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Such dosage forms do not feature openings through which release of the drug substance

may occur.

25 US Patent Number 6,099,859 describes a controlled release tablet for the delivery
of an antihyperglycemic drug, which comprises an osmotically active drug-containing
core and a semipermeable membrane, wherein the semipermeable membrane is
permeable to the passage of water and biological fluids and is impermeable to the
passage of the drug substance. The semipermeable membrane contains at least one

30 passageway for the release of the antihyperglycemic drug.

Additional devices that utilise a coating to control the rate of release of an active
agent are discussed in US Patent Number 5,004,614. This patent describes a tablet core
provided with an outer coating that is substantially impermeable to environmental fluid.

35  The said outer coating may be prepared from materials that are either insoluble or
soluble in the environmental fluids. Where a soluble material is used, the coating is of
sufficient thickness that the core is not exposed to environmental fluid before the desired
duration of the controlled release of the active agent has passed. Through this
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the coating to be erodable or soluble in a pH dependent manner.

Summary of the invention
25 Accordingly, in its broadest aspect the present invention provides an oral dosage
form comprising an erodable core which contains a pharmaceutically active weak base or
a pharmaceutically acceptable salt or solvate thereof, the core having a coating with one
or more openings leading to the core, characterised in that the coating is erodable under
predetermined pH conditions.
30
The present invention further provides an oral dosage form comprising,
(i) an erodable core, which core comprises a pharmaceutically active weak base or a
pharmaceutically acceptable salt or solvate thereof, and
(ii) an erodable coating around said core, which coating comprises one or more openings
35 extending substantially completely through said coating but not penetrating said core and
communicating from the environment of use to said core;
characterised in that release of the pharmaceutically active weak base or a
pharmaceutically acceptable salt or solvate thereof from the erodable core occurs
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and/or solvates thereof.

25 European Patent Application, Publication Number 0 306 228 A1 relates to certain
thiazolidinedione derivatives disclosed as having antihyperglycaemic and
hypolipidaemic activity. One particular thiazolidinedione disclosed in EP 0 306 228 Al
18 5-[4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione
(hereinafter 'Compound A'). International Patent Application, Publication Number WO

30 94/05659 discloses certain salts of Compound A including the maleate salt at Example 1
thereof.

Compound A and pharmaceutically acceptable salts or solvates thereof have
useful pharmaceutical properties. In particular Compound A or a salt or solvate thereof
35  isindicated to be useful for the treatment and/or prophylaxis of diabetes mellitus,
conditions associated with diabetes mellitus and certain complications thereof.
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Valaciclovir or a salt thereof can be used in the treatment and/or suppression of a

viral infection in a mammal such as a human, particularly a viral infection caused by the
herpes group of viruses, e.g. herpes zoster and/or herpes simplex virus types 1 or 2. The
following dosage regimes, wherein the doses are calculated as the valaciclovir free base, are
25  given for guidance:
(a) treatment of episodes of herpes simplex virus types 1 and 2 infection:- total daily dose of
about 1 or 2 g administered at 500 mg twice a day or 1 g twice a day for 5 to 10 days;
(b) suppression of recurrences of herpes simplex virus types 1 and 2 infections (e.g. genital
herpes):- total daily dose about 250 to 1 g (e.g. 500 mg twice a day) for about one month to
30 ten years, depending on the patient. As disclosed in WO 97/25989 (incorporated herein by
reference), valaciclovir or a salt thereof can also be used in the suppression of recurrent
genital herpes in a human at a once daily dose of from about 200 mg to about 1000 mg (e.g.
250 mg, 500 mg or 1000 mg) valaciclovir or a salt thereof (calculated as the free base) for

an effective treatment period e.g. for ca. 2 months up to ca. 10 years.
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Brief description of the drawings
Figure 1 is a graph of dissolution against time for two formulations of oral dosage
form in accordance with this invention.
30
Detailed description of the invention
Typical pharmaceutically active weak bases for use in the present invention are
the Primary Compounds of the invention, in particular Compound A or a
pharmaceutically acceptable salt or solvate thereof. Such compounds and
35 pharmaceutically acceptable salts thereof exhibit a marked pH dependent solubility, i.e.
they are more soluble at around pH 2, associated with regions found in the stomach,
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20
Similarly the references to the core being erodable includes the situation where
core disintegrates partially or wholly, or dissolves, or becomes porous, on contact with
an environmental fluid so as to allow the fluid to contact the active agent. Suitably the
core disintegrates partially. Suitably the core disintegrates wholly. Suitably the core
25  dissolves. Suitably the core becomes porous.

‘While this invention provides that erosion of the coating is pH-dependent, the
core may release the pharmaceutically active weak base or a pharmaceutically acceptable
salt or solvate thereof by eroding in a non-pH dependent manner. However to suit a
30  specific demand, the core may be a material which allows pH dependent erosion or
disintegration of the core to release the pharmaceutically active weak base or a
pharmaceutically acceptable salt or solvate thereof from its matrix.

Most suitably, although the pharmaceutically active weak base or a
35 pharmaceutically acceptable salt or solvate thereof is more soluble in the stomach than
the intestines, the core is formulated so as to be erodable to substantially the same extent

under both conditions.
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form leaves a low pH environment and then encounters a higher environmental pH, e.g.
moves from the stomach into the intestine, the coating will start to dissolve and erode
away to expose all of the tablet core. During coat erosion, the available surface area to
25  release drug is increased. The decrease in drug solubility and therefore rate of drug
adsorption in the intestine can be compensated for by the increase in the surface area due
to all the faces of the tablet core being exposed to erosion. The result is a more balanced

drug release profile in both environments.

30 In applying the concepts of this invention, the pharmaceutically active weak base
or a pharmaceutically acceptable salt or solvate thereof may be incorporated into a
conventional oral tablet or controlled release matrix (including both swellable and non-
swellable systems). The matrix is formed into cores which are then coated with a
material with pH-dependent erodability, for example a coating soluble at pH > 4.5, such

35 as apolymethacrylate copolymer. One or more openings may then be drilled through the
coatings using conventional techniques as disclosed in US 5,004,614.
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lactose and maltose, and cellulose esters, for example methylcellulose,
hydroxypropylmethylcellulose (HPMC) and hydroxypropylcellulose. Suitably, the core
is predominantly hydroxypropylmethylcellulose and lactose. More suitably, the core
25  consists essentially of hydroxypropylmethylcellulose, lactose, colloidal silicon dioxide

and magnesium stearate.

Typically the active agent and excipents are thoroughly mixed prior to

compression into a solid core. The core of the device may be formed by wet granulation

30  methods, dry granulation methods or by direct compression. The core may be produced
according to any desired pre-selected shape such as bi-convex, hemi-spherical, near
hemi-spherical, round, oval, generally ellipsoidal, oblong, generally cylindrical or
polyhedral, e.g. a triangular prism shape. The term "near hemi-spherical" is intended to
be construed in the manner described in US 5,004,614. Suitably the core is formulated

35  into a bi-convex shape, e.g. having two domed opposite surfaces. In addition, the core
may be produced in a multi-layered (e.g. bi- or tri- layered) form.
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Preferred dosage forms comprise 8 mg of Compound A or a pharmaceutically

acceptable salt or solvate thereof.

The core may be coated with a suitable pH dependent erodable material by any

25  pharmaceutically acceptable coating method. Examples include coating methods
disclosed in US 5,004,614 and film coating, sugar coating, spray coating, dip coating,
compression coating, electrostatic coating. Typical methods include spraying the coating
onto the tablet core in a rotating pan coater or in a fluidised bed coater until the desired
coating thickness is achieved. Suitably the coating is provided to add about 4 to 8 mg/

30 ocmZor5-7mg cm? of dry polymer around the tablet surface area. Typically this
results in an increase in weight (relative to the core) of from 3 — 10% or 5—10 % by
weight. Suitably, the coating has a thickness in the range 0.05 to 0.5 mm.

Materials and their blends suitable for use as a pH-dependent erodable coating

35  material in this invention include various polymethacrylate polymers, coprocessed
polyvinylacetate phthalate, cellulose acetate trimellitate, cellulose acetate phthalate,
shellac, hydroxyropylmethylcellulose phthalate polymers and their copolymers.
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20  or anti-tack agents. Suitable materials for this purpose include waxy materials such as
glycerides, for example glyceryl monostearate.

Typical sizes for the opening(s), when circular, to be formed in the coating are in

the range 0.5 mm — 8 mm of diameter, such as 1, 2, 4 or 4 mms in diameter, depending

25  onthe overall size of the tablet and the desired rate of release. The opening(s) may have
any convenient geometrical shape, but a rounded shape, e.g. substantially circular or
elliptical, is generally preferred. More elaborate shapes, such as text characters or
graphics, may also be formed, provided that the release rate can be made uniform in
individual dosage forms. Typical sizes of non-circular openings are equivalent in area to

30 the above mentioned sizes for circular openings, thus in the range of from about 0.19 to
about 50.3 mm?2.

For the purposes of the present invention, the term "opening" is synonymous with
hole, aperture, orifice, passageway, outlet etc.
35
The opening(s) may be formed by methods disclosed in US 5,004,614. Typically
opening(s) may be formed by drilling, for example using mechanical drill bits or laser
beams, or by punches that remove the cut area. The formation of the opening(s) may by

10
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the said opening(s) by the erosion of said erodable core and through erosion of said

20  erodable coating under pre-determined pH conditions.

In US 5,004,614, the opening(s) preferably comprise about 10 - 60 % of the total
face area of the tablet i.e. the upper and lower surfaces of a biconvex tablet. In the
present invention, the opening(s) may comprise 0.25 to 70%, such as 10 —70% of the

25  total face area.

Alternatively, it may be useful to characterise the rate controlling effect of the
opening(s) by reference to the area of the opening(s) relative to the total surface area of
the coated tablet. Additionally, especially in cases where the core erodes by undercutting

30 of the edges of the opening(s), the rate controlling effect may be related to the total
circumference of the opening(s).

An unexpected finding is that two openings, for example one on each primary surface of
a biconvex tablet, release an active agent from the core at a rate marginally greater than
35 that of a single opening of the same overall area. However the variability of the release
rate from the two openings is less than the variability of release rate from the
corresponding single opening. Therefore, in the preferred embodiment of the invention,
the coating of the core is provided with two, or more than two, apertures leading to the

11
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fromthe dosage f do on of
said er odﬁ?i?l%gae ghﬁrﬂﬁt#’ts?ﬁ? Hﬁr%sqno(hﬁgrfen?ﬁc t@%&%logmc%)% eefE’Iqﬁlnder
pr e- det er hisvad gpdnin@edirtei camnesch bppddBig5a00 456y, theeralpdosageforh i ipa ta%@’f ably
conpri se th
pper and POHEFTEaPpeed Etiart NErLEL, Bach Bl RV Sl S ARG, 10,
t he openi nogtdile. may conprise 0.25 to 70% such as 10 - 70% of the 25 tot al

face @?ea Alternatively, it may be useful to characterise the rate -
0

controlling effect of the_ opening elmétlb2 reference t.o the . area of, t ?
openi ng(s) rel & Woteétl‘?fh@rtﬂ?ﬁ cgre %‘F do grevgntsontapppationia theopgning(s
Addi t i onalpkfsre @@dﬂ%ht&hbﬁdés&aﬁl@&@@rcﬂrﬁw £cdniventtdnbseat adﬁag tocy eithieg éhieodotcd,i ng 30

Lo the tofalo BedbtiasBruate ormain aun ey Ahe arm Satb Ty nifshfi & =

that two Qpemrthmttoftheemdabiplceatmge on each primary surface of a biconvex
t abl et rel ease an active agent fromthe core at a rate marginally greater
t han %5 that of a single opening of the sane overall area. However the

variability of Bywsljusshnentsd the shose vedshlesndithpsusfrenipieg ol ithe exp8sediaesn t he

variabi | i tgy. ﬁieaﬁ@lla?@ssiﬁ tﬂ@&lﬁ‘elfeﬁpéﬂvtulﬁﬁm%ﬁtraf ESHARNHS R6n B¢ ASBHNRE b Hkain
Therefore, In pret erre[u{?(gecwdf of the invention, _.the coatlng of

t he core |C§mﬁfﬂ@b e(fé]&a% rpfes rﬁ’@)tr dﬁ’l’?&ﬁ“‘?%em%tﬁ@ﬁi £ pedeyedagre ng to the

11 WO 03/ Qb#Sst@h dBshs @03ake94 core. Mre preferably, the erodable coating

sur rogBdl ng the core is provided with two, or nore than two, openings

extending substantially conpletely through said coating but not

penetrating saiRlefembty thadissolutiomratestafitige drabdosape foems iof tisraventadfn arse t o sai d

core. arranged, for example by routine adjustment of the erodable coating and dimensions of
the opening(s), so that the rate of release is substantially uniform in the different pH
environments experienced by the dosage form on administration. Dissolution rates may

25  be assessed by in vitro testing in solutions of the appropriate pHs. For example, when
comparing dissolution in the stomach and intestine, tests may be carried out initially at
pH 1.5 with a transfer to pH 6.8 after 2 hours or 4 hours, as an assumed time for
residence in the stomach before emptying into the intestines of a notional patient in
respectively fasted and fed conditions.

30

The present invention further provides a method for the treatment and/or

prophylaxis of disorders in a human or non-human mammal susceptible to treatment by a
pharmaceutically acceptable weak base, which comprises administering an oral dosage
form of this invention comprising a pharmaceutically acceptable weak base or a

35 pharmaceutically acceptable salt or solvate thereof to a human or non-human mammal in

need thereof.
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5 Where nore than one opening is provided, the openings nmay be | ocated on
the sanme face of the oral dosage form or on different faces. Suitably,
t he oral wogagesipdrm has two openi ngs, one on each opposiPeY/GBIGH0594

Sui tably, the oral dosage formis a tablet having two opposed primary

surfaces, each jgiilaesed p&ﬂm%ﬁﬁhggﬁe@aﬂvenep{lgfggfbva&earﬁaﬁaa M0 As 2

protectlonfor cére na tam nation via
openi ng( s )treatyadng pad/gogronkyylaxis Oﬁélyb@é%mﬁlélmse cenglitions\asipsiatedc il disbpiehal seal

coating t%&h‘%@%ﬁd Eé}%lﬁ%lﬁphcaﬁf)nst ﬂ&eltebﬁ v&iﬁ&?ﬁ@tht)ﬁrcfﬂr@ﬁ’s@radﬁﬁﬁl@ﬁhhgﬂnﬁ t he
openi ng(s) e seal coat may pe a sup -c%? or .over-coat to. t er odabl e

coating. Psalppsags;foEn pbHis Bention comprsingSrquapnuad A aip PRAEMEERHISAY ar ea of

t he exposedcdpibis salitdi®@olvateiseof, & £Eumin dhgordhirher eamnedh i nadnkeatel
conditions can be harnonised to obtain conparable rel ease rates under
di fferent body environnents, and so achieve nore constant dosing to a
patient. 20 Prefsusabhyreitiedirgs hnlhaltma@nutncadleswcﬁptatbﬂﬁ' eprhgiced sempeuridsy ns  of

this i “Ve%}n@BmﬁBﬁs adﬂl dﬁ%ﬁ%ﬁts fi)f)ﬁoftﬁ)ﬁﬁﬁl@fl PVetk 'ﬁ@e a@bPé&aﬁﬁﬁé tHefterhhe

erodabl e coating an nsi on openi ng the rate of
rel ease i $phupweenticrly pecenighbledaly prbrages 3dV@ft$ av;srptabwa ohhaqﬂlgl ar,

exper l1@nC%qlt@a4e bRenAeSAREIY Qédébﬁﬁle%ﬂmmfoﬁhé 8t csm oaacsmhaaa@mogeat es may 25

a6 - drestioed Snioptey Bredunhis) J00 T2Rand tereRof §eRht A8 REOR oot s
may be carfubtidationtNumbdriW00¢/08659.pH 1.5 with a transfer to pH 6.8 after 2

hours or 4 hours, as an assuned tine for residence in the stonach before

enptying into the intestines of a notional patient in respectively fasted
and fed condi tiSHigbleghamprsepiicedysecaptabimtaltriesiinelpAebydristi des a method for
the tneatment and/or prophylaxis of disorders in a human or non human

I I | |
ast, whi ch Corh FAEeRRERPEE)GTig R BRAEGE MAPor b RGP Ent  on

conprising a pharmaceutically acceptabl e weak base or a 35 pharmaceutical ly

aﬁcept ?bl izs al t Q1 pidlewdng, ihElediae buf 1t Bmitedray hafinty vWid-patsibapplibationat, cited need
t hereo
in this specification are herein incorporated by reference as if each individual publication

20  were specifically and individually indicated to be incorporated by reference herein as
though fully set forth.

In the following Examples, tablet cores were formed by conventional means by
mixing together the active ingredients with excipients and compressing to form the tablet
25  core. These Examples are intended to be by way of illustration rather than limitation of
the present invention, and Compound A is used simply as one example of a weak base

suitable for use with the present invention.

Example 1

30 A core was formed from the following formulation:

Yow/w

Compound A (as maleate salt) 7.1
HPMC 30.0
Lactose 60.9

35  Colloidal silicon dioxide 0.5
Magnesium stearate 1.5

by compression to form 7 mm normal concave tablets of 150 mg.

13



WO 03/ 068195 PCT/ GB03/00594 1In a preferred enbodi nent the present

i nvention provides a nethod for the treatnent and/or prophyl axis of

di abet es woloBios8135 conditi ons associ ated with di abetes mPICIriGRIS/06TI
certain conplications thereof, which nethod conprises adm nistering an

oral dosage formof this invention conprising Conpound A or a
pharmaceutically 5 acceptable salt or solvate thereof, to_a human or

non- hurran Heeraelet soies weig copied Seth 2 pokymethactylais isin spible 2t 5.5 to 2 total

"phar rraceq{,éi?ﬁddm@c;ﬁ%pt abl e" enbraces conpounds, conpositions and
ingredients for both human and veterinary use. For exanple the term
"pharmaceutically acceptable salt” enbraces a veterinarily acceptable salt.
| n par tSi cuh@vpenify siiditrablee3 Phamneseaisilled drbyglathe epitaly ia cach d&tle tws ns  of
Compound i necl t rihb LN Eu Pat.ent Nunber 0 306 228 and
"t or nat | AR AT e SERASKES bhor LA B Sooas 5650, Sui tabl e
phar maceutical |y acceptabl e solvates include hydrates. 15 No adverse

t oxi col ogilgfgmfﬁafzect s are indicated in the above nmentioned treatnents. All
publications, Tncluding but not limted to patents and patent applications,
cited in Aﬁpr@vg%efemwg%@mdhe fllowing tormulatiesr por at ed by reference as if
each ippdi vi dual publication 20 wereggpgcifically and individually indicated
to be incogporated reference herejpn as though fully set forth. In the
fol | owi ng @%@é@s%ﬁ?ﬁe agﬁes we?;epf ormed by conventional neans by

m xi ng t ogéPMe€r the active ingredi &t wth excipients and conpressing to
formthe t]?al%to%g 25 core. These Ex es are intended to be by way of
illustration rather than limtation ¢t the present invention, and Conpound
A i s used Giligiia) shisondwxadeanpl e of &.3eak base suitable for use with the
presents i nyiesidRh stEapl e 1 30 A qu‘f was formed fromthe follow ng

formul ation:~ %W w Conpound A (as naleate salt) 7.1 HPMC'30.0 Lactose
60.9 35 Colloidal silicon dioxide 0.5 Magnesium stearate 1.5 by

conpr essi ay dognpr&ysiBn fo THbnP iR ho &R eaNGvE aldidts 8f PS0 hg0 NU.

The tablet cores were coated with a polymethacrylate resin soluble at pH 5.5 to a total
20  weight of 160 mg.

An opening of diameter 3.5 mm was drilled through the coating in each of the two
primary surfaces of the coated cores to expose the surface of the core.

25 Due to the larger openings and lower HPMC content, the dosage forms of Example 2
exhibited a faster release of Compound A at pH 1.5 and pH 6.8.

30

35
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13 WO 03/068195 PCT/ GB03/00594 The tablet cores were coated with a

pol ynet hacryl ate resin soluble at pH 5.5 to a total weight of 160 ng. 5 An
openi ng ovodBasaber 3.0 mMm was drilled through the coati n@CrrGeaotsef the
two primary surfaces of the coated cores to expose the surface of the
core. Exa &l@tn(ﬁf‘i‘%@ was formed fromthe followi ng fornulation: 10 %V w
Compound A (as nmaleate salt) 7.1 HPMC 20.0 Lactose 70.9 Colloidal silicon
di oxide 0.5 15 Magnesium stearate 1.5 by conpression to form 7 mm nor nal

concave tabl et sigfire 115@10% dlsIJSlﬁu&Iﬁfdt@tfoﬁ@ﬂé%mWﬂﬁtﬁnﬁ(MIEQQm ek N aﬁd 2

A bpeni ngHRERAR Lo 87 efee;itgpﬁ*?glaﬁarf?h?lgta%a%wa%%ﬂ ¥n cach of

t he twﬁ pesidarcy nstheffad: giermath béferecamptethgdniodse itmesenms&etrhﬁhsmribames of the

Forms of Bishfiohi: IAnRaiy 3R SOIDUT R0 SR IR AE b tofORAE |
pH 6.8. 3H 35 to mipwy the/rdbB1ed iPHEsEROghE0Bganmdits §blsun¢wanT%‘éles tlﬁra@dr el
shows di ssglouté, 9'82/&1% ﬁﬁmﬁ&fofta!qae&ﬁrsaaahﬁf ada@aﬁ%tnf%mhﬁaq&eoapga uor%ﬁrt' ng

at pH15vv|tha ransfer taq ours, as an assuned_tinme for 5
resi dence SPAUIhgeetaig ang %ﬁﬁ}yﬁr%m )én?&@xlarﬁ@leua#@b‘l bpwsitoraats theeH The
nedi urof orfotuld # thélirndestihgt Fipard BgiowS&hatnvf&h & brpdable agutc@YSclsAk i | on of

di hi h hi t h d th
St ommch erUPHBHIIRCOMHRS FostrLAN e H B e TS By e
addi ti on dbrmaujuteaust Bodiple? dode@tousiof dtecfornulation affEemise $oIDmtr1|ngmhanf

tsﬁd' um ac %te?ﬁ)& i gaté H‘ &iéﬂé’k%ﬁ&ﬁ&ﬁh%ﬁﬁ&@% lafatggtﬂ SH@f fto? Botﬁ thl%ﬁlgtlon% mm c

Testing in the same solutions with transfer at 2 hours to mimic gastric emptying
15  in the fasted condition, gave similar results.

20

25

30

35
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10 found in the intestine. Figure 1 shows that wth an erodable coat, the
release is substantially conplete i.e. over 90% rel ease is achi eved, after
about 8 hworog/oésapsthe formrulation of Exanple 2, and 12 h®@arsHG00MMhe
formul ati on of Exanple 1. During that period, the rate of release is
substantially uniformat both pHs, foiciggish fornul ations. Testing in the
sane solutions with transfer at 2 hours to mmc gastric enptying 15 in
the fasted condition, gave simlar results. 20 25 30 35 15 WD 03/068195
PCT/ GB03/ 00594 dains 1. An oral dosage formconprising, 5 (i) an

er odabl e re, VIVFI: 0 o rises a pharmaceutically active weak base or
a phar maggu A @Jg%gec{eop a ﬁ%ngla t or solvate thereof; and (ii) an

er odablSe ddeani engdabloeare, whickl corercempribésplravandautcallymstive ssalobaseor anor e
openi ngs pﬁéhﬁ l1AShIRURS ' L Lrough said coating but not
penetrati said cor%nﬁﬁg‘%%%%%ﬁ%g{@n%E%%r#?he envi ronnment of use to
sai d cor e; (11} an g1odable castingaroyyl sapheore.oyiagh eoatmgCRRIPHAEARECE TRATe BPINNgEct | ve

weak base éxterding¥uBstamReaANdofipldtylyaRioaph sl eoftBstbu®hotsRh¥@dtfgtshRI @8 afd oM

t he dosage for m.occur tﬂlrgq%gh t he sfal d ogogfl ng(s) by the erosion of said
er odabl e cEFEVHRE e CISEPBREYOLIST (P Ak W&l e coati ng under

pr e- dd0er nhadtepikbCmntiatirelense. ofthe gharMacautiahllydasiag evehb bideagor di ng to cl ?i m
1in whic ti] t > 4 5 3. .An ora osage form
accor di ng SN ERAAEN) Lot O & AR BhiooB b e Tovale 0T efls GRRET e

f rom pol yrthe baid ppérang(splay thewrasioncafpaivloredbie gut yud thydusheretion pisaital at e, 20
cel | ul ose @g@cpo{aé&aﬁlfl%e {lgrlprréi_gaeﬁg(]}l gﬁ%ﬁdi]?iﬁﬁ&at e phthal ate, shell ac,

hydr oxyropyl - et hy ulose p te polynmers and their copol yners, and
bl ends thereof. 4. An oral dosage formaccording to any preceding claimin

whi ch 1tshe 2r odakh 6ral @6sigk feinh @ orifhgHocH AR5 B i Which ehd @B@BIDcIMink erddeSat™™ 25
5. An oralp}ijgsgge formaccording to any preceding claimin which the

openi ng('s)

3. An oral dosage form according to claim 1 in which the erodable coating material
is selected from polymethacrylate polymers, coprocessed polyvinylacetate phthalate,

20  cellulose acetate trimellitate, cellulose acetate phthalate, shellac, hydroxyropyl-
methylcellulose phthalate polymers and their copolymers, and blends thereof.

4. An oral dosage form according to any preceding claim in which the erodable
coating has a thickness in the range 0.05 to 0.5 mm.

25
5. An oral dosage form according to any preceding claim in which the opening(s)
sizes are in the range 0.5 mm to 8 mm.

6. An oral dosage form according to any preceding claim in which the erodable
30  coating comprises two openings.

7. An oral dosage form according to any preceding claim, in which the erodable
core is in a multi-layered form.

35 8. An oral dosage form according to any preceding claim in which the opening(s) in
the erodable coating comprise about 10 to 70 % of the total face area of the dosage form.
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sizes are in the range 0.5 nmto 8 mMmm 6. An oral dosage formaccording to
any preceding claimin which the erodable 30 coating conprises two

openi ngs.wo.03/M6810F al dosage form according to any precedi RgTARIBOP3%iIN whi ch
the erodable core is in a nulti-layered form 35 8 An oral dosage form
accordi ng 9.0 anin pf deshgs Joret @dcmduﬁg Mngfprédémn@wmriﬁ(vﬁﬁcﬂ the cbfeds er odabl e
coati ng co i se g\sdxlo to %%SE the toila face area of the dosage
form %%‘f’ﬁ%‘g’i PEPFER03F ?ﬂuo@eaﬁ 4G198¢- dosage form according to
any pr ecedl ng claimin which the core is predom nantly hydroxypropyl net hyl

CP L e R, | AR AR Aocdh oo Rlin DRI LML 250N VIl 2Ny Pretedt 1O

claimin rmaceut | ca ase’ s selected from
t he PriPmarBh a@@ﬁﬁ?@ﬂ?ﬁib’ aspentafde wembmllﬁwl@tedaﬁ@nahmﬁmmw Cethpgunds o fieabl e

salt or SQhVéHti%ntoli‘@rpﬁ%acéﬂﬁcaﬁsl a@cfe@{abﬁos%ﬁgﬁ sb9hiRGEST ding to claim 10, in
whi ch the pharmaceutically acCeptable weak base 1s 5-[4-[2-(N-nethyl-N(2

10 pyridyl)am no) et hoxy] benzyl ]t hi azoli di ne-2, 4-di one (' Conpound A) or a
phar maceut i cal I‘én]accept able salt or solvate thereof. 12. A process for the
preparat i ol-of ‘ol dbsage Sergeadcordingiocdaini Ky it whichahepliarmarutinallypr ocess

conpri ses: acggptglﬁgwgmgggsrelyg_[@ X qg@fg%lqgt(?bl et core; (b) coating the core

th t | b § t
openi s ImTdAbaRnRNshery Saal bR fige 2y-eRs hapmgosEbab ne al Ly

conpl et el ypHahheueghic8Bi RcgRalé Bt dsblvagitheepet rating said core and
comuni cating from the environment of use to said core. 20 13. A nethod

for the treatnent and/or prophylaxis of disorders in a human or non-hunman

manmal susceptible to treatnment by a pharmaceutically acceptabl e weak

base, whi ci?- corpProsess fagiemrepagationgt an otnl dpsage fewe agcordimatecdpign hgvhioh cl ai m
1 conpri %a@sgc&ﬁp{ﬁgégceutl cal | y acceptabl e weak base or a pharnmaceutically

aCCeIO'ElﬁbI e 25 salt or (? Y g thereof to a human or non-human nmamal in
need t Prepaggig;ap erodab let core

(b) coating the core with a material with pH-dependent erodability; and
(c) creating one or more openings in the coating, said opening(s) extending substantially
completely through said coating but not penetrating said core and communicating from
the environment of use to said core.
20
13. A method for the treatment and/or prophylaxis of disorders in a human or
non-human mammal susceptible to treatment by a pharmaceutically acceptable weak
base, which comprises administering an oral dosage form according to claim 1
comprising a pharmaceutically acceptable weak base or a pharmaceutically acceptable
25  salt or solvate thereof to a human or non-human mammal in need thereof,

30
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