- 1 - @Glenic Formul ati ons of Organic Conmpounds The present invention
relates to solid oral dosage forns conprising an orally active renin
inhibitor, aliskiren, or a pharnmaceutically acceptable salt thereof,
as the active ingredient in a suitable carder medium In particular,
the present invention provides galenic fornulations conprising
aliskiren, preferably, a hem -fumaratg salt thereof, alone or in
conbi nation with another active agent. The present invention also
rel ates to the processes for their preparation and to their use as
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- 4 - the active agent is present in an anount ranging from about 75
ng to about 600 ng of the free base per unit dosage form In a
preferred enbodi nent of the present invention, the active agent
consists entirely of aliskiren, or a pharmaceutically acceptable salt
thereof, and is present in an anmount ranging from about 75 to about
300 ng of the free base per unit dosage form In a further preferred
enbodi nent of the present invention, the dosage of aliskiren Is in
the formof a hem -funarate thereof and is present in an anmount of
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The present invention |ikewi se relates to a solid oral dosage form
conprising a therapeutically effective anount of aliskiren, or a

phar maceutically acceptable salt thereof, as an active agent, and a
filler as an additive. Further additives include, but are not limted
to, binders, disintegrants, lubricants, glidants, stabilising agents,
diluents, surfactants, filmforners, gignents, softeners and
antitacking agents and the like. The anpbunts of the active ingredient
and further additives are preferably those as defined above The
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The fornul ation of tablets with sufficient hardness, resistance to
friability, disintegration tine, dissolution rate etc. is possible;
The sticking tendency and poor flow of the drug substance is reduced
to a mninmum A robust manufacturing process of the DP is achieved,
Scal e-up of formulation and process resulting in a reproduci ble DP
performance is. , achieved; and Sufficient stability to achieve a
reasonabl e shelf life is achieved. The excipients may be distributed
partly in the inner (granular) phase and partly in the outer phase,
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formers, pigments, softeners and antitacking agents and the like. The amounts of the active
ingredient and further additives are preferably those as defined harein above.

The present invention likewise refates to a solid oral dosage form comprising a
therapeutically effective amount of aliskiren, or a pharmaceutically acceptable salt thereof,
as an active agent, and a filler, a disintegrant, a fubricant and a glidant as additives. Further
additives include, but are not limited to, binders, stabilising agents, diluents, surfactants, film
formers, plgments, softeners and antitacking agents and the like. The amounts of the active
ingredient and further additives are preferably those as defined herein above,

The present invention likewise relates to a solid oral dosage form comprising a
therapeutically effective amount of aliskiren, or a pharmaceutically acceptable salt thereof,
as an active agent, and a filler, a disintegrant, a lubricant, a glidant and a binder as additives,
Further additives include, but are not limited to, stabilising agents, diluents, surfactants, film
formers, pigments, softeners and antitacking agents and the like. The amounts of the active
ingredient and further additives are preferably those as de:ﬂned herein above.

One or more of these additives can be selected and used by a person skilled in the art
having regard to the particular desired properiies of the solid oral dosage form by routine
experimentation and without any undue burden.

The amount of each type of additive employed, e.g., glidant, binder, disintegrant, filler or
diluent and lubricant or film coat may vary within ranges conventionat in the arf. Thus, for
example, the amount of lubricant may vary within a range of from 0.2 to 5% by weight, in
particular, for Mg stearate from 0.5 to 2.0% by weight, &.g., from 0.8 to 1.5% by weight; the
amount of binder may vary within a range of from 0 to about 20% by weight, e.g., from 3 to
4% by weight; the amount of disintegrant may vary within a range of from 0 to about 20% by
weight, e.g., from 13.5 to 16% by weight; the amount of filler or diluent may vary within a
range of from 0 to about 80% by weight, e.g., from 20 to 32% by weight; whereas the
amount of glidant may vary within a range of from 0 o about 5% by weight, .g. from 0.4 to
0.6% by weight; and the amount of film coat may vary within a range of 0 to 20 mg/om’, e.g.
4 f0 7 mg/cm>.

It is a charactenistic of the present solid oral dosage forms that they contain only a relatively
small amount of additives given the high content of the active agent. This enables the
production of physically small unit dosage forms. The total amount of additives in a given
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uncoated unit dosage may be about 60% or less by weight based on the total weight of the
solid oral dosage form, more particularly about 54% or less. Preferably, the additive content
is in the range of about 35 to 58% by welight, more particularly, the additive content ranges
from about 50 to about 52% by weight.

A preferred amount of a filler, especially of microcrystalline cellulose, ranges from about 20
to 32% by weight per unit dosage form.

A preferred amount of a binder, especially of PVP K 30, ranges from about 3 to 4% by
weight per unit dosage form.

A preferred amount of a disintegrant, especially of CROSPOVIDONE, ranges from about
13.5 to 15% by weight per unit dosage form.

A preferred amount of a glidant, especially of colloidal silicon dioxide, ranges from about 0.4
to 0.8% by weight per unit dosage form.

A preferred amount of a lubricant, especially of Mg stearate, ranges from about 0.8 to 1.5%
by weight per unit dosage form.

A preferred amount of a film coat, especially of HPMC 3 ¢ps, ranges from about 4 to 7
mg/em? per unit dosage form.

Preferred amounts of aliskiren and additives are further shown in the iHlustrative Examples.

The absolute amounts of each additive and the amounts relative to other additives is
similarly dependent on the desired properties of the solid oral dosage form and may also be
chosen by the skilled artisan by routine experimentation without undue burden. For
example, the solid oral dosage form may be chosen to exhibit accelerated and/or delayed
release of the active agent with or without quantitative control of the release of active agent.

Thus, where accelerated release is desired a disintegrant such as crosslinked PVP, e.g.,
those products available under the registered trade marks POLYPLASDONE XL or
KOLLIDON CL, in parficular, having a molecular weight in excess of 1,000,000, more
particularly, having a particle size distribution of less than 400 microns or, preferably, less
than 74 microns, or comprising reactive additives (effervescent mixtures) that effect rapid
disintegration of the tablet in the presence of water, for example so-called effervescent
tablets that contain an acid in solid form, typically citric acid, which acts in water on a base
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containing chemically combined carbon dioxide, for example sodium hydrogencarbonate or
sodium carbonate, and releases carbon dioxide.

Whereas if delayed release is desired one may empioy coaling technology for
muitiparticulates (e.g. pellets, minitablets), wax matrix systems, polymer matrix tablets or
polymer coatings or other technologles conventional in the art.

Quantitative control of the release of the active agent can be achieved by conventional
techniques known in the art. Such dosage forms are known as oral osmotic systems (e.g.
OROS), coaled tablets, matrix tablets, press-coated tablets, multilayer tablets and the like.

In a solid oral dosage form wherein the active agent consists entirely of aliskiren, or a
pharmaceutically acceptable salt thereof, or a combination of aliskiren with other active
pharmaceutical ingredients, preferred additives are microcrystalline cellulose,
hydroxypropylcellulose, crosslinked PVP, FVP, PEG, CMC-Na or CMC-Ca, Mg stearate, Ca
stearate or Al stearate, anhydrous colloidal silica, talc, litatium dioxide and iron oxide
pigments, The amounts of additive employed will depend upon how much active agent is to
be used. The stearate, e.9., Mg stearate is preferably employed in amounts of 0.8 to 1.5%
by weight. Whereas the silica is preferably employed in an amount of from 0.4 to 0.6% by
weight.

The amount of aliskiren in the form of the hemi-fumarate thereof within the total weight of the
uncoated unit dosage form ranges, preferably, from about 83 to about 663 mg, most
preferably, the amount of aliskiren hemi-fumarate is about 83, about 166 or about 332 mg
per unit dosage form,

The amount of the binder within the total weight of the uncoated unit dosage form is
preferably from 2 o 5%, most preferably from 3 to 4% by weight per unit dosage form,

The amount of the disintegrant within total weight of the uncoated unit dosage form is
preferably from 0 to 20%, most preferably from 13.5 to 16% by weight per unit dosage form.

The amount of the glidant within the total weight of the uncoated unit dosage form is
preferably from 0 to 5%, most preferably from 0.4 to 0.6% by weight per unit dosage form.
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The amount of the lubricant within the total weight of the uncoated unit dosage form is
preferably from 0.2 to 5%, most preferably from 0.8 to 1.5% for Mg stearate by weight per
unit dosage form.

A preferred amount of a film coat, especially of HPMC 3 cps, is from about 4 to about 7
mg/em? per unit dosage form.

The weight ratio of aliskiren to the binder preferably ranges from about 8:1 to about 25;1,
more preferably from about 11:1 to about 15:1. Most preferably, the welght ratio is about
12.5:1.

The welight ratio of aliskiren to the disintegrant preferably ranges from about 2:1 to about
4:1, more preferably from about 2.5:1 to about 3.7:1. Most preferably, the weight rafio is
about 3.1:1.

The welght ratio of aliskiren fo the glidant preferabiy ranges from about 75:1 to about 125:1,
) more preferably from about 80:1 to about 90:1. Most preferably, the weight ratio is about .
83. 3 1.

The weight ratio of aliskiren o the lubricant preferably ranges from about 25:1 to about 63:1,
more preferably from about 30:1 to about 50:1. Most preferably, the weight ratio is about
30:1.

The solid oral dosage forms according to the present invention may also be in the form of
film-coated tablets or dragées in which case the solid oral dosage form is provided with a
coating typically a polymer like HPMC, PVP or the like, sugar, shellac or other film-coating
entirely conventional in the art. Attention is drawn to the numerous known methods of
coating employed in the art, e.g., spray coating in a fluidized bed, &.g., by the known
methods using apparatus a.vailable from Aeromatic, Glatt, Wurster or Hittlin, in a perforated
pan coater, €.9., by the known methods using aparatus from Accela Cota, Glatt, Driam or
others, or other methods conventional in the art. The additives commonly used in
confectioning may be employed In such methods.

A further embodiment of the present invention is a process for the manufacture of a solid
oral dosage form according to the present invention.
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Wet granulation of aliskiren with excipients using water and/or an aqueous binder solution
leads to a change in polymorphism of the drug substance which changes partly to the
amorphous state and causes an inferior chemical stability of the drug product (DP).

However, wet granulation of aliskiren using a mixture of organic solvents or an organic
binder solution has been found fo be the best way of manufacturing suitable aliskiren solid
oral dosage forms, especially tablets, shawing following advantages:

» Said wet granulation reduces the bulk volume of aliskiren during granulation;

- The influences of a changing drug substance quality are minimized;

+ Ahigh drug loading above 46% by weight per unit dosage form may easily be achieved:;

» The formulation of tablets with sufficlent hardness, resistance to friability, disintegration
time, dissolution rate etc. is possible;

« The sticking tendency and poor flow of the drug substance is reduced to a minimum;

» A robust manufacturing process of the DP is achieved;

. Sca!e—up‘of formulation and process resulting in a reproducible DP performance is.
ac,;hieved';'é;hd ' R

- Sufficient stability to achieve a reasonable shelf life is achieved,

The excipients may be disfributed partly in the inner (granular) phase and partly in the outer
phase, which is the case in the described invention. Microcrystalline cellulose (filler) and
CROSPOVIDONE (disintegrant) are partly in the inner and partly in the outer phase, PYP K
30 (binder) is only part of the inner phase, being the binder during granulation, whereas
colloidal silicon dioxide (glidant) and Mg stearate (jubricant) are only part of the outer phase.

The inner phase excipients, e.g., filler, binder and disintegrant, and the drug substance are
mixed and granulated with an ethanolic solution of the binder and additional ethanol. The
granulate Is dried and sieved. The outer phase confaining, e.g., disintegrant, filler, glidant
and lubricant, is screened with the dried granulate and mixed. The mixture is compressed
into tablets. The cores may optionally be coated with a film-coat.

The granulate phase is defined as the inner phase, the excipients added to the granulate are
defined as the outer phase of the tabletting mixture.

The invention likewise relates to a process for the preparation of solid oral dosage forms as
described herein above. Such solid oral dosage form may be produced by working up
components as defined herein above in the appropriate amounts, to form unit dosage forms.
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Accordingly, the present invention provides a process for the manufacturs of a solid oral
dosage form of the present invention comprising:

1) mixing the active ingredient and additives and granulating said components with a
granulation liquid;

2) drying a resulting granulate;

3) mixing the dried granulate with outer phase excipients;

4) compressing a resulting mixture to form a solid oral dosage as a core tablet; and

5) optionally coating a resulting cors tablet to give a film-coated tablet.

Preferably, the additives in step (1) are selected from a filler, a disintegrant and a binder; and
the outer phase excipients in step (3) are selected from a filler, a disintegrant, a lubricant and
a glidant.

The granulation liquid can be ethanol, a mixture of sthanol and water, a mixture of ethanol,

_ water and isopropanol, or a solution of PVP in the before mentioned mixtures, A preferred

’mlxture of ethanol and water ranges from about 50/50 to- about 99/ 1 (% wiw), most

preferrably it is about 94/6 (% w/w). A preferred mixture of ethanol, water and isopropancl
ranges from about 45/45/5 o about 98/1/1 {% wiw/w), most preferably from about
88.5/5.5/6.0 to about 91.5/4.5/4.0 (% wiw/w). A preferred concentration of PVP in the above
named mixtures ranges from about 5 to about 30% by weight, preferably from about 15 to
about 25%, more preferably from about 16 to about 22%,

Aftention is drawn to the numerous known methods of granulating, drying and mixing
employed in the ari, e.q., spray granulation in a fluidized bed, wet granulation in a high-shear
mixer, melt granulation, drying in a fluidized-bed dryer, mixing in a free-fall or tumble
blender, compressing into tablets on a single-punch or rotary tablet press.

The manufacturing of the granulate can be performed on standard equipment suitable for
organic granulation processes. The manufacturing of the final blend and the compression of
tablets can also be performed on standard equipment,

For example, step (1) may be carried out by a high-shear granulator, e.g., Collette Gral; step
{2) may be conducted in a fluld-bed dryer; step (3) may be carried out by a free-fall mixer
(e.q. container blender, fumble blender); and step (4) may be carried out using a dry
compression method, e.g., a rotary tablet press.
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As described above, the core tablets may then be optionally film-coated.

Due to the high hygroscopicity and water sensitivity of aliskiren with respect to changes in
polymorphism, the use of water has preferably to be avoided in order to prevent the drug
substance from changes in polymorphism for the above stated reasons (amorphous state,
inferior chemical stability). A solution for said problem is to apply an organic film-coating
process.

Surprisingly it was found that an aqueous film coating process using a standard film-coat
composition can be applied to aliskiren core tablets without changes in polymorphism.

The film-coat preferably consists of HPMC as the polymer, iron oxide pigments, titanium
dioxide as coloring agent, PEG as softener and talc as anti-tacking agent. The use of
coloring agents or dyes may serve to enhance the appearance as well as to identify the
compositions. Other dyes suitable for use typically include carotinoids, chlorophyll and
lakes,

The film coating conditions have to assure that the tablet cores do not take up considerable
amounts of moisture and that the drug substance within the tablets does not closely get into
contact with water droplets. This is achieved by process parameter settings that reduce the
amount of humidity which gets onto the tablet cores.

The solid oral dosage forms of the present invention are useful for lowering the blood
pressurs, either systolic or diastolic or both. The conditions for which the instant invention is
useful include, without limitation, hypertension (whether of the malignant, essential, reno-
vascular, diabefic, isolated systolic, or other secondary type), congestive heart failure, an-
gina (whether stable or unstable), myocardial infarction, artherosclerosis, diabetic nephro-
pathy, diabetic cardiac myopathy, renal insufficiency, peripheral vascular disease, left ven-
tricular hypertrophy, cognitive dysfunction (such as Alzhelmer's) and siroke, headache and
chronic heart failure.

The present invention likewise relates to a method of treafing hypertension {(whether of the
malignant, essential, reno-vascular, diabetic, isolated systolic, or other secondary type),
congestive heart failure, angina {(whether stable or unstable), myocardial infarction,
artherosclerosis, diabetic nephropathy, diabetic cardiac myopathy, renal insufficiency,
peripheral vascular disease, left ventricular hypertrophy, cognitive dysfunction, e.g.,
Alzheimer’s, stroke, headache and chronic heart failure comprising administering toc an
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animal, including human patient, in need of such treatment a therapeutically effective solid
oral dosage form according to the present invention.

The present invention ltkewise relates to the use of a solid oral dosage form according fo the
present invention for the manufacture of a medicament for the treatment of hypertension
{(whether of the malignant, essential, reno-vascular, diabetic, isolated systolic, or other
secondary type), congestive heart failure, angina (whether stable or unstable), myocardial
infarction, artherosclerosis, diabetic nephropathy, diabetic cardiac myopathy, renal .
insufficiency, peripheral vascular diseass, left ventricular hypertrophy, cognitive dysfunction,
e.g., Alzheimer’s, stroke, headache and chronic heart failure.

The present invention likewise relates to a phamaceutical composition for the treatment of
hypertension {whether of the mafignarit, essential, reno-vascular, diabetic, isolated systolic,
or other secondary type), congestive heart failure, angina (whether stable or unstable),
myocardial infarction, artherosclerosis, diabetic nephropathy, diabetic cardiac myopathy,
renal insufficiency, peripheral vascular disease, left ventricular hypertrophy, cognitive. + .
dysfunction, e.g., Alzheimer’s, stroke, headache and chronic heart failure, comprising a solid
oral dosage form according to the present invention.

Ultimately, the exact dose of the active agent and the particular formulation to be
administered depend on a number of faciors, e.g., the condition to be treated, the desired
duration of the treatment and the rate of releass of the active agent. For example, the
amount of the active agent required and the release rate thereof may be determined on the
basis of known In vitro or in vivo technigues, determining how long a particular active agent
concentration in the biood plasma remains at an acceptable level for a therapeutic effect,

The above description fully discloses the invention including preferred embodiments thereof.
Modifications and improvements of the embodiments specifically disclosed herein are within
the scope of the foliowing claims. Without further elaboration, It is believed that one skilled
in the art can, using the preceding description, utilize the present invention to its fullest
extent. Therefore, the Examples herein are to be construed as merely illustrative and nota
limitation of the scope of the present invention in any way.
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Example 1:

Composition of aliskiren 150 mg (free base) uncoated tablets in mg/unit.

Roller
compacted | Dosageformtt Dosageform2 Dosage form 3
tablet
Component
Aliskiren heml-fumarate 165.750 165.750 165.750 165.750
Microcrystalline cellulose 220.850 84.750 72.250 107.250
Polyvinylpymolidon K 30 - - 12.000 12.00G
Crospovidone 84.000 45.000 44.000 48.200
Agrosil 200 4.800 1.500 1.500 1.800
Magnesium stearale 4.800 3.000 4.500 5.060
Total welght 480.000 300.000 300.000 340.000

Composition of aliskiren 150 mg (free base) uncoated tablets in % by weight.

Roller
compactaed | Dosageform1 Dosage form2 Dosage form 3
tablet
Component
Aliskiren hemi-fumarate 34,53 6§5.25 55.29 48.75
Microcrysialline csliulose 45.97 28.25 24.08 31.545
Palyvinylpyrrolidon K 30 - - 4 3.53
Crospovidone 17.5 15 14,67 14.175
Aerosll 200 1 05 0.5 0.53
Magnesium stearate 1 1 1.5 1.47
Total % 100.00 100.00 100.00 100.00
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Composition of aliskiren 150 mg (free base) uncoated tablets in mgfunit (divided into

inner/outer phase).
Reller
compacted | Dosageform1 Dosage form2 Dosage form 3
tablat
Compoenent
Inner
Phase  Alisklren hemi-fumarata 165.75 185.75 165.75 165,75
Microcrystaliine csllulosa 220.65 84.75 72.25 90.25
Polyvinylpyrrolidan K 30 - - 12.00 12.00
Crospovidone 36.00 - - 14.20
Aerosil 200 - - - -
Magnesium stearate 240 - - -
Outer
phase Crospovidone 48.00 45.00 44.00 34.00
Microcrystalling cellulose - - - 17.00
Aerosil 200 4.80 1.50 1.50 1.80
Magnesium stearate 240 . 300 L 450 5.00
Total welght 480.00 30000 300.00 340.00

Composition of aliskiren 150 mg (free base) uncoated tablets in % by weight {divided into

innerfouter phase).
Roller Dosagaformt Dosagaform2 Dosage form3
compacted
tablet
Component
Inner
Phase  Aliskiren heml-fumaraie 34.53 55.25 55.25 48.75
Micracrystaliine cellulose 45,97 28.25 24.08 26.545
Polyvinylpyrrolidon K 30 - - 4 3.530
Crospovidone 7.5 - - 4175
Aerosil 200 - - - -
Magnesium stearate 0.5 - - -
Outer
phase Crospovidone 10 15 14,67 10
Microcrystalline cellulose - - - 5
Aerosli 200 1 05 0.5 0.53
Magnesium stearate 0.5 1 1.5 147
Total % 100.0¢ 100.00 100.00 100.00




M crocrystal line cellul ose 5 Aerosil 200 1 0.5 0.5 0.53
Magnesi um stearate 0.5 1 1.5 1.47 Total % 100.00 100.00 100. 00
100. 00
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Example 2;

Composition of aliskiren (dosage form 3} film-coated tablets in mg/unit.

Dosags form 3/ Strength 75 mg (free hase) 150 myg (free base) 300 mg (free base)

Component
Aliskiren hemi-fumarate 82.875 165.750 331.500
Microcrystalline cellulose 53.625 107.250 214,500
Pelyvinylpyrolidon K 30 6.000 12.000 24.000
Crospovidone 24.100 48,200 96.400
' Aerosii 200 0.900 1.800 3.600
Magnesium stearate 2.500 5.000 10.000
Total tablet weight 170.000 340.000 680.600
Opadry premix white 9.848 16.711 23.8616
a Opadry pramix red 0.024 " 023 1.8382
Opadry pramix black 0.030 0.051 0.2002
Total im-coated fablef

180.000 357.000 708.000
weaight




- 17 - Exanple 2: Conposition of aliskiren (dosage form 3)
filmcoated tablets in ng/unit. Dosage form 3/Strength 75 nmg (free
base) 150 ng (free base) 300 rug (free base) Conponent Ali skl ren
hem -fumarate 82.875 165. 750 331. 500 M crocnotal line cellul ose 53.625
107. 250 214.500 Pol yvinyl pyrrolidon K30 6.000 12. 000 24. 000

Crospovi done 24.100
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THE CLAIMS DEFINING THE INVENTION ARE AS FOLLOWS:

1. A solid oral dosage composition comprising a therapeutically effective amount of
aliskiren, or a pharmaceutically acceptable salt thereof, in an amount of more than 46% by
weight based on the total weight of the oral dosage composition, and wherein the oral
dosage composition is in the form of a tablet or film-coated tablet, and comprises a) an
inner phase comprising aliskiren, or a pharmaceutically acceptable salt thereof, a filler, a
binder, and a disintegrant, and b) an outer phase comprising a disintegrant, a filler, a

glidant, and a fubricant.

2. A solid oral dosage composition according to claim 1, wherein the active ingredient is
present in an amount of more than 48% by weight.

3. A solid oral dosage composition according to claim 1, wherein the active ingredient Is

present in an amount ranging from 46 to 60% by weight.

4. A solid oral dosage compesition according to claim 1, wherein the active ingredient is
present in an amount of more than 46% up to 56% by weight.

5. A solid oral dosage composition according to claim 1, wherein the active ingredient
consists entirely of aliskiren, or a pharmaceutically acceptable salt thereof, and is present
in an amount ranging from about 75 to about 600 mg of the free base per unit dosage

compasition,

8. A solid oral dosage composition according te claim 1, wherein the active ingredient
consists entirely of aliskiren, or a pharmaceutically acceptable salt thereof, and is present
in an amount ranging from about 75 to about 300 mg of the free base per unit dosage

composition.

7. A solid oral dosage composition according to any one of claims 1 to 6, wherein
aliskiren is in the form of a hemi-fumarate thereof, and is present in an amount of about
83, about 166 or about 332 mg per unit dosage composition.

8. A solid oral dosage composition according to any of claims 1 to 7, wherein the
dosage composition comprises a filler selected from starches, hydroxypropyl cellulose,

hydroxyethyl cellulose, hydroxypropyl methy! cellulose, microcrystalline cellulose,



48. 200 96.400 Aerosil 200 0.900 1.800 3.600 Magnesium stearate 2.500
5.000 10.000 Total tablet weight 170.000 340.000 680.000 Opacity
prem x white 9.946 16.711 23.9616 apathy prem x red 0.024 -0.238
1.8382" Opadry prem x black 0.030 0.051
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confectioner’s sugar, compressible sugar, dextrates, dextrin, dextrose, lactose, mannitol,

powdered cellulose, sorbitol, sucrose, and talc.

8. A solid oral dosage compoasition according to claim 8, wherein the filler is

microcrystalline celfulose.

10. A solid oral dosage compesition according to any of claims 1 to 9, wherein the
dosage composition comprises a disintegrant selected from carboxymethylcellulose
caicium, carboxymethylceliulose sodium, crosslinked polyvinylpyrrolidones, alginic acid,
sodium alginate, guar gum, crosslinked carboxymethylcellulose, and
carboxymethylstarch-Na.

11. A solid oral dosage composition according to claim 10, wherein the disintegrant is
crosslinked polyvinylpyrrolidone.

12. A solid oral dosage composition according to any of claims 1 to 11, wherein the
dosage composition comprises a lubricant selected from Mg stearate, aluminum or Ca
stearate, polyethylene glycols 4000 to 8000, talc, hydrogenated castor oil, stearic acid and
salts thereof, glycerol esters, Na-stearylfumarate, and hydrogenated cotlon seed cil.

13. A solid oral dosage composition according to claim 12, wherein the lubricant is Mg

stearate.

14, A solid oral dosage composition according to any of ¢laims 1 to 13, wherein the
dosage composition comprises a glidant selected from colloidal silica, magnesium
trisilicate, powdered cellulose, starch, talc, tribasic calcium phosphate, and silicified
microcrystalline cellulose,

15, A solid oral dosage composition according {o claim 14, wherein the glidant is
colloidal silicon dioxide.

16. A solid oral dosage composition according to any of claims 110 15, wherein the
dosage composition comprises a binder selected from polyvinylpyrrolidones,
hydroxypropyl methy! cellulose, and polyethylene glycols.

17. A solid oral dosage composition according to claim 16, wherein the binder is
polyvinylpyrrolidone.
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- THE CLAI M5 DEFI NI NG THE | NVENTI ON ARE AS FOLLOAS: 1. A solid oral
dosage conposition conprising a therapeutically effective anount of

al i skiren, or a pharmaceutically acceptable salt thereof, in an
anount of nore than 46% by wei ght based on the total weight of the
oral dosage conposition, and wherein the oral dosage conposition is
inthe formof a tablet or filmcoated tablet, and conprises a) an

i nner phase conprising aliskiren, or a'ﬁﬂarnaceutically accept abl e
salt thereof, a filler, a binder and a disintegrant and b) an outer
phase conpri gin r i
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about 75 to about 300 of the free base per unit dosage
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hypertrophy, cognitive dysfunction, stroke, headache and chronic heart failure.

24. A process for the manufacture of a solid oral dosage composition according fo
any one of claims 1 fo 21 comprising:

1) mixing the active ingredient and inner phase excipients and granulating said
components with a granulation liquid;

2) drying a resulting granulate;

3) mixing the dried granulate with outer phase excipients;

4) compressing a resulting mixture to form a solid oral dosage as a core tablet; and

5) optionally coating a resulting core tablet to give a film-coated tablet.



11. A solid oral dosage conposition according to claim 10, wherein
the disintegrant is crosslinked polyvinylpyrrolidone. 12. A solid
oral dosage conposition according to any of clainms 1 to 11, wherein

t he dosage conposition conprises a |lubricant selected from M
stearate, alum numor Ca stearate, polyethylene glycols 4000 to 80001

tal c, hydrogenated castor oil, stearic acid and salts thereof,
gl ycerol esters, Na-stearylfumarate, g hydr ogenat ed cotton seed
oil. 13. A solid oral dosage conpositi {0 according to claim 12,

wherein the lubricant is My stearate. 14. A solid oral dosage
conposition according to any of clainms 1 to 13, wherein the dosage

conmposi tio Ildant sel ect ca
mmgnest um (P ST oS Rt T EEbe oS dhe B ens i o
cal ci um pho¥iptvastentialiinas mrdamhﬂfcﬁredelscnbeﬁ ocrystalline cellulose. 15. A
solid oral dosage conmposition according to claim 14, wherein the
glidant is colloidal silicon dioxide. 16. A solid oral dosage
conposition according to any of clains 1 to 15, wherein the dosage
conposition conprises a binder selected from pol yvi nyl pyrrolidones,
hydr oxypropyl nethyl cellul ose, and pol yethyl ene glycols. 17. A
solid oral dosage conposition according to claim 16, wherein the

bi nder is polyvinylpyrrolidone. - 20 - 18. A solid oral dosage
conposition according to any of clains Ito 17, wherein the dosage
conposition further conprises a filmcoat which conprises a
filncoati'ng material sel ected from hydroxypropyl nethyl cellul ose,
pol yet hyl ene gl ycol s, pol yvinyl pyrrolidones,

pol yvi nyl pyrrol i done-vi nyl acetate copol yner, polyvinyl alcohol, and
sugar. 19. A solid oral dosage conposition according to claim18,
wherein the filntoating material is hydroxypropyl nethyl cellul ose.
20. A solid oral dosage conposition according to claim18 or 19,
wherein the filmcoat further conprises additives selected from

pi ments, dies, titaniumdioxide, iron oxides, talc, and pol yet hyl ene
gl ycol s 3350, 4000, 6000 and 8000. 21. A solid oral dosage
conposition according to claim 18, wherein the filmcoat conprises
hydr oxypropyl nethyl cellul ose, iron oxide pignents, titanium

di oxi de, polyethylene glycol, and talc. 22. A solid oral dosage
conposition according to any one of clains 1 to 21 for the use in the
manuf acture of a medi canent for the treatnment of hypertension,
congestive heart failure, angina, nyocardial infarction,

at heroscl erosi s, diabetic nephropathy, diabetic cardi ac nmyopat hy,
renal insufficiency, peripheral vascul ar disease, left ventricular
hypertrophy, cognitive dysfunction, stroke, headache and chronic
heart failure. 23. Use of a solid oral dosage conposition according
to any one of clains 1 to 21 in the manufacture of a nedi canent for
the treatnment of hypertension, congestive heart failure, angina,
nyocardi al infarction, atherosclerosis, diabetic nephropathy,

di abetic cardiac nyopathy, renal insufficiency, peripheral vascul ar
di sease, left ventricular hypertrophy, cognitive dysfunction, stroke,
headache and chronic heart failure. 24. A process for the manufacture
of a solid oral dosage conposition according to any one of clains 1
to 21 conprising: 1) mxing the active ingredient and inner phase
exci pients and granul ati ng said conponents with a granulation |iquid;
2) drying a resulting granulate; 3) mxing the dried granulate with
outer phase excipients; 4) conpressing a resulting mxture to forma
solid oral dosage as a core tablet; and 5) optionally coating

al -esulting core tablet to give a filmcoated tablet. -21 - 25. A
solid oral dosage conposition, nethod or use according to any one of



