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of the Invention This invention relates to a nmethod of
preventing stroke or reducing the risk of stroke in a
patient in need thereof, especially in a patient at
risk for a stroke or a secondary stroke, using
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coronary angi opl asty. Furthernore; the European Strok

antagenisht i on Study 2 (ESPS-2; J Neurol Sci. 1996; 143:
1-13; Neurol ogy 1998; 51: 17-19) proved that treatnent
by di pyridanole alone was as effective as | ow dose

Badeg]idljndbﬁthé‘lmveedimti on of stroke risk, and
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closely related substituted pyrimido-pyrimidines and their preparation have been
described'in e.g. U.S.Patent 3,031,450. Dipyridamole was introduced as a coronary
vasodilator in the early 1960s. It is also well known having platelet aggregation
inhibitor properties due to the inhibition of adenosine uptake. Subsequently,
dipyridamole was shown to reduce thrombus formation in a study of arterial
circulation of the brain in a rabbit model. These investigations led to its use as an
antithrombotic agent; it soon became the therapy of choice for such applications as
stroke prevention, maintaining the pétency of coronary bypass and valve-
replacement, as well as for treatment prior to coronary angioplasty.

Furthermore, the‘ European Stroke Prevention Study 2 (ESPS-2; J Neurol Sci. 1996;
143: 1-13; Neurology 1998; 51: 17-19) proved that treatment by dipyridamole alone
was as effective as low-dose aspirin in the reduction of stroke risk, and combination



therapy with di pyridanole and aspirin was nore than
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Bradyki nin, on the other hand, exerts vasodilating
Ané}ﬁgq%h{ﬁﬁg‘iw tp?a?ytsl g eme?j%% Irglgsi’n gasthgbﬁgsligl%gg, fe(s)y!r)ecially as the most |
potent blood pressure increasing agent in humans. ANG Il antagonists therefore are
suitable for treating elevated blood pressure and congestive heart failure in a
mammal. Examples of ANG I antagonists are described in EP-A-0 502 314, EP-A-
0253 310, EP-A-0 323 841, EP-A-0 324 377, US-A-4,355,040 and US-A-4,880,804 .
Specific ANG Il antagonists are sartans such as candesartan, eprosartan, irbesartan,

losartan, telmisartan or valsartan, furthermore olmesartan and tasosartan.

It is known that ANG Il, besides its blood préssure increasing effect, additionally
-features growth promoting effects contributing to left ventricular hypertrophy, vascular
thickening, athérosclerosis, renal failure and stroke. Bradykinin, on the other hand,
exerts vasqdilating and tissue protebtive actions, as disclosed for instance by W.
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Summary of the Invention

It has now surprisingly been found that dipyridamole when administered in
combination with acetylsalicylic acid and an angiotensin Il antagonist provides a
stroke preventing effect superior to conventional medications or treatment regimes,
for instance a combination regime of clopidogrel together with acetyl salicylic acid, -
especially in a patient at risk for a stroke or a secondary stroke. |
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Viewed from a second aspect the present invention provides a pharmaceutical
composition comprising dipyridamole or a pharmaceutically acceptable salt thereof in
combination with ASA and an angiotensin |l antagonist, adapted for simultaneous,
separate or sequential administration.
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Detailed Description of the Invention

The invention provides a new and improved approach for stroke prevention or
reducing the risk of stroke or secondary siroke in é patient in need thereof, especially
in a patient with elevated risk for stroke, comprising administering to the patient an
effective amount of a pharmace[ﬁical composition containing as acive ingredients
dipyridamole or a pharmaceutically acceptable salt thereof in combination with ASA

and an angiotensin Il antagonist.

In the method of the invention any of the oral dipyridamole retard, instant or the
parenteral formulations on the market may be used, the retard formulations being
preferred, for instance those available under the trademark Persantin®, or, already in
combination with ASA the formulations available under the trademark Asasantin® or
Aggrenox®.  Suitable dipyridamole retard formulations are disclosed in
EP-A-0032562, instant formulations are disclosed in EP-A-0068191 and



In the nethod of the invention any of the oral
di pyridanole retard, instant or the parenteral
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mg, for instance in a daily dosage of-20, 40, 80 or 160 mg, preferably in a daily
dosage of 40 to 160 mg, most preferred 60 to 100 mg, for instance 20 or 40 mg once
a day.

A specific method of prevention according to the invention comprises the
combination of dipyridamole administered orally 200 mg twice a day, ASA
administered orally 25 mg twice a day and telmisartan administered orally 20, 40 or
80 mg once a day.

With respect to all aspects of the invention the combination of dipyridamole, ASA and
telmisartan is preferred, especially in the oral dosages indicated hereinbefore as

most preferred.



A specific nethod of prevention according to the
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4. The pharmaceutical composition of claim 3 wherein the angiotensin |l antagonist is

telmisartan.

5. The use of dipyridamole or a pharmaceutically acceptablé salt thereof in
combination with acetylsalicylic acid and an angiotensin Il antagonist for the
manufacture of a pharmaceutical composition for stroke prevention or reducing the
risk of stroke or secondary stroke in a patient.

6. The use of claim 5 wherein the angiotensin Il antagonist is telmisartan.



