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at whi ch t hetedingitnattegheatupomthe sterifyiog glohyis hydrolysed by enzymes present in, for
example, serum and body tissues to yield the antibiotically active acid. It is particularly

advantageous to employ cefuroxime axetil in an amorphous form as disclosed in British
25 Patent Specification No. 2127401.

A convenient means of presenting antibiotics for oral administration is in the form of
granules which may be administered as a solution or suspension or taken with a draught
of water. Solutions or suspensions of granules as, for example, a syrup are particularly
30 convenient for oral administration of antibiotics to children. However, cefuroxime axetil
has an extremely bitter taste which is long lasting and which cannot be adequately
masked by the addition of sweeteners and flavours to conventional granule presentations.

Another problem arises from the tendency of cefuroxime axetil, both in crystalline form
35 and the amorphous form to form a gelatinous mass when contacted with aqueous media.
This gelling effect is temperature dependent but does occur at temperatures of about
37°C, i.e. at the physiological temperatures at which the disintegration of an orally
administered granule would take place. Where there is a relatively slow dispersion of
cefuroxime axetil into the surrounding aqueous medium following ingestion there is still
40 the risk that the cefuroxime axetil present in the composition may gel. Such gel
formation would lead to the poor dissolution of the cefuroxime axetil and hence poor
absorption from the gastrointestinal tract — ie — low bioavailability. In the case of
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preventi ngtatéth_?nae%eg%sucemojsmo bitter tasting drug to the taste buds. 30
The appl i cant’s et et PYPRerKet an oral suspensi on composition conprising
cefuroxinme axetil, the partl cles being provided with integral coatings of
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25 such as cefuroxime axetil, and two enteric polymers, namely methacrylic acid copolymer

and phthalate polymer which are dissolved in a solvent system and subsequently dried to
form a “solid solution” matrix in which the drug is kept in a finely dispersed state within
the polymers, preventing the exposure of the bitter tasting drug to the taste buds.

30 The applicants currently market an oral suspension composition comprising cefuroxime
axetil, the particles being provided with integral coatings of a lipid in the UK under the
tradename Zinnat ™ and in the US under the tradename Ceftin ™. This oral suspension
composition comprises, in addition to cefuroxime axetil, the inactive ingredients stearic
acid, tutti frutti flavour, a binding agent (Povidone K30) and sucrose as a bulk

35 sweetener.

Although the lipid coating goes some way to mask the bitter taste of the cefuroxime
axetil upon oral administration, cefuroxime axetil is so bitter that these suspensions and
compositions still have a bitter taste and prove a particular problem for administration to
40 children. In addition, the suspensions may have a “gritty” feeling in the mouth making
them less palatable than other antibiotic suspensions. Both of these factors may affect
patient compliance because, particularly in children, less palatable antibiotics are likely
to be discontinued as soon as the patient is well rather than continuing the course for the
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sufficient to mask the bitter taste of cefuroxime axetil.

25
Advantageously, it has been found that the sweetener system and texture modifier act
synergistically to overcome both the bitter taste and also improve mouth “feel” thereby
aiding patient compliance. As indicated above, the sweetener system overcomes the
bitter taste by producing an initial sweet taste in the mouth. However, the simultaneous

30 use of the texture modifier helps to provide a creamier texture improving mouth “feel”
and, in addition, reducing the number of lipid coated particles left in the mouth when the
preparation is swallowed further reducing the bitter taste effect.  Using individual
sweeteners or the texture modifier alone, would not produce such a significant
improvement in both taste masking and mouth “feel”. Applicants have discovered that

35 these beneficial effects are only produced when the sweeteners are combined and are
further improved when the texture modifier is used in a synergistic combination.

Detailed description of the Invention

40 Suitable lipid or mixtures of lipid coating for the cefuroxime axetil particles together
with methods for preparing lipid coated particles of cefuroxime axetil are described for
example in GB 2204792 the contents of which are incorporated herein by reference. A
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By “sweetener system” is meant a sweetener or combination of sweeteners which are
added in addition to the bulk sweetener used during the granulation process described
below and specifically designed to form an acceptable level of sweeiness for the
30 preparation. The sweetener system in the present invention acts to reduce the bitter taste.
Preferably artificial or naturally derived sweeteners are used either alone or in admixture.
Suitable sweeteners include, but are not limited to, saccharin, sodium saccharin, sodium
cyclamate, acesulfame potassium, thaumatin, neohesperidin dihydrochalcone and

aspartame.

35
Alternatively, the sweeteners include saccharin, sodium saccharin, sodium cyclamate,
acesulfame potassium, thaumatin, neohesperidin dihydrochalcone, ammonium
glycyrrhizinate and aspartame.

40 The sweetener system comprises between about 0.1-10% by weight of the final granule

composition, more preferably about 0.3 to 5% by weight. Where there are two
sweeteners used in admixture, the ratios between the two sweeteners are in the range of
about 1:10 to 10:1 by weight.
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Preferably, the texture modifier is xanthan gum.

25
Most preferably, the sweetener system is a mixture of acesulfame potassium and
aspartame and the texture modifier is xanthan gum.

The texture modifier is preferably present in a weight ratio of modifier: lipid coated

30 particle between about 1:300 to about 1:3000, more preferably between about 1:500 to
about 1:1500. The texture modifier comprises about 0.01 to about 5% by weight of the
final granule composition, more preferably about 0.01 to about 1% by weight.

The weight ratio of texture modifier:sweetener system is between about 1:1 to about
35 1:1000, more preferably between about 1:10 to about 1:100.

The weight ratio of lipid coated particle:sweetener system:texture modifier in the final
granule composition is between about 300:10:1 to about 3000:100:1, preferably between
about 500:10:1 to about 1500:100:1.

40
The sweetener/texture modifier particle composition may also optionally contain other
excipients such as suspension and binding agents, fillers, thickeners, flavours and bulk
sweeteners.
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thereof, 5 pregelatinised nmaize starch or polyvinyl pyrrolidone. Suitable
fillers i muitisle fiswaringeychst anthpeppamingseasbeiryror tittdfutyi stayladditienallel | ul ose.

20 be present in the composition.

In a preferred embodiment, the lipid coated granules of cefuroxime axetil are granulated
with sucrose using an aqueous solution of polyvinylpyrrolidone (Povidone) as a binder
to form the granule. A suitable flavour, such as tutti frutti flavour, is added and the

25 composition is blended. The sweetener and texture modifier of the present invention
may be blended together with the granulated particles in the form of a dry mix using
conventional techniques either before, after or at the same time as addition of the
flavouring agent to form the final granule compositioh. Alternatively, the sweetener and
texture modifier may be blended with the lipid coated particles during the granulation

30 process. During the blending process it is important to ensure that the sweetener system
and texture modifier are evenly in admixture with the cefuroxime axetil lipid coated
particles.

The particulate products according to the present invention may be used in

35 pharmaceutical compositions for oral administration and may be presented as a
suspension for administration, as a dry product for constitution with water or other
suitable vehicle before use for administration as a suspension, or for direct
administration and then washed down with water or other suitable liquid.

40 In a further aspect, therefore, the invention provides a pharmaceutical composition for
oral administration comprising a composition according to the invention together with
one or more pharmaceutical carriers or excipients.



Bul k sweeteners which are suitable for the purposes of the present
invention include 10 sorbitol, sucrose, or artificial sweeteners such as
sodi um sawohanidw3or sodi um cyclamate. Alternatively, bul PCTmPerex160 s whi ch
are suitable for the purposes of the present invention include sorbitol,
mannitol, maltitol, xylitol, fructose, glucose, sucrose, or artificial
sweet eners such as sodi um saccharin or sodiumcyclamate. 15 Thi ckeners
which are ’l&idlphﬁhia@euh@dl célh@smumspﬁsmmhmmﬁormua&e mr olrawaﬁmsemdnmel ude, but
are not limted to ﬁCIthl a}b ?}i‘ Sulal.llm ste e rer (;rtuabl e flavourl ngs
such as miUsPPsiSBeiAY BF COBPRILER ¢ LY t‘Y iy Sadf o Bnal 1y 20
be pr esentadminigthdor ofyedigbtime axetil. nThe pnmtﬂ@rwﬁdoeemmwy pessented doers|tbpi d coat ed
granul es aof_c c an aqueous
Qo1 Ut on gFeporRky EusREEbh oty P L RRER ot e SR, e

gradul e. Axstdlor a@n@leﬁps&wuﬁpﬁnswsa@ﬁm@mg theteﬁmvarlqna@ﬁ 12540 HPorg cefqrgm@aded and the
25 conposiggkign is bl ended. The sweetener and texture nodifier of the
present invention may be blended together with the granulated particles in
the formof a dry m x using conventional techniques eifher before, after
or at the I%"&ﬁseef{ll?l?ﬁé’dégr hygan frpabmens fvii fgically bR g by Eﬁeﬁk 0tp J0405PE t he fi nal
granul e coefuosdime aretil g deyr fontdulteing 80ttt 800me peralar for ghidtiren, elidtoughetbaodi fi er may

be 1ol ende%j&&&@o&d\ﬁlﬂd%}i&nﬂbﬂﬁ@? g%k haftdueh®Sf AdthiniRgatiohe granul ation 30
process. ring the blending process it is irrportant to ensure that the

sweet ener stem .and.text di.fier dm Xt .U th the
cef ur oxi PESSEE IVERSiog %&F g’d‘ﬂgdg‘r‘sfrf‘tg‘li &é&‘e %ﬁg’wﬁéref‘? hpsﬁ’B‘i}gnc

accor di ng nobbe ¢easipred seepnstitpipg atimgptiondiere used in 35 phar maceut i caI
conpositions for oral adm nistration and may be presented as a suspension
for .adm nlgtratll on, as a dry product for constitution with water or other
sui'fabl e before use for adm nistration as a suspension, or for
direct adfierieftrowime enctdmebdtindie Tresipied vohoighl pive et driest amerblesus sui t abl e

li qui d. 4%&&}@ fableBes RRRGLL in éﬁemmﬁe TheGreeRNE AR JAl Qirdes a
phar maceuti ca orrp05| tion for oral admnistration conprisjng . a

conposi t i gredEoverF llender! tagethsrntidh theoprirayiae h%‘FtIW?W%eSo?Feam Mk e

phar mac e utdngiing Gt the 18 e@hlyaX &dnik@r S. WO 03/ 043638 PCT/ EP02/ 13150 7 The
ph?z'omaceuti cal conpositions of the invention, fornulated for oral

drfi'ni stration as a suspension, may be constituted with a suitabl e anount
of water, for use in oral

Example 1
Cefuroxime axetil suspension 125 mg/5ml

25 Ingredients SmL Dose SY%ow/w
Cefuroxime axetil 0.150g 3.55
Stearic acid 0.852 g 20.19
Povidone 0.013 ¢ 0.31
30 Tutti Frutti flavour 0.100 g 2.37
Sucrose 3.062 g 72.56
Acesulfame Potassium 0.021g 0.50
Aspartame 0021g 0.50
Xanthan gum 0.001 g 0.02
35
Potable Water to SmL
Example 2

Cefuroxime axetil suspension 125 mg/5ml

40
Ingredients 5mL Dose Sow/w



adm ni stration of cefuroxinme axetil. The particles will be typically
presented so as to give a nmultidose suspension containing the equival ent
of 125 ngwDw®3B43g3gcef uroxine 5 axetil or a single dose suspemgiponixomt ai ni ng
t he equival ent of 125 to 500 ng cefuroxinme axetil. Doses enpl oyed for
human treatnent will typically be i'h the range of 250 to 1000 ng
cefuroxime axetil per day for adults and 80 to 500 ng per day for children,
al though the 10 precise dose will depend on inter alia the frequency of
adm ni st r @efiBdkimd Btipr esent.isyenti on may bés5further illustrated by the

fol | ow ng ¢exanpl:es which sr(;%&g not be cggpshrued as constituting a
limtation thereto. 15 Exanpl The cef uroxi axetil used in the Exanples
was hi ghl y 2B spray dri eg'%éﬁ%rphous maté‘?F:I prepared as described in GB
2127401. ﬁh@h@éﬁéﬁér systtdff and texture 2#bdifier were bl ended toget her
w th the @eérogeoxi ne axetil 3g6agul es as a d2y6m x ensuring that they are
evenly i n @i shdbigin 20 Exgrm{gel Cef ur oxi ggg axeti|l suspension 125 ng/5ml
25 I ngredi en;g 5mL Dose %N/\@{1 f ur oxi nme a?s(sil 0.150 g 3.55 Stearic acid
0.852 g 20882y done 0. 0T3'§ 0.31 30 Tufti Frutti flavour 0.100 g 2.37
Sucrose 3X@Bhaggum 56 Aced¥t&ne Pot assi ufd. 021 g 0.50 Aspartane 0.021 g
0.830 Xanthan gum 0.001 g 0.02 35 Potable Water to 5nL Exanple 2

Cef ur oxi mpoaKetwilierssispensi gmy, 125 ng/ 5mL 40 I ngredients 5n-1L Dose %W w WO
03/043638 PCT/ EP02/ 13150

Example 3
Cefuroxime axetil suspension 125 mg/5ml
15
Ingredients 5mL Dose Yow/w
Cefuroxime axetil 0.150 g 3.55
Stearic acid 0.852¢g 20.19
20 Povidone 0013 g 0.31
Tutti Frutti flavour 0.100 g 2.37
Sucrose 3.062¢g 72.56
Sodium saccharin 0.021 ¢ 0.50
Acesulfame Potassium 0.021 g 0.50
25 Xanthan gum 0.001g 0.02
Potable Water to SmL
Example 4
30 Cefuroxime axetil suspension 125 mg/5ml
Ingredients 5mL Dose Yow/w
Cefuroxime axetil 0.150 g 3.56
35 Stearic acid 0.852¢g 20.24
Povidone 0.013 g 0.31
Tutti Frutti flavour 0.100 g 2.38
Sucrose 3.062 g 72.75
Neohesperidin dihydrochalcone  0.010 g 0.24
40 Sodium saccharin 0.021g 0.50
Xanthan gum 0.001 g 0.02

Potable Water to 5mL



8 Cefuroxinme axetil 0.150 g 3.55 Stearic acid 0.852 g 20.19 Povidone
0.013 g 0.31 5 Tutti Frutti flavour 0.100 g 2.37 Sucrose 3.062 g 72.56
Sodi um sawohanias3®. 021 g 0.50 Aspartane 0.021 g 0.50 XamcCharroywrs®. 001 ¢
0.02 10 Potable Water to 5nL ExaerI e 3 Cefuroxine axetil suspension 125
ng/ 5mL 15 Ingredients 5nL Dose %w”w Cefuroxine axetil 0.150 g 3.55
Stearic acid 0.852 g 20.19 20 Povidone 0.013 g 0.31 Tutti Frutti flavour
0.100 g 2.37 Sucrose 3.062 g 72.56 Sodium saccharin 0.021 g 0.50

Acesul f amg Pat assi um 0. 021 g 0.50 25 Xanthan gum 0.001 g 0.02 Potable
Water to xanpl e 4 30 .Cefuro 'rie axetil suspension 125 ng/5ml

| ngr edi en{-€UEH™ EIWWIO”C}@? me axetil 0.150 g 3.56 35 Stearic acid
0.852 g 20.24 Povidone 0.013 g 0.31 Tutti Frutti flavour 0.100 g 2. 38
Sucsose 3IMgedligts7’2. 75 NeohespebinfiiDvseli hydr ochédvwwene 0. 010 g 0. 24

Cefuroxime axetil 0.150 g 3.57
Stearic acid 0.852 ¢ 20.29
Povidone 0.013 g 0.31
10 Tutti Frutti flavour 0.100 g 2.38
Sucrose 3.062¢g 72.92
Thaumatin 0.010 mg 2.38 x10™
Sodium saccharin 0.021 g 0.50
Xanthan gum 0.001g 0.02
15
Potable Water to SmL
Example 6
Cefuroxime axetil suspension 250 mg/5ml
20
Ingredients 5mlL Dose Y%ow/w
Cefuroxime axetil 0300 g 7.50
Stearic acid 1.203 g 30.09
25 Povidone 0012 g 0.30
Tutti Frutti flavour 0.102g 2.55
Sucrose 2289 g 57.25
Acesulfame Potassium 0.045 g 1.13
Aspartame 0045 ¢ 1.13
30 Xanthan gum 0.002 g 0.05
Potable Water to SmL
Example 7
35 Cefuroxime axetil suspension 250 mg/5ml
Ingredients 5mL Dose YSow/w
Cefuroxime axetil 0300 g 7.50
40 Stearic acid 1203 g 30.09
Povidone 0012 ¢g 0.30
Tutti Frutti flavour 0.102 ¢ 2.55

Sucrose 2289 g 57.25



40 Sodi um saccharin 0.021 g 0.50 Xanthan gum 0.001 g 0.02 Potable Water
to 5nL WD 03/ 043638 PCT/ EP02/ 13150 9 Exanple 5 Cefuroxine axetil

suspensi ow013543s88 5nll 5 | ngredi ents 5nL Dose %W w Cef ur oeCmEPaxet1sé 0. 150
g 3.57 Stearic acid 0.852 g 20.29 . Povidone 0.013 g 0.31 10 Tutti Frutti
flavour 0.100 g 2.38 Sucrose 3.062% 72.92 Thaumatin 0.010 ng 2.38 x 104
Sodi um saccharin 0.021 g 0.50 Xanthan gum 0.001 g 0.02 15 Potable Water to
5nL  Exanp$elitn Gefherioxi ne ak@Sid suspensi o-1350 ng/5ml 20 Ingredients 5m
Dose %W w A GRfimhoXi me axeti$.043.g300 g 7.50 18Bearic acid 1.203 g 30.09 25
Povi done 0Oy ( Jﬂ%an o230 Tuttgofrutti flavourpds. 102 g 2.55 Sucrose 2.289 g
57.25 Acesul'fa ot assi um % 45 g 1.13 Aspartane 0.045 g 1.13 30 Xant han
gum 0.002 g 0.05 Potable Water to 5nlL Exanple 7 35 Cefuroxine axetil
suspensi onP@80e Wigteh tol SmL

Example 8
Cefuroxime axetil suspension 250 mg/5ml

10 Ingredients 5mL Dose Y%ow/w
Cefuroxime axetil 0300 g 7.50
Stearic acid 1.203 g 30.09
Povidone 0012 g 0.30

15 Tutti Frutti flavour 0.102 g 2.55
Sucrose 2289 g 57.25
Sodium saccharin 0045 ¢ 1.13
Acesulfame Potassium 0.045 ¢ 1.13
Xanthan gum 0.002 g 0.05

20
Potable Water to SmL
Example 9
Cefuroxime axetil suspension 250 mg/5ml

25
Ingredients 5mL Dose Y%ow/w
Cefuroxime axetil 0.300 g 7.55
Stearic acid 1.203 g 30.28

30 Povidone 0.012 ¢ 0.30
Tuttt Frutti flavour 0.102 g 2.57
Sucrose 2289 ¢g 57.62
Neohesperidin dihydrochalcone  0.020 g 0.50
Sodium saccharin 0.045¢ 1.13

35
Xanthan gum 0.002 g 0.05

Potable Water to 5mL



| ngredi ents 5nm. Dose %W w Cefuroxinme axetil 0.300 g 7.50 40 Stearic acid
1.203 g 30.09 Povidone 0.012 g 0.30 Tutti Frutti flavour 0.102 g 2.55
Sucrose 2wP89/0¢363%. 25 WO 03/ 043638 PCT/ EP02/ 13150 10 SodipamEraz/tiiar i n
0.045 g 1.13 Aspartane 0.045 g 1.1 Xant han gum 0. 002 g 0.05 5 Potable
Water to 5nL Exanple 8 Cefuroxine axetil suspension 250 ng/5mL 10

I ngredi ents 5nL Dose %W/ w Cefuroxinme axetil 0.300 g 7.50 Stearic acid
1.203 g 30.09 Povidone 0.012 g 0.30 15 Tutti Frutti flavour 0.102 g 2.55
Sucrose 2.289 g 57.25 Sodium saccharin 0.045 g 1.13 Acesul fane Potassium
0.045 g 1.13 Xanthan gum 0.002 g 0.05 20 Potable Water to 5nL Exanple 9
Cefuroxi me axetil suspension 250 ng/5nl 25 Ingredients 5nL Dose %W w
Cef ur oxi megaxgti! 0.300 g 7.55 Stearic acid 1.203 g 30.28 30 Povi done
0.01@ g 0.30 Tutti Frutti flavour 0.102 g 2.57

A taste trial was performed in which 5 volunteers assessed a suspension of the
composition of Example 1 reconstituted with potable water according to the following

categories:
10 Initial taste: sweet or bitter
Aftertaste: bitter aftertaste present or absent
Mouthfeel: creamy or gritty
Flavour: pleasant or unpleasant
15 The results of the taste trial are tabulated below:
Taste category Volunteer response
Initial taste All volunteers appreciated a sweet taste in the
preparation
Bitter aftertaste None of the volunteers appreciated a bitter aftertaste in
the preparation
Mouthfeel All volunteers appreciated a creamy mouthfeel in the
preparation, although some granules could be detected.
Flavour All volunteers appreciated a pleasant Tutti Frutti flavour
in the preparation

Further taste trials were carried out in a number of healthy adult patients comparing a
suspension of the composition of Example 1 (125mg/ml) and of Example 6 (250mg/5ml)

20 with a suspension of compositions of cefuroxime axetil which were identical except for
the absence of the sweetener system and texture modifier. Formulations in both
strengths were assessed in the “fresh” form, ie freshly constituted formulations.

In a preference test design, the suspensions were compared for sweetness, bitterness,

25 mouthfeel and overall preference. The results demonstrated in the following tables show
percentages of patients preference for both a 125mg/5ml dose form and a 250mg/5ml
dose form.

30



Sucrose 2.289 g 57.62 Neohesperidin dihydrochal cone 0.020 g 0.50 Sodi um
saccharin 0.045 g 1.13 35 Xanthan gum 0.002 g 0.05 Potable Water to 5ni
WO 03/ 043w833eOChsEP02/ 13150 11 Results 5 Ataste trial wa3/Eper/dizsered in
which 5 volunteers assessed a suspeqisi on of the conposition of Exanple 1
reconstituted with potabl e water accordi ng to the following categories: 10
Initial tagte—sweet—or—bttt Afterta % Aé}arter aste present or
absent  MoytSHsReasionc  epijeetst d?‘?t?rtv El %FFF onthieel, i Preferelf| easant 15 The
resul ts of |tjhembaad eastdtrils are t abul at ed bel ow Tast e cat egory Vol unt eer

response Inidial - 25 €] & dmglda/nt eers pppfeci ated a |sypet taste in the

pr epar ati or € ft one—of g vot unteer ppreciated a bitter
af t er t ast e ISquepH@l %}' e gr/?it } r‘é7 ﬂ\llf hf e ﬁ/ﬁ \ln| Ilnf ae 9 gnnr nrl at ed a

creamy nout|ifqeal in t hel7%r epdB%t i on, a42;°/hough sone g%%wul es dould be
detected. |RsgveMmlAlste ty@lsunt eers appreci ated a pl easant Tutti| Frutti

flavour in [the pr.epar a Farher tas 5o rials werd dﬁ@rrleﬁcut in a
nunber of rg‘lﬁpewo&ﬁe J/S.i%‘tt% 0); conpa |||} a—suspers; omof—tfle conposi tion

of Exanpl e ﬁué‘l!?zspmlm 0%nd floﬁ-%arml el B% £.250ng/ 5m) 8% 0 wi-thla suspension
of conposi tlmluﬁ of cef Lessxi e oaxeti| whiXh were i derlti%al except for the
absence of the svveetener _system and texture nodifier. Fornulations in both
strengt hs re asse n t he " H{] e ted

f or mul at i on§“SPFRFIY %B%e atxgtél {1 oategpa lfﬁles LJ %ﬁegfég‘%g v\%l]rl éﬁacorrpar ed
for sweet nesigxtutsimqd eFiess

5 "Suspension 2  Cefuroxime axetil lipid coated particles

The results clearly indicate that suspensions of the present invention which contain
added sweeteners and texture modifier is the much preferred formula for both taste and
mouthfeel.

10



25 nout hfeel and overall preference. The results denonstrated in the
follow ng tables show percentages of patients preference for both a

125nmg/ 5miwoasm4¥ess m and a 250ng/ 5m  dose form 30 WO 03/ ®€36382/13150

PCT/ EPO2/ 13150 12 Suspensi on Sweet]%r Bitter Better Muthfeel Preference
125m /5nl taste trials Suspension 1™ 66% 0. % 42% 58% Suspension 2b 17% 67%
16% 17% Equal 17% 33% 42% 25% 250m 5ml taste trials Suspension a 75% 10%
42% 92%1aBsspensi on 2b 0% 100% 25% 8% Equal 25% 0% 33% 0% ' Suspension 1
Cefuroxinme axetil lipid coated particles plus a sweetener systemand a

tTﬁxt ur e1.|m0di A:c%péithy_ﬁu%&sﬂsﬁﬁ@&ﬂ@o&ﬁé BEBX i Rr@oabilkd forrh, thé ParG@@tRehgpar ti cl es

e result. ar ndi.cat .. : ention

whi ch clgﬂ.‘flg‘?d;v"ﬁla@%ér& ! %%%%eoﬁg%@%g_mﬁgg?ﬁél%ﬁ f Iiteggs Oﬁlgﬁt% Iﬁgatﬁtgﬁ preferred
f or nful avhigh disperee eradiewolvarRR coRgei WitegasromtsSiRp 4t FeS SN ESH2 13150 13
Cl ai ns: binding &evipriposietisadnn thetthe dogipasitianciuiics Romprisax@swdetepas systent 4ndul at e f or m
t he par} fegth®@Smddehidd ¢h ankfuaMisehEiciemitd Rask MedGite kasR@A béfM@Sin@faxdtilpi d or m xture of
| i pids which are insoluble in water and 5 which di sperse or dissolve on
contact_with gastrojntestinal fluid, a.bulk sweetener and.a _binding agent,
char act ri se °PHPISHIR 2% 1%?15%%%”%“%#{? F\%‘?e\{\%f)rn%’f Flgég?llglsgs&/\%Z?%ner’ system
and10 a erexartifigalnerdidtirelty derivadroweatencs afl¢dtesi Epm taechasin sofym feheEn, t aste of
cef ur oxéodRmaxStlahate 2 . aculfAn qRiakdion aeomaitt, ngedhospetidin miihydsbvbaledre t he

sweet en RLhSES lgast 10 one artificial or naturally derived
sweet en%%@%%g{%}ﬁ%@om saégﬁﬁgri n, sodi um saccharin, sodium cyclamate,

acesul fane potassium thaumatin, neohesperidin dihydrochal cone
3 A composition according to Claim 1 or Claim 2 wherein the sweetener system

15  comprises two sweeteners in admixture in a weight ratio of 1:10 to 10:1.

4, A composition according to any of the preceding claims wherein the sweeteners are
acesulfame potassium and aspartame.

20 5. A composition according to Claim 4 wherein the acesulfame potassium and
aspartame are present in a weight ratio of 1:1.

6. A composition according to any of the preceding claims wherein the texture modifier
is selected from polyvinylpyrrolidone, sodium carboxymethylcellulose,
25  hydroxyethylcellulose, hydroxypropylcellulose, guar gum alginates, carrageenan or xanthan

gum,
7. A composition according to Claim 6 wherein the texture modifier is xanthan gum.
30 8. A composition according to any of the preceding claims wherein the weight ratio of

texture modifier:sweetener system is between about 1:1 to about 1:1000.

9. A composition according to any of the preceding claims wherein the weight ratio of
lipid coated particulate:sweetener system:texture modifier is between about 300:10:1 to about
35 3000:100:1.

10. A pharmaceutical composition for oral administration comprising a composition as
claimed in any of the preceding claims together with one or more pharmaceutically
acceptable carriers or excipients.

40
11. A pharmaceutical composition according to Claim 10 in the form of an aqueous
suspension.



ammoni um gl ycyrrhi zi nate and aspartane. 3. A conposition according to Caim
1 or aim2 wherein the sweetener system 15 conprises two sweeteners in
adm xt ur ewpre3@43s88 ght ratio of 1:10 to 10:1. 4. A conposi PCoEParcsdi ng to
any of the preceding clains whereinjjhe sweeteners are acesulfane

pot assi um and aspartane. 20 5. A conposition according to Caim4 wherein

th | f t I d . t . t, | i gh ti f
17 "6 T CompRBRTBHIAL cOPRIHET o oAE O B 1 Ldi RRcer R Thar ei n t he

texture nodifier 1is selected from polyvinylpyrrolidone, sodium

car boxymet hyl cel  ul ose, 25 hydroxyethyl cel |l ul ose, hydroxypropyl cel | ul ose,
guar gum al gi nates, carrageenan or xanthan gum 7. A conposition according
to Claim6 wherein the texture nodifier is xanthan gum 30 8. A conposition
according to any of the preceding clains wherein the weight ratio of
texture nodifier:sweetener systemis between about 1:1 to about 1:1000. 9.
A conposition according to any of the preceding clainms wherein the weight
ratio of lipid coated particul ate: sweetener systemtexture nodifier is

bet ween about 300:10:1 to about 35 3000:100:1. 10. A pharnmaceuti cal
conposition for oral adm nistration conprising a conposition as clained in
any of the preceding clains together with one or nore pharmaceutically
acceptabl e carriers or excipients. 40 11. A pharmaceutical conposition
according to Claim10 in the formof an aqueous suspension. W 03/ 043638
PCT/ EPO2/ 13150 14 12. A pharmaceutical conposition according to Caim 10
in the formof granules.



