28 March. 2006 1 COATED PARTI CULATE CEFUROXI ME AXETI L COVR(SLTI 8}!8 Ebgl d of
: ) . : . . L by 2

the Invention 5 This invention is concerned with conpositi —

particul.ar pharmaceutical conpositions containing the 1-acetoxyethyl ester
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advantageous to employ cefuroxime axetil in an amorphous form as disclosed in British

25 Patent Specification No, 2127401,

A conven’~ut 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, & 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 docs 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 biocavailability. In the case of
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and phthalate polymer which are dissolved in a sol¥ent 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.

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
sweelener.

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 adminisiration to
children. In addition, the suspensions may have a “gritty” fecling 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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Advantageously, it has been found that the sweetener system and texture modifier act
synergistically to overcome both the bitter taste and also improve mouth “fecl” thereby
aiding patient compliznce. 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 alome, 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 sweetencrs 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 fogether
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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from 10 to 30% by weight of cefuroxime axetil.

By “swectener 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
preparation, The sweetener systemn 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.

Alternatively, the sweeteners include saccharin, sodium saccharin, sodium cyclamate,
accsulfame potassium, thaumatin, ncohesperidin  dihydrochalcone, ammonivsm
glycyrrhizinate and aspartame.

The sweetener system comprises between about 0.1-10% by weight of the final granule
composition, more preferably sbout 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.
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25
Most preferably, the sweetener system is & mixture of aoesulfame 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 comptises 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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such as suspemtifica sesetbndys such as spdivgendcharinof fofliemgyclamiteckeners, fl avours and
bul k gweeteners. 28 March, 2006 6 Suitable suspension and bindi ng agents

include, but eg.Ralwhitiird ﬁﬁabk%rtﬁ’e]ﬂﬁ)ﬂé% lofHhe pRSent isvettion amhidg bimakecel | Ul ose,

hydr oxyal kyl cg(]thwt%gg xpropyl cel I ul ose and
hydroxypropyl met cel ose sodi um car boxynet hyl cel | ul ose or m xtures

thereof, 5 pregel atini sed mai ze starch ol A rrol Sui t abl e
fill ers, i ncl ugHs ﬁ Foumes Srhps oyp %’ 'ﬁ 5{”%@@’?&% ‘lh%%nl el | ul ose.

be present in the composmon

In a preferred embodiment, the lipid coated granules of cefuroxime axetil are granulated
with sucrose using an aqueous solution of polyvinylpyirelidone (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 composition. 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 exetil 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 tamt_gg%
invention include 10 sorbitol, sucrose, or artificial s as
sodi um saccharin or sodiumcyclamate. Alternatively, bulk sweeteners which
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 o? sodi um cycl amate. 15 Thi ckeners
which are suitable for the purposes of the present invention include, but
are not |im tedph®mackicil kdposituns of thenfnvention, Stredatedtfer orabedminigiationtal avour i ngs
such as mnt, pe [. M r dmohifitUdttvaterBsr a€dhtor@nal |y 20
be present in atﬁg&g%éryb%ﬂj?%ﬁ %_{th?esFeﬁi ntil:J)gd' ment %ﬁhe Iti pi d coated
granul es of cefuinskption ofsedroximeareily The, partigles lﬁi?ﬂ“&&e‘% Usi'ng an aqueous
sol ution of pqlivew mtiguge weperdamnentiifioy itd cyeyalat ofal 25 imederS & pefupEmen t he

granul e.; A ?U'a&éi%ﬁ'sfd RS tboSinthitint baufvhlexitof 125 k900 cefiveximelded and t he
25 conposition1s b ended. e sweetener and texture nodifier of the

pr esent i nvent¥sh may be bl ended together with the granul ated particles in
the formof a dry m x using conventional techniques either before, after
or at the san®otdswaplagddedimingreatatnt wibtypiclsbe intheygnes 98 260 t0d WPt t he fi nal
gr anul e conposkfiroRime bl Rf tforudilty andt8deo Sfeetpendsy fon pldidrep.afthougtetherpdi fi er may
be bl enged w tpraakmsémiaﬂ)m&ﬁﬂm&ﬁ@haﬁydumwm granul ati on 30
process. During the blending process it is inportant to ensure that the
sweet ener sy SUe: Skt W o TRl Glrnt 5 R Bbbhe efinBlllitsbGuui LN the
cef uroxi me axetT ¥ pi coa._{gbﬁ artlcles. lhe partlcul ate products
according to Epdes ?sq"’ﬁ“é‘"fgiagf?‘t?ﬂi’?%bmed in 35 pharnaceutical
conpositions for oral adm nistration and may be presented as a suspension
for adnisni str @xzBfles as a dry product for constitution with water or other

sui tabl e vehi q.gﬁe?&g a%glem%pﬁlﬂ% ] '@g@gi%ﬁ&%r@l&mg@ or for

direct adm ni _at{’%ﬁga then washed down_w th water. or gth_rnr: sui tabl e
liquid. 40 | nmaterglmremapd asfragpbed PR SR THSHORTEHETER BF VT des a

phar maceut i calmodifieppeat tbleaded ftopetherowid the chafurpixister axetil cemanilohpy B SHhgia

conposi tion ageakdidomtOrd Bent) H¥EREdn@N together with one or nore
pharmaceutical carriers or excipients. 28 March, 2006 7 The pharnaceuti cal
corrposiZPi ons of the invention, fornulated for oral admi nistration as a
suspensi on, may be constituted with a suitable amunt of water, for use in

or al Example 1
Cefuroxime axetil suspension 125 mg/5ml

25 Inpredients SmL Dose Y%wlw
Cefuroxime axetit 0.150g 3.55
Stearic acid 0852¢g 20.19
Povidone 0013 g 031

30 Tutti Fruiti flavour 0.100 g 2,37
Sucrose 3.062g 72.56
Acesulfame Potassium  0.021g 0.50
Aspartame 0.021 g 0.50
Xanthan gum 0.001g 0.02.

35 .
Potsble Water to Sml
Example 2

Cefuroxime axetil suspension 125 mg/5ml

40
Ingredients 5ml Dose Sow/w



adm ni strati on of Cefuroxinme axetil.
presented so as to
of 125 ng to 5 g cefuroxine 5 axetil

The particles will b 8t L al
give a nmultidose suspensi on containin
or a single dose suspension containing .

ent

t he equivalent of 125 to 500 ng cefuroxine axetil. Doses enpl oyed for

in the range of 250 to 1000 ng cfuroxine
axetil per day for adults and 80 to 500 ng per day for children, although
se dose will depend on inter alia the frequency of

n. The present invention may be further illustrated by the

fol | owi ng exarfsfxssingiaratih shouP#50enot be constPued as constituting a
limtation th&meeiceeidl5 Exanpl 8852Bhe cef ur ox?®¥ axetil used in the Exanples

human treat ne

the 10 preci
adm nistratio

was hi ghly purmpevideps ay dried aoorghous
2127401.5 The sywaeh@NMvosYSt emamg texture

with the cefu

evenly in adnlxéure. 20 25 30

125 mg/ 5nl | n

aci d0. 852 g20!

nt will typically be

40 Exanpl e

mat erd. ¥l prepared as described in GB

i fier were bl ended toget her

Cef uroxi me axetil suspension

0%l e axeti | grQ%/lges as a dryp 4 x ensuring that they are

SRR posy

Bw Cef ur oxi
i donc0. 01%9%6. 31 Tutti

i%oaxetilo.150 g3.55 Stearic
&ﬁtti fl avour 0. 100 g2. 37

Sucrose3. 062 grEgeumcesul f an®0Pét assi und. 09£2g0. 50 Aspartame0. 021 go. 50
Xant hantogunD. 001 g0. 02 Pot abl e Water to5m, Exanple 2 Cefuroxinme axetil

suspensi on 12 8oty vk to 5mL

Example 3
Cefuroxime axetil suspension 125 mg/5ml

15
Ingredients 5ml Dose
Cefuroxime axetil 0.150 g
Stearic acid 0852 ¢

20 Povidone 0013 ¢
Tutti Frutti flavour 0.100 g
Sucrose 3.062¢g
Sodium saccharin 0.021 g
Acesulfame Potassium 0021 g

25 Xanthan gum 0.001 g
Potable Water to 5mL
Example 4

30 Cefuroxime axetil suspension 125 mg/5ml
Inpredients SmL Dose
Cefuroxime axetil 0.150g

35 Stearic acid 0.852g
Povidone 0.013g
Tutti Frutti flavour 0.100 g
Sucrose 3.062¢g
Neohesperidin dihydrochalcone  0.010g

40 Sodiumn saccharin 0.021g
Xanthan gum 0.001g
Potable Water to S5mL

Yowlw
3.55
20.19
0.31
2.37
72.56
0.50
0.50
0.02
Yowlw
3.56
20.24
0.31
238
72.75
0.24
0.50
0.02



I ngredi ents SnL Dose %W w 28 March. 2006 8 Cef uroxine axeti EI E 1605g E§55
Stearic acid 0.852 g20.19 Povidone 0.013 g0.31 5Tutti Frut L . 100
g2. 37 Sucrose 3.062 g72.56 Sodi um saccharin 0.021 g0.50 Aspartanme 0.021
g0. 50 Xant han gum 0. 001 g0.02 10Potable Water to 5nm Exanple 3 Cef uroxine
axeti|l suspension 125 ng/5m 15 Ingredients 5nL Dose%w w Cefi uoxi ne axetil
0.150 g3.55 Stearic acid 0.852 g20.19920Povi done 0.013 g0.31 Tutti Frutti
flavour 0.100 g2.37 Sucrose 3.062 g72.56 Sodi um saccharin 0.021 g0.50
Acesul f ane Pot assi um 0. 021 g0.50 25Xant han gum 0. 001 g 0. 02 Pot abl e Water
to 5nl Exanpl .4, .30Cef uroxi me axetil suspension 125 ng/5ml | ngredi ent s5Sml

Dose%w/ w Cef -axetil0.150 lg;?@ 5Stearic aci dO. 852 g20. 24
Povi done0. 013 ‘GO s meryet FPpHeR i PF20our 0. 100 g238
5 Ingredients SmL Dose Yowlw

Cefuroxime axetil 0.150 g 3.57
Stearic acid 0.852g 20.29
Povidone 0013 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 0.001 g 0.02

15
Potable Water to SmL
Example 6
Cefuroxime axetil suspension 250 mg/Sml

20
Ingredients 5ml Dose Yowiw
Cefuroxime axetit 0300g 7.50
Stearic acid 1.203g 30.09

25 Povidone 0012 0.30
Tutti Frutti fiavour 0102g 2.55
Sucrose 2285 ¢ 57.25
Acesulfame Potassium 0.045 ¢ 1.13
Aspartame 0.045g 1.13

30 Xanthan gum 0.002¢g 0.05
Potable Water to S5mL
Example 7

35 Cefuroxime axetil suspension 250 mg/Sml
Ingredients SmL Dose Y%w/iw
Cefuroxime axetil 0300 g 7.50

40 Stearic acid 1203 g 30.09
Povidone 0012 g 0.30
Tutti Frutti flavour 0102g 2.55

Sucrose 2289 g 5725



Sucrose3. 062 g72. 75 Neohesperi di n di hydrochal cone0. 010 gO. ﬁ4 40;Edi;. gﬂ%
saccharin0. 021 g0.50 Xanthan gum 0. 001 g 0. 02 Pot abl e WAt rch,
2006 9 Exanple 5 Cefi roxime axetil suspension 125 ng/5m 5l ngredients 5nL
Dose%w w Cef ur oxi me axetil 0.150 g3.57 Stearic acid 0.852 g20.29 Povi done
0.013 g0.31 10Tutti Frutti flavour 0.100g2.38 Sucrose 3.062 g72.92
Thaumatin 0.010 ng2. 38x104 Sodi um sactharin 0.021 g030 Xanthan gum 0. 001
g0. 02 15Potable Water to 5nlL Exanple 6 Cefuroxine axetil suspension 250
ng/ Sm 201 ngr&divena&hhml DosdPms v Cef ur oxi melaixetil 0.300 g7.50 Stearic
acid 1.203 gSOA%%aggPovi done Goddg 90.30 Tuttp3aFrutti flavour 0.102 g2.55
2

Sucr ose 2.289 . Acesul f aggPpt assi um 0. 945 gl. 13 Aspartane 0.045 gl.13
30Xant ban gum%né@g? Tz

5 Poteble Water to SmlL

Example 8
Cefuroxime axetil suspension 250 mg/5ml

10 Ingredients SmL Dose Yowlw
Cefuroxime axetil 0.300g 7.50
Stearic acid 1203 g 30.09
Povidone 0.012g 0.30

15 Tutii Frutti flavour 0.102 g 2,55
Sucrose 2289 ¢ 57.25
Sodium saccharin G045 g 1.13
Acesulfame Potassium 0045 1.13
Xanthan gum 0.002g 0.05

20
Potable Water to Sml
Example 9
Cefuroxime axetil suspension 250 mg/5mi

25 :
Ingredients SmL Dose Yowiw
Cefuroxime axetil 0.300g 7.55
Stearic acid 1203 g 30.28

30 Povidone 0012g 0.30
Tutti Frutti flavour 0.102 ¢ 2.57
Sucrose 2.289¢g 57.62
Neohesperidin dihydrochaloene  0.020 g 0.50
Sodium saccharin 0.045 2 1.13

35
Xanthan gum 0.002g 0.05

Potable Water to SmL



0. 05—Pot abl e Water to 5nlL Exanple 7 35Cefuroxinme axetil s sion

nmg/ 5m I ngredients 5nL Dose%w w Cef uroxi me axetil 0.300 g&HT= C
acid 1.203 g30.09 Povidone 0.012 g0.30 Tutti Frutti flavour 0.102 g2.55
Sucrose 2.289 g57.25 28 March, 2006 10 Sodi um saccharin 0.045 gl. 13
Aspartane 0.045 gl1.13 Xanthan gum 0.0 g0. 05 5Pot abl e Water to 5nL Exanpl e
8 Cefuroxinme axetil suspension 250 ng/5m 10l ngredi ents 5nlL Dose%w w
Cefuroxinme axetil 0.300 g7.50 Stearic acid 1.203 g30.09 Povi done 0.012
g0.30 I STutti Frutti flavour 0.102 g2.55 Sucrose 2.289 g57.25 Sodi um
saccharin 0.045 g1.13 Acesul fame Potassium 0.045 gl1.13 Xant han gum 0. 002
g0.05 20 Potable Water to 5nL Exanple 9 Cefuroxinme axetil suspension 250
ng/ Sm 25 I ngredi ents 5nL Dose

Resulis
5
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 Volunieer response
Initial taste All volmieers 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 fexture modifier. Formulations in both
strengths were assessed in the “fresh” form, ie freshly constituted formulations.

In 2 preference test design, the suspensions were compared for sweetness, bitterness,
25 mouthfee] and overall preference. The results demonstrated in the following tables show
percentages of patients preference for both 2 125mg/5ml dose form and a 250mg/5mi

dose forn,

30



o w Cefirroxi
0.012 g0.30 Tu

taste trial
t he
the foll ow ng
Fl avour: sweet

gritty pl easang

t abul at ed bel o
vol unt eers appf
aftert ast eNone
tion Mut hf eel

10

nme axetil

tli

Frutti

fl avou

0.300 g7.55 Stearic acid 1.203 g3
r 0.102 g2.57 Sucrose 2.28
Neohesperi di n di hydrochal cone 0.020 g0.50 Sodi um saccharin 0.045 gl1.13 35
Xant han gum 0. 002 g0. 05 Potable Water to 5nmL 28 March, 2006 11 5 Results A
was perfornmed in which 5 pol unteers assessed a suspensi on of
conposition of Exanple 1 reconstituted with potable water according to

EUOTTEg L 101 al T 3gLke Mﬁwt t hf eel :
) 3 er ]

Bor &wgqt{tg, iﬁ“ fertaste—present—or—absent | creany or
125m gl 15 _The results of+he—taste—+riql are
\Suspeasiérel® C dteegor V4 unt eel 429ésponqe I nl $8%1 tasdeAl |
eRbaliGhra |amget fiaxst e in|tuble vreparat| B Bitter
Bl.ef n€ Vol q%eersjﬂpprem aggd a bitteraaftertagte in the
zsomgISthastetm?s preciated a creany nouthfeel ip the
Suspension 1* | 75% 0% 42% 92%

Suspension2® | 0% 100% 25% 8%

Equal 25% | 0% 33% 0%

*Suspension 1 Cefuroxime axetil lipid coated particles plus a sweetencr system and
a texture modifier

Suspension 2  Cefuroxime axetil lipid coated particles

DB feferencd/D l]‘

&%&E 30§°§b8 ne

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

mouthfeel.



Preparation, although sone granules coul d be detected. FlavourAl
vol unteers appreciated a pleasant Tutti Ftutti flavour in 6
Further taste trials were carried out in a nunber of healthy adult patients
conparing a suspension of the conposition of Exanple 1 (125ng/ M) and of
Example 6 (2 mL) 20 with a suspension of conpositions of cefuroxine
axetil which were identical except for the absence of the sweetener system
and texture nodifier. Fornulations in both strengths were assessed in the
"fresh” form ie freshly constituted fornulations. In a preference test
design, the SUSpeD’ﬁb&ﬁﬁoﬂﬁ%&c&ﬂﬁﬂi’ﬂﬁ_{%@eﬁlﬂkiﬁé’%@%ﬁaﬂi@hfa&ﬁfoi‘ﬁ,sﬁme pafiRcles
nmout hf eel and overall preference. e results denonstrated in the follow ng

]E abl es Zhow peing Previdedswith ﬁ]pagmbm%insat of bpid ﬁc srixtyre ¢fdipidawhivhrage Bsplulites e
2 . 00p 12, . . ey
Suspensi onswiol Aennrd SPEAF aR Tl o He Sl L Felrart Sath Spintestipal fuid 7 Pk

Suspensi on 156636 2268 % Bitrien sdgent, 2CHhrAGEAked %R 7 aEoma! 4ot i ftheyoOm
SmM taste trials._ Suspension 1' 75%0%12%92% Suspensi on 2" 0%400%25%8%
Equal 25%0983%89B™Sspensi on | Cef uroxime axetil |ipid coated particles plus

a sweetener s %ﬂ{ﬁ : E[:[Bg'fi " ns;j on 0¥l
axetiilipid cé(%%lg p rtt?sg’lugetgéﬁlq%l&e@r esu#’tpsr%(‘:ﬁlégraﬁ wﬁaf@gﬂéfﬁy&%& ons
of the presdht totalwentpositionfandh contain added sweeteners and texture

modi fier is the nmuch preferred fornula for both taste and nouthfeel. 10
13 10 -xanthan gum, present in an amount of 0.01 to 5% of the total composition.

2. A composition according to Claim 1, wherein the acesulfame potassium and

aspartame are present in a weight ratio of 1:10 to 10:1.

15 3. A composition according to claim 1 or claim 2 wherein the acesulfame

potassium and aspartame are present in a weight ratio of 1:1.

4. A composition according to any one of claims 1 to 3 wherein the weight ratio

of the xanthan gum: (acesulfame potassium and aspartame) is between 1:1 to 1:1000.
20

5. A composition according to any one of claimé 1 to 4 wherein the weight ratio

of lipid coated particulate : (acesulfame potassium and aspartame) : texture modifier

is between 300:10:1 to 3000:100:1.

25 6. A composition according to any one of claims 1 to 5 wherein the bulk

sweetener 1S sucrose.

7. A composition according to any one of claims 1 to 6 wherein the binding
agent 1s povidone.
30



Cl ai ns.28 March, 2006 1. A conposition conprising cefuroxi xej i
particulate form the particles being provided with inted?t f
lipid or mxture of |ipids which are insoluble 5 in water and which

di sperse or dissolve on contact with gastﬂ intestinal fluid, a bulk
sweet ener and a binding agent, characterised in that the conposition
further corrgfi seé phagmaeauticalrompositios fernralrdnisistatiar@mmiséaent i n an

anount toget . %of th atal c osjtion, and 10 - xant han
gum present | anuoglrr%suctr]fﬁm(])ea “b‘f"@’loqcooefé‘*&folﬁ’is Ittﬂgntg%"f g LIYH§. 2. A
conposi tion plmrmwﬁwﬁgau}oaﬁbpthm\elgamh@g@ié}cw;@ﬁ@ n the acesul fane potassi um
and aspartane are present 1n a weight ratio of 1:10 to 10:1. 15 3. A

conposition according to claiml or claim2 wherein the acesul fane

pot assi um angl asp, ; .-in a wight ratjo of 1:1. 4. A
conposi ti on%ccor@?ﬁ%ﬁa@@gﬁ@iéﬁégﬁu%q %%ﬂ’?’fgq&od’l%'é’rtgi’ ferrhef 3RAReUS at i o
of the xant Isuspegsmion. (acesul f ane pot assi um and aspartane) is between 1:1 to
1:1000. 20 5. A conposition according to any one of clainms | to 4 wherein
the weight ratio of lipid coated particulate : (acesul fane potassi um and
aspartanme) 10! extAseracddd i - 10: 1 ,t.0,.3000: 100:1. .25 6. A
conposi ti on accor dilsng tgéﬁgﬁ?rcg#ﬁg?%%}gg?%gégq?éggnm}% %@Wgogﬁ?ﬂulle&
sweetener is sucrose. 7. A conposition according to any one of clains | to
6 wherein the binding agenf is povidone. 30 28 March, 2006 14 8. A
pharmaceutical conposition for oral adm nistration conprising a .
conposition as clainmed in any one of clains | to 7 together with one or
nore pharmaceutically acceptable carriers or excipients. 9. A

phar maceuti cal conposition according to claim8 in the formof an aqueous
suspension. 10. A pharmaceutical conposition according to claim8 in the
form of granul es.

of



