SOLI D PHARMACEUTI CAL COMPCSI TI ON COVPRI SI NG AMLODI PI NE AND LCSARTAN
W TH | MPROVED STABILITY Field of the Invention 5 The present

i nventionyelates 1.0 a solid pharnmaceutical conpositi opef,Rk2000/m03028
preventing or tréating cardi ovascul ar di sorders conpri Sing ar’r? 3| pi ne
and | osartan, which has inproved storage stability. 10 Background of
the Invention In the treatnment of hypertension to reduce the

ri sks of conp,

car di ovascul §b&@e§@3@@5ﬁﬁmg{dmﬁ%ﬁf§mm€ar di al
i nfarction, e i ure

W thin & noAMEORTRET (BTSRRI VR FTARIEI TR, e
bl ood pressure level itself. Accordingly, antihypertensive agents are
required to be effective for long-termtreatnent of hypertension.

Furt her, Eidldeof@ Inventipy Usi ng a conbi nati on of two or nore drugs
havi ng di fferent pharnacol ogi cal actions nmakes it possible to inprove
preveﬁtlve or therapeutic 20 effects, while lowering side effects
arising fromt I rati

ot abl e ant 1 hypdei3agt ShEAGT a1 4R BBl Hiffosiion for
agent s anevendimgi batme@nngdmvamrs disoedars stonprisdng qmnled@md)@dd

ant i hypeggﬁe%ﬁa{‘h%h%hzu%%ﬁﬂ%?&é QI% ea égagih\f ded into several groups

accordin el r meaco ions which include ACE
(angi ot enS| n converting enzyme) i nh| b| tors angiotensin Il receptor
ant aggni ' el bl ockers. Am odi pine is the
gene?8 ﬂn %!l‘ ¢ Q% hy1l- 2- ( 2-

am noet hoxy- net hyl ) - 4- (2 chl orophenyl) 6- met hyl - 1, 4-di hydro 3,5-pyrid

[ di b I tl.

Novase (trade 30 e ARpRh SohaRREnRbR oiisBubd Y LUTRE E6hEfeARn:

bl ocker \shthasms)rmmydnleantrdﬂaamtmdgcardm?amﬂ&cdmmsemesgmr d‘eolse ettt as
ina, h t .

'S The gniricc LA RaigBRRRh. Suiif Bidre ileotafi o eugipain, pecBRb0 "

yl)[ 151 -ph)ésshmwiﬂmmayio}‘mﬁl I'ng]e dﬂ-lalamnsialznt basisrthduatvosimplh lewertths

b di s¢| d U. t 60 969 .

5153, 16 PIORE st lgg%li&? eft SR @%’l BBy aﬂ%?%; ggig%%gg
trad kffeativadob 1B trbanient dangab 11! dwariced and

i(t;ar gcgaokbe and. I? cr,nauGtrg:llgkm;{sed {ﬁormtreg??]r? ﬁ?cﬂléggg;ﬁgn d;?%%ttan

failure, %réﬂ%muémﬁerﬁl pﬁ?@%?aignrc atfgg’éy dlrg%l’d rryocar% o

i schen a phangacdogieat ationy m alneposm tor op@ohy pambngkraocdmapmhd

I t he '

Pear 207 aictiors whig doebaf bR FRM T D% RASE bR uork Biibn ¥

f or mul at |amingveldmg 10 corrprl ses anl odi pi ne and | osartan having

di ff t ph t t

treati ng cardi cvaeua arn et S FRADEbeHsS: pRBSHER R oG

st udi es @mdsumdﬂammblmddﬂﬂmrwbm imost vb-hmbuprescnhed (ﬁatah}fmtmswcof a

st abl e anj odi pi n sart an (ﬁg{r&ggned fornmul ati on_whic

r epr oduciBy&S: ar"i’(r.ll &Y y35r € HEY EERA o BEPHPS aagﬁorgﬂl nai n y
becapse ghadhastlbgicaluhdtions winich andhdm Q. Eh & ahgioterisimgsonverting enzyme)

aci zdgza.mﬁo o ArEigpankine T tecplhn cbinaonity o casrasPATe BEsn  «

][mre S]Eablme gndhﬁ}ﬁalﬁ Bihés i8 hth@he evicer namkubidri t §-difnglrt-metinde- @?se
orm or am.,odl pl ne S reparte eo
Coch aci deunarbren mehy 25880 %%gsmqg %ﬂﬁu‘fﬁ@é{% CEEY tidjie
deconpos Qhaurbbxﬁlhfée AhRydifine Bekateo s bm’frmtgnhmikmdeasamammdef
formJIa( opyrldln of formula Pi?cger i‘ﬂ%‘thflﬁﬁlcy
of a Bhamkéutmp Pt 9%3%%1%1% %ﬂgﬁ*s P P,
6,919, 08¢) 1 Pgd;h{sum@asbmayﬂﬁsbedéf@s@éh h$a Sgiﬁp B hbmnamaldoa@mvand
at en

di scl osed in EP 244944 (correspondi ng U. 4,879, 303) has
heart failure.




In accordance with one aspect of the present invention, there is
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In order to overcome such a losartan gelation problem, a method that

employ a separating layer between amlodipine and losartan is disclosed in
30 Korean Patent Application Publication No. 2008-0052852. However, the
separating layer formed by this method does not significantly improve the
storage stability for the reason that relatively rapid decomposition of amlodipine
occurs due to incomplete prevention of the chemical interaction between
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combined formulation is to coat the active ingredient with a coating material,

but this method requires an additional coating process and the use of a fluidic
layer granulating machine. In addition, in accordance with the method, it is
hard to reproducibly prepare uniform combined formulation.

20 In accordance with one preferred embodiment, the stabilizing agent of
the inventive composition is confined within the amlodipine granules. The
stabilizing agent used in the present invention functions to enhance stability of
amlodipine against the undesirable reaction with losartan or other
pharmaceutically acceptable excipients during a blending process, and against

25  deformation of amlodipine by light, heat or moisture with time. It is also
expected that the use of the stabilizing agent leads to enhancement of stability
of losartan.

The stabilizing agent used in the present invention may be preferably an
anti-oxidant. Referred to as the “anti-oxidant™ are materials which function to

30 inhibit a chain reaction of automatic oxidation, decompose peroxides or inhibit
an oxidation-accelerating action by metals. It is surprisingly confirmed that
the use of an anti-oxidant resulis in significant increase of storage stability of
the amlodipine-losartan combined formulation (see Table 2) for the reason that
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mixture thereof. Among the above anti-oxidants, neutral anti-oxidants such as
butylated hydroxytoluene, butylated hydroxyanisole and tfocopherol are

10 preferred in the present invention. Acidic and basic anti-oxidants can less or
more deteriorate losartan and amlodipine stabilities, respectively.

The stabilizing agent may be used in an amount ranging preferably from
0.005 to 5% by weight, more preferably from 0.01 to 1% by weight, most
preferably from 0.02 to 0.5% by weight, based on the total weight of the

15 composition.

The inventive composition may comprise pharmaceutically acceptable
carriers or excipients in each of the amlodipine and losartan granules. The
pharmaceutically acceptable carriers or excipients may include microcrystalline
cellulose, lactose, mannitol, sodium citrate, calcium phosphate, glycine, starch,

20 disintegrants (e.g., sodium starch glycolate, croscarmellose sodium, composite
silicate and crosspovidone) and granulating binders (e.g., polyvinylpyrrolidone,
hydroxypropylmethylcellulose (HPMC), hydroxypropyleellulose (HPC),
sucrose, gelatine and acacia gum). Also, the inventive composition may
further comprise lubricants such as magnesium stearate, stearic acid, glyceryl

25 behenate and talc.

The inventive composition comprising the amlodipine and losartan can
provide improved preventive or therapeutic effects for cardiovascular disorders
such as angina pectoris, hypertension, artery vasospasm, deep vein, cardiac
hypertrophy, cerebral infarct, congestive heart failure and myocardial infarction,

30 In accordance with one preferred embodiment, in order to make the
stabilizing agent confined within the amlodipine granules, when manufacturing
the amlodipine granules by way of granulating and drying a mixture of
amlodipine and a pharmaceutically acceptable excipient, the stabilizing agent
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may be added to the mixture in the form of a powder or a solution dissolved in a
solvent. Alternatively, prior to the granulation process, a mixed powder of
amlodipine and the stabilizing agent may be prepared by together dissolving
them in a solvent and then spray-drying the resulting solution.

5 In the granulation process of each of the amlodipine and losartan
granules, conventional extruding-granulation, crushing-granulation, dry-
granulation, fluidic layer-granulation, electromotion-granulation, electromotive
fludic layer-granulation or high-speed stirring-granulation techniques may be
used. Among them, preferred are the dry-granulation, fluidic layer-granulation,

10  and high-speed stirring-granulation techniques.

The composition of the present invention may be administered in the
form of a tablet, a capsule or multi-particles through various routes of oral
administration including oral cavity, mouth and hypoglossus. However, it is
understood that the administration route of the inventive composition should be

15 determined by the doctor in charge based on the patient’s symptoms and
requirements.

. The inventive composition may be preferably formulated into the tablet
form. Preferably, such a tablet obtained from the inventive composition may
have an outer coating layer, and the coating layer may consist of any one of

20  conventional high molecular compounds which are capable of forming the film
coating. The amount of the coating should be reduced to a minimum for easy
administration and manufacturing efficiency, and it may be in a range of about 1
to 10% by weight, preferably about 3 to 5% by weight, based on the total
weight of the formulation. This coating may be performed in accordance with

25 any one of conventional tablet coating methods. The tablet having the above
composition, prepared by the above method is very stable under a conventional

storage condition, and against light and moisture.

The following Examples are intended to further illustrate the present

30 invention without limiting its scope.
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Example 1: Preparation of combined tablet —(I)

- Amlodipine granule -
amlodipine camsylate 7.84 mg (amlodipine 5 mg)
5 butylated hydroxytoluene 0.2mg

microcrystalline cellulose 90.0 mg

mannito!l 40.0 mg

sodium starch glycolate 17.0 mg

polyvinylpyrrolidone 5.0 mg
10

- Losartan granule -

losartan potassium 100.0 mg

microcrystalline cellulose 150.0 mg

crosspovidone 12.0 mg
15

- Lubricant -

magnesium. stearate 4.0 mg

Amlodipine camsylate, microcrystalline cellulose, mannitol and sodium

20  starch glycolate were each passed through a #16 mesh and mixed in a high-

speed stirrer for 3 mins, a solution containing butylated hydroxytoluene and
polyvinylpyrrolidone in a mixture of purified water and ethanol was added
thereto, and stirred for 5 mins. The material deposited on the inner wall of the
high-speed stitrer was scrapped off and the resulting mixture was further stirred

25  for 2 mins, dried at 60 C, and granulated to prepare amlodipine granules having

specified amounts of the ingredients.

On the other hand, losartan potassium, microcrystalline cellulose and
crosspovidone were mixed and dry-granulated using a roller compactor to
prepare losartan granules having specified amounts of the ingredients.

30 The amlodipine granules were mixed with the losartan granules using a
mixer for 30 minutes. Subsequently, an appropriate amount of magnesium
stearate (lubricant) was added thereto, mixed for 5 mins, and the resulting
mixture was formulated in the form of a combined tablet.



10

15

20

25

30

R - - -(9 -.--- 20-.---- 0040

WO 2010/085027 PCT/KR2009/003028

Example 2: Preparation of combined tablet —(II)

A combined tablet was prepared by repeating the procedure of Example
1 except for using butylated hydroxytoluene in an amount of 1.0 mg.

Example 3: Preparation of combined tablet —(III)

A combined tablet was prepared by repeating the procedure of Example
1 except for using 6.94 mg of amlodipine besylate (amlodipine 5 mg) instead of
7.84 mg of amlodipine camsylate.

Example 4: Preparation of combined tablet —(IV)

A combined tablet was prepared by repeating the procedure of Example
3 except for using butylated hydroxytoluene in an amount of 1.0 mg.

Example 5: Preparation of combined tablet —(V)

A combined tablet was prepared by repeating the procedure of Example
1 except for using 0.5 mg of butylated hydroxyanisole instead of 0.2 mg of
butylated hydroxytoluene.

Example 6: Preparation of combined tablet -(VI)

A combined tablet was prepared by repeating the procedure of Example
1 except for using 2.0 mg of tocopherol instead of 0.2 mg of butylated
hydroxytoluene.

Example 7: Preparation of combined tablet —(VII)
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A combined tablet was prepared by repeating the procedure of Example
1 except for using 2.0 mg of erythorbic acid instead of 0.2 mg of butylated
hydroxytoluene.

5 Example 8: Preparation of combined tablet —(VIII)

A coated combined tablet was prepared by coating the combined tablet
obtained in Example 1 with an aqueous Opadry Y-1-7000 (trade mark) solution.

10 Comparative Example 1: Preparation of amlodipine single tablet (I)

- Amlodipine granule -
amlodipine camsylate 7.84 mg (amlodipine 5 mg)
microcrystalline cellulose 90.0 mg

15 mannitol 40.0 mg
sodium starch glycolate 17.0 mg
polyvinylpyrrolidone 5.0 mg
- Lubricant -

20 magnesium stearate 3.0mg

Amlodipine camsylate, microcrystalline cellulose, mannitol and sodium

starch glycolate were each passed through a #16 mesh and mixed in a high-

speed stirrer for 3 mins, a solution containing polyvinylpyrrolidone in a

25 mixture of purified water and ethanol was added thereto, and stirred for 5 mins.
The material deposited on the inner wall of the high-speed stirrer was scrapped

off and the resulting mixture was further stirred for 2 mins, dried at 60°C, and
granulated to prepare amlodipine granules having specified amounts of the
ingredients. Then, an appropriate amount of magnesium stearate (lubricant)

30 was mixed with the amlodipine granules for 5 mins, and the resulting mixture

was formulated in the form of a tablet.

10



555 (k) 100 100 100 100 100 100 100 100 - - 100 100 100 (1) 150 150
150 150 150 150 150 150 - 150 150 (n) 15 15 15 15

WO 2010/085027 PCT/KR2009/003028

Comparative Example 2: Preparation of amlodipine single tablet —(II)
A tablet was prepared by repeating the procedure of Comparative
Example 1 except for using 6.94 mg of amlodipine besylate (amlodipine 5 mg)

5 instead of 7.84 mg of amlodipine camsylate.

Comparative Example 3: Preparation of combined tablet (IX)

- Amlodipine granule -

10 amlodipine camsylate 7.84 mg (amlodipine 5 mg)
microcrystalline cellulose 90.0 mg
mannitol 40.0 mg
sodium starch glycolate 17.0 mg
polyvinylpyrrolidone 5.0 mg

15
- Losartan granule -
losartan potassium 100.0 mg
microcrystalline cellulose 150.0 mg
crosspovidone 12.0 mg

20
- Lubricant -
magnesium stearate 40mg

A combined tablet was prepared by repeating the procedure of Example
25 1 except for using no butylated hydroxytoluene.

Comparative Example 4: Preparation of combined tablet —(X)
A combined tablet was prepared by repeating the procedure of

30 Comparative Example 3 except for using 6.94 mg of amlodipine besylate
(amlodipine 5 mg) instead of 7.84 mg of amlodipine camsylate.

11
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Comparative Example 5: Preparation of combined tablet —-(XI)

- Granule -

amlodipine camsylate 7.84 mg (amlodipine 5 mg)
losartan potassium 100.0 mg

butylated hydroxytoluene 0.2 mg

microcrystalline cellulose 90.0 mg

mannito} 40.0 mg

sodium starch glycolate 17.0 mg
polyvinylpyrrolidone 5.0 mg

- Lubricant -

magnesinm stearate 4.0 mg

Amlodipine camsylate, losartan potassium, butylated hydroxytoluene,
microcrystalline cellulose, mannitol and sodium starch glycolate were each
passed through a #16 mesh and mixed in a high-speed stirrer for 3 mins, a
solution containing polyvinylpyrrolidone in a mixture of purified water and
ethanol was added thereto, and stirred for 5 mins. The material deposited on
the inner wall of the high-speed stirrer was scrapped off and the resulting
mixture was further stirred for 2 mins, dried at 60°C, and granulated to prepare
granules having specified amounts of the ingredients. Then, an appropriate
amount of magnesium stearate (lubricant) was mixed with the granules for 5
mins, and the resulting mixture was formulated in the form of a combined
tablet.

Hereinafter, the compositions of formulations obtained in Examples 1 to
8 and Comparative Examples 1 to 5 are shown in Table 1.

12
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(a) amlodipine camsylate (b) amiodipine besylate

(c) microcrystalline cellulose (d) butylated hydroxytoluene
5  (e) butylated hydroxyanisole (f) tocopherol

(g) erythorbic acid (h) mannitol

(i) sodium starch glycolate (3) polyvinylpyrrolidone

(k) losartan potassium (1) microcrystalline cellulose
(m) crosspovidone (n) magnesium stearate

10 (o) Opadry Y-1-7000
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was performed for the tablets obtained in Exanples 1 to 8 and
Conparative Exanples 1 to 5 by neasuring anounts of 10 inpurities
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| i ght expotoud @nd Comparative Examples 1 to 5 by measuring amounts of impurities

5 generated under the following conditions. The results are shown in Table 2.

- Chamber condition -
Apparatus: Xe-3-HC available from Q-Lab Company
Temperature and humidity: 25T +2C /60%+5% RH
10 Illumination: 0.80W/m?/nm (1,200,000 lux - ICH guideline), 18.44 hrs
Sample storage: petridish

- Test point - .
Before test and after 1,200,000 Iux light exposure
15

- Analytical condition (impurities related to amlodipine) -

Column: stainless steel column (inner diameter: 4.6 mm, length: 15 cm)
filled with octadecylsilanized silica gel for 5 pm liquid
chromatography

20 Mobile phase: phosphate buffer : acetonitrile (58:42, v/v)

Detector: ultraviolet spectrophotometer (237 nm)

Flow rate: 1.2 ml/min

Temperature: 40 C

Injection volume: 10 pl

25 Extraction solution: mobile phase

- Analytical condition (impurities related to losartan) -
Column: stainless steel column (inner diameter: 4.6 mum, length: 15 cm)
filled with octadecylsilanized silica gel for 5 pm liquid
30 chromatography
Mobile phase A: phosphate buffer : acetonitrile (850:150, v/v)
Mobile phase B: acetonitrile

Concentration gradient system

14



(Test Ex. 1) (% by weight) After stored for 28 days (Test Ex. 2) (%
by weight) (a) (b) (c) (a) (b) (0) (a) (b) (c) Ex.1 N.D. 0.02 0.04
0.11 0.20 .12 0.10 Ex.2 N.D. 0.01 0.05 0.07 02
0.11 020, (i3, Q:63 0 elrkRafloRfS
Time (min) Mobile phase A % | Mobile phase B %

0 80 20

10 40 60

11 80 20

15 80 20

10

15

20

Detector: ultraviolet spectrophotometer (250 nm)

Flow rate: 1.5 ml/min
Injection volume: 10 ul

Extraction solution: mobile phase

Test Example 2: Accelerated stability test

An accelerated stability fest was performed for the tablets obtained in
Examples 1 to 8 and Comparative Examples 1 to 5 by measuring amounis of

impurities generated under the following conditions. The results are shown in

Table 2.

- Chamber condition -
Temperature: 50 C£2C

Sample storage: HDPE bottle

- Test point -

Before test and after stored for 28 days

- Analytical condition -

Identical to that of Test Example 1

15
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Table 2
Before test After Iight exposure After stored for 28
(% by weight) (Test Ex. 1) days (Test Ex. 2)
(% by weight) {% by weight)
@ | B | © | @0 | @@ O | (@
Ex1 | ND.| 002 | 004 | 011 | 020 | 0.08 | 0.03 | 0.12 | 0.10
Ex2 | ND. | 001 | 0.05 { 0.07 | 0.15 | 0.06 | 0.02 { 0.08 | 0.09
Ex3 | 001 | 0.03 | 0.04 | 033 | 040 | 0.07 | 0.10 | 0.14 | 0.12
Ex4 | ND. | 004 | 005 [ 028 | 0.30 | 0.07 { 0.08 | 0.10 | 0.15
Ex5 | ND.{ 0.03 |{ 0.06 | 0.10 { 0.15 | 0.08 { 0.04 | 0.07 | 0.09
Ex6 | ND.| 003 | 005 | 0.17 { 0.23 | 0.05 { 0.07 | 0.11 | 0.11
Ex7 | ND. | 0.02 | 005 | 0.14 | 0.19 | 0.19 | 0.04 | 0.08 | 0.52
Ex8 | ND.| 004 | 607 { 002 | 6.09 | 0.08 | 0.03 | 0.10 | 0.18
CEx.l1 | ND. | 0.02 - 021 | 0.38 ~ N.D. | 0.03 -
C.Ex.2{ N.D. | 0.02 - 1.28 | 145 - N.D. | 0.09 -
CEx3 | ND. | 0.04 | 0.06 | 0.86 | 1.01 | 0.16 | 0.15 | 0.68 | 0.22
CEx4 | ND. | 003 | 005 | 389 | 413 | 0.17 | 057 | 0.65 | 0.39
CEx5( 004 | 0,18 [ 020 | 1.09 | 1.17 | 031 | 059 | 1.27 | 0.82

(a) amlo-pyridine

(b) impurities related to amlodipine

(c) impurities related to losartan

As can be seen from Table 2, the combined tablets prepared by using the

stabilizing agent as well as the separated granules of amlodipine and losartan

according to Examples 1 to 8 generated even smaller amounts of amlo-pyridine,

and impurities related to amlodipine and losartan under the light exposure or

severe storage condition, thereby exhibiting higher storage stability, as

compared with the combined tablets obtained in Comparative Examples 3 to 5.

In addition, some combined tablets prepared in Examples generated smaller

amounts of impurities, thereby exhibiting higher storage stability, even as

compared with the single amlodipine formulations obtained in Comparative

Examples 1 and 2.

16
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Especially, it is confirmed that the tablets prepared in Comparative
Examples 3 to 5 did not satisfy the stability criteria required in the ICH
guideline, i.e., generation of 0.5% by weight or less of impurities related to
amlodipine under a storage condition even though the structures of the

5  impurities were well known.

While the invention has been described with respect to the above
specific embodiments, it should be recognized that various modifications and
changes may be made to the invention by those skilled in the art which also fali

10 within the scope of the invention as defined by the appended claims.

17
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What is claimed is:

1. A solid pharmaceutical composition for preventing or treating cardiovascular
disorders comprising granular forms of amlodipine and losartan which are
separated from each other, and a stabilizing agent,

wherein the stabilizing agent is an anti-oxidant selected from the group
consisting of butylated hydroxytoluene, butylated hydroxyanisole, tocopherol,

and a mixture thereof.

2. The composition of claim 1, wherein the stabilizing agent 1s confined within

the amlodipine granules.

3. The composition of claim 1, wherein the stabilizing agent is used in an
amount ranging from 0.005 to 5% by weight based on the total weight of the

composition.

4. The composition of claim 4, wherein the stabilizing agent 1s used in an
amount ranging from 0.01 to 1% by weight based on the total weight of the

composition.

5. The composition of claim 4, wherein the stabilizing agent is used in an
amount ranging from 0.02 to 0.5% by weight based on the total weight of the

composition.

6. The composition of claim 1, wherein the cardiovascular disorders are
selected from the group consisting of angina pectoris, hypertension, artery
vasospasm, deep vein, cardiac hypertrophy, cerebral infarct, congestive heart

failure, and myocardial infarction.

18



0.82 (a) am o-pyridine (b) inmpurities related to am odi pi ne
5 (c) inmpurities related to | osartan As can be seen from Tabl e
2, the conbined tablets prepared by using the stabilizing agent as
wel | as the separated granul es of anl odi pi ne and | osartan accordi ng
to Exanples 1 to 8 generated even snall er anounts of am o-pyridine,
10 and inpurities related to am odi pine and | osartan under the |ight
exposure or severe storage condition, thereby exhibiting higher
storage stability, as conpared with the conbined tablets obtained in
Conparative Exanples 3 to 5. In addition, some conbined tablets
prepared in Exanpl es generated smaller anounts of inpurities, thereby
exhi bi ting hi gl cehpbdgen oF abiili 1,ywh&eRNamhbdifing anP AR etaiiakd utdiin a
singl e anl odi pji ne .for.nul ati on bt ai ned in Conparative Exanples 1 and
2. E¥p& ?@PPWH}JW&P%B Q:fso]ﬁfit‘P ' @ that the tablets prepared in
Conparative Exanples 3 to 5 did not satisfy the stability criteria
required in the ICH guideline, i.e., generation of 0.5% by weight or

| ess of inpurities related to am odi pi ne under a storage condition
even though the structures of the 5 inpurities were well known.

VWil e the invention has been described with respect to the above
speci fic enbodi nents, it should be recogni zed that various

nodi fications and changes nay be nade to the invention by those
skilled in the art which also fall 10 within the scope of the
invention as defned by the appended clains. Wat is clainmed is:

1. A solid pharnaceutical conposition for preventing or treating
cardi ovascul ar di sorders conprising granular forms of aml odi pi ne and
| osartan which are 5separated fromeach other, and a stabilizing
agent, wherein the stabilizing agent is an anti-oxidant selected from
the group consisting of butylated hydroxytol uene, butyl ated

hydr oxyani sol e, tocopherol, and a m xture thereof 102. The
conposition of claim1, wherein the stabilizing agent is confined

wi thin the am odi pi ne granul es. 3. The conposition of claima1,
wherein the stabilizing agent is used in an anount ranging from 0. 005
to 5% by wei ght based on the total weight of the 15conposition. 4.
The conposition of claim4, wherein the stabilizing agent is used in
an anmount ranging fromO0.01 to 1% by wei ght based on the total weight
of the conposition. 20 5. The conposition of claim4, wherein the
stabilizing agent is used in an amount ranging fromO0.02 to 0.5% by
wei ght based on the total weight of the conposition. 256. The
conposition of claiml1, wherein the cardi ovascul ar di sorders are

sel ected fromthe group consisting of angina pectoris, hypertension,
artery vasospasm deep vein, cardiac hypertrophy, cerebral infarct,
congestive heart failure, and nyocardial infarction. 7. The
conposition of claim1, wherein am odi pine and | osartan are used in a
wei ght ratio of the range of 1:1 to 1:40.
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