s. S:/ Chem cal / Sankyo/ FP0402/ FP0402s

P92776/ FP- 0402( PCT)/ Eng. Trans. of spec./TSA/ 08.07.05

35 A Idedidaniendi ot inheHitibh €ofP KARNKE A¥nfodefling UbdGRising the
deat h conprising the conpound (A) and the conpound (§)

Of c6hpbilld (AHSmBehd Aol o] Stisim 11 achivPRAGAERAL Tor

t he prophyl axi s and/ reatment o eart ure

COMPHo G Bent B HEUBRMAG bAeRNESL B SAEP RN L8 O ronary

clairm1l as active- lngre

t he prophyl axi s. and/or treat t of cardi ac X

ny BB, i 66 gt L Bt a€ Cooaing @ claim 1 as
conpound (E’)Pe of claiml as active ingredients. 15. A
e dFCENBRCACBIS t he prophyl axis and/or treatment of

renal djseases conprising the conmpound (A) and the
conpbyfigape)t fo7 the prpphylads ad/el treatingyt efthwertensidibor diseases
medi canent for the prophyl axis and/or treatnent of

di abeeil byropetapmnivpmpriomgrths comgpdind (A0 mpd theccopfjouad dB) of
the conpound (B) of claim1l as active ingredients.

17 clabmmédias aa®ive tnpredifias, prdipham athes navdibanient ri€atiRBle for
of gl omerul onephritis conprising the conpound (A) and

t hed@aiTReuidd of Ble &6medumd A} 288 1RCEdNSounti 185 80 NhSe 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.
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12.

13.

14.

15.

16.

17.

18.

19.

20,

18. A nedi canent for the prophylaxis and/or treatnent

of nephrosclerosis conprising the conpound (A) and

the conpound (B) of claim35as active ingredients.

19. A nedi canent for the prophylaxis and/or treatnent

of cerebrovascul ar di seases conprising the conmpound

(A) and the conmpound (B) of claim1l as active

i ngredi ents. 20. A nedi canent for the prophylaxis

and¥ oredicamatnfeonttho propbylekisadf sudflen dedth vompasingi the mgmpound
the conpound (A) and the conmpound (B) of claiml as
act(Ayend ihagbvegorid @) obelaGhensealivainkiedidnR0402/ FP0402s
P92776/ FP- 0402( PCT)/ Eng. Trans. of spec./TSA /08.07.05
36 A ArbdicAmeRdfoe @@ﬁ%})ﬁﬁlﬁxlﬁ REdRE SRRV eaX b hahd fa‘i’l‘hre comprising

treatment of cerebral ‘henorrhage conprising t

COMROURDduth (gggn&ﬁi@ cgﬁggﬁieﬁ”(t%)%%aﬂé 1%!3%&%]1:1 d%‘ﬁ’is'.ve

| lngre A accor ai ng to an one
2 Medhoshfeaf, for WA BRI AN TROCRERMent e Sardiag hapyrpphy
PSR B darmOnE (@) g %%Zc%ﬂ?r%uag B ofita {as active

wherein the conmpound (A) and the conmpound (B) are
adrigFrdeFed at the sane tine or separately at certain

intervals. 24. A nedi canent according to any one

cl & medmamentfor thepse@iviaxihanddergreatraersiod rérlal diseaseptemprising

antagonist. is

( 5-thethypordd ¢apadd Be dompotehB)-of kc)aimtimglacdvy theledtmesy -

1- et hyl et hyl)-2-propyl -1 -[

[ 2' A (ddidagioneZed tife- ylophilpkietld/ot treatment of diabetic nephropathy

yl ] met hyI ]imdazol -5-carboxyl ate. 25. A nedi canent

ac CRhPridtet Pe %&ﬂﬁd a3 R thel QrdounWh@)eANchalif 1 as active

cal CI um c annel
ingredients.

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 and/or tfreatment 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

ingredients.
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21.

22,

23.

24.

25,

26.

27.

bl ocker is selected fromthe group consisting of
azel ni di pi ne, anl odi pi ne, benidi pine, nitrendipine,
mani di pi ne, ni cardi pi ne, & edi pi ne, ni sol di pi ne,

ci I ni di pi ne, | ercanidipine, niguldipine, ninodipine,
arani di pi ne, efonidipine, barnidipine, felodipine,

and nilvadi pi ne. 26. A nedi canent according to any one
clains 1 to 21, wherein the cal cium channel bl ocker

i sAamellnamdengi foe. the hropghyieds eadentireateant difncerétoalahgmanieage
claims 1 to 21, wherein the angiotensin Il receptor
antagmivingd thes cobpomidiyAy dndxBe Lompdingk OBE S 4eiathn) Medshydtive
4- (1- hydroxy- 1-nethyl ethyl)-2-propyl -

-[ redickiik t et razol - 5-yl ) bi phenyl - 4-yl ] net hyl ]

i m dazol - 5- car boxyl ate and the cal ci um channel bl ocker

b A5 Bt %%ﬁ%ﬁ}%%ﬁgﬂf%@q% éﬁ@&%&éﬁ?@%ﬁ%ﬁﬁg s a

pharmaceutical composition comprising the compound (A) and the compound
(B) as active ingredients.

A medicament according to any oné claims 1 to 21, wherein the compound {A)
and the compound (B} are administered at the same time or separately at certain
ntervals.

A medicament according to any one claims 1 to 21, wherein the angiotensin II
receptor antagonist is (5-methyl-2-o0xo-1,3-dioxolen-4-y)methyl 4-(1-hydroxy-
1-methylethyl)-2-propyl-1-{[2’-(1H-tetrazol-5-yl)biphenyl-4-
ylJmethyl]imidazol-5-carboxylate.

A medicament according to any one claims 1 to 21, wherein the calcium channel
blocker is selected from the group consisting of azelnidipine, amlodipine,
benidipine, nitrendipine, manidipine, wnicardipine, nifedipine, nisoldipine,
cilnidipine, lercanidipine, niguldipine, nimodipine, aranidipine, efonidipine,
barnidipine, felodipine, and nilvadipine.

A medicament according to any one claims 1 to 21, wherein the calcium channel
blocker is azelnidipine.

A medicament according to any one claims 1 to 21, wherein the angiotensin TI
receptor antagonist is (5-methyl-2-oxo-1,3-dioxolen-4-yl)methyl 4-(1-hydroxy-
1-methylethyl)-2-propyl-1-[[2°-(1H-tetrazol-3-yl)biphenyl-4-yljmethyl]-

imidazol-5-carboxylate and the calcium channel blocker is azelnidipine.
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