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AMORPHOUS AMLODIPINE CAMSYLATE, PROCESS FOR

PREPARING SAME AND COMPOSITION FOR ORAL {

ADMINIETRATION THEREOF 5 Field of the Invention The preZ@iR2004/000136

invention relates to an amorphous form of amlodipine camsylate which

has a high solubility and good storage stability, a method for preparing

same and a composition for oral administration comprising.same. 10

Backgrgynch i MSRIGIGUR AW RIOD BPINE CAMSEI K T, PROCESS

compound

(3-ethyl-5 KRR FBEBARING SANE AN GOMEQSTIION FOR ORAY
/4 is -dihydro-3,5-pyridin ADMDISTRA) TEONCREERBOH cium-channel
blocker useful for treating cardiovascular disease such as angina pectoris,
hypertensmn and congestlve cardioplegia. An- Iodlplne in the form of a

ield of ghefln HRBrmaceutical use, but it shows low stability.
Therefore |t is preferably administrated in the 20 form of a salt of a
pharmaceutically acceptable acid. Korean, Patent Publjcatio

1995-6710 SHE T 2l HHIAEL AT c iy A ATPYLPRO LS ?N&Et f &gylodipine
four @Mggq@c@emi@hl hacwln'ghemﬂabhi@y\ mdllgdmyl goragssibhiljty, 2 method for

non-hygroscopicit roceSS| '
Pateﬂ%/e%ﬁgﬁga%nﬁ}/ é%l (§ISC ose hat am#!%'plneg(ﬁﬂﬁ)fﬁﬁg‘-Same

isenzenesulfonate (herelnafter, ‘amiocapine besylate") shows suitable
' propg&'t@%?halaa&mj&p&iﬁgﬁnulaﬂon including high solubility and
good stability. '

Amorodipine, a  generic name for the  compound
(3—ethy1—5—methyl—z-(2-a1m'noethoxy—methyl)—4-(2-chlorophenyl)-6—methyl—1,4

15  -dihydro-3,5-pyridine dicarboxylate), is a long-term calcium-channel blocker
useful for treating cardiovascular disease such as angina pectoris, hypertension

and congestive cardioplegia.
~ Amlodipine in the form of a free base is useful for pharmaceutical use, -
but it shows low stability. Therefore, it is preferably administrated in the

20 form of a salt of a pharmaceutically acceptable acid.

" Korean Patent Publication No. 1995-6710 suggests that a
pharmaceuticelly acceptable salt must meet four physicochemical
requirements: high solubility, good stability, non-hygroscopicity and
processibility for tablet formulation.

25 Korean Patent Publication No. 1995-7228 discloses that amlodipine
benzenesulfonate (hereinafter, “amlodipine besylate”) shows suitable
properties, for pharmaceutical formulation including high solubility and good
stability. '

The present inventors have also suggested in WO 02/079158 Al that a

30 crystalline amlodipine camsylate is pharmaceutically stable.



The present inventors have also suggested in WO 02/079158 Al that a 30
crystalline amlodipine camsylate is pharmaceutically stable. 16 Januar§y January 2007
2007 WO 2001/067512 PCT/KR2004/000136 -2- Summary the Invention

I%ie 20@rirsrEme object of the present invention to provide an inmgIrokeroéan0vise

of amlodipine camsylate which has higher stability and solubility than 5
conventional amlodipine salts. In accordapce with one aspect of the

present invention, there is provided a method for preparing amorphous
amloglipiig H3rsIMREETRV digaplving crystalline amlodipine camsylate in

an organic solvent and removing the solvent from the resulting solution.

10 In accordance with another aspect of the present invention, there is

provided afitaphgtsramjodigsee ofthsyiatsgre paveutiop saigroeidndn lmproved

provii b R A R ARSI RN ity tan

compesirmpticnalraotsisapisie sabslipine camsylate as an active ingredient.

15 Brief Deﬁ‘r‘ﬁ@&@ﬁ‘iﬁ{é@Wﬂ@ﬁ_ﬁ)@@%@@é’%&@%@!ﬁ%ﬂ@&ﬁ?%@%ﬁs provided

features of the present invention will 20 becomie apparent from th . .
folloRingTeeSHRE NS RERE, cHHGFPRHS, W%ﬁ}ﬁEtiSﬁ%}’r oby dissolving
followingtslteemamiydigicsavingslabich wesnagivdty ssiveut Fifl Temoving the
X-ra)éo iffra,tctfj'%r%Il Sﬁlaenré)f %{Hlstasl(l)iﬂl%gﬁnlodipine camsylate; FIG. 2: an

X-ray fPaction scan ot the mven Ive ‘amorphous amlo- 25 dipine

1camsylate; BIGcgorlanteravithl seethamasparriofcthe (Posymcivention, there is ~
crystghingd HatRRS EemaMaisid msylate prepared by said method. ) ,

In accordance with still another aspect of the present invention, there is

provided a pharmaceutical composition for treating cardiovascular disease
comprising the amorphous amlodipine camsylate as an active ingredient.
15 '

Brief Description of the Drawings

The above and other objects and features of the present invention will
20 become apparent from the following description of the invention taken in -
conjunction with the following accompanying drawings, which respectively
show: - - D)
| FIG. 1; an X-ray diffraction scan of crystalline amlodipine camsylate;
 FIG. 2: an X-ray diffraction scan of the inventive amorphous amlo-
25 dipine camsylate;
FIG. 3: a differential scanning calorimetry (DSC) scan of crystalline
amlodipine camsylate; and
FIG. 4: a differential scanning calorimetry (DSC) scan of the inventive
amorphous amlodipine camsylate.
30
‘Detailed Description of the Invention

The inventive amlodipine camsylate is substantially amorphous and



FIG. 4: a differential scanning calorimetry (DSC) scan of the inventive 16 January 2007

amorphous amlodipine camsylate. 30 Detailed Description of the Invention

The inventive amlodipine camsylate is substantially amorphous and 16
JeR2e+/08007 WO 2004/067512 PCTIKR2004/000136 -3- PCT/KR2004/000136
thermodynamically stable, and has a high water solubility and good

storage stability. The inventive amorphaus-amlodipine camsylate can be
prepared by dissolving a crystalline form of amlodipine camsylate in an
Orgﬁﬁﬁﬁﬁ&?ﬁéﬁﬂﬁlﬁlr@ﬁmngjﬂ%ﬁ@ﬁ%ﬁ%ﬁ}%@%' %@%Mdostorage
obtWorphous form of amlodipine camsylate. Examples of the ‘

org ent which may be suitably used in the present invention

includes kéfbnesisentives anetphenalcolioidipimh @smditancinobethespaked by

il il " :
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. used solvept can pbe removed by rapid _solvent evaporation, spray.drying, .
ol dryinGXGORFAFR (Ho i HRAPH AR R e G AR Loy in the

dryingeseptaferesit sinmebiesdsttting aoudrpbavstenelcalimhelsamdy lataristhanol
thermo ic ble, e.pr , a.glose [Rg.
et ARt A ol B AT, BB EC B ane end

1 8afefrarecerionmisurkragiarild onccrsbeasetals. sprayiaaind salvaaésisuch as

9as aghyASRY GRTbriiE QeChie foRhk AR d I HARNEE QeRbR) pYdTerasigthagixture
a dryf%ﬁ%f. Inflqw atr-JHd}lfutflo temperatures thereof may be dependent
on tif ' %1 PYTHRETSG¢ d. For- example, the

In the inventive method, the used solvent can be removed by rapid
solvent evaporation, spray drying, roller drying, solvent precipitation or freeze
15  drying, among which spray drying is preferred since the resulting amorphous
amlodipine camsylate is thermodynamically stable. More preférably, a closed
- cycle spray drying system which can recycle the drying medium may be used
in terms of safety and economical efficiency of the process.

In spray drying, an inert gas such as argon, nitrogen and carbon dioxide

20  or air may be used as a drying gas. Inflow and outflow temperatures thereof
may be dependent on the boiling point of the solvent used. For-example, the
inflow temperature may range 50 to 140°C, preferably 60 to 125°C and the
outflow temperature may range 45 to 100°C, preferably 50 to 80C. By
employing appropriate spray drying conditions, a product having a uniform

25 particle size may be formed. ‘

In spray or roller drying, a solvent having a boiling point (b.p.) lower
than the coagulation point of the inventive product is preferably used. When
the drying is carried out under an atmospheric pressure, a solvent having b.p. of
80C or less may be preferably used. If the drying is carried out under a

30 reduced pressure, a solvent having b.p. higher than 80 C may be used.

 In solvent precipitation, crystalline amlodipine camsylate may be
dissolved in a suitable organic solvent followed by adding a nonpolar solvent
in a suitable amount thereto to induce precipitation of the inventive product.



inflow temperature may range 50 to 140 C, preferably 60 to 125 C and the January

outflow temperature may range 45 to 1001C, preferably 50 to 80C. By
employing appropfiate spray drying conditions, a product having a uniform
Apastiokrmize may be formed. in spray or roller drying" a sQh¢atavingo13s
a. bowing point (b.p.) lower than the coagulation point of the inventive
product is preferably used. When the drying is carried out under an
atmospheric pressure, a solvent having b.p. of 801C or less may be
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a solvent having b.p. higher than 801C may be used. In solvent
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camsy Meanwhile, fréeZe drying may be carried out at a suitable
tempERsTY Oﬂ%ﬁdiﬁ%dtﬁ? 80P&8Hing point of the solvent used, for-

example, atypitckdiallindemitidisine iamselirsiscsbfvetic Presenystaiéntion may

L T e T
15 The present invention also provides an amorphous amlodipine
camsylate composite prepared by dissolving crystalline amlodipine camsylate,
surfactants, water-insoluble inorganic carriers or other additives in a suitable
organic solvent and removing the solvent from the resulting solution.
Further, the present invention further provides a pharmaceutical
20 composition for treating cardiovascular diseases comprising the inventive
amorphous amlodipine camsylate as an active ingredient and pharmaceutically
acceptable excipients, carriers or diluents. ‘
. The pharmaceutical composition of the present invention may be
formulated in accordance with any of the conventional procedures. The
25 formulation may be in the form of a tablet, pill, powder, sachet, elixir,
suspension, emulsion, solution, syrup, aerosol, soft or hard gelatin capsule,
sterile injectable solution or sterile packaged powder. '

Examples of suitable carriers, excipients and diluents are starches,
sucrose, lactose, dextrose, gelatin, sorbitol, mannitol, calcium silicate,

30 cellulose, methyl cellulose, microcrystalline cellulose, polyvinylpyrrolidone,
~ water, methylhydroxybenzoates, propylhydroxybenzoates, talc, magnesium
stearate and mineral oil. The formulations may additionally include fillers,
anti-agglutinating agents, disintegrants, glidants, wetting agents, flavoring
agents, emulsifiers, preservatives and the like. The compositions of the

2007
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15 The present invention also provides an amorphous amlodipine

camsylate composite prepared by dissolving crystalline amlodipinéL6 January 2007

camsylate, surfactants, water-insoluble inorganic carrigrs or other
asldityaménsaesuitable organic solvent and removing the solveotfkeaihenoiss
resulting solution. Further, the present invention further provides a
pharmaceutical 20 composition for treating_cardiovascular diseases
comprising the inventive amorphous amlodipine camsylate as an active:

ingredi ical e e excini - qar aved
o TR R e o e

formEeAeasRiPABEraSHYE BT SHETS  FS T SRR RIS HEE SR Ss
25 foemplayangnaay bé thetipeoordursisanablsngiin pothgettsachet, elixir,
suspensionpgRYising, SQMiRA] YsHpGeReEOlosoMher hrsteelivention can be
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The present invention also provides a method for preventing or
treating cardiovascular diseases in mammals which comprises administrating
thereto an effective amount of the amorphous amlodipine camsylate.

The present invention will be described in further detail with reference

20 to Examples. However, it should be understobd that the present is not

restricted by the specific Examples.
Example

25  Preparation 1: Preparation of crystalline amlodipine camsylate

12.25 g (0.03 mol) of amlodipine (Hanmi Pharm. Co. Ltd.) was dissolved in
50 mf of methanol, cooled to 10T, and a solution of 7.8 g (0.336 mol) of
(18)-(+)-10-camphor sulfonic acid (Aldrich) in 19.5 mé of methanol was

30 gradually added thereto. After the reaction mixture was stirred at room
temperature for 2 hours, the solid formed was filtered, washed with 25 mé
of methanol, and dried to obtain 16.7 g (yield: 86.8%)_ of the title compound
in the form of a white crystal.



intravenous and intramuscular introduction. In case of human, a typical 16 January 2007
daily dose of the amorphous amlodipine camsylate may range from about

1.0 to 10.0 mg/kg, body weight, preferably 5.0 to 8.0 mg/kg body weight,

angd 26anbaadministered in a single dose or in divided dose$ck®kr2004/000136
-However, it should be understood that the amount of the active ingredient

actually administered ought to be determ_ilggd in light of various relevant

factors including the condition to be treated, the chosen route of

administration, the age, sex and body.weight of the individual patient, and

the s%?gnr?%?i%i?f Slﬁ%fp}g 2?,;‘}?{’,?89?,5 1&1&&% frllgyfg%e, the above dose

shoulixan®piei be intended to limit the scope of the invention in any way.

The present ByeaioR RS aiidasAGmBARd IRiIaNoBlnen #GRiPRparation ‘

Si

cardiovascular disease mammals which comprises admipistratjng . .-
thoroho i HESHIE A BT SoHERO0% § mﬂ&ﬂ GRlode, (20/80
BresénrwientiancaitbataeRatipE kot tte) deiAhlvitiefetsoltng?6diution was
Examples. However, it should be understood that the present i t
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am'odéeiﬁ&ﬂ#mtﬁﬁa&@a(ﬁibﬂp%wm&ﬁ%ﬁ%%s s of

methanol, cogled to 10'C, and a_solution of 7.8 g (0.33 mof) of

(1S)-(+)-10-CaPRBABANDIBSI CRHERNSrCh) in 19.5 m2 of methanol was 30
1gradually adyleSpthsr éisrefiButhe Meadtinaynargerd3widd stirred at room
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compound 3 ther BewofORite, endtal. 16 January 2007 WO

2004/0671 183 R&htf2PR4/4994 beit 120ml spraying per an ho.ur)

15 Preparation of amorphous amlodipine camsylate composite
Example 2 | ,
The procedure of Example 1 was repeated except that 1.159 mg of
anhydrous silica was used together with 7.841 mg of crystalline amlodipine
camsylate to obtain dry amorphous amlodipine camsylate composite.

20
Example 3 ‘
The procedure of Example 1 was repeated except that 1.159 mg of )
Tween 80 was used together with 7.841 mg of crystalline amlodipine
camsylate to obtain dry amorphous amlodipine camsylate composite. -
25

Ezample 4 |
The procedure of Bxample 1 was repeated except that 1.159 mg of
Tween 80 and 1.000 mg of anhydrous silica were used together with 7.841 mg
of crystalline amlodipine camsylate to obtain dry amorphous amlodipine
30 camsylate composite. A

Example 5 :
The procedure of Example 1 was repeated except that 2.159 mg of



Preparation of amorphous amlodipine camsylate Example 1 7.841 mg ot® January 2007
crystalline amlodipine camsylate obtained from Preparation 1 was

dissolved in a mixed solution of ethanol/methylene chlqride (20/80 5
wowddiesaseoncentration of about 100 mg/ml. The resulting $@uliaRoyas0136

subjected to spray drying under the conditions listed below, followed by

further drying at 60 C for 1 hour and storiRg in a container having silica gel -

desiccant to obtain dry amorphous amlodipine camsylate: < Spray Drying

ns> 10
out t@m%a(?a]})e@e@ &,gélﬁnﬁgos%%b Béégg:r# ygée)%ﬁi?} f ow: 50(7%e bPE%/staHme
and afedmpieg Fatesyiale (ioabr ABlagipise Mamsylate
PreRg}; igf amorphous amlodipine camsylate composﬂe Example 2
The procedure of Example 1 was repeated except that 1.159 mg of
anhydrous silica was used together with 7.841 mg of crystalline

aml@@gﬂimsylate to obtain dry amorphous amlodipine camsylate

composite.30, Exam diireqof agte tgqsg me of
except that'@l ‘.;[53 mg 0 ween v‘%ést ulse‘gglt%1 %%eéltevqth% S%?a &

crystaimexamitopipmethsdestyians tmtbﬁpgrwm léﬁaewere used

camgylRlB SOMPRSHRLD FxatIPIgkiENmpracerbdipiat Fxamplatd wambtain dry
repeated except that 1.159 mg of . Tween 80 and 1 000 mg of anhydrous
silicAWerBhREy %i@r“\?/i‘fﬁn?sé’ BLHEETREtalline amlodipine

10amsylate to obtain dry amorphous amlodipine 3o camsylate composite.
Example 7
The procedure of Example 1 was repeated except that 1.159mg of
Tween 80, 2.000 mg of hydroxypropylmethylcellulose and 1.000 mg of
anhydrous silica were used together with 7.841 mg of crystalline amlodipine
15 camsylate to obtain dry amorphous amlodipine camsylate composite.

~ Example 8 |
The procedure of Example 1 was repeated except that 2.159 mg of

microcrystalline cellulose was used together with 7.841 mg of crystalline _
20 amlodipine camsylate to -obtain dry amorphous amlodlpme camsylate |
composite.

Example 9
The procedure of Example 1 was repeated except that 2.159 mg of

25  microcrystalline celtulose, 1.000 mg of Tween 80 and 1.000 mg of anhydrous
silica were used together with 7.841 mg of crystalline amlodipine camsylate to
obtain dry amorphous amlodipine camsylate composite.

Preparation of a tablet containing amorphous amlodipine camgrlate
30 Example 10
7.841 mg of the dry amorphous amlodipine camsylate obtamed n
Example 1, 119.159 mg of microcrystalline cellulose, 63mg of calcium
'phcsphate, 6 mg of sodium starch glycolate and 2 mg of magnesium stearate



Example 5 The procedure of Example 1 was repeated except that 2.159° Jaruary 2007
mg of 16 January 2007 |t WO 2004/067512 PCT/KR2004/000136 -7-
hydroxypropylmethylcellulose was used together with,7.841 mg of

WySalipespnlodipine camsylate to obtain dry amorphous apeRRHG /000136

camsylate composite. 5 Example 6 The procedure of Example 1 was

repeated except 2.159 mg of hydroxypropylmethylcellulose and 1.000 mg

of anhydrous silica Were used together with 7.841 mg of crystalline

amlodi ne ca to obtain dr rphous.amliodi 13?

com‘ﬁ lhﬁ %25’8%% o‘fvgsx?rlnpléJ ]fgwas repea S%tl S using 2
excephﬂmﬁbﬁﬂ%i@ebhﬁhagnmhmeoo mg of '
hydroxypropylmethylcellulose and 1.000 mg of anhydrous silica were o
_used together with 7.841 mg of crystalline amlodipine 15 camsylate to
oth&rﬂrphous amlodipine camsylate composite. Example 8 The ]
procedure ohE yamBlite WaE ARGt tiexas pepeated ¢oteptgiaft 40 mg of Tween

micr ﬁtagmﬁ cellulgse was used together with 7.841 mg of crystalline '

20 amil te to obtain dry amorphous amlodipine camsylate

composite. Example 9 The procedure of Example 1 was repeated except

h . 2 | I i i i
R RS syl s

crystaalomatdiBRe ARSIt to obtain dry amorphous amlodipine
1§amsylate COYWRASHR. amlodipine camsylate obtained in Preparation 1 and the

inventive amorphous amlodipine camsylate obtained in Example 1 were 9

analyzed with an X-ray diffractometer and DSC. The results are shown in
FIGS. 1 to 4. '
From FIGS. 1 and 2 showing X-ray diffraction scans of the crystalhne
15 amlodipine camsylate and the inventive amlodipine camsylate, it can be seen
that the inventive amlodipine camsylate is amorphous.

Generally, an amorphous material has absorption peaks at 710W
temperature due to unstableness but as can be shown in Figs 3 and 4, the
absorption peak temperature of the inventive amorphous amlodipine camsylate

20 is similar to that of the crystalline amlodipine camsylate. That is, the
inventive amorphous amlodipine camsylate has a sufficient thermodynamic

stability. | D

Experimental Example 2: Solubility Test A

25 An amlodipine salt preferably has a solubility in water of more than 1
mg/mé at pH 1 to 7.5, particularly at the blood pH value of 74.
Accordingly, the solubility and saturation pH of the inventive amorphous

amlodipine camsylates prepared in Example 1 were measured and compared
with those of amlodipine besylate (Korean Patent Publication No.

30 1995-7228) and crystalline amlodipine camsylate obtained in Preparation 1 ,
(WO 02/079158 Al). The measurement was performed according to the
procedure described in the Korean Pharmacopoeia (Korean Ministry of
Health and Welfare, General principle of medical supplies, Vol. 1, Clause 29,



Preparation of a tablet containing amorphous amlodipine camsylate 30 16 January 2007

Example 10 7.841 mg of the dry amorphous amlodipine camsylate

obtained in Exampfe 1, 119.159 mg of microcrystalline cellulose, 63mg of
catzom/optrasphate, 6 mg of sodium starch glycolate and 2 m@ekr2004/000136
magnesium stearate 16 January 2007 1 | WO 2004/067512
PCT/KR2004/000136 _8- were mixed ang the resulting mixture was then
pressed into tablets using a conventional tablet making machinery.

Exaﬁpe]al 1571h 5 di;%‘g%ﬁﬁr&%ﬁﬁ%“ %gﬂs%@mﬁ?ﬂ@g&& QhfBund in

mg of Tween . er used. Experim xample 17 X-ray . ..
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inventivgcﬁgrinorphous amlog;%i%eﬂé%gnsgla obtained in Example 11%%5% 1
analP28ed/Ath AR QYR Peind BEECSHIE AERRORR Thodmin-
BIGS. 1 to 4. From FIGS. 1 and 2 showing X-ray diffraction scans of the

crystalline 5bfim odipine camsylate and the inventive amlodipine
able . : - _
camsylate, e seen that the inventive amlodipine camsylate is

amorpheus-Generally-an-amerphous-matertal-has-absorptionpeaksat——
low temperature dueXdliunstableness but A9 §R&(tIn Figatarapgn pH
4, the j e inventiyegggmorphous 6.2

amlo of thecrysiattine amiodipine
cams . ) phous aml&d%@zilnp camsylate h8e
sufficigph8rphpesnaindipaislltysylate 6.59 6.2

As shown in Table 1, the solubility of the inventive amorphous
amlodipine camsylate is 3 to 5 times higher than that of crystalline amlodipine
10  besylate and crystalline amlodipine camsylate at the same saturation pH.

Experimental Example 3: Stability Test

" A tablet or capsule ought to be stable in the solid state. Accordingly,
15 the time-dependent stability-of the tablet obtained in Bxample 10 was measured
and compared with that of an amorphous amlodipine besylate  tablet.
Speciﬁéaﬂy, each tablet was stored under accelerated aging conditions (a
temperature of 40+ 2 C and a relative humidity of 75 5 %), and after 2 and
4 months, the remaining amount of active amlodipine was determined with a

20 liquid chromatography. The results are shown in Table 2.

Table 2
Test tablet Initial 2 months | 4 months
Amorphous amlodipine | 100.3% 0.9% | 99.0f 0.7% | 98.0+ 1.3%
camsylate tablet ,
Amorphous amlodipine | 102.7+ 1.3% [ 92.7+ 1.8% | -
besylate tablet | :




Experimental Example 2: Solubility Test 25 An amlodipine salt preferably® January 2007
has a. solubility in water of more than 1 mg/rC at pH 1 to 7.5, particularly

at the blood pH vajue of 7.4. Accordingly, the solubility and saturation pH

ofiheotaxgive amorphous amlodipine camsylates prepareddafRasni8oo13s

1 were measured and compared with those of amlodipine besylate

(Korean Patent Publication No. 30 1995-228) and crystalline amlodipine

camsylate obtained in Preparation 1 (WO 02/079158 Al). The

measurement was perf ccordin t r '
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the same saturation pH. Experimental Example 3: Stability Test A tablet or
capsule ought to be stable in the solid state. Accordingly, is the ')
time-dependent stability, of the tablet obtained in Example 10 was

measured and compared with that of an amorphous amlodipine besylate

tablet.




Specifically, each tablet was stored under accelerated aging conditions (a

temperature of 40 2 C and a relative humidity of 75 5 %), and after 2 §hd’anuary 2007
4 months, the remaining amount of active amlodipine was determined with

a 20 liquid chromatography. The results are shown in Table 2. Table 2

Test tablet initial 2 monthnO Amorphous amlodipine 100.3 0.9% 99.0

Ocamsylate tablet Amorphous amlodiphie 102.7 1.3% 92.7 1besylate

tablet 16 January 2007 WO 20041067512 PCT/KR2004/000136 -10- As

shWiatiis Témmeel smorphous amlodipine besylate tablet underwent

about 10% degradation during 2 months, while the inventive amorphous
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treating a ca Isease prising the’amorphous
amlodipine camsylate of claim 1 as an active ingredient and a
pharmaceutically acceptable carrier.




