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and its hydrates and crystalline forms and addition salts thereof with a pharmaceutiéaﬂy

acceptable acid, and an agent that inhibits angiotensin-converting enzyme.

Selective and specific sinus node Ir current inhibitors, more especially ivabradine, and its
hydrates and crystalline forms and addition salts thereof with a pharmaceutically
acceptable acid, more especially its hydrochloride, have very valuable pharmacological
and therapeutic properties, especially negative chronotropic properties (lowering of heart
rate), which make these compounds useful in the treatment, prevention and prognosis
impfovement of various cardiovascular diseases associated with myocardial ischaemia
such as angina pectoris, myocardial infarct and associated rhythm disturbances, and also in
various pathologies involving rhythm disturbances, especially supraventricular rhythm

disturbances, and in chronic heart failure.

The preparation and therapeutic use of ivabradine and addition salts thereof with a
pharmaceutically acceptable acid, more especially its hydrochloride, have been described

in the European patent specification EP 0 534 859.

The Applicant has now discovered, surprisingly, that selective and specific sinus node Iy
current inhibitors, more especially ivabradine, or 3-{3-[{[(7S)-3,4-dimethoxybicyclo-
[4.2. O} octa-1,3,5-trien-7-ylJmethyl} (methyl)amino Jpropyl }-7,8-dimethoxy-1,3,4,5-tetra-
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t he individual response t0 an antihypertensive treatnent is varia
andis but is still frequently inadequate for obtaining satisfactory control of arterial pressure.

It is known that the level of arterial pressure (systolic or diastolic) is a very important
determining factor in the risk of occurrence of a cerebral vascular accident or myocardial
infarct. A very large number of clinical trials have shown that lowering arterial pressure
very significantly reduces the risk of cerebral and cardiac accidents in hypertensive

20 patients.

It is known that the individual response to an antihypertensive treatment is variable and
difficult to predict. Obtaining optimum control of arterial pressure requires recourse to
multitherapy (using drugs having different modes of action) in the majority of hypertensive
patients.

25 Compounds are still being sought which are active in forms of hypertension that are
resistant to current treatments. In addition, drugs are also sought which have a longer
duration of action or which have even fewer secondary clinical or biological effects.
Accordingly, the development of new, alternative treatments is still relevant today and remains

anecessity.
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foreseen because of the very fact of therapeutic class to which

sel ggtiver engplsjﬁga%'t fh'ag ndW H3covered, surprisingly, that selective and specific sinus node If

current inhibitors, more especially ivabradine, are capable of potentiating the effects of
agents that inhibit angiotensin-converting enzyme. This effect, which was not to be
foreseen because of the very fact of therapeutic class to which selective and specific sinus
node Ir current inhibitors belong, makes it possible to consider using the association
20 . according to the invention in the treatment of arterial hypertension, and more especially
this potentiation should make it to possible to use the association according to the

invention in the treatment of patients not controlled by customary therapeutic associations.

Without implying any limitation, the ACE inhibitors which can be used in accordance with
the invention are : perindopril, captopril, enalapril, lisinopril, delapril, fosinopril, quinapril,
25 ramipril, spirapril, imidapril, trandolapril, benazepril, cilazapril and temocapril, and also
their hydrates, crystalline forms and addition salts with a pharmaceutically acceptable acid

or base.

Preferred ACE inhibitors are perindopril, captopril, enalapril, ramipril, lisinopril,

benazapril, quinapril and delapril, and also their hydrates, crystalline forms and addition
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especi al | §ccepfablsacidlssoci ati on between ivabradi ne, or one of its
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and per i nOepimventic relite @brel dspediyithy &l 8 aswcissivalbetwinfiosbradidd ande of its

addition salts with har maceuti cal | ccept abl e base re
especi al |19/yqr@t§s, aqrmtﬂ?lﬁg fegms and addi%onysa ts v%& a phannaceuﬁcaqgl acceptable acid,

more especially its hydrochloride, and perindopril, or one of its hydrates, crystalline forms

15 and addition salts with a pharmaceutically acceptable base, more especially its arginine or

tert-butylamine salt.

The invention relates also to pharmaceutical compositions comprising the association of a
selective and specific sinus node Ir current inhibitor and an agent that inhibits angiotensin-
converting enzyme, in combination with one or more pharmaceutically acceptable

20 excipients.

The invention relates more especially to pharmaceutical compositions comprising the
association of a selective and specific sinus node It current inhibitor which is ivabradine, or
its hydrates, crystalline forms and addition salts with a pharmaceutically acceptable acid,
more especially its hydrochloride, and an agent that inhibits angiotensin-converting
25 enzyme, or one of its hydrates, crystalline forms and addition salts with a pharmaceutically

acceptable acid, in combination with one or more pharmaceutically acceptable excipients.
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tert-butylamne salt, in conbination with ope

or more .
phar mac e ufOREsty thy cRhasmaEAUECly EPBPRWIAS 2658 te Hgg pREHgBe (harg dpay be

conposi ti&@ﬁtii gor 529 eéﬁécfahﬁ IRYLN R Naret REIEMINBYr BSral, "BAEABAEdor nasal
nore especially, those that are suitable for oral, parenteral or

nasab 10admainisthgen,ateblets, drapdest spblingugkdahletsulohpsutpsallozeapéset sippositories,
capsul es, Jozenﬂes, supBgsi ories ointneq%& der mal .

y o | .
etc. and YF¥BSpRETHELEU LI éﬁlﬁpfﬁic'zai%grrlrgfsﬂawar@ac 53 zSﬂWBas;lggnss having

del ayed, p6olap&d dehysebriseRdeiersRd rdestdes the sel ective and
speci fic sinus node I¥ current inhibitor and the conpound t hat

i nhi bits angi otensi n-converting enzyne, the pharnmaceuti cal
conpositions according to the 15 invention conprise one or nore
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Besides the selective and specific sinus node Iy current inhibitor and the compound that
inhibits angiotensin-converting enzyme, the pharmaceutical compositions according to the
15 invention comprise one or more excipients or carriers selected from diluents, lubricants,

binders, disintegration agents, absorbents, colourants, sweeteners etc..

By way of non-limiting example there may be mentioned :
* as diluents : lactose, dextrose, sucrose, mannitol, sorbitol, cellulose, glycerbl,
* as lubricants : silica, talc, stearic acid and its magnesium and calcium salts,
20 polyethylene glycol,‘
¢ gs binders : aluminium and magnesium silicate, starch, gelatin, tragacanth,
methylcellulose, sodium carboxymethylcellulose and polyvinylpyrrolidone,

* as disintegrants : agar, alginic acid and its sodium salt, effervescent mixtures.

The useful dosage varies according to the sex, age and weight of the patient, the
25 administration route, the nature of the disorder and of any associated treatments and ranges

from 1 to 500 mg of ivabradine per 24 hours and, more preferably, from 10 to 15 mg per



bi nders, disintegration agents, absorbents, col ourants, sweeteners
etc.. By way of non-limting exanple there nmay be nentioned : as
diluents : | actose, dextrose, sucrose, mannitol, sorbitol, cellul ose,
glycerol, as lubricants : silica, talc, stearic acid and its
magnesi um and calciumsalts, 20 polyetﬁylene glycol, as binders :
al um ni um and magnesi um silicate, starch, gelatin, tragacanth,

nmet hyl cel | ul ose, sodi um car boxynet hyl cel | ul ose_and
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adm ni str@thon route, the nature of the disorder and of any _
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24 hours and, nore preferably, from1l0 to 15 ng per -6- day and, also
pref er abl m: 5 - at
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when it is adm nistered on its own. The foll ow ng Exanpl es
illustrate the invention but do not limt it in any way. 5

Phar fraceufharamacentipalqompasifions pr eparati on forrmula for 1000 tabl ets
each containing 7.5 ng of ivabradine and 2 ng of perindopril:

| vabr adi ne hydrochl ori de

......... Preparation formula for 1000 tablets each contaiming, 7.5 mg of ivabradine and 2.mg of perindopri!
............................ 7.5 g Perindopril ten-butylam ne
""""" Tvabradine h9dfbchlofab0SE monohydrate e 158
......... Perindopril ferz-butylamine62..g...10..Magnesi.um.st.ear.at-@..coovvvvcvnes. 2.8
- Lactose monohydrate.............. 13gPovrdone ZZZ 62°¢g
10+ - -+ - Magnesium STearate ... .t i i s A L S L L L S e e e 13.g
............ ... 9 g Anhydrous
COl | OF dal POAAAIEE oo e evvvreerenriieerire ettt ettt s et e s as e e re s sse s e e e aa e e avase e enes 9 g
07T Anliydrous’collgidal 8llc%é1ruIOSéSodlumgrycmaté :::: 03¢
--------- Cellulose-sodium glyeolate:.......o.rnnmnn sttt st st s+ 30 €
ceiiiiiiiiin..... 30 g Stearic acid
_________ SEEATIC ACIA .vesviereseeeesvsensesensszenensesensesessesnzacensesessezsamssesensegensesesseseseosesansnsaonsesesnisse 2.0 8
......................................... 2.6 g 15

Other examples of pharmaceutical compositions according to the invention are given

hereinbelow, without implying any limitation :

Example 1

Constituents Amount (mg)

ivabradine 10

perindopril fert-butylamine salt 4




O her exanpl es of pharnmaceutical conpositions according to the
invention are given hereinbelow, wthout inplying any limtation :
Exanple 1 Constituents Anount (ng) ivabradine 10 perindopril
tert-butylamne salt 4 -7- Exanple 2 Constituents Amount (ng) 10
ivabradine | :-::d perindopril tert-byt73_/l amne salt 8 Exanple 3
Constituents Anount (ng) ivabradine 15" perindopril tert-butylam ne
salt 4 5 Exanple 4 Constituents Amount (ng) ivabradine 15
perindopril tert-butylam ne salt 8 Exanple 5 Constituents Anount
(rmg) ivag)rmgg}iﬂgca 10 perindopril arginine salt 5 Exanple 6

Constituents Amount (mg)
ivabradine 10
perindopril fert-butylamine salt 8
Example 3
Constituents Amount (mg)
ivabradine 15
perindopril fert-butylamine salt 4
5
Example 4
Constituents Amount (mg)
ivabradine 15
perindopril fert-butylamine salt 8
Example 5 ‘
Constituents Amount (mg)
ivabradine 10
perindopril arginine salt 5
Example 6
Constituents Amount (mg)
1vabradine 10
perindopril arginine salt 10
Example 7
Constituents Amount (mg)
ivabradine 15

perindopril arginine salt 5




Constituents Anount (ng) ivabradine 10 perindopril arginine salt 10
- Exanple 7 Constituents Amount (ng) ivabradine 15 perindopri
arginine salt 5 Exanple 8 Constituents Anpunt (ng) ivabradine 15
perindopril arginine salt 10 The dosage for the pharmaceuti cal
conpositions described above consists of the admnistration, per os,
of one tablet per 24 hours. 5 In the pb%ﬁlations at risk,
corresponding to patients nore than 75 years old, the initial
critical Bowepladm nistered by the oral route is 5 ng of ivabradine
and 2 ng of perindopril tert- buty%agrﬁETsaft—or—S—ﬂg;qf—rxabradlne
and 2.5 ng of perindopril arginijne s QPmﬁB?ﬁSZ4 hdﬁp r}ﬁmg e form of
a tablet. dinical study no -1 10 A clyaghta@ile Study wagscarrjed out in
8 patients with arterial hypertension already being treated with an
angi ot ensi n-converting enzyne inhwbn@qnﬂ@pamnﬁ@dprll 0= 3 ram pri
n =2, enalapril n =1, lisinop and mld
to noderate heart failure of class | or 2 according to the NYHA
classificpd %sag-gh@&e RALIBRhScHBES BSHIDAMIEIRT ﬁgschﬁé’tprﬁ)@'\/@econﬁ‘stsaof the
dose of 7.5 ng twice a day in the case of 7 of themand 5 ng twice a
day in t helngastgatadn, b6 ds, of ondhiet pdrt2drhoRrsyont hs of treatment (the
duration considered sufficient to reach the nmaxinumeffect of the
two treatnents), the nean recunbent systolic and diastolic arterial
pr essur esppWak §op@WBb &I abYisk! - ridsdh ﬁf%’uﬂ paichTEHGiord BRRACTL yedR ¥1d, the initial

Moreover, taking into consideration ose patients who, on i nci usi on
i'n the stqnjycal {hesd administered by the oral route is 5 mg of ivabradine and 2 mg of perindopril

tert-butylamine salt or 5 mg of ivabradine and 2.5 mg of perindopril arginine salt per

24 hours in the form of a tablet.

Clinical studvno. 1 :

10 A clinical study was carried out in 8 patients with arterial hypertension already being
treated with an angiotensin-converting enzyme inhibitor (perindopril n = 3, ramipril n = 2,
enalapril n = 1, lisinopril n = 1, fosinopril n = 1) and mild to moderate heart failure of class
1 or 2 according to the NYHA classification. These patients were administered ivabradine
at a dose of 7.5 mg twice a day in the case of 7 of them and 5 mg twice a day in the case of

15 1 of them. After 2 months of treatment (the duration considered sufficient to reach the
maximum effect of the two treatments), the mean recumbent systolic and diastolic arterial
pressures were lowered by 7.5 mmHg and 7.3 mmHg, respectively.

Moreover, taking into consideration those patients-who, on inclusion in the study, had an
arterial pressure which was not well controlled by the angiotensin-converting enzyme

20 inhibitor, that is to say those who still had a systolic arterial pressure > 140 mmHg and/or a
diastolic arterial pressure > 90 mmHg, the lowering of arterial pressure in that group was

10 mmHg for systolic arterial pressure and 8 mmHg for diastolic arterial pressure.



arterial pressure which was not well controlled by the

- angi otensi n-converting enzyne 20 inhibitor, that is.-to say those who
still had a systolic arterial pressure ? 140 mHg and/or a diastolic
arterial pressure ? 90 nnnHg, the |lowering of arterial pressure in
that group was 10 nmHg for systolic arterial pressure and 8 mrHg for
diastolic arterial pressure. -9- TabIe'?‘Change in |ying-down
arterial pressure on inclusion and after 2 nonths of treatnent wth
an ACE inhibitor and ivabradi ne Incl dabbnl 2 nonths SAP (mrHg) 149.5
141.8 DAP (mHg) 81.7 74.4 SAP StO|IC rterla re . Lyin
down 5 DAPC(hamgéyt Bingcaat arerie! Besues grptne lgfr%ga%%ﬁf Saghls of X’effg?fgé
in lying-down arterial preg&y{gng@gﬂm%yggdm,@jlﬁgr 2 nmont hs of
treatment in patients with arterial pressure that was not being
controlled on entry into the trial. Inclusion 2 nonths SAP (nmHg)
159 149 DAP (mmHg) 85 77 SAP——%y&t—ngumqn -

down 10 DAP Di astolic arterial pressur vi ng down Ther e ‘was

accordingly obs&@Mﬁdfa)substantlal | oweisng of arterial préés&re when

i vabr adi ne—was gt ?; an—angrotensT NyxEenvertimy enzyme T Ty i tor-
Thi s Iomerlnq o rtefia oressure was _unexpect ed because the nean

general |y or diastolic arterial pressure
15 ad tuaPP a cgﬁﬁ %%1 9“3““? -I'ncrease in systolic arterial
pressure of the order of 1 nmmHg. This reduction is inportant because
i't is known that a reduction of 4 to

Change in lying-down arterial pressure on inclusion and after 2 months of treatment in

reductlonS &bﬁ@ggm&f ﬁ!h?bq i k@ls m@th ivabradine.is

patients with arterial pressure that was not being controlled on entry into the trial.

Inclusion 2 months
SAP (mmHg) 159 149
DAP (mmHg) 85 77

SAP : Systolic arterial pressure, lying down
10 DAP : Diastolic arterial pressure, lying down
There was accordingly observed a substantial lowering of arterial pressure when
ivabradine was added to an angiotensin-converting enzyme inhibitor. This lowering of
arterial pressure was unexpected because the mean reduction established in clinical trials
with ivabradine is generally of the order of 1 to 2 mmHg for diastolic arterial pressure
15 actually accompanied by a slight-increase in systolic arterial pressure of the order of
1 mmHg. This reduction is important because it is known that a reduction of 4 to 5 mmHg
in hypertensive patients reduces very substantially (30 %) the occurrence of cardiac and

neurological accidents.

Clinical study no. 2 :

20 A complementary clinical study was carried out in patients with arterial hypertension and
also severe heart failure of class 3 according to the NYHA classification, corresponding to
a cardiopathy which gives rise to marked limitation of physical activity and is comfortable

only at rest. The patients were treated over a duration of 6 weeks, the duration recognised



in hypertensive patients reduces very substantially (30 % the

- occurrence of cardiac and neurol ogical accidents. Cinical study no,
2. 20 A conplenentary clinical study was carried out in patients with
arterial hypertension and also severe heart failure of class 3
according to the NYHA classification, gﬁrresponding to a cardiopathy
which gives rise to marked limtation of physical activity and is
confortable only at rest. The patients were treated over a duration
of 6 weeks,beitpesudiiciaititonbsarengnirbethe-cffoct efshp dermenisf The patientstreceived the

observe ¢ the effect. of.the treatnments. The patients received
the fol I%‘ﬁﬂ‘f & PPty anSHATOR 271 %t i on per os : - ivabradine at

a dose of 2.5 ¥Hnhithe 6t éid&‘%)bfﬁ@rmgt%@@léﬁiaytf&eﬁweeﬁsoﬂlehhe follow ng 2
weeks, ivabradine at a dose of 5 ng twice a day, except for 5

patients shewifog tie fdloking 2twicks.aivelraflioe at hledcmecﬁi tcmg echa gy, except for

excessi ve bradycardi or I|n| 0 i at

bradycardia; t nmsggymgﬁbaﬂ%gfgéa%é%ﬁérﬂngg |n8§g%emmd%§%£ %ﬂ?nga
g twice a dayer BMEEPSymfbmp aisbEbicd withowiked b?adlyaé‘rﬁlaofheﬁm erance for

t he product such as éxcessive bradycardia or clinical synptons

associ ated wi tfor ferlket@ Weckdyivabradiae a1 @ dage ofat-b et gvieg ¢ é@d;‘ﬁxﬁéﬁ‘ Ry patients
treated with an angi ot.e onvertdn en t
r 51& |a lagﬁ ? acllp{aln,ce f'or ghe 1, sﬂ% QE e§565§fl’¢gr egzglcard

peri ndopril, I'I'si'no Si nopri Ive

the treat ment dpsal kﬁﬁ}ﬁon@hékée}ateﬁhﬁtﬁfﬁﬁﬂ(eﬂ%maﬂia systolic and
diastolic arterial pressures were |lowered by 2.5 mHg and 3.8 mrHg,
respectively. Table 3 : 15 Change in |lying-down arterial pressure on

: C;g?‘ Zldlogéle(ﬁ 2916 Iﬁsaﬁ%:%gy é?re&%%k;ﬁ&a&r%ot%%g goxi&%gtﬁgex%gm ?hﬁﬁftgxasr??lg? AE}S
74.6 penndopnl ramipril, enalapril, lisinopril or fosinopril received the treatment described
above. The mean recumbent systolic and diastolic arterial pressures were lowered by
2.5 mmHg and 3.8 mmHg, respectively.
Table3:
15 Change in lying-down arterial pressure on inclusion and after 6 weeks of treatment with

an ACE inhibitor and ivabradine

Inclusion 6 weeks
SAP (mmHg) 126.3 123.8
DAP (mmHg) 78.4 74.6

SAP : Systolic arterial pressure, lying down
DAP : Diastolic arterial pressure, lying down

Moreover, 11 patients who, on inclusion in the study, had an arterial pressure which was
20 not well controlled by the angiotensin-converting enzyme inhibitor, that is to say those
who still had a systolic arterial pressure > 140 mmHg and/or a diastolic arterial pressure
> 90 mmHg, received the treatment described above, and the lowering of arterial pfeséure
observed in this group was 10.7 mmHg for systolic arterial pressure and 8.6 mmHg for

diastolic arterial pressure.



SAP : Systolic arterial pressure, lying down DAP : Diastolic arteri al
pressure, |lying down Mreover, 11 patients who, on inclusion in the
study, had an arterial pressure which was 20 not well controlled by
t he angi otensi n-converting enzynme inhibitor, that is to say those

who still had a systolic arterial pressyre ? 140 nmmHg and/or a
diastolic arterial pressure 90 nmHg, received the treatnment described
above, and the lowering of arterial pressure observed in this group

was 10.7 mmHg for systolic arterial gdiadleshte and 8.6 nmHg for
diastolic arierial ,pressure. -11- Table 4: Change.in |ying-d

arterial pr reé”é’ﬁ” @Wﬁéﬂfﬁ’“&ﬂﬁ{f’?@? vaclifyey ngf’ﬁfrr%gfe%%sr??mg\f’?%m
an ACE i nhiybist 5f 4&RYnhH20F 2Rl Nabrddin®) 3 b&Réms With dreFiiEpressur PIIRS BUs Rot
that was not being controlled on inclusion Inclusion 6 weeks SAP
(mrHg) 142.1 131.4 DAP ( nmHgped2.canngllgl gn gpusionsystol ic arteri al
pressure, lying down DAP : Diastolic arterial pressure, lying down A
group of 6 patients already being treated with perindopril as a
specific inhibitor of angiotensin-conighéd Ng enzyne receicwestks he
treat nent_described above. A significant lowering of arterial
pressure was oBS4&@r(wecHgkt the end of 6 MBdks of treatment: &3}éwering
10 of systelHe—arterial—pressure by 17 ; rHg—and—of —diastaf

arterial pressgzg 87 mtg. In con?o?nity wi th the conclUsi ons of
the preceding clrinical study, this 1s considered a very great
reduéti onSAR Sygels argerighareatietBBdodft eri al pressure in view of the
fact thatDAPrdlagelioarterigl peessuge.3yiaidgWitn hypert ensi ve patients
reduces very substantially (30 % the occurrence of cardiac and

neur ol ogi /gaém%:(): %If dée Bgt?éntslglré%lgfl beeh?g: treated with perindopril as a specific inhibitor of

angiotensin-converting enzyme received the treatment described above. A significant
lowering of arterial pressure was observed at the end of 6 weeks of treatment: a lowering
10 of systolic arterial pressure by 17.5 mmHg and of diastolic arterial pressure by 7.7 mmHg.
In conformity with the conclusions of the preceding clinical study, this is considered a very
great reduction in systolic and diastolic arterial pressure in view of the fact that a reduction
of 4 to 5 mmHg in hypertensive patients reduces very substantially (30 %) the occurrence

of cardiac and neurological accidents.

15 Table 5 :

m————

Change in lying-down arterial pressure on inclusion and after 6 weeks of treatment

with perindopril and ivabradine

Inclusion 6 weeks
SAP (mmHg) 127 109.5
DAP (mmHg) 77.5 69.8

SAP : Systolic arterial pressure, lying down
DAP : Diastolic arterial pressure, lying down



Change in lying-down arterial pressure on inclusion and after 6 weeks
of treatnent w th perindopril and ivabradine Inclusion 6 weeks SAP
(nrmHg) 127 109.5 DAP (mHg) 77.5 69.8 SAP Systolic arterial
pressure, |lying down DAP Diastolic arterial pressure, |ying down -12-
VHAT WE CLAIM | S: 1- Pharmaceutical copposition conprising a

sel ective and specific sinus node If current inhibitor which is

i vabr adi ne, or

3-{3-[{[(7S) -3, 4-di net hoxybi cycl o[ 4.2.d]octa-1, 3,5-trien-7- yl]nmethyl
} (et hyl ) am no] pr opyl

}-7, 8-di net hoxy-1, 3, 4, 5-tetrahydro-2H 3-benzazepi n-2- one, or one of
its hydrates, crystalline fornms or addition salts with a
pharmaceutically acceptable acid and an agent that inhbits

angi ot ensi n-converting enzyne. 2- Pharnmaceutical conposition
according to claim1l1, wherein the selective and specific sinus node
if current inhibitor is ivabradine hydrochloride or one of its

hydr at esygaTcwesteAiving forns. 3- Pharnmaceutical conposition
according to claim1, wherein the agent that inhibits angiotensin-
converting enzyne is perindopril, or one of its hydrates, crystalline

forms oy aghil,0ficaakspddldd @o,ggﬁgi,ﬁggegglé&% |ha2GRER2 GG, BB3E I dirrem

Phar maceuti c conposi tion accor g arm1 agen
t hat i nhi blrthzin@ngffnwbemsaahvadmomte&r-{?n h@(@bri;/’rﬁtbmeéﬂopebmytddﬁr?m]octa-1 3,5-trien-7-

tert-butyla n|n sal {

crystalli néﬁ%’ﬂgﬁﬁ@ Ifl%é%é m ﬁ‘r}a? %ﬂélgu )c(,ya rrp%%&(‘%%%%%% 8“282‘?? Pt
claim1, wbsd,eairnodehes &€|h§dxfate$,ec@@tiﬂﬁﬁefbhﬁ$ ©r &Idﬂi’dﬁ)nmde with acghafreqvkutically
inhibitor is iv brag hydrochlor de, or one of its hydrates or
crystalli naccephlps &R an perat %&W EhafgIq IS IpFqpyerting enzyme.

angi ot ensi n- convertl ng enzyrre is perindopril tert- butylam ne or
arginine salt, or one of the hydrates or crystalline forns thereof 6-
Phar mac @ut Pleahacedisplosomppsdtins asemping & dlgimaks véereinvibe eleptiv pglngpecific sinus node I

sel ective ander%t lﬁﬁb{t&g is ivabradine hydrochloride or one of its hydrates or crystalline forms. -

3- Pharmaceutical composition according to claim 1, wherein the agent that inhibits angiotensin-
converting enzyme is perindopril, or one of its hydrates, crystalline forms or addition

salts with a pharmaceutically acceptable base.

4- Pharmaceutical composition according to claim 1, wherein the agent that inhibits angiotensin-
converting enzyme is perindopril fert-butylamine or arginine salt, or one of the

hydrates or crystalline forms thereof.

5. Pharmaceutical composition according to claim 1, wherein the selective and specific sinus node I
current inhibitor is ivabradine hydrochloride, or one of its hydrates or crystalline
forms, and the agent that inhibits angiotensin-converting enzyme is perindopril fert-

butylamine or arginine salt, or one of the hydrates or crystalline forms thereof.

6- Pharmaceutical compositions comprising as active ingredient a selective and specific

sinus node Ir current inhibitor in association with an agent that inhibits angiotensin-



sinus node If current inhibitor in association with an agent that

i nhibits angiotensin -13- converting enzyne, in accordance with one

of clains | to 5 on their own or in conbination with one or nore
pharmaceutically acceptabl e excipients. 7- Pharnmaceuti cal

conpositions according to claim®6, conprising as active ingredient

i vabradi ne hydrochloride, or one of its hydrates or crystalline

forms, and rg, |

the hydr at SENSTOLE Saes i bociiakoe AEMIEnETor gl FR05E, b ftir B0E & in
conposi ti 06§maﬁﬁﬁbﬂ With dre dilmeor@fphﬁﬂn@dceﬁlcﬁﬂg radcept s emeﬂm t he

manuf acture of a medi canent for the treatnment of arterial
hypertension. 9- Use of a pharnaceutical conposition according to one
of clai J J: t r..t

reat medr SPaighal e Rng oc e L B RORBHALE as s dpgregion

accordi ng iwbeddaeThydrochletiae, oréonesafbissd Byirkteb loy cﬁg&tamlereefomns Ct&fﬂC;BdrbﬂIdpnl
with reference to any exanple thereof. 11- A use accordqﬁg to clalm
9, subst ant‘ﬁ"ébmy’l%ﬂﬁéf arginige sk iopere of the hydrigsen coystadmsrfprmas

t her eof .

8- Pharmaceutical compositions according to one of claims 6and7 for use in the

manufacture of a medicament for the treatment of arterial hypertension.

9- Use of a pharmaceutical composition according to one of claims 1 to 5 in obtaining a

medicament intended for the treatment of arterial hypertension.

10- A pharmaceutical composition according to claim 1 or claim 6, substantially as herein

described with reference to any example thereof.

11- A use according to claim 9, substantially as herein described with reference to any example

thereof.



