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Description
[0001] The present invention relates to oral pharmaceutical compositions providing controlled and site specific drug
release.
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[0002] The controlled release of active agents is an important aspect in the oral administration of any drug. It is
particularly important for the oral administration of active agents having narrow therapeutic windows. One example of
such active agents is levodopa, the drug of choice in the treatment of Parkinson’s disease.
[0003] Parkinson’s disease (PD) is one of the most common neurodegenerative diseases, which typically affect the
elderly. Several classes of drugs have been utilized in the treatment of Parkinson’s disease with varying degrees of
success.
[0004] The prevalence of diagnosed PD in the population above the age of 55 is about 1.4 % and it increases with
age. Moreover, Parkinsonian signs in the elderly are estimated to occur in 30% of the population over the age of 65.
Although PD is considered a multisystem disease, it is mainly a movement disorder caused by a continuous, long lasting
degeneration of the dopaminergic neurons that are located in the mesencephalic substantia nigra pars compacta. PD
becomes symptomatic only after degeneration of about 60-80 % of these dopaminergic neurons, or after the loss of
about 90% of the striatal dopamine. Dopamine, which is produced within the substantia nigra, normally reaches the
striatum via the nigro-striatal tract and is released at the striatal synapses. Dopamine deficiency in the striatum, due to
the degeneration of the dopaminergic neurons in the substantia nigra, is considered to be the cause of PD. However,
dopamine itself is neither absorbed from the gastrointestinal tract nor able to pass across the brain-blood barrier.
[0005] Drugs comprising the natural metabolic dopamine precursor levodopa presently provide the most effective
treatment of PD. Levodopa is capable of crossing the blood-brain barrier into the basal ganglia, where it is decarboxylated
by the enzyme aromatic L-amino acid decarboxylase (AADC) to form dopamine, thereby replacing the missing neurotransmitter. However, AADC is also present in the gut wall, liver, kidney and cerebral capillaries, and the resulting
peripheral decarboxylation of levodopa and formation of levodopa metabolites gives rise to a number of side-effects
such as nausea, vomiting, cardiac dysrhythmias and postural hypotension. Peripheral levodopa decarboxylation can be
largely prevented by additional administration of a selective extracerebral decarboxylase inhibitor, such as carbidopa
or benserazide, which cannot itself pass the blood-brain-barrier. Levodopa combined with carbidopa or benserazide is
now the treatment of choice when levodopa is indicated. Solid dosage forms containing a combination of levodopa and
carbidopa are known and used to treat PD and other movement disorders. For instance, a rapid release oral tablet
containing levodopa and carbidopa together with cellulose, magnesium stearate and starch is marketed under the name
SINEMET®. However, even the levodopa/carbidopa combination therapy is often associated with severe side effects
such as dyskinesias and psychiatric disturbances.
[0006] Moreover, the currently available preparations are effective only for a relatively short period and can be even
deleterious under certain conditions. Using immediate release preparations of levodopa results in blood levels spikes
with blood levels of levodopa that are initially too high and then soon afterwards too low to be effective. Moreover, only
about 5 % of the levodopa dose thus administered reaches the brain.
[0007] Involuntary movements (dyskinesias) in the form of orofacial or limb chorea or dystonia are common side effects
of levodopa which often limit the possible dosage. Other side effects of levodopa include orthostatic hypotension, nightmares, hallucinations and, occasionally, toxic delirium. Hallucinations and delirium are most common in elderly, demented
patients. In some patients, the drug cannot reduce Parkinsonism without producing some degree of dyskinesia or other
side effects.
[0008] These side effects tend to occur at lower doses as treatment continues, and the so-called "wearing-off" and
"on-off" phenomena have emerged as major problems in the levodopa long-term treatment of Parkinson’s disease. After
2 to 5 years of treatment, >50 % of patients begin to experience fluctuations in their response to levodopa. In most of
these patients the benefit from each dose becomes shorter (the "wearing-off" effect) and some patients alternate unpredictably between mobility and immobility (the "on-off" effect). "On" periods are usually associated with high or rising
plasma levodopa concentrations and often include abnormal involuntary movements, i.e. dyskinesias, and uncontrollable
hyperactivity. "Off" periods have been correlated with low or falling plasma levodopa levels and bradykinetic episodes.
Swings from "on" to "off" periods can occur many times a day. Traditionally, such swings have been managed by keeping
individual doses of levodopa as low as possible and using dosing intervals as short as every 1 to 2 hours.
[0009] A number of techniques are generally known for formulating oral pharmaceutical compositions to control the
release behavior of the pharmaceutically active agent.
[0010] US 4,221,778 describes prolonged continuous release pharmaceutical preparations containing an ion exchange
resin having a pharmaceutically active drug adsorbed thereon to provide a drug/resin complex wherein at least a portion
of the complex is treated with a solvating agent and provided with a diffusion barrier coating. US 4,847,077, US 4,859,461,
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US 4,859,462 and US 4,959,219 describe similar preparations using different solvating agents and plasticizers.
[0011] US 6,001,392 describes a controlled-release antitussive syrup suspension for oral administration comprising
a mixture of coated and non-coated cation exchange resins onto which dextromethorphan has been loaded, wherein
about 30% of the drug/resin complexes are coated with a mixture of ethyl cellulose or ethyl cellulose latexes with
plasticizers and water dispersible polymers.
[0012] US 4,361,545 describes solid, orally administrable pharmaceutical compositions for the slow, zero order release
of drugs having a water solubility of about 1/5-1/500 (w/w) which comprises a combination of a surface controlling
compound having a water solubility of about 1/1-1/40 (w/w), an erosion controlling compound having a water solubility
of about 1/1-1/10 (w/w), a surface activator and a surfactant.
[0013] WO 94/06416 A1 describes a pharmaceutical tablet consisting of a first layer containing one or more drugs
with immediate or controlled release formulation, a second layer containing one or more drugs, either equal to or different
from those of the first layer, with slow release formulation, and a low-permeability barrier-type layer coating said second
layer or, alternatively, placed between the first and second layer.
[0014] Efforts have also been made to provide controlled release oral dosage combinations of levodopa and carbidopa.
[0015] US 4,832,957, US 4,900,755 and US 4,983,400 describe a matrix or monolithic drug delivery system containing
carbidopa and levodopa as active agents wherein the drugs are uniformly dispersed in a polymer vehicle at a concentration
that is greater than either drug solubility in the polymer vehicle. The preferred vehicle is a combination of the water
soluble polymer hydroxypropylcellulose and the less water soluble copolymer of polyvinyl acetate crotonic acid. Another
preferred vehicle is polymethyl methacrylate.
[0016] US 2003/0224045 A1 describes a pharmaceutical dosage form comprising both immediate release and controlled release components comprising a combination of carbidopa and levodopa for the treatment of ailments associated
with depleted amounts of dopamine in a patient’s brain tissue.
[0017] WO 01/01984 A1 describes pharmaceutical compositions comprising levodopa, carbidopa and entacapone,
and in particular an oral solid composition comprising pharmacologically effective amounts of levodopa, carbidopa and
entacapone wherein a substantial amount of carbidopa is separated from entacapone and/or levodopa.
[0018] WO 99/17745 A1 describes a controlled-release monolithic system for oral administration comprising a disintegrating layer, an erodible layer and a swelling layer, of which two are external and one is intermediate, each layer
containing one or more drugs such as levodopa and/or carbidopa.
[0019] EP 0 324 947 A1 generally describes pharmaceutical compositions comprising levodopa and decarboxylase
inhibitors, wherein the levodopa is either bound to an ion-exchange resin to form a complex which is filled into capsules
or is applied to neutral pellets which can be provided with one or more polymer coatings.
[0020] A controlled release solid oral dosage formulation comprising levodopa and carbidopa in a polymer vehicle of
hydroxypropylcellulose and polyvinylacetate-crotonic acid copolymer is marketed under the name SINEMET® CR.
[0021] The existing controlled release formulations comprising levodopa/carbidopa suffer from a number of disadvantages. In particular, these preparations typically exhibit a delayed onset. For example, the peak effect of the commercially
available SINEMET® CR tablets was shown to occur one hour later than that of conventional SINEMET® tablets.
Moreover, the bioavailability of existing controlled release formulations is low. At the same time, the clinical response
to controlled release tablets was found to be less reliable and less predictable as compared to conventional formulations.
Existing controlled release formulations of levodopa suffer from inadequate inter and intra patient reproducibility of blood
levels. This is particularly problematic in the case of levodopa, where dosage often has to be increased over time to
maintain efficacy, which further contributes to the development of long-term side effects.
[0022] In particular, it has been found that existing controlled release formulations of levodopa fail to provide a favorable
effect comparable with continuous administration of levodopa such as via intravenous infusion. One the other hand,
intravenous infusion of levodopa, in addition to being much less convenient for the patient, was found to frequently cause
sclerosis of the peripheral veins.
[0023] US 2008/0051459 A1 describes a duodenal pump with intestinal administration of a composition comprising
levodopa and optionally carbidopa continuously over a period greater than 16 hours. The clear disadvantage of this
method of levodopa/carbidopa drug delivery is a need for a patient to have permanent duodenal or jejunal intubation,
which is cumbersome, painful and prone to infections.
[0024] It is therefore an object of the present invention to overcome the disadvantages of the prior art and to provide
an oral delivery system allowing for controlled and site specific release of drugs, and in particular drugs with narrow
therapeutic windows such as levodopa and other drugs used in the treatment of Parkinson’s disease and other movement
disorders, to achieve maximal absorption, bioavailability, and optimal blood levels.
Description of the invention
[0025] The invention relates to an oral pharmaceutical composition comprising coated particles of a complex of at
least one active agent with an ion-exchange resin, wherein said particles are coated with a bioadhesive coating layer
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comprising at least one bioadhesive material and further comprise an enteric coating layer which is placed over the
bioadhesive layer and comprises at least one enteric coating material, wherein the active agent is selected from the
group consisting of levodopa, carbidopa, benserazide, entacapone and mixtures thereof, alendronate, olanzapine, risperidone and ropinirole, and wherein the bioadhesive material is selected from the group consisting of optionally
crosslinked homopolymers of acrylic acid or an alkylacrylic acid and optionally crosslinked copolymers of acrylic acid or
methacrylic acid with a (C10-C 30)alkyl acrylate.
[0026] The composition according to the invention comprises at least one active agent. It will be understood that any
such active agent is generally present in the composition in a therapeutically effective amount. The term "therapeutically
effective amount" refers to an amount or quantity of active agent that is sufficient to elicit an appreciable biological
response when administered to a patient. The composition of the invention is particularly suitable for active agents
belonging to Class I of the Biopharmaceutics Classification System (BCS). BCS Class I active agents are characterized
in exhibiting both high permeability and high solubility. Examples of BCS Class I active agents include levodopa and
risperidone.
[0027] Active agents having short biological half-lives in the order of up to about 8 hours are also preferred. Examples
include levodopa, carbidopa, benserazide and entacapone.
[0028] Levodopa, carbidopa, benserazide, entacapone and mixtures thereof are particularly preferred.
[0029] The composition of the invention can comprise a combination of two or more active agents. Preferred combinations of active agents include levodopa/carbidopa, levodopa/benserazide and levodopa/ carbidopa/entacapone.
[0030] Unless indicated otherwise, all references to active agents herein are meant to include pharmaceutically acceptable salts and solvates thereof. Such references are further meant to include both crystalline and amorphous forms.
As used herein, the term "pharmaceutically acceptable" refers to materials that are suitable for use in humans and
animals without excessive toxicity, commensurate with a reasonable benefit/risk ratio.
[0031] The composition of the invention comprises coated particles of a complex of at least one active agent with an
ion exchange resin.
[0032] Suitable ion exchange resins are typically water-insoluble and comprise a pharmacologically inert organic or
inorganic matrix containing covalently bound functional groups that are ionic or capable of being ionized under appropriate
pH conditions. Examples of organic matrices include synthetic matrices (e.g. polymers or copolymers of acrylic acid,
methacrylic acid, styrene sulfonate or divinylbenzene sulfonate) and partially synthetic matrices (e.g. modified cellulose
or dextran). Examples of inorganic matrices include silica gel modified by the addition of ionic groups. The covalently
bound ionic groups can be strongly acidic (e.g. sulfonic acid groups), weakly acidic (e.g. carboxylic acid groups), strongly
basic (e.g. quaternary ammonium groups), weakly basic (e.g. primary amine groups) or a combination of acidic and
basic groups. Ion exchange resins suitable for ion exchange chromatography or deionization of water are normally also
suitable for use in the present invention. Such ion exchange resins are for instance described by H. F. Walton, "Principles
of Ion Exchange" in E. Heftmann (Ed.), "Chromatography: A laboratory handbook of chromatographic and electrophoretic
methods", 3rd ed., Van Nostrand, New York, 1975, pp. 312-343. Suitable ion exchange resins typically have exchange
capacities below about 6 meq./g (milliequivalents per gram) and particularly below about 5.5 meq./g of dry resin (free
acid or base form).
[0033] The ion exchange resin is preferably selected from the group consisting of polymers and copolymers of acrylic
acid, methacrylic acid and styrene modified with ionic groups, cellulose modified with ionic groups, dextran modified
with ionic groups and silica gel modified with ionic groups. Suitable ionic groups include sulfonate groups, tertiary amine
groups and quaternary ammonium groups. Polymers and copolymers of styrenesulfonate, styrylmethyltrimethylammonium salts and dimethylaminomethylstyrene are particularly preferred.
[0034] It is further preferred that the ion exchange resin is crosslinked with a crosslinking agent. Suitable crosslinking
agents are generally known in the art. Preferred crosslinking agents are divinyl and polyvinyl compounds, most preferably
divinylbenzene. The ion exchange resin is preferably crosslinked to an extent of about 3 to about 20 wt.%, particularly
about 4 to about 16 wt.%, more preferably about 6 to about 10 wt.%, and most preferably about 8 wt.% based on the
total weight of dry resin (free acid or base form).
[0035] It is particularly preferred that the ion exchange resin is a crosslinked sulfonated copolymer of styrene and
divinylbenzene, which is preferably crosslinked to an extent of about 8 wt.% based on the total weight of dry resin
(H+-form). This ion exchange resin typically has an ion exchange capacity of about 4.5 to 5.5 meq./g of dry resin (H+-form).
Another preferred ion exchange resin is a crosslinked copolymer of styrene functionalized with quaternary ammonium
groups and divinylbenzene, which is preferably crosslinked to an extent of about 8 wt.% based on the total weight of dry
resin (H+-form). This ion exchange resin typically has an ion exchange capacity of about 3 to 4 meq./g of dry resin
(H+-form).
[0036] The ion exchange resin preferably has an average particle size in the range of from about 10 to about 1000
mm, particularly in the range of from about 20 to about 250 mm, most preferably in the range of from 25 to about 200
mm. The ion exchange resin can be in the form of irregularly shaped particles having an average particle size in the
range of from about 40 to about 250 mm, or spherical particles having an average particle size in the range of from about
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45 to about 150 mm.
[0037] It is further preferred that the complex of the at least one active agent with the ion-exchange resin comprises
the active agent(s) in an amount of about 5 to 80 wt.%, particularly 10 to 70 wt.%, more preferably 20 to 60 wt.%, and
most preferably 30 to 50 wt.%, based on the total weight of the complex.
[0038] The average particle size of the complex of the at least one active agent with the ion exchange resin is preferably
about 10 to 3000 mm, particularly about 30 to 2000 mm, and most preferably about 50 to 1000 mm. It is further preferred
that at least about 85 %, particularly at least about 95 %, and most preferably at least about 98 % by volume of the
particles have an average particle size within these preferred ranges. As used herein, the term average particle size
refers to the volume average. Particle size can be determined by sieve analysis or laser diffraction analysis as generally
known in the art. Sieve analysis is typically performed on a dry powder sample. Laser diffraction analysis can be performed
using a sample as dry powder or suspended in an inert liquid vehicle such as purified water for instance using a Malvern
Mastersizer Apparatus MS 2000.
[0039] The coated particles further comprise a bioadhesive coating layer comprising at least one bioadhesive material
selected from optionally crosslinked polymers and copolymers of acrylic acid or alkylacrylic acids and optionally
crosslinked copolymers of acrylic acid or methacrylic acid with a (C10-C30)alkyl acrylate. The term "bioadhesive" generally
refers to a material which is capable of imparting adhesion of particles to a biological surface (e.g. tissue and/or cells)
and in particular to a mucous membrane.
[0040] Suitable bioadhesive materials typically have a weight average molecular weight of at least about 10,000
Daltons, preferably at least about 50,000
[0041] Daltons, more preferably at least about 100,000 Daltons, still more preferably at least about 1,000,000 Daltons,
and most preferably from about 1,000,000 to about 10,000,000 Daltons.
[0042] Suitable crosslinkers include vinyl and allyl ethers of polyalcohols, particularly allyl sucrose, allyl pentaerythritol
and divinyl glycol. Homopolymers of acrylic acid crosslinked with allyl sucrose or allyl pentaerythritol and copolymers of
acrylic acid and (C10-C30)alkyl acrylate crosslinked with allyl pentaerythritol are particularly preferred.
[0043] It is further preferred that the bioadhesive coating layer is present in an amount of 1 to 30 wt.%, particularly 2
to 10 wt.% and more preferably 3 to 7 wt.% based on the combined weight of the complex, an optionally present release
modifying coating layer and the bioadhesive coating layer.
[0044] The coated particles optionally comprise a release modifying coating layer which is placed between the complex
and the bioadhesive layer and comprises at least one release modifying material. In certain embodiments, particularly
if the active agent(s) belong to Class II or IV of the Biopharmaceutics Classification System (BCS), which active agents
are characterized in exhibiting low solubility, the composition can consist exclusively of particles that do not comprise a
release modifying coating layer. Preferably at least a portion of the coated particles comprise the release modifying
coating layer. The release modifying material is preferably selected from delayed release materials and/or controlled
release materials.
[0045] Suitable delayed release materials typically possess no or limited solubility or erodibility in a first environment,
while being soluble and/or erodible in a second environment. Examples of suitable delayed release materials include
anionic cellulose derivatives, anionic vinyl resins, anionic acrylic resins and combinations thereof. Preferred anionic
cellulose derivatives include cellulose ethers, cellulose esters and cellulose ester-ethers, particularly alkylcelluloses,
hydroxyalkylcelluloses, hydroxyalkylalkylcelluloses and acylcelluloses, which are esterified with di- or tricarboxylic acids.
Cellulose acetate phthalate, cellulose acetate trimellitate, hydroxypropyl methylcellulose phthalate and hydroxypropyl
methylcellulose acetate succinate are particularly preferred. Preferred anionic vinyl resins include polyvinylesters which
are esterified with di- or tricarboxylic acids. Polyvinyl acetate phthalate is particularly preferred. Preferred anionic acrylic
resins include polymers and copolymers of acrylic acid or alkylacrylic acid, particularly copolymers of acrylic or methacrylic
acid with alkylacrylates or alkylmethacrylates. Poly(methacrylic acid-co-ethylacrylate) and poly(methacrylic acid-comethylmethacrylate) are particularly preferred. Most preferred as delayed release materials are cellulose acetate phthalate, polyvinyl acetate phthalate, poly(methacrylic acid-co-ethylacrylate) 1:1, hydroxypropyl methylcellulose acetate succinate, poly(methacrylic acid-co-methylmethacrylate) 1:1, poly(methacrylic acid-co-methylmethacrylate) 1:2 and combinations thereof, and most preferably cellulose acetate phthalate, polyvinyl acetate phthalate, poly(methacrylic acidco-ethylacrylate) 1:1, hydroxypropyl methylcellulose acetate succinate and combinations thereof. Suitable controlled
release materials generally include natural and synthetic film-forming materials having diffusion barrier properties. Such
materials generally should be insoluble in water and permeable to water and active agent. However, it can be desirable
to incorporate a water-soluble substance, such as methyl cellulose, to alter the permeability of the coating, or to incorporate
an acid-insoluble, base-soluble substance to act as an enteric coating. Examples of suitable controlled release materials
are also described by R. C. Rowe in "Materials used in Pharmaceutical Formulation", A. T. Florence (Ed.), Blackwell
Scientific Publications, Oxford, 1984, pp. 1-36. Examples of suitable controlled release materials include cellulose derivatives such as cellulose ethers and cellulose esters, (meth)acrylic resins such as acrylate and methacrylate polymers
and copolymers, vinyl resins such as polymers and copolymers of vinylpyrrolidone, vinylacetate and vinylchloride, shellac,
zein, rosin esters, silicone elastomers and mixtures thereof. Preferred cellulose derivatives include alkylcelluloses, hy-

5

EP 2 694 038 B1

5

10

15

20

25

30

35

40

45

50

55

droxyalkylcelluloses, hydroxyalkylalkylcelluloses and acylcelluloses, particularly ethyl cellulose, methyl cellulose, hydroxypropyl methylcellulose and cellulose acetate. Preferred (meth)acrylic resins include acrylate and methacrylate
copolymers optionally comprising quaternary amine functional groups, particularly poly(ethyl acrylate-co-methyl methacrylate) and poly(ethyl acrylate-co-methyl methacrylate-co-trimethylammonioethyl methacrylate chloride), more particularly poly(ethyl acrylate-co-methyl methacrylate) 2:1, poly(ethyl acrylate-co-methyl methacrylate-co-trimethylammonioethyl methacrylate chloride) 1:2:0.1 and poly(ethyl acrylate-co-methyl methacrylate-co-trimethylammonioethyl methacrylate chloride) 1:2:0.2. Preferred vinyl resins include polyvinylpyrrolidone, poly(vinylpyrrolidone-co-vinylacetate) and
mixtures thereof. Ethyl cellulose, methyl cellulose and mixtures thereof are particularly preferred. Most preferably the
controlled release coating comprises a water-based ethyl cellulose latex or pseudolatex plasticized with dibutyl sebacate
or vegetable oils.
[0046] The release modifying coating layer is preferably present in an amount of from about 5 to about 70 wt.%,
particularly about 10 to about 60 wt.%, and more preferably about 20 to about 50 wt.%, based on the combined weight
of the complex and the release modifying coating layer. Variations in the amount of release modifying material and/or
the use of mixtures of coated and uncoated particles can be employed to selectively modify the dissolution profile as
desired. It is preferred that about 20 to about 80 %, more preferably about 30 to about 70 % and most preferably about
40 to about 60 % of the particles comprise a release modifying coating layer.
[0047] According to a preferred embodiment, the composition comprises at least two groups of coated particles differing
in the amount and/or the composition of release modifying material and/or comprising different active agents.
[0048] In one embodiment, the composition comprises a first group of coated particles comprising a release modifying
layer and a second group of coated particles having no release modifying layer or having a release modifying layer with
a lower amount of release modifying material. In another embodiment, the composition comprises two groups of coated
particles comprising release modifying layers differing in the composition of the release modifying material. In these
embodiments, those particles having no release modifying layer or having a release modifying layer with a lower amount
of release modifying material will exhibit a faster release of active agent. Likewise, groups of particles differing in the
composition of the release modifying material will exhibit different release behaviors.
[0049] When the composition comprises at least two different groups of coated particles, the active agent(s) of these
groups of particles can be the same or different. When the active agent(s) are the same, the combination of different
groups of coated particles exhibiting different release behavior can be used to adapt the overall release profile of the
active agent. When the active agent(s) are different, the different active agents can be provided according to different
release profiles, e.g. one active agent can be released faster and/or earlier than another active agent.
[0050] It will be appreciated that these and other embodiments can also be combined to provide compositions comprising any number of different groups of coated particles. For example, a composition in accordance with the invention
can comprise a first group of coated particles comprising a first active agent or combination of active agents and a
release modifying layer, a second group of coated particles comprising the same active agent or combination of active
agents without a release modifying layer and a third group of coated particles comprising a different active agent or
combination of active agents.
[0051] The coated particles further comprise an enteric coating layer which is placed over the bioadhesive layer and
comprises at least one enteric coating material. The enteric coating layer is preferably placed directly over the bioadhesive
layer, i.e. without another layer between the bioadhesive layer and the enteric coating layer. Suitable enteric coating
materials are generally known in the art. They are typically substantially resistant to gastric juices so as to largely prevent
release of active agent in the stomach and thus promote enteric release. Examples of suitable enteric coating materials
include anionic cellulose derivatives, anionic vinyl resins, anionic acrylic resins.
[0052] Preferred anionic cellulose derivatives include cellulose ethers, cellulose esters and cellulose ester-ethers such
as alkylcelluloses, hydroxyalkylcelluloses, hydroxyalkylalkylcelluloses or acylcelluloses, which are esterified with di- or
tricarboxylic acids such as phthalic acid, hexahydrophthalic acid, trimellitic acid or succinic acid and pharmaceutically
acceptable salts thereof. Cellulose ether phthalates, cellulose ester phthalates, cellulose ester-ether phthalates and
pharmaceutically acceptable salts thereof are preferred. Particularly preferred are cellulose acetate phthalate, cellulose
diacetate phthalate, cellulose triacetate phthalate, methylcellulose phthalate, hydroxypropyl cellulose phthalate, hydroxypropyl methylcellulose phthalate, cellulose acetate hexahydrophthalate, hydroxypropyl methylcellulose hexahydrophthalate and pharmaceutically acceptable salts thereof. Preferred pharmaceutically acceptable salts include alkaline,
alkaline earth and ammonium salts, particularly sodium cellulose acetate phthalate, calcium cellulose acetate phthalate
and ammonium hydroxypropyl methylcellulose phthalate.
[0053] Preferred anionic vinyl resins include polyvinylesters which are esterified with di- or tricarboxylic acids such as
phthalic acid, hexahydrophthalic acid, trimellitic acid or succinic acid and pharmaceutically acceptable salts thereof.
Polyvinyl acetate phthalate is particularly preferred. Even more preferred are mixtures of anionic vinyl resins with phthalate
plasticizers such as dialkyl phthalates, e.g. diethyl phthalate or dibutyl phthalate, alkylaryl phthalates or diarylphthalates.
[0054] Preferred anionic acrylic resins include polymers and copolymers of acrylic acid or alkylacrylic acid, and in
particular copolymers of acrylic or methacrylic acid with alkylacrylates or alkylmethacrylates. Examples include po-
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ly(methacrylic acid-co-ethylacrylate), poly(methacrylic acid-co-methylmethacrylate) and combinations thereof, preferably
poly(methacrylic acid-co-methylmethacrylate) 50:50, poly(methacrylic acid-co-methylmethacrylate) 30:70, poly(methacrylic acid-co-dimethylaminoethylmethacrylate-co-ethylacrylate), poly(methacrylic acid-co-methylmethacrylate-coethylacrylate), and combinations thereof, more preferably poly(methacrylic acid-co-methylmethacrylate) 50:50 having
an average molecular weight of about 135,000 g/mol, poly(methacrylic acid-co-methylmethacrylate) 30:70 having an
average molecular weight of about 135,000 g/mol, poly(methacrylic acid-co-dimethylaminoethylmethacrylate-co-ethylacrylate) having an average molecular weight of about 750,000 g/mol, poly(methacrylic acid-co-methylmethacrylate-coethylacrylate) having an average molecular weight of about 1,000,000 g/mol and combinations thereof.
[0055] Other suitable enteric coating materials include: (a) keratin, keratin sandarac-tolu, salol (phenyl salicylate),
salol beta-naphthylbenzoate and acetotannin, salol with balsam of Peru, salol with tolu, salol with gum mastic, salol and
stearic acid, and salol and shellac; (b) formalized protein, formalized gelatin, and formalized crosslinked gelatin and ion
exchange resins; (c) myristic acid-hydrogenated castor oil-cholesterol, stearic acid-mutton tallow, stearic acid-balsam
of tolu, and stearic acid-castor oil; (d) shellac, ammoniated shellac, ammoniated shellac-salol, shellac-wool fat, shellaccetyl alcohol, shellac-stearic acid-balsam of tolu, and shellac n-butyl stearate; (e) abietic acid, methyl abictate, benzoin,
balsam of tolu, sandarac, mastic with tolu, and mastic with cetyl alcohol.
[0056] The presence and nature of an enteric coating can be chosen according to the desired site of release of the
active agent. If the active agent is to be released in the stomach, the particles will usually not comprise an enteric coating
layer. However, only compositions comprising particles with an enteric coating layer are part of the claimed invention.
[0057] If the active agent is to be released in the duodenum, the enteric coating material is preferably chosen to
dissolve at a pH in the range of about 5.0-6.0 and in particular about 5.5-6.0. Particles comprising such an enteric coating
are particularly preferred when the active agent is levodopa. Suitable enteric coating materials include poly(methacrylic
acid-co-ethyl acrylate) and particularly poly(methacrylic acid-co-ethyl acrylate) 1:1.
[0058] If the active agent is to be released in the ileum, the enteric coating material is preferably chosen to dissolve
at a pH in the range of about 6.0 to 7.0 and in particular about 6.0 to 6.5. Suitable enteric coating materials include
poly(methacrylic acid-co-methyl methacrylate) and particularly poly(methacrylic acid-co-methyl methacrylate) 1:1.
[0059] If the active agent is to be released in the colon, the enteric coating material is preferably chosen to dissolve
at a pH in the range of about 6.5 to 7.5 and in particular above 7.0. Suitable enteric coating materials include poly(methacrylic acid-co-methyl methacrylate) and poly(methyl acrylate-co-methyl methacrylate-co-methacrylic acid) and particularly poly(methacrylic acid-co-methyl methacrylate) 1:2 and poly(methyl acrylate-co-methyl methacrylate-co-methacrylic acid) 7:3:1.
[0060] It is further preferred that the enteric coating layer is present in an amount of 1 to 80 wt.%, particularly 10 to
60 wt.%, and more preferably 30 to 50 wt.%, based on the total weight of the coated particles.
[0061] It has surprisingly been found that the oral pharmaceutical composition according to the invention provides a
reproducible, site specific and controlled release of active agents whereby the active agents are released initially fast,
to have a fast onset of action, and then slowly and substantially continuously over an extended period of time, e.g. over
a 1 to 10-hour period, to provide blood levels that are within the therapeutic window. These superior properties reduce
the required total daily dose as well as the number of daily doses, thereby reducing both short and long-term side effects.
[0062] Without wishing to be bound by any particular theory, it is believed that the bioadhesive material provides for
the retention of the multitude of coated particles via adherence to a biological surface at the desired site of absorption
of the active agent, such as a desired site within a patient’s gastrointestinal tract. The rate of release of the active agent
from its complex with the ion exchange resin depends in particular on the ionic strength of the surrounding fluid at the
particular site of absorption, which is relatively constant intra and inter patient. An uncontrolled and irregular release of
active agent, for instance throughout the patient’s gastrointestinal tract, is thus prevented.
[0063] The composition preferably exhibits a release of active agent characterized in that the total amount of active
agent released is not more than 60 wt.% after 2 h, not more than 70 wt.% after 4 h and not more than 90 wt.% after 8
h (USP method #2, paddle rotation speed 50 rpm, 37 °C, dissolution medium 0-1 h: 500 ml 0.1 N HCl, 1-12 h: buffer
mixture [500 ml 0.1 N HCl + 500 ml phosphate buffer], pH 6.25, ionic strength 0.075).
[0064] It is particularly preferred that the composition exhibits a zero order, pseudo-zero order, first order or pseudofirst order release profile. A "zero order" release profile characterizes the release profile of a dosage form that releases
a constant amount of drug per unit time. A "pseudo zero order" release profile is one that approximates a zero-order
release profile. A "first order" release profile characterizes the release profile of a dosage form that releases a constant
percentage of an initial drug charge per unit time. A "pseudo-first order" release profile is one that approximates a first
order release profile.
[0065] The average particle size of the coated particles is preferably about 20 to about 5000 mm, particularly about
50 to about 4000 mm, and most preferably about 70 to about 3000 mm. It is further preferred that at least about 85 %,
particularly at least about 95 %, and most preferably at least about 98 % by volume of the particles have an average
particle size within these preferred ranges.
[0066] The coated particles typically have a specific gravity (SG) that is higher than the specific gravity of duodenal
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fluids (SG = 1.008-1.03) or intestinal fluids (SG = 1.007-1.009). As used herein, the term "specific gravity" means the
ratio of the density of the particles to the density of water at 4 °C. Preferably the coated particles have a specific gravity
in the range from 1.1 to 2.0, more preferably from 1.2 to 1.8. Specific gravity of the coated particles can be calculated
from the volume of water displacement (ΔV) resulting from addition of a sample into water at 4 °C, the mass of the
sample (m) and the density of water at 4 °C (ρH2O) in accordance with the following formula:

[0067] The coated particles in accordance with the invention typically exhibit a large specific surface area. As used
herein, the term "specific surface area" typically means BET surface area. BET-surface areas can be determined by
calculation from desorption data of nitrogen obtained on a BET FlowSorb II 2300 (Micromeritics Instrument Corp., USA)
using a mixture of 30 vol.% nitrogen and 70 vol.% helium at 77 K. Preferably, the coated particles exhibit a specific
surface area in the range of from about 3,000 to 20,000 m2/m 3. In another embodiment, the coated particles exhibit a
specific surface area in the range of from about 1 to 200 m2/g.
[0068] In one embodiment, the oral pharmaceutical composition according to the invention comprises coated particles
of a complex of at least one active agent with an ion-exchange resin, wherein (i) said particles are coated with a
bioadhesive coating layer comprising at least one bioadhesive material and (ii) the coated particles further comprise an
enteric coating layer which is placed, preferably directly, over the bioadhesive layer and comprises at least one enteric
coating material.
[0069] According to a preferred embodiment, the oral pharmaceutical composition according to the invention comprises
coated particles of a complex of at least one active agent with an ion-exchange resin, wherein (i) said particles are
coated with a bioadhesive coating layer comprising at least one bioadhesive material and (ii) the coated particles further
comprise an enteric coating layer which is placed over the bioadhesive layer and comprises at least one enteric coating
material and (iii) at least a portion of the coated particles further comprises a release modifying coating layer which is
placed between the complex and the bioadhesive layer and comprises at least one release modifying material.
[0070] According to a particularly preferred embodiment, the coated particles comprise:
(a) 1 to 50 wt.%, particularly 5 to 40 wt.% and preferably 10 to 20 wt.% of the at least one active agent;
(b) 1 to 50 wt.%, particularly 10 to 35 wt.% and preferably 15 to 25 wt.% of the ion-exchange resin;
(c) 0 to 50 wt.%, particularly 1 to 50 wt.%, preferably 10 to 40 wt.% and more preferably 15 to 30 wt.% of the release
modifying material;
(d) 0.5 to 30 wt.%, particularly 1 to 10 wt.% and preferably 2 to 8 wt.% of the bioadhesive material; and
(e) 0 to 80 wt.%, particularly 1 to 80 wt.%, preferably 10 to 60 wt.% and more preferably 30 to 50 wt.% of the enteric
coating material;
based on the total weight of the coated particles.
[0071] The composition can further comprise at least one active agent, or a pharmaceutically acceptable salt or solvate
thereof, outside the coated particles to provide an immediate boost of active agent. The active agent(s) can be identical
with or different from the active agent (s) contained in the coated particles. The active agent(s) can optionally be combined
or coated with an enteric material.
[0072] The composition according to the invention is particularly suitable for active agents having narrow therapeutic
windows such as levodopa, carbidopa, benserazide and/or entacapone.
[0073] In a particularly preferred embodiment, the composition comprises levodopa and carbidopa or benserazide in
a ratio of 20:1 to 1:1, preferably 15:1 to 2:1, and most preferably 10:1 to 4:1.
[0074] In the final formulation, besides the coated particles in the various forms defined above, other suitable substances
can be admixed. These other substances can be bound to the ion exchange resin, and coated with some or all of the
coating layers defined above as necessary to provide desirable dissolution profile, or they can be in their free native
solid or liquid form.
[0075] The composition of the invention can further comprise excipients. Suitable types of excipients include adsorbents, antioxidants, acidifying agent, alkalizing agent, buffering agents, colorants, flavorants, sweetening agents, antiadherents, binders, diluents, direct compression excipients, disintegrants, glidants, lubricants, opacifiers and/or polishing
agents.
[0076] The term "antioxidant" generally refers to an excipient used to inhibit oxidation and thus prevent deterioration
of active agents by oxidative processes. Suitable antioxidants include ascorbic acid, ascorbyl palmitate, butylated hydroxyanisole, butylated hydroxytoluene, hypophosphorous acid, monothioglycerol, propyl gallate, sodium ascorbate,
sodium bisulfite, sodium formaldehyde sulfoxylate and sodium metabisulfite.
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[0077] The term "sweetening agent" generally refers to an excipient used to impart sweetness to a pharmaceutical
composition. Suitable sweetening agents include aspartame, dextrose, glycerin, mannitol, saccharin sodium, sorbitol
and sucrose.
[0078] The term "colorant" generally refers to an excipient used to impart color to a pharmaceutical composition.
Suitable colorants include FD&C Red No. 3, FD&C Red No. 20, FD&C Yellow No. 6, FD&C Blue No. 2, D&C Green No.
5, D&C Orange No. 5, D&C Red No. 8, other F.D. & C. dyes, caramel, red ferric oxide, and natural coloring agents such
as grape skin extract, beet red powder, beta-carotene, annatto, carmine, turmeric or paprika. The amount of colorant
used will vary as desired.
[0079] The term "flavorant" generally refers to an excipient used to impart a pleasant flavor and often also odor to a
pharmaceutical composition. Suitable flavorants generally include synthetic flavoring oils, flavoring aromatics, natural
oils, extracts from whole plants or parts thereof such as leaves, flowers, fruits or combinations thereof. Examples include
cinnamon oil, wintergreen oil, peppermint oils, clove oil, bay oil, anise oil, eucalyptus oil, thyme oil, cedar leave oil,
nutmeg oil, sage oil, bitter almond oil and cassia oil. Other useful flavorants include vanilla, citrus fruit oils such as lemon,
orange, grape, lime or grapefruit oil, and fruit essences such as apple, pear, peach, strawberry, raspberry, cherry, plum,
pineapple or apricot essence. Flavorants that have been found to be particularly useful include commercially available
orange, grape, cherry and bubble gum flavors and mixtures thereof. The amount of flavoring can depend on a number
of factors, including the organoleptic effect desired, can be adapted as needed by those of ordinary skill in the art.
Particularly preferred flavors are grape and cherry flavors and citrus fruit flavors such as orange flavor.
[0080] Plasticizers can also be included in the pharmaceutical composition to modify the properties and characteristics
of the polymers used in the coating layers or core of the composition. The term "plasticizer" generally refers to a compound
used to plasticize or soften a component, such as a polymer or binder, of the pharmaceutical composition. Suitable
plasticizers generally include low molecular weight polymers, oligomers, copolymers, oils, small organic molecules, low
molecular weight polyols having aliphatic hydroxyl groups, ester-type plasticizers, glycol ethers, polypropyleneglycols,
multi-block polymers, single-block polymers, low molecular weight polyethyleneglycol, citrate ester-type plasticizers,
triacetin, propylene glycol and glycerin. Such plasticizers can also preferably include ethylene glycol, 1,2-butylene glycol,
2,3-butylene glycol, styrene glycol, diethylene glycol, triethylene glycol, tetraethylene glycol and other polyethyleneglycol
compounds, monopropylene glycol monoisopropyl ether, propylene glycol monoethyl ether, ethylene glycol monoethyl
ether, diethylene glycol monoethyl ether, sorbitol lactate, ethyl lactate, butyl lactate, ethyl glycolate, acetyltributylcitrate,
most preferably triethyl citrate, dibutylsebacate, acetyl triethyl citrate, tributyl citrate and allyl glycolate. All such plasticizers
are generally commercially available. It is also contemplated that a combination of plasticizers can be used in the present
formulation. The PEG based plasticizers are available commercially or can be made by a variety of methods, such as
disclosed in "Poly(ethylene glycol) Chemistry: Biotechnical and Biomedical Applications" (J. M. Harris, Ed.; Plenum
Press, NY).
[0081] The compositions of the invention can also include oils, for example fixed oils, such as peanut oil, sesame oil,
cottonseed oil, corn oil and most preferably olive oil, fatty acids such as oleic acid, stearic acid and isostearic acid, fatty
acid esters such as ethyl oleate, isopropyl myristate, fatty acid glycerides and acetylated fatty acid glycerides. Optional
further ingredients include alcohols such as ethanol, isopropanol, hexadecanol, glycerol and propylene glycol, glycerol
ketals such as 2,2-dimethyl-1,3-dioxolane-4-methanol, ethers such as poly(ethyleneglycol) 450, petroleum hydrocarbons
such as mineral oil and petrolatum, water or mixtures thereof with or without the addition of a pharmaceutically suitable
surfactant, suspending agent or emulsifying agent.
[0082] Soaps and synthetic detergents can be employed as surfactants and as vehicles for detergent compositions.
Suitable soaps include alkaline, ammonium and triethanolamine salts of fatty acids. Suitable detergents include cationic
detergents, such as dimethyl dialkyl ammonium halides, alkyl pyridinium halides and alkylamine acetates, anionic detergents, such as alkyl, aryl and olefin sulfonates, alkyl, olefin, ether and monoglyceride sulfates and sulfosuccinates.
Preferred detergents include amphoteric detergents, such as alkyl-beta-amino-propionates and 2-alkylimidazoline quaternary ammonium salts and mixtures thereof, most preferably nonionic detergents, such as fatty amine oxides, fatty
acid alkanolamides and poly(oxyethylene)-block-poly(oxypropylene) copolymers.
[0083] Various other components can be added to the compoistion for optimization of a desired active agent release
profile including glycerylmonostearate, nylon, cellulose acetate butyrate, d,1-poly(lactic acid), 1,6-hexanediamine, diethylenetriamine, starches, derivatized starches, acetylated monoglycerides, gelatin coacervates, poly(styrene-comaleic acid), glycowax, castor wax, stearyl alcohol, glycerol palmitostearate, polyethylene, polyvinylacetate, polyvinylchloride, 1,3-butylene-glycoldimethacrylate, ethyleneglycoldimethacrylate and methacrylate hydrogels.
[0084] It should be understood that compounds used in the art of pharmaceutical formulation may serve a variety of
functions or purposes. Thus, if a compound named herein is mentioned only once or is used to define more than one
term herein, its purpose or function should not be construed as being limited solely to that named purpose(s) or function(s).
[0085] The pharmaceutical composition of the invention can assume any shape or form known in the art of pharmaceutical sciences. In particular, it can be a bar, plate, paraboloid of revolution, ellipsoid of revolution or the like. Preferably
the composition is in the form of a capsule, such as a hard or soft gelatine or vegetable capsule, a tablet, an oblong

9

EP 2 694 038 B1

5

10

15

20

25

30

35

40

45

50

55

tablet, a caplet, a pill, a sphere, a powder or a liquid suspension such as an unhydrous suspension with olive oil, glycerine,
polyethylene glycol or other suitable non-ionic vehicle. Most preferably the composition is in the form of a capsule. The
final form of the composition can also include surface markings, cuttings, grooves, letters and/or numerals for the
purposes of decoration, identification and/or other purposes. The dosage form can include a finish coat to provide the
desired shine, color, taste or other aesthetic characteristics. Materials suitable for preparing the finish coat are generally
known in the art.
[0086] Further preferred embodiments of the composition according to the invention are represented by oral formulations, particularly hard vegetable capsules, comprising:
1) Levodopa/carbidopa in a weight ratio of 4:1, particularly levodopa 50 mg/carbidopa 12.5 mg, wherein carbidopa
is in native powder immediate release form, and levodopa is in the form of ion exchange resin/drug particles coated
with bioadhesive and enteric coating layers.
2) Levodopa/carbidopa in a weight ratio of 4:1, particularly levodopa 100 mg/carbidopa 25 mg, wherein carbidopa
is in native powder immediate release form, and levodopa is in the form of a mixture of ion exchange resin/drug
particles coated with bioadhesive and enteric coating layers and ion exchange resin/drug particles coated with
release control, bioadhesive and enteric coating layers.
3) Levodopa/carbidopa in a weight ratio of 4:1, particularly levodopa 200 mg/carbidopa 50 mg, wherein carbidopa
is in native powder immediate release form, and levodopa is in the form of a mixture of ion exchange resin/drug
particles coated with bioadhesive and enteric coating layers and ion exchange resin/drug particles coated with
release control, bioadhesive and enteric coating layers.
4) Levodopa/entacapone/carbidopa in a weight ratio of 5-25:20:1-5, particularly levodopa 50-250 mg, entacapone
200 mg, carbidopa 10-50 mg, wherein levodopa is in the form of a mixture of ion exchange resin/drug particles
coated with bioadhesive and enteric coating layers and ion exchange resin/drug particles coated with release control,
bioadhesive and enteric coating layers, and entacapone and carbidopa are in form of ion exchange resin/drug
particles coated with bioadhesive and enteric coating layers or in native powder forms.
[0087] Alternatively, in the above embodiments, carbidopa can be replaced by benserazide.
[0088] The oral pharmaceutical composition of the present invention can be prepared by methods generally known
in the art. A typical process for preparing the composition comprises the steps of:
(i) contacting an active agent with an ion-exchange resin to obtain an active agent/ion exchange resin complex;
(ii) optionally coating the complex of step (i) with a coating layer comprising a release modifying material;
(iii) coating the complex of step (i) or the coated complex of step (ii) with a coating layer comprising a bioadhesive
material; and
(iv) optionally coating the coated complex of step (iii) with a coating layer comprising an enteric coating material.
[0089] In step (i), the active agent is preferably mixed with an aqueous suspension of the resin, and the resulting
complex is washed and dried. Adsorption of active agent onto the resin can be detected by measuring a change in the
pH of the reaction medium, or by measuring a change in concentration of counterions and/or active agent. The complex
is typically washed with an alcohol such as ethanol and/or water to insure removal of any unbound active agent. The
complexes are usually air-dried in trays at room temperature or elevated temperature. The binding can be performed,
for example, as a batch or column process, as is known in the art.
[0090] Binding of active agent to resin can generally follow one of four general reaction types. In the case of binding
a basic active agent to a cation exchange resin these are: (a) resin (salt form, e.g. Na+-form) plus active agent (salt
form), (b) resin (salt form, e.g. Na+-form) plus active agent (free base), (c) resin (H+-form) plus active agent (salt form),
and (d) resin (H+-form) plus active agent (free base). In the case of binding an acidic active agent to an anion exchange
resin these are: (a) resin (salt form, e.g. Cl--form) plus active agent (salt form), (b) resin (salt form, e.g. Cl--form) plus
active agent (free acid), (c) resin (OH--form) plus active agent (salt form); and (d) resin (OH--form) plus active agent
(free acid). All of these reactions except (d) involve byproducts formed by a competition of counterions with the active
agent for binding sites on the resin, thereby reducing the amount of active agent bound at equilibrium. Thus, both for
acidic and basic active agent truly stoichiometric binding of active agent to resin is accomplished only through reaction (d).
[0091] In steps (ii) to (iv), conventional coating solvents and coating procedures, such as fluid bed coating or spray
coating, can be employed to coat the particles. Techniques of fluid bed coating are taught, for example, in US 3,089,824,
US 3,117,027 and US 3,253,944. The coating is normally applied to the complex of active agent and ion exchange resin,
but alternatively can be applied to the resin before complexing with the active agent. The coating mixture is typically
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applied as a solution, dispersion or emulsion in a coating solvent. Examples of suitable coating solvents include methanol,
ethanol, isopropanol, isobutanol, n-butyl acetate, ethyl acetate, acetone, methyl ethyl ketone, hexane, methyl isobutyl
ketone, carbon tetrachloride, methylene chloride, ethylene chloride, trichloroethylene, tetrahydrofuran, 2-nitropropane,
toluene, xylene, mixtures thereof such as a mixture of methylene chloride and acetone. Methanol, ethanol, isopropanol,
isobutanol, n-butyl acetate and ethyl acetate are preferred.
[0092] The invention will be further illustrated by way of the following examples.
Brief description of the drawings
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[0093]
Fig. 1 shows the release of levodopa from 500 mg of the levodopa drug resin complex obtained in Example 1A
dispersed in deionized water at room temperature under stirring with a magnetic stirrer. NaCl was added as follows:
9 min: 200 mg; 36 min: 700 mg; 52 min: 1200 mg; 61 min: 3300 mg.

15

Fig. 2 shows the dissolution profile of coated LDRC obtained in Example 1B-1 in phosphate buffer (USP method
#2, paddle rotation speed 50 rpm, 37 °C, pH 5.5, ionic strength 0.075).
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Fig. 3 shows the dissolution profile of coated LDRC obtained in Example 1B-3 in phosphate buffer (USP method
#2, paddle rotation speed 50 rpm, 37 °C, pH 5.5, ionic strength 0.075)
Fig. 4 shows the dissolution profiles of coated LDRC obtained in Examples 1B-2 to 1B-4 in phosphate buffer (USP
method #2, paddle rotation speed 50 rpm, 37 °C, pH 6.0, ionic strength 0.075).
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Fig. 5 shows the dissolution profile of coated LDRC obtained in Example 1C-3 in phosphate buffer (USP method
#2, paddle rotation speed 50 rpm, 37 °C, pH 6.0, ionic strength 0.075).
Fig. 6 shows the dissolution profile of coated LDRC obtained in Example 1C-5 in phosphate buffer (USP method
#2, paddle rotation speed 50 rpm, 37 °C, pH 6.0, ionic strength 0.075).
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Fig. 7 shows the dissolution profiles of coated LDRC obtained in Examples 1D-2 to 1D-4 in phosphate buffer (USP
method #2, paddle rotation speed 50 rpm, 37 °C, dissolution medium 0-1 h: 0.1 N HCl, 1-12 h: phosphate buffer pH
6.25, ionic strength 0.075).
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Fig. 8 shows the dissolution profiles of coated LDRC obtained in Examples 1D-1 and 1D-4 in phosphate buffer (USP
method #2, paddle rotation speed 50 rpm, 37 °C, dissolution medium 0-1 h: 0.1 N HCl, 1-12 h: phosphate buffer pH
6.25, ionic strength 0.075).
Fig. 9 shows the dissolution profiles of uncoated ropinirole drug resin complex (RoDRC) obtained in Example 2A
and coated RoDRC obtained in Example 2D before and after sieving (USP method #2, paddle rotation speed 75
rpm, 37 °C, dissolution medium 0-1 h: 500 ml 0.1 N HCl, 1-10 h: buffer mixture [500 ml 0.1 N HCl + 500 ml phosphate
buffer], pH 5.6, ionic strength 0.075).
Fig. 10 shows the dissolution profile of coated alendronate drug resin complex (AlDRC) obtained in Example 3D
(USP method #2, paddle rotation speed 75 rpm, 37 °C, dissolution medium 1000 ml 0.1 M NaCl).
Fig. 11 shows the dissolution profile of coated risperidone drug resin complex (RiDRC) obtained in Example 4D
(USP method #2, paddle rotation speed 75 rpm, 37 °C, dissolution medium 0-1 h: 500 ml 0.1 N HCl, 1-12 h: buffer
mixture [500 ml 0.1 N HCl + 500 ml phosphate buffer], pH 5.6, ionic strength 0.075).
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Fig. 12 shows the dissolution profile of coated olanzapine drug resin complex (OzDRC) obtained in Example 5D
(USP method #2, paddle rotation speed 75 rpm, 37 °C, dissolution medium 0-1 h: 500 ml 0.1 N HCl, 1-12 h: buffer
mixture [500 ml 0.1 N HCl + 500 ml phosphate buffer], pH 5.6, ionic strength 0.075; 10 g of NaCl was added after
10.5 h).
55

Examples
[0094]

Release of levodopa was measured spectrophotometrically at 280 nm.
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A) Preparation of levodopa drug resin complex (LDRC)
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[0095] 400 g of a sodium polystyrene sulfonate cation exchange resin crosslinked with divinylbenzene (125-400 mesh)
were mixed with 1200 ml of deionized water under slow stirring for 1 h. The resin was allowed to settle and the water
was decanted. Diluted HCl was prepared by adding 300 ml of conc. HCl to 1200 ml of deionized water and mixing. The
resin was mixed with 250 ml of the diluted HCl for 30 min and then allowed to settle, the supernatant was decanted and
this step was repeated until all of the diluted HCl had been used up. The resin was washed by mixing with 500 ml of
deionized water for 10 min, allowing the resin to settle, decanting the supernatant and repeating this step 8 times or until
the supernatant was neutral to litmus paper.
[0096] A mixture of 300 ml of ethanol and 300 ml of deionized water was added to the resin and 250 g of levodopa
were added and treated with the resin for 4 h while mixing for 1 min every 30 min. The resin was allowed to settle
overnight and then the supernatant was decanted. The resin was washed by mixing with 300 ml of a water/ethanol (3:2)
mixture, allowing the resin to settle, decanting the supernatant and repeating this step until no levodopa crystals were
visible under a microscope after evaporating the supernatant. The obtained levodopa drug resin complex was dried in
a furnace at 60 °C. Moisture content (LOD [loss on drying]): 5 6 0.5 wt.%, levodopa content (HPLC): 40 6 1 wt.%. The
obtained complex was found to be stable against exposure to air at room temperature for at least 6 months.
[0097] Ionic binding of levodopa in the complex was tested by adding increasing amounts of electrolyte (NaCl) to a
slurry of LDRC in deionized water. Release of levodopa is shown in Fig. 1.
B) Coating with a release modifying coating layer
[0098]

25

30

35

40

45

50

55

Example

1B-1

1B-2

1B-3

1B-4

Release modifying material

20%

30%

40%

50%

1A
74

1A
58

1A
58

1A
58

124

212

290

83

141

193

0.5
0.2
75
1.5
37
2.5
80
5
27

0.5
0.2
75
1.5
37
2.5
98
5
23

0.5
0.2
75
1.5
37
2.5
110
5
20

Drug resin complex (Example)
Drug resin complex (g)
Coating dispersion
Ethylcellulose (g)
Ethylcellulose (g) (pre-plasticized, 20 wt% solids)
Dibutyl sebacate (g)
Olive oil (g)
Ethanol 96 vol.% (g)
Deionized water (g)
Coating conditions
Nozzle diameter (mm)
Fluidizing air pressure (bar)
Fluidizing air temperature (°C)
Nozzle air pressure (bar)
Product temperature (°C)
Pump speed (g/min)
Yield (g)
Moisture content (wt.%,LOD)
Levodopa content (wt.%,HPLC)

20
4
2
374

0.5
0.2
50
2
30
2
95
5
29

[0099] Levodopa drug resin complex (LDRC) was fluidized and sprayed with coating dispersion using a Mini-Glatt
coating apparatus and dried in situ to 45-50 °C. The product was sifted through a 40 mesh stainless steel screen.
Microscopic examination revealed uniformly coated particles with moderate agglomeration. The coated products obtained
in Examples 1B-2 to 1B-4 were further cured for 2 h at 60 °C.
[0100] Dissolution profiles of coated LDRC obtained in Examples 1B-1 and 1B-3 in phosphate buffer (USP method
#2, paddle rotation speed 50 rpm, 37 °C, pH 5.5, ionic strength 0.075) are shown in Figs. 2 and 3. Dissolution profiles
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of coated LDRC obtained in Examples 1B-2 to 1B-4 in phosphate buffer (USP method #2, paddle rotation speed 50
rpm, 37 °C, pH 6.0, ionic strength 0.075) are shown in Fig. 4.
C) Coating with a bioadhesive coating layer
5

[0101]
Example
10

15

1C-2

1C-3

1C-4

1C-5

Release modifying material
Bioadhesive material

5%

30%
5%

40%
5%

50%
5%

40%
10%

Drug resin complex (Example)
Drug resin complex (g)

1A
57

1B-2
57

1B-3
57

1B-4
57

1B-3
54

Coating dispersion
Carboxypolymethylene* (g)
Ethanol 96 vol.% (g)

3
197

3
197

3
197

3
197

6
194

0.5
0.15 -0.7
50
1.5
37
3
59
5.5
38

0.5
0.15 -0.7
50
1.5
37
3
59
5.5
26

0.5
0.15 -0.7
50
1.5
37
3
59
5.5
21

0.5
0.15 -0.7
50
1.5
37
3
59
5.5
19

0.5
0.15 -0.7
65
1.5
35
2.5
59
4.5
20

Coating conditions
Nozzle diameter (mm)
Fluidizing air pressure (bar)
Fluidizing air temperature (°C)
Nozzle air pressure (bar)
Product temperature (°C)
Pump speed (g/min)
Yield (g)
Moisture content (wt.%,LOD)
Levodopa content (wt.%,HPLC)

20

25

*High molecular weight polymer of acrylic acid crosslinked with allyl ethers and pentaerythritol

30

35

1C-1

[0102] Levodopa drug resin complex (LDRC) was fluidized and sprayed with coating dispersion using a Mini-Glatt
coating apparatus and dried in situ to 50 °C. The product was sifted through a 40 mesh stainless steel screen. Microscopic
examination revealed uniformly coated particles with moderate agglomeration.
[0103] Dissolution profiles of coated LDRC obtained in Examples 1C-3 and 1C-5 in phosphate buffer (USP method
#2, paddle rotation speed 50 rpm, 37 °C, pH 6.0, ionic strength 0.075) are shown in Figs. 5 and 6.
D) Coating with an enteric coating layer

40

45

50

55

[0104]
Example

1D-1

1D-2

1D-3

1D-4

Release modifying material
Bioadhesive material
Amount of enteric coating mat.

5%
40%

30%
5%
40%

40%
5%
40%

50%
5%
40%

Drug resin complex (Example)
Drug resin complex (g)

1C-1
58

1C-2
58

1C-3
58

1C-4
58

Coating dispersion
Methacrylic acid copolymer* (g)
Triethyl citrate (g)
Ethanol 96 vol.% (g)

35
3.5
300

35
3.5
300

35
3.5
300

35
3.5
300

0.5
0.4-0.6

0.5
0.4-0.6

0.5
0.4-0.6

0.5
0.4-0.6

Coating conditions
Nozzle diameter (mm)
Fluidizing air pressure (bar)
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(continued)

5

10

Coating conditions
Fluidizing air temperature (°C)
Nozzle air pressure (bar)
Product temperature (°C)
Pump speed (g/min)
Yield (g)
Moisture content (wt.%,LOD)
Levodopa content (wt.%,HPLC)

60
1.5
45
3
95
5.1
23

60
1.5
45
3
94
5.3
16

60
1.5
45
3
96
5.0
12

60
1.5
45
3
95
4.9
11

*Commercially available methacrylic acid copolymer with dispersing agents formulated for easy dispersion in water

15

20

[0105] Levodopa drug resin complex (LDRC) was fluidized and sprayed with coating dispersion using a Mini-Glatt
coating apparatus and dried in situ to 55 °C. The product was sifted through a 40 mesh stainless steel screen. Microscopic
examination revealed uniformly coated particles with moderate agglomeration.
[0106] Dissolution profiles of coated LDRC obtained in Examples 1D-2 to 1D-4 in phosphate buffer (USP method #2,
paddle rotation speed 50 rpm, 37 °C, dissolution medium 0-1 h: 0.1 N HCl, 1-12 h: phosphate buffer pH 6.25, ionic
strength 0.075) are shown in Fig. 7. Dissolution profiles of coated LDRC obtained in Examples 1D-1 and 1D-4 in phosphate
buffer (USP method #2, paddle rotation speed 50 rpm, 37 °C, dissolution medium 0-1 h: 0.1 N HCl, 1-12 h: phosphate
buffer pH 6.25, ionic strength 0.075) are shown in Fig. 8.
E) Hard gelatin capsules comprising levodopa and carbidopa

25

[0107]

30

35

40

Example

1E-1

1E-2

LDRC from Example 1D-1 (mg)
LDRC from Example 1D-4 (mg)
Carbidopa (mg)
Magnesium stearate or talcum (mg)

218.0
12.5
10.5

130.0
635.0
25.0
20.0

Total (mg)

241.0

810.0

Levodopa content (mg)
Carbidopa content (mg)

50.0
12.5

100.0
25.0

[0108] One or more levodopa drug resin complexes were dry mixed with carbidopa and magnesium stearate or talcum
as indicated. The obtained mixture was filled into hard gelatin capsules.
F) Tablet comprising levodopa and carbidopa
[0109]

45

50

55

Example

1F

LDRC from Example 1D-4 (mg)
Carbidopa (mg)
Sodium carboxymethylcellulose (mg)
Maize starch (mg)
Talc (mg)
Magnesium stearate (mg)

909
25
50
25
25
41

Total (mg)

1075

Levodopa content (mg)
Carbidopa content (mg)

100
25

14
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(continued)

5

Example

1F

Tablet diameter (mm)
Hardness (kg/cm 2)

10
5

[0110] Levodopa drug resin complex was dry mixed with carbidopa and excipients as indicated. The obtained mixture
was compressed into tablets.
10

Examples 2-5
A) Preparation of drug resin complexes (DRCs)
15

20

25

2A) Preparation of ropinirole drug resin complex (RoDRC)
[0111] 100 g of sodium polystyrene sulfonate cation exchange resin crosslinked with divinylbenzene (125-400 mesh)
was added to 500 ml of deionized deaerated water and mixed occasionally under argon for 1 h. The resulting slurry was
transferred to a 250 ml glass column and washed with 200 ml of deionized deaerated water. 40 g of ropinirole hydrochloride
was dissolved in 300 ml deionized deaerated water and passed through the column at a rate of 10 ml per min. The
column was washed with 1000 ml of deionized deaerated water. The obtained drug resin complex was taken out of the
column and dried first on filter paper and then in vacuum over silica to a moisture content of 5 wt.%.
[0112] The dissolution profile of the obtained uncoated ropinirole drug resin complex (RoDRC; USP method #2, paddle
rotation speed 75 rpm, 37 °C, dissolution medium 0-1 h: 0.1 N HCl, 1-10 h: buffer mixture [500 ml 0.1 N HCl + 500 ml
phosphate buffer], pH 5.6, ionic strength 0.075) is shown in Fig. 9.
3A) Preparation of alendronate drug resin complex (A1DRC)

30

[0113] 50 g of cholestyramine anion exchange resin (Cl--form, 99% < 100 m, 56% < 50 m) was washed with 5 x 200
ml of deaerated water. The final portion of water was decanted after 5 h. 300 ml of deaerated water and 16.25 g of
alendronate sodium were added to the resin. The resulting slurry was mixed at room temperature for 60 min, centrifuged
and the solvent decanted. This was repeated three more times until a total of 65 g of alendronate sodium had been
used. The obtained drug resin complex was washed with 3 1 of water and dried first on filter paper and then in vacuum
over silica to a moisture content of 5 wt.%.

35

4A) Preparation of risperidone drug resin complex (RiDRC)

40

45

50

[0114] 100 g of polystyrene sulfonate cation exchange resin crosslinked with divinylbenzene (H+-form) was washed
with 500 ml of deionized deaerated water for 30 min. The water was decanted and the resin was washed with 300 ml
96% ethanol. 100 g of risperidone was added to 300 ml of 96% ethanol. The slurry was heated to 60°C, added to the
resin and mixed for 12 h under argon. The solvent was decanted and the resin was washed with 5 x 250 ml of 96%
ethanol. The last portion of ethanol was left overnight under argon. The ethanol was decanted and the obtained drug
resin complex was dried first on filter paper and then in vacuum over silica to a moisture content of 5 wt.%.
5A) Preparation of olanzapine drug resin complex (OzDRC)
[0115] 100 g of polystyrene sulfonate cation exchange resin crosslinked with divinylbenzene (H+-form) was washed
with 500 ml of deaerated 96% ethanol. The ethanol was decanted. 80 g of olanzapine was dispersed in 500 ml of
deaerated 96% ethanol at 40 °C and added to the resin. The resulting slurry was mixed for 5 h at 40 °C under argon
and then left overnight at room temperature. The solvent was decanted and the obtained olanzapine drug resin complex
was washed with 10 x 500 ml of deaerated 96% ethanol. The obtained drug resin complex was dried first on filter paper
and then in vacuum over silica to a moisture content of 5 wt.%.
B) Coating with a release modifying coating layer

55

2B) Coating RoDRC with a release modifying coating layer
[0116]

15
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Release modifying material

43%

Drug resin complex from 2A (g)
5

Ethylcellulose (g) (pre-plasticized, 25 wt% solids)
Deionized water (g)
Coating conditions
Nozzle diameter (mm)
Fluidizing air pressure (bar)
Fluidizing air temperature (°C)
Nozzle air pressure (bar)
Product temperature (°C)
Pump speed (g/min)
Yield (g)
Moisture content (wt.%,LOD)

10

15

20

65
193
128
0.5
0.25
70-75
1.5
25
3
95
5

[0117] Ropinirole drug resin complex (RoDRC) was fluidized and sprayed with coating dispersion using a Mini-Glatt
coating apparatus analogous to Example 1B.
3B) Coating A1DRC with a release modifying coating layer

25

[0118] 25 g of ethylcellulose was thoroughly mixed with 30 ml of 99% ethanol and 0.5 g glycerin used as a plasticizer.
The obtained mixture was added to 40 g of the alendronate drug resin complex prepared in Example 3A and mixed until
the mixture was homogeneous. The wet mass was forced through a 425 m sieve and dried at 60 °C for 2 h. The obtained
granulate was sieved through a 425 m sieve.
C) Coating with a bioadhesive coating layer

30

[0119]
Example
35

40

45

50

2C

3C

4C

5C

Release modifying material
Bioadhesive material

39%
9%

35%
9%

10.6%

13%

Drug resin complex (Example)
Drug resin complex (g)

2B
100

3B
100

4A
84

5A
67

Coating dispersion
Carboxypolymethylene* (g)
Ethanol 96 vol.% (g)
Water (g)

10
90
4

10
90
4

10
90
4

10
120
4

0.5
0.22
60
1.5
38
1-3
2

0.5
0.22
60
1.5
36
3
2

0.5
0.2-0.3
60
1.5
30-38
3
2

0.5
0.2-0.25
60
1.5
23-40
3
2

Coating conditions
Nozzle diameter (mm)
Fluidizing air pressure (bar)
Fluidizing air temperature (°C)
Nozzle air pressure (bar)
Product temperature (°C)
Pump speed (g/min)
Peristaltic pump hose internal diameter (mm)

*High molecular weight polymer of acrylic acid crosslinked with allyl ethers and pentaerythritol
55

[0120] Drug resin complexes were fluidized and sprayed with coating dispersion using a Mini-Glatt coating apparatus
analogous to Example 1C.
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D) Coating with an enteric coating layer
[0121]
5

Example

10

15

2D

3D

4D

5D

Release modifying material
Bioadhesive material
Amount of enteric coating mat.

28%
6%
29%

25%
6%
29%

7%
31%

9%
31%

Drug resin complex (Example)
Drug resin complex (g)

2C
100

3C
100

4C
94

5C
77

Coating dispersion
Methacrylic acid copolymer* (g)
Triethyl citrate (g)
Ethanol 96 vol.% (g)

35
5
300

35
5
300

35
5
300

35
4
300

0.5
0.3-0.4
60
1.5
27-42
5
2
9.3

0.5
0.2
60
1.2
30-48
5
2
22

0.5
0.3
60
1.5
35-37
5
2
20.3

0.5
0.3
60
1.5
35-37
5
2
10.8

Coating conditions
Nozzle diameter (mm)
Fluidizing air pressure (bar)
Fluidizing air temperature (°C)
Nozzle air pressure (bar)
Product temperature (°C)
Pump speed (g/min)
Peristaltic pump hose internal diameter (mm)
Active agent content (wt.%,HPLC)

20

25

* Commercially available methacrylic acid copolymer with dispersing agents formulated for easy dispersion in water
30

35

40

[0122] Drug resin complexes were fluidized and sprayed with coating dispersion using a Mini-Glatt coating apparatus
analogous to Example 1D.
[0123] Dissolution profiles of coated ropinirole drug resin complexes obtained in Example 2D before and after sieving
in phosphate buffer (USP method #2, paddle rotation speed 75 rpm, 37 °C, dissolution medium 0-1 h: 500 ml 0.1 N HCl,
1-10 h: buffer mixture [500 ml 0.1 N HCl + 500 ml phosphate buffer], pH 5.6, ionic strength 0.075) are shown in Fig. 9.
[0124] Dissolution profiles of coated drug resin complexes obtained in Examples 3D, 4D and 5D are shown in Figs.
10 to 12.

Claims
1.

Oral pharmaceutical composition comprising coated particles of a complex of at least one active agent with an ionexchange resin, wherein said particles are coated with a bioadhesive coating layer comprising at least one bioadhesive material and further comprise an enteric coating layer which is placed over the bioadhesive layer and comprises at least one enteric coating material,
wherein the active agent is selected from the group consisting of levodopa, carbidopa, benserazide, entacapone
and mixtures thereof, alendronate, olanzapine, risperidone and ropinirole, and
wherein the bioadhesive material is selected from the group consisting of optionally crosslinked homopolymers of
acrylic acid or an alkylacrylic acid and optionally crosslinked copolymers of acrylic acid or methacrylic acid with a
(C10-C30) alkyl acrylate.

2.

Composition according to claim 1, wherein at least a portion of the coated particles further comprises a release
modifying coating layer which is placed between the complex and the bioadhesive layer and comprises at least one
release modifying material.

3.

Composition according to claim 1 or 2, wherein the bioadhesive material has a weight average molecular weight of
at least 10,000 Daltons, preferably at least 50,000 Daltons, more preferably at least 100,000 Daltons, still more
preferably at least 1,000,000 Daltons, and most preferably from 1,000,000 to 10,000,000 Daltons.

45

50

55
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4.

Composition according to any one of claims 1 to 3, wherein the enteric coating material is selected from the group
consisting of anionic cellulose derivatives, anionic vinyl resins and anionic acrylic resins and preferably from the
group consisting of cellulose acetate phthalate, cellulose diacetate phthalate, cellulose triacetate phthalate, methylcellulose phthalate, hydroxypropyl cellulose phthalate, hydroxypropyl methylcellulose phthalate, cellulose acetate
hexahydrophthalate, hydroxypropyl methylcellulose hexahydrophthalate and pharmaceutically acceptable salts
thereof, polyvinyl acetate phthalate, poly(methacrylic acid-co-ethylacrylate) and poly(methacrylic acid-co-methylmethacrylate).

5.

Composition according to any one of claims 2 to 4, wherein the release modifying material is selected from delayed
release materials and/or controlled release materials, in particular from the group consisting of ethyl cellulose, methyl
cellulose, hydroxypropylmethylcellulose, cellulose acetate, cellulose acetate phthalate, cellulose acetate trimellitate,
hydroxylpropyl methylcellulose phthalate, hydroxypropyl methylcellulose acetate succinate, poly(methacrylic acidco-ethylacrylate), poly(methacrylic acid-co-methylmethacrylate), polyvinylchloride, polyvinyl acetate phthalate, poly(vinylpyrrolidone-co-vinylacetate), silicone elastomers, shellac, zein, rosin esters and mixtures thereof, and preferably from the group consisting of methyl cellulose, ethyl cellulose and mixtures thereof.

6.

Composition according to any one of claims 2 to 5 comprising at least two groups of coated particles differing in the
amount and/or the composition of release modifying material.

7.

Composition according to any one of claims 1 to 6, wherein the ion exchange resin is selected from the group
consisting of polymers and copolymers of acrylic acid, methacrylic acid and styrene modified with ionic groups,
cellulose modified with ionic groups, dextran modified with ionic groups and silica gel modified with ionic groups,
wherein said ionic groups are selected from sulfonate groups, tertiary amine groups and quaternary ammonium
groups, and preferably is a crosslinked sulfonated copolymer of styrene and divinylbenzene.

8.

Composition according to any one of claims 1 to 7, wherein the average particle size of the particles of the complex
of the active agent with the ion-exchange resin is 10 to 3000 mm, particularly 30 to 2000 mm and most preferably
50 to 1000 mm, and/or the average particle size of the coated particles is 20 to 5000 mm, particularly 50 to 4000 mm
and most preferably 70 to 3000 mm, and/or the coated particles have a specific gravity in the range from 1.1 to 2.0
and preferably from 1.2 to 1.8, and/or the coated particles exhibit a specific surface area in the range of from 1 to
200 m2/g.

9.

Composition according to any one of claims 1 to 8 comprising at least two groups of coated particles comprising
different active agents.

5

10

15

20

25

30

35

10. Composition according to any one of claims 1 to 9 further comprising an active agent, or a pharmaceutically acceptable
salt or solvate thereof, outside the coated particles.

40

11. Composition according to any one of claims 1 to 10 comprising levodopa and carbidopa or benserazide in a ratio
of 20:1 to 1:1, preferably 15:1 to 2:1, and most preferably 10:1 to 4:1.
12. Composition according to any one of claims 1 to 11, wherein the coated particles comprise

45

50

(a) 1 to 50 wt.%, particularly 5 to 40 wt.% and preferably 10 to 20 wt.% of said at least one active agent;
(b) 1 to 50 wt.%, particularly 10 to 35 wt.% and preferably 15 to 25 wt.% of said ion-exchange resin;
(c) 0 to 50 wt.%, particularly 1 to 50 wt.%, preferably 10 to 40 wt.% and more preferably 15 to 30 wt.% of said
release modifying material;
(d) 0.5 to 30 wt.%, particularly 1 to 10 wt.% and preferably 2 to 8 wt.% of said bioadhesive material; and
(e) 0 to 80 wt.%, particularly 1 to 80 wt.%, preferably 10 to 60 wt.% and more preferably 30 to 50 wt.% of said
enteric coating material;
based on the total weight of the coated particles.
13. Process for preparing a composition according to any one of claims 1 to 12, said process comprising the steps of:

55

(i) contacting an active agent with an ion-exchange resin to obtain an active agent/ion exchange resin complex;
(ii) optionally coating the complex of step (i) with a coating layer comprising a release modifying material;
(iii)coating the complex of step (i) or the coated complex of step (ii) with a coating layer comprising a bioadhesive

18
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material; and
(iv) optionally coating the coated complex of step (iii) with a coating layer comprising an enteric coating material.

5

Patentansprüche
1.

Orale pharmazeutische Zusammensetzung, die beschichtete Partikel eines Komplexes von mindestens einem Wirkstoff mit einem Ionenaustauscherharz enthält, wobei die Partikel mit einer bioadhäsiven Beschichtung beschichtet
sind, die mindestens ein bioadhäsives Material enthält, und zudem eine enterische Beschichtung aufweisen, die
sich über der bioadhäsiven Schicht befindet und mindestens ein enterisches Beschichtungsmaterial enthält,
wobei der Wirkstoff ausgewählt ist aus der Gruppe bestehend aus Levodopa, Carbidopa, Benserazid, Entacapon
und deren Mischungen, Alendronat, Olanzapin, Risperidon und Ropinirol, und
wobei das bioadhäsive Material ausgewählt ist aus der Gruppe bestehend aus gegebenenfalls vernetzten Homopolymeren von Acrylsäure oder einer Alkylacrylsäure und gegebenenfalls vernetzten Copolymeren von Acrylsäure
oder Methacrylsäure mit einem (C10-C30)-Alkylacrylat.

2.

Zusammensetzung nach Anspruch 1, bei der mindestens ein Teil der beschichteten Partikel zudem eine freisetzungsmodifizierende Beschichtung aufweist, die sich zwischen dem Komplex und der bioadhäsiven Schicht befindet
und mindestens ein freisetzungsmodifizierendes Material enthält.

3.

Zusammensetzung nach Anspruch 1 oder 2, bei der das bioadhäsive Material ein Gewichtsmittel des Molekulargewichts von mindestens 10 000 Dalton, vorzugsweise mindestens 50 000 Dalton, weiter bevorzugt mindestens 100
000 Dalton, noch weiter bevorzugt mindestens 1 000 000 Dalton und am meisten bevorzugt von 1 000 000 bis 10
000 000 Dalton aufweist.

4.

Zusammensetzung nach einem der Ansprüche 1 bis 3, bei der das enterische Beschichtungsmaterial ausgewählt
ist aus der Gruppe bestehend aus anionischen Cellulosederivaten, anionischen Vinylharzen und anionischen Acrylharzen und vorzugsweise aus der Gruppe bestehend aus Celluloseacetatphthalat, Cellulosediacetatphthalat, Cellulosetriacetatphthalat, Methylcellulosephthalat, Hydroxypropylcellulosephthalat, Hydroxypropylmethylcellulosephthalat, Celluloseacetathexahydrophthalat, Hydroxypropylmethylcellulosehexahydrophthalat und deren pharmazeutisch annehmbaren Salzen, Polyvinylacetatphthalat, Poly(methacrylsäure-co-ethylacrylat) und Poly(methacrylsäure-co-methylmethacrylat).

5.

Zusammensetzung nach einem der Ansprüche 2 bis 4, bei der das freisetzungsmodifizierende Material ausgewählt
ist aus Materialien mit verzögerter Freisetzung und/oder Materialien mit gesteuerter Freisetzung, insbesondere aus
der Gruppe bestehend aus Ethylcellulose, Methylcellulose, Hydroxypropylmethylcellulose, Celluloseacetat, Celluloseacetatphthalat, Celluloseacetattrimellitat, Hydroxypropylmethylcellulosephthalat, Hydroxypropylmethylcellulose-acetat-succinat, Poly(methacrylsäure-co-ethylacrylat), Poly(methacrylsäure-co-methylmethacrylat), Polyvinylchlorid, Polyvinylacetatphthalat, Poly(vinylpyrrolidon-co-vinylacetat), Silikonelastomeren, Schellack, Zein, Harzestern und deren Mischungen, und vorzugsweise aus der Gruppe bestehend aus Methylcellulose, Ethylcellulose und
deren Mischungen.

6.

Zusammensetzung nach einem der Ansprüche 2 bis 5, die mindestens zwei Gruppen beschichteter Partikel umfasst,
die sich in der Menge und/oder der Zusammensetzung des freisetzungsmodifizierenden Materials unterscheiden.

7.

Zusammensetzung nach einem der Ansprüche 1 bis 6, bei der das Ionenaustauscherharz ausgewählt ist aus der
Gruppe bestehend aus Polymeren und Copolymeren von Acrylsäure, Methacrylsäure und mit ionischen Gruppen
modifiziertem Styrol, mit ionischen Gruppen modifizierter Cellulose, mit ionischen Gruppen modifiziertem Dextran
und mit ionischen Gruppen modifiziertem Kieselgel, wobei die ionischen Gruppen ausgewählt sind aus Sulfonatgruppen, tertiären Amingruppen und quartären Ammoniumgruppen, und vorzugsweise ein vernetztes sulfoniertes
Copolymer von Styrol und Divinylbenzol ist.

8.

Zusammensetzung nach einem der Ansprüche 1 bis 7, bei der die mittlere Partikelgröße der Partikel des Komplexes
von dem Wirkstoff mit dem Ionenaustauscherharz 10 bis 3 000 mm, vorzugsweise 30 bis 2 000 mm und am meisten
bevorzugt 50 bis 1 000 mm beträgt, und/oder die mittlere Partikelgröße der beschichteten Partikel 20 bis 5 000 mm,
vorzugsweise 50 bis 4000 mm und am meisten bevorzugt 70 bis 3 000 mm beträgt, und/oder die beschichteten
Partikel ein spezifisches Gewicht im Bereich von 1,1 bis 2,0 und vorzugsweise von 1,2 bis 1,8 aufweisen und/oder
die beschichteten Partikel eine spezifische Oberfläche im Bereich von 1 bis 200 m2/g aufweisen.
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9.

5

Zusammensetzung nach einem der Ansprüche 1 bis 8, die mindestens zwei Gruppen beschichteter Partikel aufweist,
die unterschiedliche Wirkstoffe enthalten.

10. Zusammensetzung nach einem der Ansprüche 1 bis 9, die zudem außerhalb der beschichteten Partikel einen
Wirkstoff oder dessen pharmazeutisch annehmbares Salz oder Solvat enthält.
11. Zusammensetzung nach einem der Ansprüche 1 bis 10, die Levodopa und Carbidopa oder Benserazid in einem
Verhältnis von 20:1 bis 1:1, vorzugsweise 15:1 bis 2:1 und am meisten bevorzugt 10:1 bis 4:1 enthält.

10

12. Zusammensetzung nach einem der Ansprüche 1 bis 11, bei der die beschichteten Partikel
(a) 1 bis 50 Gew.-%, insbesondere 5 bis 40 Gew.-% und vorzugsweise 10 bis 20 Gew.-% des mindestens einen
Wirkstoffs;
(b) 1 bis 50 Gew.-%, insbesondere 10 bis 35 Gew.-% und vorzugsweise 15 bis 25 Gew.-% des Ionenaustauscherharzes;
(c) 0 bis 50 Gew.-%, insbesondere 1 bis 50 Gew.-%, vorzugsweise 10 bis 40 Gew.-% und weiter bevorzugt 15
bis 30 Gew.-% des freisetzungsmodifizierenden Materials;
(d) 0,5 bis 30 Gew.-%, insbesondere 1 bis 10 Gew.-% und vorzugsweise 2 bis 8 Gew.-% des bioadhäsiven
Materials; und
(e) 0 bis 80 Gew.-%, insbesondere 1 bis 80 Gew.-%, vorzugsweise 10 bis 60 Gew.-% und weiter bevorzugt 30
bis 50 Gew.-% des enterischen Beschichtungsmaterials;

15

20

in Bezug auf das Gesamtgewicht der beschichteten Partikel enthalten.
25

13. Verfahren zur Herstellung einer Zusammensetzung nach einem der Ansprüche 1 bis 12, bei dem
(i) ein Wirkstoff mit einem Ionenaustauscherharz in Kontakt gebracht wird, um einen Wirkstoff/Ionenaustauscherharz-Komplex zu erhalten;
(ii) gegebenenfalls der Komplex von Schritt (i) mit einer Beschichtung beschichtet wird, die ein freisetzungsmodifizierendes Material enthält;
(iii) der Komplex von Schritt (i) oder der beschichtete Komplex von Schritt (ii) mit einer Beschichtung beschichtet
wird, die ein bioadhäsives Material enthält; und
(iv) gegebenenfalls der beschichtete Komplex von Schritt (iii) mit einer Beschichtung beschichtet wird, die ein
enterisches Beschichtungsmaterial enthält.

30

35

Revendications
1.

Composition pharmaceutique orale comprenant des particules, enrobées, d’un complexe d’au moins un agent actif
avec une résine échangeuse d’ions, dans laquelle lesdites particules sont enrobées avec une couche d’enrobage
bioadhésive comprenant au moins une substance bioadhésive et comprennent encore une couche d’enrobage
entérique qui est placée au-dessus de la couche bioadhésive et comprend au moins une substance d’enrobage
entérique,
dans laquelle l’agent actif est choisi dans l’ensemble constitué par la lévodopa, la carbidopa, le bensérazide, l’entacapone et leurs mélanges, l’alendronate, l’olanzapine, la rispéridone et le ropinirole, et
dans laquelle la substance bioactive est choisie dans l’ensemble constitué par des homopolymères éventuellement
réticulés d’acide acrylique ou d’un acide alkylacrylique et des copolymères éventuellement réticulés d’acide acrylique
ou d’acide méthacrylique avec un acrylate d’alkyle en C10-C30.

2.

Composition selon la revendication 1, dans laquelle au moins une partie des particules enrobées comprennent
encore une couche d’enrobage modifiant la libération, qui est placée entre le complexe et la couche bioactive et
comprend au moins une substance modifiant la libération.

3.

Composition selon la revendication 1 ou 2, dans laquelle la substance bioadhésive a une masse moléculaire moyenne
en poids d’au moins 10 000 daltons, de préférence d’au moins 50 000 daltons, de façon plus particulièrement
préférée d’au moins 100 000 daltons, de façon encore plus particulièrement préférée d’au moins 1 000 000 daltons,
et de façon tout particulièrement préférée de 1 000 000 daltons à 10 000 000 daltons.
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4.

Composition selon l’une quelconque des revendications 1 à 3, dans laquelle la substance d’enrobage entérique est
choisie dans l’ensemble constitué par les dérivés anioniques de cellulose, les résines vinyliques anioniques et les
résines acryliques anioniques et de préférence dans l’ensemble constitué par l’acétate phtalate de cellulose, le
diacétate phtalate de cellulose, le triacétate phtalate de cellulose, le phtalate de méthylcellulose, le phtalate d’hydroxypropylcellulose, le phtalate d’hydroxypropylméthylcellulose, l’acétate hexahydrophtalate de cellulose, l’hexahydrophtalate d’hydroxypropylméthylcellulose et leurs sels pharmaceutiquement acceptables, le poly(phtalate acétate de vinyle), le copolymère acide méthacrylique/acrylate d’éthyle et le copolymère acide méthacrylique/méthacrylate de méthyle.

5.

Composition selon l’une quelconque des revendications 2 à 4, dans laquelle la substance modifiant la libération est
choisie parmi les substances pour libération retardée et/ou les substances pour libération programmée, en particulier
dans l’ensemble constitué par l’éthylcellulose, la méthylcellulose, l’hydroxypropyl-méthylcellulose, l’acétate de cellulose, l’acétate phtalate de cellulose, l’acétate trimellitate de cellulose, le phtalate d’hydroxypropylméthylcellulose,
l’acétate succinate d’hydroxypropylméthylcellulose, le copolymère acide méthacrylique/acrylate d’éthyle, le copolymère acide méthacrylique/méthacrylate de méthyle, le poly(chlorure de vinyle), le poly(phtalate acétate de vinyle),
le copolymère vinylpyrrolidone/acétate de vinyle, les élastomères silicone, la gomme-laque, la zéine, les esters de
rosine et leurs mélanges, et de préférence dans l’ensemble constitué par la méthylcellulose, l’éthylcellulose et leurs
mélanges.

6.

Composition selon l’une quelconque des revendications 2 à 5, comprenant au moins deux groupes de particules
enrobées différant en la quantité et/ou la composition de la substance modifiant la libération.

7.

Composition selon l’une quelconque des revendications 1 à 6, dans laquelle la résine échangeuse d’ions est choisie
dans l’ensemble constitué par les polymères et copolymères d’acide acrylique, d’acide méthacrylique et de styrène
modifiés avec des groupes ioniques, la cellulose modifiée avec des groupes ioniques, le dextrane modifié avec des
groupes ioniques et le gel de silice modifié avec des groupes ioniques, lesdits groupes ioniques étant choisis parmi
des groupes sulfonate, des groupes amino tertiaires et des groupes ammonium quaternaire, et de préférence est
un copolymère sulfoné, réticulé, de styrène et divinylbenzène.

8.

Composition selon l’une quelconque des revendications 1 à 7, dans laquelle la taille moyenne de particule des
particules du complexe de l’agent actif avec la résine échangeuse d’ions vaut de 10 à 3 000 mm, en particulier de
30 à 2 000 mm et de façon tout particulièrement préférée de 50 à 1 000 mm, et/ou la taille moyenne de particule
des particules enrobées vaut de 20 à 5 000 mm, en particulier de 50 à 4 000 mm et de façon tout particulièrement
préférée de 70 à 3 000 mm, et/ou les particules enrobées ont un poids spécifique dans la plage de 1,1 à 2,0 et de
préférence de 1,2 à 1,8, et/ou les particules enrobées présentent une superficie spécifique dans la plage de 1 à
200 m2/g.

9.

Composition selon l’une quelconque des revendications 1 à 8, comprenant au moins deux groupes de particules
enrobées comprenant différents agents actifs.
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10. Composition selon l’une quelconque des revendications 1 à 9, comprenant encore un agent actif, ou un sel ou
produit de solvatation pharmaceutiquement acceptable d’un tel agent actif, en dehors des particules enrobées.

45

11. Composition selon l’une quelconque des revendications 1 à 10, comprenant de la lévodopa et de la carbidopa ou
du bensérazide en un rapport de 20:1 à 1:1, de préférence de 15:1 à 2:1, et de façon tout particulièrement préférée
de 10:1 à 4:1.
12. Composition selon l’une quelconque des revendications 1 à 11, dans laquelle les particules enrobées comprennent
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(a) 1 à 50 % en poids, en particulier 5 à 40 % en poids et de préférence 10 à 20 % en poids dudit au moins un
agent actif ;
(b) 1 à 50 % en poids, en particulier 10 à 35 % en poids et de préférence 15 à 25 % en poids de ladite résine
échangeuse d’ions ;
(c) 0 à 50 % en poids, en particulier 1 à 50 % en poids, de préférence 10 à 40 % en poids et de façon plus
particulièrement préférée 15 à 30 % en poids de ladite substance modifiant la libération ;
(d) 0,5 à 30 % en poids, en particulier 1 à 10 % en poids et de préférence 2 à 8 % en poids de ladite substance
bioadhésive ; et
(e) 0 à 80 % en poids, en particulier 1 à 80 % en poids, de préférence 10 à 60 % en poids et de façon plus
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particulièrement préférée 30 à 50 % en poids de ladite substance d’enrobage entérique ;
par rapport au poids total des particules enrobées.
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13. Procédé pour la préparation d’une composition selon l’une quelconque des revendications 1 à 12, ledit procédé
comprenant les étapes consistant à :
(i) mettre un agent actif en contact avec une résine échangeuse d’ions, pour obtenir un complexe agent actif/résine échangeuse d’ions ;
(ii) en option enrober le complexe de l’étape (i) avec une couche d’enrobage comprenant une substance modifiant
la libération ;
(iii) enrober le complexe de l’étape (i) ou le complexe enrobé de l’étape (ii) avec une couche d’enrobage
comprenant une substance bioadhésive ; et
(iv) en option enrober le complexe enrobé de l’étape (iii) avec une couche d’enrobage comprenant une substance
d’enrobage entérique.
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