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-1- Association of a sinus node If current inhibitor
and a beta bl ocker The present invention relates to the
fi xed association of a sinus node if current inhibitor
and a beta bl ocker, or R-blocker, and also to

phar maceuti cal conpositions containing them 5 Mire
specifically, the present ilnvention relates to a fixed
association of a sinus node If current inhibitor which
is ivabradine, or 3-{3-[{[(7S)-3, 4-

di net WeRgdationcdf @[sinug nofie Htcarrentantsbitariaad a petd loekeny| } (me
t hyl ) am no] propyl } -

7, 8-di met hoxy-1, 3, 4, 5-t etrahydr o- 2H 3- benzazepi n- 2- one,
of formula (1): CH30 OCH3 C H3 CH30 I N\/N\QOCH3 (1)

O Theoprezest dhvdritionhethtes as the riketadddoaritibR dfsa Yinus node If
addition salts of any thereof wwth a pharmaceutically

acceipeabl inhikitar, and a teid blscker, Tie Pobleckarr and also to
petTeunaeb i BRuRERoBF SRk esterectve type. more

.especially atenolol or one of its hydrates,

crystalline forns or addition salts of any thereof_Wi th
a Morensperiteallyi tha pieseot dpeatir raletes, toaadixed sassioniation of a

A VU abr adi _ h .
o rEdter s eubBA! Hrihor i IS Yaalhe s R e Grall o s
curdirmethaxybicytlops.8.0]utad , 3, Siden-akyimetARrRAIRINGRE]drbByi-
hy%rét es and crystalline forns and addition salts

t heredimaihaxyl . Hat-Falebyere-dhr3rbenzazepinadioneaet formut @):

especially its hydrochl oride, have very val uabl e 20

" phar macol ogi cal and therapeutic properties, especially

negat i &40

OCH
i
CH.O N _ o))
3 N\/\/ OCH3
(6]

or one of its hydrates, crystalline forms or addition salts of any thereof with

a pharmaceutically acceptable acid, and a p-blocker.

The present invention relates preferably to a fixed association between a
B-blocker of the cardioselective type, more especially atenolol or one of its
hydrates, crystalline forms or addition salts of any thereof with a
pharmaceutically acceptable acid, and, as sinus node If current inhibitor,

ivabradine hydrochloride or one of its hydrates or crystalline forms.

Sinus node If 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
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chronotropic properties (lowering of heart rate), which
make these -2- conmpounds useful in the treatnent or
prevention of various clinical situations of

myocardi al i schaem a such as angi na pectoris,

myocardi al infarct and associ ated rhyt hm di sturbances,
and al so in various pathologies involving rhythm

di sturbances, especially suprd@ventricular rhythm 5

di sturbances, and in heart failure. The preparation and

t hgsApBUAdS &@é?uloﬁn'ﬂébrt%ﬁtlﬂénﬁrﬁjr ?‘P&iédti@ﬂ 4! \tlérlous clinical

thereof wth a pharmaceutically acceptable acid, nore
espitAtginsyof myoca\;djalotsl@ha&m supbvas lseginad gectarisednyocardial

t he .E t £ t 534 859. 10

R Y Bokane 2RaPanER i s Bhe%s. and JsRibyincus Antoplogies
| NiMvBIvin 3-rﬁ¢ﬂhﬂﬂercﬁ$t9rba’(n%égﬁ PeCIEH}W %J@@é\ﬁerﬂﬁéiﬁaﬁ hehythm
effect of slowi ng down the heart by " decreasing the

sIdi@@lfbﬁn@%fp@ndrlﬂ@&ﬂl’t(fﬁllumedum ng the heart's workl oad
and reducing its oxygen demands. Consequently,
(3-bl ockers are used in the treatnent of angina,

esphei pteparatior mdplﬂ%@péhﬁm wek of tiagadinen amapadaitiohy salts
15 paradoxi cal manner, P-blockers are used in the

tr AR tViY s cpharmagertisally apﬁ@pteblemaﬁckemorac@épa@lﬁ@y its
(shg%chYlﬁgt 'h% e%n RESL RO theCE en | g?fenil%lpecmcatlon

ers to say they
(3EFd&564@69receptors Thelr cardloselectlve character
makes it possible to reduce secondary effects,
especially peri pheral vasoconstriction and

br 8N489&RE8SEF 45 gﬂcﬁﬁ‘\g gg%n@ea acfo%{#lﬁﬁd‘éc\&hl?ﬁﬁ ifhiBk ‘Bcé?ﬁ%ﬁergic

ar m)re especi ect’ed fro oW Ng
ac sugptors| |, ﬁ-ﬁto@ken‘solhavbetmoéﬁdct of WIﬂbOHowﬂSmmé oheart by

nmet oprol ol and nebi vol ol .
decreasing the slope of depolarisation, reducing the heart's workload and
reducing its oxygen demands. Consequently, B-blockers are used in the
treatment of angina, especially in the prevention of attacks. In apparently

paradoxical manner, B-blockers are used in the treatment of heart failure.

The B-blockers according to the invention are, preferably, cardioselective
B-blockers, that is to say they preferentially block g1 cardiac receptors.
Their cardioselective character makes it possible to reduce secondary
effects, especially peripheral vasoconstriction and bronchoconstriction.

The cardioselective B-blockers are more especially selected from the
following list: acebutolol, atenolol, betaxolol, bisoprolol, esmolol, metoprolol

and nebivolol.

The literature and the opinion leaders in the field of cardiovascular
disorders generally conclude that it is difficult to demonstrate the superiority
of associations comprising a B-blocker plus another class of anti-angina

compounds over B-blocker monotherapy in the treatment of stable angina.
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The literature and the opinion | eaders in the field of
cardi ovascul ar disorders generally conclude that it is
difficult to denonstrate the superiority 25 of

associ ations conprising a 3-bl ocker plus another class
of anti-angi na conpounds over p-bl ocker nonotherapy in
the treatnent of stable angina. -3- The present

i nvention denonstrates, surprisingly, that sinus node
If current inhibitors and, nore especially, ivabradine
are capabl e of potentiating the effects of (3-blockers
on_i ncreasi ng exercise capacity. Accordingly, this

| nEh%@é@S@tdiQﬂi@ﬂcd%@O@é@é%ﬁ tSUrprsingly alhed sings aosherié eyiyent
ﬁwﬁ@ﬁf{aré %ﬁldgl%ér ea gcfb‘ﬁ?%@gﬁ@&i@e ar? ﬁa?ﬁél'en&spﬁgﬂﬁadng the

ph@ﬁé@i@%‘ﬁ IBCl@lchélﬁD@ﬁl Ihbl@@%lr‘?céﬂé@lsﬁﬂ cb@aélﬂﬁ Aébtﬁﬁi’nb@n this
the amounts of sinus node |If current inhibitor and

(3mbreaﬁm oh exerpige hapRcily isHelated to @ syylerghbstvesn thaaactlve
edi t dth t
- cBoReign; 1 808 sl odkdt Qe b RS A AP aier, e

i ngredients. io The pharmaceutical conpositions
according to the invention have cFroportl ons of from
1 mthetmwamazﬁutlcalrv@mpnsalonﬁmoght ing ta the iaventian, the amounts

edi ent S_no f_cyrrent 0
¢ r8hS0US Do 1BBunBSRhBHEr F3H B bonlockar 26t mlgheibid e Tature
' ngf eslRNbEtie indrbBiehts Bh@othéfr re‘l%hf% bﬂb%oﬁldh‘ésaﬂéogécdrﬁmgly
current inhibitor is ivabradine in hydrochloride sal
15variabie asdh funstios-ob baidiestive ngiedieotsol , the preferr ed
percentages for that association are around 25 %
i vabradi ne in hydrochloride salt formas opposed to 75

% FThenPharmakbetidHl e%@ﬁipo'smbﬂﬁt la@ﬁofoﬁhgﬂt fF MeSOnyéntion have
phar maceut i cal Con"pOSI tions rrgrl Sl n(% as active
i ngrapgriéens fnfragsokP it ton 88f/oa i thas tetald avaightc of rtbat active

ingredients for the sinus node If current inhibitor and from 20 % to 98 % of

the total weight of the active ingredients for the B-blocker.

When the sinus node If current inhibitor is ivabradine in hydrochloride salt
form and the B-blocker is atenolol, the preferred percentages for that
association are around 25 % ivabradine in hydrochloride salt form as

opposed to 75 % atenolol.

The present invention relates also to pharmaceutical compositions
comprising, as active ingredient, an association of a sinus node If current
inhibitor and a p-blocker, optionally in the form of pharmaceutically
acceptable salts, on their own or together with one or more appropriate,

inert, non-toxic carriers or excipients.

In the pharmaceutical compositions according to the invention, the weight
proportion of active ingredients (weight of active ingredients over total

weight of the composition) is advantageously from 5 to 50 %.
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20 inhibitor and a R-bl ocker, optionally in the form of
phar maceutically acceptable salts, on their own or
together with one or nore appropriate, inert,
non-toxic carriers or excipients. In the pharmaceutica
conpositions according to the invention, the weight
proportion of active ingredients (melght of active

i ngredi ents over total 25 weight of the conposition)

i s advantageously from5 to 50 % -4- As regards the
pharmaceutical Iy acceptabl e excipients, there may be
ne tioned, w thout inplyin limtation, binders,

eﬁ?%ardalgﬁentpé‘éfrﬁ??%'cagbeW@Pt%tﬂ%b@qu@@ﬂ’@ﬁ there may be
t
L e ey -

be agents| ostathilisersss presematises, | ddirzaats, dédgrases, aromas or
sucrose, mannitol, sorbitol, ceIIquse, gl ycerol; - as

| uBWPEEMEES: silica, talc, stearic acid and its

magnesi um and cal cium salts, polyethylene glycol; to -

as binders: al um nium and magnesium silicate, starch,

|
Os ol of RORATAHA xariBle Hohay beHienf8dione.  Among
t he ahadilventsit lactdses odgxiridsl, osuscresss oninagtol, osdérbRol, cellulose,

invglntlcﬂn, there w1l be nore especially selected
t h8Y&®fHat are suitable for administration by the

or alags RAHrRARE %lll(%nqaﬁ:s%%&élﬂ'! 'a}fld' ahd Q&eﬂ%gxﬁgﬁﬁ?@éa&%;?alcium

trans-cut aneous, 15 nasal, rectal
or Saﬁamdm’tbylgnegmoei; mor e speci fi caI ly tablets or

o 298 A S5l SR e B Sagacanin,

pr ﬁl&ﬁhﬁbélﬁﬂ@se,%HWbérbcﬁéﬁﬁe@lﬁyﬂ@ébuld@%d polyvinylpyrrolidone.

Among the pharmaceutical compositions according to the invention, there
will be more especially selected those that are suitable for administration by
the oral, parenteral and especially intravenous, per- or trans-cutaneous,
nasal, rectal, perlingual, ocular or respiratory routes, more specifically
tablets or dragées, sublingual tablets, hard gelatin capsules, glossettes,
capsules, lozenges, injectable preparations, aerosols, eye drops, nose

drops, suppositories, creams, ointments or dermal gels.

The preferred route of administration is the oral route and the
corresponding pharmaceutical compositions may allow instantaneous or

deferred release of the active ingredients.
Preferred pharmaceutical compositions are tablets.
The dosage can be varied according to the nature and severity of the

disorder, the administration route and also the age and weight of the

patient. In the compositions according to the invention it ranges from 25 to
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drops, suppositories, creanms, ointnents or dernmal gels.
The preferred route of admnistration is the oral route
and the 20 correspondi ng pharnmaceuti cal conpositions
may al |l ow i nstantaneous or deferred rel ease of the
active ingredients. Preferred pharnmaceutica
conpositions are tablets. The dosage can be varied
according to the nature and SéVerity of the disorder,
the admi nistration route and al so the age and wei ght of
t h6502rﬁg fat tlenP-blockdrhand fropo i3 twBS ragcsi sihng rid@iet Meurrent
|nv tion it ranges from25 to -5- 150 ng for th

itaE e g *F?lg’ﬁﬂa ane; @ @Qr%@d@nnlgtﬁﬂ%wn&ﬂ%ferably, when the

CU‘s.fn‘?:l@.tnod'enltf''cmr%ﬁf:> ?lgtrofﬁ RRUF V\idlhé‘ tﬁ@eao%mfg‘ﬂraﬁo Josg is from

adm ni strations nus no

cubrteri. 5|m@|t\b|ceq1$erl dsay étaltn‘ ;a.then thé @-lsldoker istatandien the daily
dose i.s from per day (b.i.d.). Whe

t héd(“?sn'ﬁilf%}tq{bﬁio%'saﬂréf%ﬁ@b’ 50t rne '@Qﬂﬁ@dmla'éfﬁah@@t rati on
dose is preferably 50 ng in one adm ni stration.

Finally, the pharmaceutical conpositions according to
t hEmaﬂy,ethmhareeuthcompdmtbhe ansaondﬁny:tmﬂw@ inbention are

ded f the t {
o ESRIEIthE hASAr e AR mediamaris il adedt s th Jeaiaantust
coaagmbtﬁéa&&@w\baﬁﬁéféWda{e% bN by way of

non ting 10 exanple ine / atenol ol
tabl ets: Exanpl e 1 ; Constltuents Anmount (ng)
! V%IRE C)j(am%lc-l,@/ l{lons Rerem%e?ow are 8lven by way of non-limiting

example.

lvabradine / atenolol tablets:

Example 1 :
Constituents Amount (mg)
ivabradine hydrochloride 5
atenolol 50
hydrophobic colloidal silica 04
starch 6
magnesium stearate 2
microcrystalline cellulose 50
lactose 86.6
For a tablet totalling 200
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hydr ophobi c

stearate 2 mcrocrystalline cellul ose 50
For a tablet totalling 200 -6- Exanple 2 :

Amount ( ng)
hydr ophobi c

stearate 2 mcrocrystalline gellulose 50
For a tablet totalling 200 dini cal
patients selected for this clinical

75 years of age who have suffered

wo F¥ampiey

colloidal silica 0.4

i vabradi ne hydrochl oride 7.5 atenol ol

colloidal silica 0.4

18 to

a1

from angin
treated wt

‘i"l for—at—teast 53
g@%ﬂ@éﬁ%rs such as at enol

1B heo
1

RS

ik

or any ot hsg
| east 3 non
treat ment,

livabradifeHRidrédhigiesqu! val en
ths. These patients have,

aleysyok i ve exercise tol eran

7.90se 1
despite
o) test

or
t he

(

starch 6 rmagnesi um
| act ose 86.6
Constituents

50

starch 6 rmagnesi um

| actose 84.1
study: The
study are nen and

been
.d.)
at
ir
ETT)

and dai ly Syupt ome ol cARHA12iRECt O 1S 0.4

starch 6
magnesium stearate 2
microcrystalline cellulose 50
lactose 84.1

For a tablet totalling 200

Clinical study:

The patients selected for this clinical étudy are men and women from 18 to
75 years of age who have suffered from angina pectoris for at least
3 months and been treated with p-blockers such as atenolol (50 mg o0.d.) or
any other B-blocker at an equivalent dose for at least 3 months. These
patients have, despite their treatment, a positive exercise tolerance test

(ETT) and daily symptoms of angina pectoris.

This double-blind, parallel-group, international clinical study was carried out
in 889 patients. The patients, all of whom are receiving atenolol, are
randomised into two groups:

- in addition to the p-blocker, the first group is given ivabradine
(hydrochloride) at a dose of 5 mg twice a day for two months and
then at a dose of 7.5 mg twice a day for a further two months;

- in addition to the B-blocker, the second group is given a placebo

for 4 months.
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Thi s doubl e-blind, parallel-group, internationa

clinical study was carried out 10 in 889 patients. The
patients, all of whomare receiving atenolol, are

random sed into two groups: - in addition to the

p- bl ocker, the first group is given ivabradine
(hydrochloride) at a dose of 5 ng twi ce a day for two
nonths and then at a dose of 7.5 ng twice a day for a
further two nonths; is - in addition to the p-bl ocker )
t héhe RadiabtsgasuBLbigCigtyiona dreadati syerdiss tojermpseHsst (1) in
Th . e : 1 ,

{ or ST B s protckthdold FABRdNG Rk Rgered (nat

prigtwheh rbedioing pvidukadioreits swadmhnd sifer ednidnfted of ireatment
when receiving (3-blocker on its own), and after 4

mowitAs thsr  assegiatient befween tiMabradinsciand snenelehedhe principal
; . | SSBCIal .
B MR AR 1e soltE A 1Nd EiPRIed 41 2 O 5

exer ci se twmpekenisel &hationt (TED)ELHenTEDdaSIuHBS thé Mitne taken
taken for the treadm Il to cone to a stop or, that is

a dur ati ofelothe-dpeadmil to comeiria siererithgt ies grAlurAtion of about
H 1 -. ’ _ h .
patient s hequeshqyd Ost?ﬁﬁ’r@ H%‘égitﬁé]?gﬁhéﬁs Jrgqu%%ti g%:ét?g the

until the "angina pectorrs rces the'p
stop theearmisg;se (TLA); - the tinme until the onset of

1" o L e S Rt o O o
el ect rocanglh agsRRRY (q-me;pordi ng, this being a 15
reflection of 1schaem a and corresponding to the
el ect ri calthstige witil the onset of the "angina pectoris” pain (TAO);
- the time taken for a 1 mm ST segment depression (TST) to
appear on the electrocardiographic recording, this being a
reflection of ischaemia and corresponding to the electrical sign of
pain in the cardiac muscle.
These measurements are made at trough activity of the association of
active ingredients or, that is, 1241 hours and 24+2 hours after
administration of the active ingredients.
The ivabradine/B-blocker association according to the invention ensures
good acceptability and good safety of use according to the data from the

compliance summary.

The patients have a mean age of 60+8 years. On entry into the study, the
mean systolic/diastolic arterial pressure and heart rate of the patients at
rest are respectively, on average: 127+12 / 7847 mmHg and 67+7 beats
per minute. After 4 months of treatment with the association, the heart rate
has reduced by 9+10bpm (B-blocker + placebo 1+10bpm).

The mean improvements in the various parameters measured during the

treadmill exercise test, between the value measured before the start of
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pain in the cardi ac nuscle.
at trough activity of the association of
121 hours and 242 hours after

i ngredi ents or,

adm ni stration of the active ingredients.

that is,

These neasurenents are nade
active

20 The

I vabr adi ne/ ( 3- bl ocker associ ation according to the

i nventi on ensures

conpl

good acceptability and good safety
of use according to the data fromthe
summary. The patients have a nmean age of 608 years.

i ance
On

entregtment avithhivalbrading, andihe emdhof thestredtmehdipesod, dre set out in

arter, rressure and heart
ré@?tgskl§%@HECtively, on aver

677 beats per mnute.

e_association,

the heart rat

rate of the patients at
12712 / 787 mmHg and
After 4 nonths of treatnment with

age:

e has reduce

25

by 910bpm

1

B- bl ocker + pl g

ne various paraé
xerci se test, |
art of 8- treg
ne treatment p

1C e [feblbtRéypin) .
Amet.er s neasur g

et BRI v 4

it Menh=Wihh i va
by i od, are set

TheB-bieakel wpr ¢
bd dur.i ng the
ue nRIASERRd be

ibr a h&q3ggd th
Qut in_the tg

venmepivaluen
treadm ||
fore the
e end of
\bl e bel ow:

BTBDocker + a- |

=441 (n=434)

| ock@4+85p- val

TED- 2465 864 ¢

ue i 8e®r adi ne6
)< 0001 _ TAQ

pl aedO01

983 2379 p<

O/\/'\f—'-m (D ~ A~

B9 TLA 2666

964 P2+83001

1TsT 288391587

p< ®<00 901

TLA

26166

9164

p< 0.001

TST

46+93

15187

p< 0.001

Improvements in parameters (in seconds, mean + SD)

This study shows that ivabradine is capable of improving exercise tolerance

in patients already receiving a standard dose of B-blockers.

The high level of compliance (99 % in theupatients receiving ivabradine) and

the low percentage of serious adverse events show the acceptability and

safety of the association of ivabradine plus B-blocker compared to the

B-blocker in monotherapy.
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| mprovenents in paraneters (in seconds, nmean SD) This
study shows that ivabradine is capable of inproving
exercise tolerance 5 in patients already receiving a
standard dose of (3-blockers. The high | evel of
conpliance (99 %in the patients receiving ivabradine)
and the | ow percentage of seg ous adverse events show
the acceptability and safety of the association of
i vabradi ne plus (3-blocker conpared to the (3-blocker
in nonot herapy. 10 -9- CLAI&BAlMSAssoci ation of a sinus
node If current inhibitor and a R-bl ocker. 2.
Associ ation according to claim1, characterised in that
the sinus node If current inhibitor is ivabradine or
ﬂs [{[(79) -3, 4- dlnethox bi cy clog4 2.0] -
octlaAgseciation pfeﬁsmlr]q@tl QuITentgn r;altgnaamd]e]ﬁabloplyer} 7, 8-
di met hoxy-1, 3, 4,5 tetrahydro-2H 3-benzazepi n-2-one, or
one of its hydrates, crystalline forms or addition

sal2t ssebciatiyn tleeveiiig v tlaim 10 RARMRIEHdCR tlhhit ﬁfﬁ@?ﬁh@tﬁo%e If
acid. 3, Association according to either claim1l

cl gHrent infibiQlc ise Mabeafling, ph&{B HKESkBmu@:mﬂihi@Mbﬁcyclo[4 2.0]-
CUBERN 3| SUHH- 7 fmletn i) ARAA Ao p2Epyt-F B-didetlRy- P 5% 5.

d| mmwy@etyammaiemaecm lordorfe bf ite Aydrayéd, epydtiiiihé TBrms
t hyl é noj p ¥ L
%t b0R SR BY ghy thereet with phsrmeaceutsaily aseoptable asid.

- hydrochloride or one of its hydrates or crystalline

fornms. 4. Association according to one of clains 1 to

3 3¢ ﬁasa@'a’émm @edoﬁding toaeithdreclaida I ercélaim i2s caaractensed |n that
'g I ect 3-blo ccor

er..15 5. i ation
ot PR RhiPE I8 o EBERTING e SRRI(I S 5.4
dlmethoxyblcyclo[4.2.0]octa-1 :3,5-trien-7-yllmethyl}(methyl)aminolpropyl}-
7,8-dimethoxy-1,3,4,5-tetrahydro-2H-3-benzazepin-2-one - hydrochloride or

one of its hydrates or crystalline forms.

4. Association according to one of claims 1 to 3, characterised in that the

B-blocker is a cardioselective B-blocker.

5. Association according to one of claims 1 to 4, characterised in that the
B-blocker is atenolol or one of its hydrates, crystalline forms or addition

salts of any thereof with a pharmaceutically acceptable acid.

6. Association according to one of claims 1 to 5, characterised in that it
comprises ivabradine, or one or its hydrates, crystalline forms or addition
salts of any thereof with a pharmaceutically acceptable acid, and atenolol,
or one of its hydrates, crystalline forms or addition salts of any thereof with

a pharmaceutically acceptable acid.
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(3-bl ocker is atenolol or one of its hydrates,

crystalline forns or addition salts of any thereof

with a pharmaceutically acceptable acid. 6. Association
according to one of clainms 1 to 5, characterised in

that it conprises ivabradine, or one or its hydrates,
crystalline forms or addition,, 20 salts of any thereof
with a pharmaceutically accep% abl e acid, and atenol ol
or_one of its hydrates, crystalline forms or addition
salt sPaarmagputinak &empesition aCQnBfsiage As cagtive ingredient, an
ac t I osi:tio
co%r%éqciél“r?% élé:éoqdm ]t8 onenoif Q%{nﬁﬁ% d G its §§r/ﬁ ?Sr hnco'ﬂquanon
acwdh@neg)ﬂmomﬂmmhadeatlﬁsllybdo@pfabl@exdzlb%nté/m or in
conbination wth one or nore pharmaceutically

accept abl e excipients. 8. Pharmaceutical conposition
acgor,ﬂhé}g_,at ufital T rﬂo‘%’uo'l‘.s‘%\cbgroﬁﬂl;l;‘ge toS JRRUIAGHH" GsPfin? the
medi canent or thet i na pectoris,

i sotemefmdu@n dfhaamediearhente.fod. thels dreafmant a$sangiati pectoris,
acco din f.clains 1 to 6 in the mnufacture

of '38 ?eb ﬂ‘éﬁ?aftg?'“{rﬁe treatnent of angi na pectoris,

i schaem a and heart failure. 10 10. Use of a

phar maceuti cal conposition according to one of clains 7
t098 Usen afhennassddatian ecobrdingredi oneeat cﬂaJmst heto 6 in the

ﬁ%@ﬂﬁé‘cttur%f o%ng' rﬁ?e(ﬁga%gﬁt' Jor thsc?rea mgn ang anglna pectoris,

ischaemia and heart failure.

10. Use of a pharmaceutical composition according to one of claims 7 to 8
in the manufacture of a medicament for the treatment of angina pectoris,

ischaemia and heart failure.



