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-4- The present invention is based on the recognition, that the dosage
form, which combines adequate drug stability, optimum drug release of
both active ingredients, pharmacological efficacy and reliable
manufacture for a combination of telmisartan 5 and amlodipine best, is a
bilayer tablet. Summary " - '49n In acgprdance with the ;resew tk-n
disclosure problems associated with the 10 preparation of a fixed dose
combination drug comprising telmisartan and amlodipine can best be
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ayer of telmisartan, preferably in subs ous form, in a _

combjizes aiie tadie drnataiabihty acriione ayeg selaarsipihetn active ingredients,
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P arprogclgjgé a pharcr:na eutical té%’let comprising afirgt Iayer(i) teImigartan }na an
and ardiedihnegpesfiasrairy@idapisdcond layer of amlodipine in a

disintegrating or erodina tablet matrix. The tablet according to the s,

ve-i#G -disclosure provides a largely 20 pH-independent dissolution of

the poorly water-soluble telmisartan, thereby facilitating dissolution of the
Sumﬂﬂﬂiﬂ/ physiological pH level, and adequate stability and drug release

of amlodiping. The tablet structure also overcomes the stability problem
in actRHSH Y e iprompatibility of amlogipines WD Nasie fRNSHERMERS W8 the
. _ in a second aspect, there is provided a method
prepasptied RhATPRLAOY? SAENEFIARS S CospRUs ROt ehDISAsEIRBHAMIOdIDINe
can SHEEHEIRBRME lignadihig BRaMMeREalicaIa¥eiabaistising a first

condition selected from the grourn consisting of chronic stable angina,
layer of telmisartan, preferably in substantially amorphous form, in a dissolving tablet

matrix and a second layer of amlodipine in a disintegrating or eroding tablet matrix.

Hence, in a first espect. there is provided a pharmaceulical tablet comprising a first

laver of telmisartan in a dissolving tablet matrix and a second laver of amlodipine in a

disintegrating or eroding tablef matrix.

The tablet according to the presertinvenisn-disclosure provides a largely
pH-independent dissolution of the poorly water-soluble telmisartan, thereby
facilitating dissolution of the drug at a physiological pH level, and adequate stability
and drug release of amiodipine. The tablet structure also overcomes the stability
problem caused by the incompatibility of amlodipine with basic constituents of the

telmisartan formulation.

In a second aspect, there is provided a method for the manufaciure of a tablef of the

first aspect o treat hypertension either aione or in combination with the freatment or

prevention of a condition selected from the groun consisting of chronic stable anaina,

vasosnasiic anoina, stroke, myocardial infarction, transient ischemic attack,

conaestive heart failure, cardiovascular disease, diabeles, insulin resistance,

impaired alucose folerance, pre-diabetes, tvpe 2 diabetes meillitus, dighetic

nephropathy. metabolic syndrome {syndrome X} obesitv. dvslipidemia
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vasospastic angina, stroke, myocardial infarction, transient ischemic

attack, 30 congestive heart failure, cardiovascular disease, diabetes,

insulin resistance, impaired glucose tolerance, pre-diabetes, type 2

diabetes mellitus diabetic nephropathy, metabolic syndrome (syndrome

X), obesity, dyslipidemia -4a- hypertrigdyceridemia elevated serum

concentrations of C-reactive protein, elevated serum concentrations of

lipoprotein(a), elevated serum concentration of homocysteine, elevated
hypePRIM-caneaniation ofdaw density HaRtRighd P D-reahalrsigtgkin, eievated

elevated serum concentratlon of Ilpoproteln assomated phosphollpase
SErUm 6 ations odipsRreisind Ao ncie vaded es ConisRiination of
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reduced serum concentration of adlponectln cognitive decline and
cholegigiahiRievaie seisRcHeeREalinh okl ipepigign-associaipgphospholipase
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proportion of at Ieast 90% preferably at Ieast 95% as determlned by
reduged setumeonceniration of HUL (dblohaiesior adidg m-geacentration

of am@@tﬁ%cmf%d@amfwm@%@@iém&% base formulation having instant

release (fast dissolution) characteristics that readily dissolves in a
physiological aqueous medium. The term "disintegrating or eroding tablet
matrix" refers to a pharmaceutical tablet base formulation having instant
release characteristics that readily disintegrates or 20 erodes in a

Defi logical aqueous medium.

As used herein, the term "substantially amorphous” refers to a product comprising

amorphous constituents in a proportion of at least 90%, preferably at least 95%, as
determined by X-ray powder diffraction measurement.

The term “dissolving tablet matrix” refers to a pharmaceutical tablet base formulation

having instant release (fast dissolution) characteristics that readily dissolves in a
physiological aqueous medium.

The term “disintegrating or eroding tabiet matrix” refers to a pharmaceutical tablet

base formulation having instant release characteristics that readily disintegrates or

erodes in a physiological aqueous medium.



