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CAPECI TABI N E PEDI ATRI C TABLETS The present invention
relates to a novel rapidly disintegrating

w@b@siweut i cal dosage form having as an acti VRCT/EP2007/060186

i ngredi ent 5 -deoxy-5-fluoro-N|[(pentyl oxy)-

carbonyl ] -cytidine (capeci tab|1ne) The new dosage form
is suitable for any patient and especially for

patients who have difficulty swallow ng solid oral
dosage fornms, includi n? th?\‘ﬁedl atric and geriatric
popul ati ons. CapFQAPEGi EEH:)HF[R\\G\;FI*AB fE ho
carbamate with antineopl astic activi ty It is an
orally adm ni stered system c prodrug of

5' deoxy 5-fl uorouhdi ne (5 -DFUR), an antineopl astic

ent. Capecitabine is marketed in the United States
Eﬁe Fﬁ(ﬁ%ffﬁptL%\Eﬁﬂt'Qf‘d elatas tha é‘PV@H@ptﬂ%ﬁ@'Wﬁﬁﬂ@t'ﬂel%@ﬂ(‘?ﬁ?em'ca'

AP RRERly 598 LT SRR RSN Sk By oo fpegvion

aartongy-cytiedinedtapeditapire)r Utieurew dbsage fam iSapetabteaior aay
a3 el B2 a0 rRCRa By ot s ora

Asade ?orm%o%ludlrﬁ?ﬂ@’ﬁé’dlﬁﬁk@%spgér%tn&%gﬂ%’ﬁ%ém ure of
capeci t abi ne are taught in US Pat 453, 497 and

5,476,932, and application USSN 60/ 532, 266, fil ed

DapeEhing s o SRl O b AT oR o 8l wison

BRdII§ 1 tinhiA R arsyERINIBY ro@fLgr siB-@leok -5t Meorbltidiee (5 -DFUR), an
States, Capecitabine is currently approved for_the

BPRQRARICAGaS] GipRaRaBInes Mackeledrin I bnta ualesypy Roche
PRBG OGS GRAITRO P Bahedloidfabd Y AA0MEAPREHERN e

hose 1 ndicatirons i1s tered orally

ta\pemta@md g I -eipoxy-- murotM[@)@QQ/Iog/)mrbmw] cytilineyand has the

Po?lo ing gtrruc%tﬂ'ra??g?mjlgl lowed by a 7-day rest

O\/N NH O\/\/\
I T
ch\C?/N N O

HOQ ’?OH

Capecitabine is covered in US patents, including US Pat. No. 4,966,891 and
5,472,949 and USSN 60/667,509, filed April 1, 2005. Improved methods for the
manufacture of capecitabine are taught in US Pat. No. 5,453,497 and 5,476,932,
and application USSN 60/532,266, filed December 22, 2003. To the extent
necessary, any and all of the foregoing patents and applications are herein

incorporated by reference.

In the United States, Capecitabine is currently approved for the treatment of

colon and breast cancer. The currently approved/recommended dose of

JB 14/08/2007
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peri od given as 3-week cycles, for as |ong as needed.
See approved package insert. Typically the nean

walenoaniwes of treatnment is 3 to 6 three-week cyRCEEP200T1660186

currently approved unit dosage forns are a |ight

PERETRERS s HUERTRRE it AenBm By Bl et Pl twice aiy

c@gl | entng 2600 g/ of t@tapagw abs@efor TaedSappiiowalibyea 7-day rest

et currently on the market (Xel oda(r) Roche)
POTPE SIVen aegulveels CHeigpolarma Ny as neededl.n fassapproved package

nt [ t )
(eBkna IS 0 I GHR Rl 69 R4 &b Fhlyeek cvaes. e
emerpﬂyeappsrovad eittdosageddrms atdradight pbaett-solosed filnagoated tablet

Iact ose and croscarnel | ose sodi um by %herrsel ves do

FRRtaBRE ik TG0 cSH@%?'W“Eﬁ A 18 RACRAEHatimecqated tablet
E{Sﬁv\j,ﬁb%sb@nif B EA%k t‘%%h"let is that the marketed tabl et

I sintegrates by surface erosion and is thus
not very anenable to rapid dispersion or

i sint L1 t t Ll
The capePiing T Brar . B bt reiRHpIRat s Cany
Jr‘é@%d{)r@%i‘ﬂé@él?d’ P@ﬁﬁﬁutbg% @%nﬁt@@?eﬂé nﬁ"ﬂbétéle(USP Disintegration
difficult to swa pedi atric and geriatric

el dapantdng as th@slzeaz;‘ thw tqﬂeﬁ efreditighahexsipientswturtently used

[ EEEh kR U Brdslfli Ao srifPidfodk SpabERRG hEMseives do

net ovefcomedharbRepive foroedity obcapauitdbinedh shatageat Tigend result
flavored tablet, is thus desirable to renedy the

fsdh@btheri@aﬂieﬂw ml@tﬁlgwlysd'%'WQ%ﬁ‘e@tbyéwc@nerpﬁ'%ﬁ@ﬂ is thus
R \‘Pér a‘?né?{e?dle ?&lfﬂ)ﬁ srp% él8H {E%teﬁﬁﬁ%ﬂtm w%‘f@ﬁ;lt)t‘l&”to oral

provi M egrati armceu
ddmagetrétwrmOf swalkmvahga:dmpnomismt p)airencbé.
5' - deoxy-5-fluoro-N-[ (pentyl oxy)-carbonyl]-cytidine
Therefore, the currently marketed capecitabine tablet may be difficult to swallow
by the pediatric and geriatric populations, as well as by patients with swallowing

impediments and blockages.

A rapidly disintegrating tablet, such as one having a quickly dispersing matrix,
and more preferably a rapidly disintegrating flavored tablet, is thus desirable to
remedy the foregoing difficulty of slow tablet erosion in water prior to oral

administration.

The present invention provides a rapidly disintegrating pharmaceutical dosage
form for oral administration of 5’-deoxy-5-fluoro-N-[(pentyloxy)-carbonyl]-cytidine
(capecitabine) that is suitable for administration to patients that have difficulty

swallowing solid oral dosage forms.

The present invention provides a rapidly disintegrating film coated capecitabine
pharmaceutical dosage form suitable for oral administration. Preferably, the
tablet disintegrates in water at 37°C (USP Disintegration Test) in less than about
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(capecitabine) that is suitable for adm nistration to
patients that have difficulty swallow ng solid oral

waelomagecsbdr ns. The present invention provi des BCT/EPI0dT/§60186

disintegrating filmcoated capecitabi ne pharnmaceuti cal

eRiRdRe AT plkter i il Riss3hah aBPll BihiRlafnaye apgreness of
ab&it X sighion r@ébblwn'ﬁgiédu)l By m@auémagtlrahgum watemattredm
nore prefera | ess t han about m nute, and have

Eﬁmﬁﬁréﬂé’gstf@ftaé@é Q{SIl’@-egragegtr} 8§ tr@fbgr epualdo @beyj 3 ngiputes. In
t
FREHRel ahbod it (Re!Bhitoshior] Gl SEE BatblbopE tqtal weight

of thigt firsal uhit desage fem, dbrembodt M@t to dborit 50 asone preferably
onprlse ased upon the total ht of the final
ﬂm a%&?&e}) o {QRRPUE 3 aﬁ%mosi@%f@&agf& éﬁt@ Sﬁfﬁ?pﬁﬁ' tgbine and
| 0,2 0 0
RORr SIAH "R KF Bo8RCSLoe RS Breeritly, I 2808 ATPA fg ooyt 40%.
abd moss Prefenatrly 3PP/ frer ainityddsagenfaino of akie#st onalsintegrant.

40% and nost preferably 30% per unit dosage form of
at | east one disintegrant. Yet another preferred

?@Q%%Fbr&érréﬂ%nﬁdﬁr‘h@ht bNKRPreSéntrifl et fefatds to a lactose
| actose free tablet conposition for |actose intolerant

fragitatletiedrspogitiorifor lapiose artotasant isdivishladg whetgin the lactose is

[t I Lt addition, a directly
ﬁéﬂ%‘gée@@%?gﬁﬁ@?vﬁéﬁﬂwal cohol , such as mannitol, and
a mcrocrystalline cellulose are essential to nmaintain
tabl et strength wi thout conprom sing the

Hy @‘ﬁd‘lt'@@»r%ﬂir@@flyﬁomﬁ@sﬁm Bplyhydidc @%ﬁb@b stelygsdpannitol, and a
O 0, .

FRIBENSLa TBEILRERs bl PdRgttl toataindaif 1okt Sndhotiithour

porialbalrraisir}g K&%dlgnwgvamoriﬁ?mndblfl&emémgomq%ﬁﬁi &fi mennitol

ce ul O0s coO ri s m a to t

K STapHsSS o b Aeh o By ooy Btore SRofREskly f7o81 bOut 4% to about

DOS SHARIOLt bRYetdbIPBOo ARGABY, WAl kth SASABRNREIThe cellulose

comprises from about 4% to about 30%, more preferably from about 8% to about
25% and most preferably 12% to about 22% per unit dosage form.

Preferably, the composition comprises from about 50mg to about 1500mg,
preferably 100 mg to about 750 mg, and more preferably from about 125 mg to
about 500 mg, of capecitabine. Most preferably, the composition comprises, per
unit dosage form, 125 mg, 150 mg, 175 mg, 250 mg ,350 mg or 500mg of

capecitabine.

Useful disintegrants include, but are not limited to, crospovidone having a
particle size in the range of 90% less than 15 microns to a particle size in the
range of 90% less than 400 microns, croscarmellose sodium, sodium starch
glycolate, low-substituted hydroxypropylcellulose, or any commercially available
disintegrant, such as Pharmaburst C™ ja mannitol/sorbitol combination
disclosed and claimed in US Patent No.7,118,765 incorporated herein by
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Preferably, the conposition conprises from about 50ng
to about 1500ng, preferably 100 ng to about 750 ny,

wa@easwoes pref erably from about 125 ng to aboukCBHER20AT(60186

of capecitabi ne. Most preferakjy, the conposition

FePeh hueEls Hhy PP R  oh Bl Gl B audeTBr ahy”

dbsbmgiohantéeof.ncl ude, but are not linmted to,
crospovi done having a particle size in the range of

90%Iess than 15 mcrons to a particle size in the

e L b

medapwtmauwmrembtgme or orgaiwcarmmand aixtipientsi Fabkerample,
di si ntegrant, such as Phar mabur st

HeFThFOPPSIPRE MY IRk HRvPENtY §§E§é§9@nﬁ|ﬁd bitermasgingblend,
%{135 ?é &P Hab8r dp dnyl h@ﬁ L S1SAE Pﬂ%&cﬁ'gnpédrﬁblﬂatéans which are
yrefer stle,

nce (avai’l abl ron1S ar ma
@@licauaraei)dedrtomhwmao@utm peeparaoreoto. rember them palatable for oral
ga eut|cal conpositions of the invention may
@WU agﬁhltlonal therapeutically inert inorganic or
organic carriers and excipients. For exanple, such
conposi tions may include flavorants such as vanillin,
bhecompeskiong rmayatso l@cludw@@\feeyemng\a@entaswwas)samhann

eod i Ashafne, St AEERUPRSR BB ns (o

render them pal atable for oral adm nistration. The
conpositions may al so i nclude sweetening agents such
4be sapmiegitionsJpay alse 'H§|Hgﬁtbéﬁﬁ?rs§9§h asdysroxypropyl

FROMHLLI Py A RO pEORED! b SRBRB L 4 o any
UW@ﬁmwyMerfmtta&m povi done, pregel atinized
starch or any

The compositions may also include fillers such as lactose anhydrous or

microcrystalline cellulose.

The compositions may also include coloring agents, coating agents, antioxidants,
stabilizers, lubricants (e.g., magnesium stearate), granulation aids, flow aids, and
such other agents and materials as are known to those skilled in the art of

making pharmaceutical dosage forms for human oral consumption.

In an embodiment, the unit dosage form is a tablet, preferably a film coated
tablet. The coating may contain excipients such as a film former (polymer), a
plasticizer, an opacifier, pigments, colorants and the like. The choice of such
materials and the amounts to be utilized is considered to be within the art.

The film coat composition can be selected from, for example, Hypromellose,
Polyvinyl Alcohol, Titanium Dioxide, Talc, Iron Oxide Color without or with
plasticizer, such as Polyethylene Glycol, Polysorbate 80, or Triacetin.

The following examples illustrate embodiments of unit dosage forms according to
the present invention. In each case, the unit dosage form is a film coated tablet.
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other cold swelling corn starch. The conpositions may
al so include fillers such as | actose anhydrous or

worR@soewyst al | i ne cel | ul ose. The conposi ti ons PEIERI08D060186

i nclude col oring agents, coatisg agents, anti oxidants,
stabilizers, lubricants (e.g., nmagnesi um stearate),
granul ation aids, flow ai dé' anFI s“cih ot her agents and
materials as are known to ed in the art of
maki ng pharmaceuti cal dosage fornms for human oral
consunption. In an enbodi nent, the unit dosage formis
a Foamudation Garapasitiom film coated tablet. The coati ng
nmay contain excipients such as a filmforner
(;Esdnwmr) a pl#stici #8r, an #3paci fii ¢4, pigndnts, aL #6
rgﬁ-HdiéHﬂsb and [t Eitdol KShgitdd & | GHEHaBE [Oimgral T THYELT af Shgitab

the ampuntls to he utilized is clonsidered to he

C?‘FﬁCiF?bif“f}e art|. P8 I i"?M%o0at '28Pmpos Pt Yn ¢atr®BR | 90000

S ehagse Adhydrowom | 8012 exam e, | Hppeone| lFose, Po109\1."? ny|l 142.88
AGHdose 11t arli g3 Droghee, —Tad g TT0R 76X de{e0h0T | 1228

without or witlh plasticizer such als Pal yef hvyl ene

GEPsRAvidoneg| ysdr Hatle 8G50%r Th2dBti n. 75H% £ oI 196RF ngl 150-00

exrsavpatest ¢ | | ugt sedoe |entyowi ment2s.00f junraeodos aaye.ob orMe57.20

Clwereime e to th?s_ﬂl t:b§ '85 i u\j}ﬂ,\:’ioun. 546|_4§au| &I, tl'§584
unit dosage farmis Ll mcoated tlablet. Examles |1 -6

FIRSVERiIEn Canffoi t| 5‘?115} emov@P4durli 845Dr oce$dPhg | 18728
PCelcipskure: 1. |M x Capecitabine with Lactose¢ Anhydrous
amgr@smsiears&@ Of 24 OSERyT dome1dy. 5§@i VE 23.00 32.88

| lose iln the Purified \Water Ganulate tlhe
bIAg%Ha”Fer om St ep 1954 |t A3Phe §rardl at| ﬁbo ol Uttof frjpft1°
StSeqhd?in Sodium 3 22 3.86 4.50 6.43 9.00 12.88
Vanillin 7.86 9.43 11.00 15.71 22.00 31.44
Bittermasking Blend 1.47 1.76 2.06 2.94 412 5.88
Strawberry Flavor 2.97 3.56 4.15 5.93 8.30 11.88
#915.010
Purified Water' q.s. q.s. q.s. q.s. q.s. q.s.
Kernel Weight 400.40 | 480.48 560.56 800.80 1121.12 1601.60
mg mg mg mg mg mg
Opadry pink film coat | 8.00 9.61 11.00 16.00 22.00 32.03
Purified Water' 44.53 53.44 62.34 89.05 124.67 178.10
Total Tablet Weight 408.40 | 490.09 571.56 816.80 1143.12 1633.63
mg mg mg mg mg mg

"removed during processing

Procedure:

Mix Capecitabine with Lactose Anhydrous and a portion of Crospovidone
Dissolve Hypromellose in the Purified Water

Granulate the blend from Step 1 with the granulating solution from Step 2
Wet mill the granulation from Step 3

Dry and mill the granules from Step 4

o o ke =

Blend the granules from Step 5 with Pharmaburst C, remainder of
Crospovidone, Mannitol, Microcrystalline Cellulose, Aspartame, Saccharin
Sodium, Vanillin, Bittermasking Blend, and Strawberry Flavor



4 . Wt mll the granulation fromStep 3 5. Dry and
mll the granules from Step 4 6 . Blend the granul es

W0 e@a08ep 5 with Pharmaburst C, renmai nder of PCT/EP2007/060186

Crospovi done, Mannitol, Mcragystalline Cellul ose,

p , chari Lu Vani,l | i Pt Kj .
b et AR MR s Arte e X g bisnohSLpR R &t
St eacatpresifithel thblettirid@ixdliNomrStep 3t iBR Remefs m x 8 .
Conpress the tabletting mxture fromStep 7 into .
Rer nRrepage thepfilapaeatinthausnansiarvly fisgering testilghceating mixture
di spers] - ] coating mxture in the Purified
Wat e'ﬁ tﬁ%%@%@cﬂg{eﬂ he kernels from Step 8 using the
0l nriroadoiat theskerpelssiram Step@ Eieg tie fixaopatisy SudpenBion from
foll ow ng conpositions represent the preferred
f or ni€RY ons based on a ng per tablet weight basis
whereby Lactose is replaced with Mannitol Formul ation
Conposition renoved during processi ngProcedure:
Simlar to that for Exanplleenplées 7ek2ept repl ace
Lact ose Anhydrous with Mannitol in Step 1. Exanpl es
13-18 The foll ow ng conpositions represent the

10 Ehéff&fdvﬂﬁg fcBRiPdsiidnetepRaeAtH prafdRe P RIrmufdtloRls BiRedtn a mg

15

asi s, whereby Pharnmaburst C and Lactose are repl aced.
per iableit weightoapissvhearehy 1Laciess isdegladedgvipt Masegong
Procedure: Similar to that for Exanples 1-6, except

A abEs GSRRATGH oUs

Examples #1 #8 #9 #10 #11 #12
Ingredients mg/tab | mg/tab mg/tab mg/tab mg/tab mg/tab
Capecitabine 125.00 150.00 175.00 250.00 350.00 500.00
Mannitol 58.93 70.75 82.56 117.92 165.12 23572
Hypromellose 3.57 4.28 5.00 7.14 10.00 14.28
Crospovidone 37.50 45.00 52.50 75.00 105.00 150.00
Pharmaburst C 89.30 107.16 125.00 178.60 250.00 357.20
Microcrystalline 46.82 56.18 65.54 93.63 131.08 187.28
Cellulose
Magnesium Stearate 8.22 9.86 11.50 16.43 23.00 32.88
Aspartame 15.54 18.64 21.75 31.07 43.50 62.16
Saccharin Sodium 3.22 3.86 4.50 6.43 9.00 12.88
Vanillin 7.86 9.43 11.00 15.71 22.00 31.44
Bittermasking 1.47 1.76 2.06 2.94 4.12 5.88
Blend
Strawberry Flavor 2.97 3.56 4.15 5.93 8.30 11.88
#915.010
Purified Water' q.s. q.s. q.s. q.s. q.s. q.s.
Kernel Weight 40040 | 480.48 560.56 800.80 1121.12 1601.60
mg mg mg mg mg mg
Opadry pink film 8.00 9.61 11.00 16.00 22.00 32.03
coat
Purified Water' 44.53 53.44 62.34 89.05 124.67 178.10
Total Tablet Weight 408.40 | 490.09 571.56 816.80 1143.12 1633.63
mg mg mg mg mg mg

1 . .
removed during processing
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with Mannit ol

WO-00B0%I6rT) | S a conpari son of the disintegratiRPCI/EPIMBT060186

in Step 1 and renove Pharmaburst Cin
Step 6 .Disintegration Aspects of the Dosage Form The

for the rapidly disintegrating tablet of the present

i nvention and the marketed tablet at
Di sintegration tinmes were obtained

Pedde@iur&eSikiRBr Dosihai as Bitdrapl eAPPe! éidept e Aca!L actos€ Anhydrous
The experi nment al

t abl et strengt

and 37C Water

hs.

| ow and hi gh

test nmethod and

with Marpitol 1 Stel &gration times observed were perforned

in accordance with the USP D sintegration Test
Chapt ers,

(USP 29, Gener

of this test,

|dwiR

st at

frg

g‘c

al

di sintegrati on does not
solution of the unit or even of

onfgRRIopk e

I n which an

Physi cal

Test s,

teSleRt

resi

;

Met hod

<709> whi ch
i's herein incorporated [Exampbesh3d8 For the purposes

imply conplete

i ts act ive .
 effed RorABItRAR Bed on a mg

peatppeitveeight bass | wirreby ddeirmgborst €apsdiLackwiseldre replaced.
remai ni ng on the screen of the test apparatus is a

soft mass having no pal pably firmcore.

USP

DIFIrMLEFSEON IGAMPBERRMMT US The apparatus consists of a

basket-rack assenbly, a 1000-ni, | ow form beaker, 138
TOEERpIeS™ | N Nex@nt anghahavingas\n [ Nghégl€ 0T FFEL €7 | GAg
97 to 115 pmifor thelinmersion fluld g therppstatic
ar P8Rt £ or MHER i| B9t | f MY pelAERh 35Uy pgn9/tab
andapacidend ce flor2sroal i mgp.cand hrawer | ngsddoe basket | 500.00
3 ENPN— retr A €1 .00 Al A4 A ~Anvhat At £ v A A y v Nt A
tMarnitof =7 ST VT T Eggatd gt 76775~ VTS50 11 $4ir8s '~ 1 165%00; 235.72
bet ween 29 and 32 cygles pen mnute througlh a distance
of Hypgmel€8s t hah®63 mmf-dhd nof%ore t'Han 57 A The428
voCueeviddnet he [f 62asod I[n7d.dve Veszed 1S 13amh t had.omat | t2B&@00
hi nlhact natLnt Aaf +hao 1o rellctralaltha ag v
A Qe st RE Tt 082 26T TUBYR O ST DS U 89T © 23032 329.04
Cellulose
Magnesium 7.41 8.90 10.37 14.82 20.74 29.64
Stearate
Aspartame 15.54 18.64 21.76 31.08 43.52 62.16
Saccharin Sodium | 3.22 3.86 4.50 6.44 9.00 12.88
Vanillin 7.86 9.43 11.00 15.72 22.00 31.44
Bittermasking 1.47 1.76 2.06 2.94 4.12 5.88
Blend
Strawberry Flavor 2.97 3.56 4.15 5.94 8.30 11.88
#915.010
Purified Water' q.s. q.s. q.s. q.s. q.s. q.s.
Kernel Weight 370.73 444.90 519.00 741.46 1038.00 | 1482.92
mg mg mg mg mg mg
Opadry pink film 7.41 8.90 10.38 14.83 20.76 29.66
coat
Purified Water' 41.99 50.43 58.82 84.04 117.64 168.07
Total Tablet Weight | 378.14 453.80 529.38 756.29 1058.76 | 1512.58
mg mg mg mg mg mg

' removed during processing

Procedure: Similar to that for Examples 1-6, except replace Lactose Anhydrous

with Mannitol in Step 1 and remove Pharmaburst C in Step 6.
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mesh remains at | east 15 nm bel ow the surface of the
fluid and descends to not less than 25 mmfromthe

whoiBomees t he vessel on the downward stroke. PET/AP2007/060186

time should the top of the basket-rack assenbly becone
subnmerged. The tine required for the upward stroke is
equal to the tinme required for the downward stroke,
and the change in stroke direction is a snooth
transition, rather than an abrupt reversal of not i on.
The ,-:5-%!- _HO' ASPRACIS\O t o : :
itsaxis. There is no appreC|abIe horlzontal noti on or
novenent of the axis fromthe vertical. Basket-Rack
Rae dollbwinglisea b@eabatlsasraokthescﬂantﬂgyamnsmesSorotfnesrepldly

en-ended transparent tuhes, each 77.5 2.5
Qt%d“ﬁ%r@ut'ﬁg tablef 9&%@@?%%% tion angl they f@aﬂ@t%‘?ﬁaé?'u%tt a% low and

H@'h'ta@;le@sfr@n he. mm thick; the tubes are held in a
trcal posTtion by two plates, each 88 to 92 mmin

5‘|£ﬁt%9?étlo%rtggé Wér@ ogtdméd Osihg! tﬁé” Didth ra°'t'idﬁ RBb&%tus
each I'amet er, “equi di stant Trom't
wéhoetr dists ahe 3@’I°@t\/&amndT leg) eapdetymepmt tebtimethod mad resultant

AeieStatof ks as Sedihecs RerBeTod T Soedrdehcs wifdhe iaP
BishBOPLtRAURLR MBRYE (WISHT2Y, Genddl BEITERAPHySitEEPeda 700>

a wre dianeter The ' parts of
wht;:hapymr@mu@cqperaie@@we@cﬂem&j rigi dl y held by neans
of three bolts passing through the two plates. A
Bar tmbn)urpneemef thés festwdisistegratiarudpesdot inwplpaskptete sokution of

fro he rai sSi an deV|c usin
BB ey oL Soivh i GPMBIReRiiger gt Wfed as
ﬂf%ﬁ%fﬁlé)(n WRYCHPEN Y Adsise ORRWIR exBsm\aiprerntB®f insoluble coating
specifications for the gl ass tubes and the screen nesh

of eepsule shell.ieanaiyag opitsr scragns@isthedest apparalseds a soft mass
having no palpably firm core.

USP DISINTEGRATION APPARATUS

The apparatus consists of a basket-rack assembly, a 1000-mL, low-form beaker,

138 to 160 mm in height and having an inside diameter of 97 to 115 mm for the
immersion fluid, a thermostatic arrangement for heating the fluid between 35

and 39 , and a device for raising and lowering the basket in the immersion fluid
at a constant frequency rate between 29 and 32 cycles per minute through a
distance of not less than 53 mm and not more than 57 mm. The volume of the
fluid in the vessel is such that at the highest point of the upward stroke the wire
mesh remains at least 15 mm below the surface of the fluid and descends to not
less than 25 mm from the bottom of the vessel on the downward stroke. At no
time should the top of the basket-rack assembly become submerged. The time
required for the upward stroke is equal to the time required for the downward
stroke, and the change in stroke direction is a smooth transition, rather than an
abrupt reversal of motion. The basket-rack assembly moves vertically along its
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PROCEDURE Uncoated or Coated Tablets- Place 1 dosage
unit in each of the six tubes of the basket . Operate

WO b@sappeed at us usi ng water or the specified NMeRCT/EPA87/060186

the imersion fluid, maintaine;iat 37 2. At the end

Shsk e Tl b BB Pub U SRRERERRD of b ablom e

vértighl. of the tablets have disintegrated conpl etel y.
If 1 or 2 tablets fail to disintegrate conpletely,
BapkatRANCA SShbIYD- TR easkbkbt-patX adseitRy 8ondibB® of six oFen-ended

requirenent is net if not fewer than 16 of the tota

wangpreablubes, each é4-5aF 8-JIMEN angganst baving enrpsige sliarpater of
%Spfgl% r%ﬂ;g]}q? ﬁ& g%alﬂh%e&);%ove Sth&%gﬂ{eta{glfggg aegg ﬁ% oalhueﬂ/ertlcal

pagitidh }oydwmphategr e4dm@s tablehs infdidrheter avers 8. 5hame|n
d|S|ntegrat|on imes in water that are approxi natel
Riigesst with §ix hlep- $a24 Fh2e enmiin Siameler ceduidistant from the

Eé’ﬁt%%?ﬁwet 8153 @&uél'}%ﬁzﬁs@"ﬁ@rﬂ%n@ HOtHOS 298 ched to ihe under

strengt respective ' e the 1nvention has be
slitfacss obthedowgr plaftcermwvtan stalakasslsbeeiwdrqocleﬂem‘rem has a plain

di t th
?%%é’re'wé"%]va&s Wishd Eia D e brs ana LA wrg I Srel g 0.57 to
@t tRe Wd@@ﬂ%@tdﬁﬁéré‘tﬁg a% %%sér‘hﬁlé?f arﬁd*ﬁgidW’ﬁélH'W‘means of
Thus the invention i's intended not to [Tmted

thnee foofts@esalggdb@ughﬂhe dwo plbatesx/é SUéabllefr‘ne@ms byprplol@led to

glé eegwetgﬁg}q%'égg and thm;bﬁ'gh rﬁ&%‘p@ll%\/&ermg deV|ce usmg a

pepeshtigkixie and at | east one d| SI nt egrant, said
conposition disintegrating in water at 37OC in a USP

Phe idekREr 6¥tthe badReafRk s sembl\emay tﬂéa\mar?ed%ém&ﬁﬁaﬁ@ﬁowded the
havi ng a hardness of 8-1 3 strong Cobb-Units. 2 . The
amfbcsathnsﬁoroﬂwecgIa$$ﬁupasmnmﬁh@rsqe%@’emqsatﬁlmarqaa@wamed
upon the total

Disks— Disks were not used.

PROCEDURE

Uncoated or Coated Tablets— Place 1 dosage unit in each of the six tubes of

the basket . Operate the apparatus using water or the specified medium as the

immersion fluid, maintained at 37 £ 2 . At the end of the time limit specified in the
monograph, lift the basket from the fluid, and observe the tablets to see if all of
the tablets have disintegrated completely. If 1 or 2 tablets fail to disintegrate
completely, repeat the test on 12 additional tablets. The requirement is met if not
fewer than 16 of the total of 18 tablets tested are disintegrated.



wei ght of the kernel conposition, conprises from about
10% to about 50% 3 . The conposition of claim2

W@ vpi#®sig from about 50 ng to about 1500 ng PET/EP2007/060186
capeci tabine. 4 . The conposifpon of claim3
conprising fromabout 100 ng to about 750 ng of
capeci t abi ne 5 . The conposition of claim3

PRREpRad s R Wi sy e stsPpiseaRetiastane P
clailm-1.wherein at least one disintegrant is selected
from the grywie Do¥ayesforitp of crospovi done havyjgea

particle size in the range of 90%less than 15 m crons
to depediiabine <Repidly Disibtagseting of 90% | ess t han 400

m crons, croscafagetsose sodi um sodi um starch

gl ycol ate, | ow substituted hydroxypropyl cel |l ul ose,

Phar mabur9b rhg-OEx@mnpleconbi nat i on | of S@kdconds (0.8 minutes)

di si nt egi5R0tAg- Fxamplees COMposi ti on of5 sbadriasd (0.9 rimiugds)
t he di sint egrant is fromabout 10 to about 50% per

unit dosageg le Yhe conpositiog.Q 'ﬁrﬁln tes)
wher ei n % gSEQ é)[e |s fromabo L&‘ )
40% per |t osa . The co 8 5? % m
7 wher ei e d| |nte |s about % er u .
dosage fg ;lghmﬂo Xa{"ﬂ@'%pﬁgr maceut i caI adﬁ'%ﬁte)
clai m 1 WRAOEAI coRX@MAE 18 additi on af ﬁ?%‘?ﬁqsym .3 minutes)
conpr essi bl e pol yhydhc al cohol . 11. The conposition of
claim9 wherein the alcohol is mannitol and conprises
from about 2% to about 25% per umnit dosage form
Xeloda® Marketed Tablets
(available from Roche Laboratories)

150 mg 390 seconds (6.5 minutes)
500 mg 695 seconds (11.6 minutes)

5 As demonstrated in the above table, the capecitabine rapidly disintegrating
tablets of the invention have disintegration times in water that are approximately
eight- to thirteen-fold shorter than the current marketed tablets at their low and

high dosage strengths, respectively.

10  While the invention has been illustrated by reference to specific and preferred
embodiments, those skilled in the art will understand that variations and
modifications may be made through routine experimentation and practice of the
invention. Thus, the invention is intended not to be limited by the foregoing
description, but to be defined by the appended claims and their equivalents.
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12 . The conposition of claim 10 wherein the mannitol
conpri ses about 4% to about 20% per unit dosage form

wa2008/04tses conposi tion of claim 1l wherein the PEFEP1007/060186

conpri ses about 6% to about 16% per unit dosage form
14. The pharmaceutical conposition of claim21 which
contains fromabout 4%to about 30% m crocrystalline
cel lul ose per unit dosage f@&@ams5 . The conposition
of claim 13 which contains fromabout 8% to about 25%

T MR A Ao ARG g on
to ﬂ@ﬁé'ttoﬁ@&'?s&ﬁ%é{;r%_ﬁ%@@bbﬂnﬁ_@si@i@h|di§i ré’cﬁfgliHﬂhéter at37°Cin a

dosage form - e conposition of claim™ wherein
t he PhRristdegratan Appapataistn ssdhan 2treuieseand haviegs hardness

t han LNut e, T conposition of claim1 which
cont%ﬁ#ﬁb}l{r&%ﬁaé?aobs'glnﬁgt ed fromthe group consisting
of hydroxypropyl nethyl cell ul ose,

Dy dr ey Bo@PRYLEBh I IcRER 1 RONhRARIpeRSSIAL AbASHFZ @SN the total
starch and cold swelling corn starch. 19 . The

conpweighi ehthefkernali gampositien, diomerigesdranalaioast $0vptoi amsit 50%.
from about 50 ng to about 1500 ng per unit dosage

or 20. The..conposi.ti,on of .claim 19 wh i n

apelh BRMRESHBRGT CaY £ PoRPHBbBHToraGoRgT B i pbaulc! 500 mg
Ny pefcapeicitadineage form 2 1. The conposition of claim

18 wherei n capecitabine conprises 125 ny, 150 ng, 175

ng, 250 ng, 350nmg or 500 ng per unit dosage form 22.
A phbBneracepositian of elgpsd comprigimgdrondiadont $90 atgto alpout 750 mg
water, at 370C in a

of capecitabine.
5.  The composition of claim 3 comprising 125 mg, 175 mg, 250 mg, 350 mg or
500 mg of capecitabine.

6. The pharmaceutical composition of claim 1, wherein at least one
disintegrant is selected from the group consisting of crospovidone having a
particle size in the range of 90% less than 15 microns to a particle size in
the range of 90% less than 400 microns, croscarmellose sodium, sodium
starch glycolate, low-substituted hydroxypropylcellulose, Pharmaburst C or

any combination of said disintegrants.

7.  The composition of claim 5 in which the disintegrant is from about 10 to

about 50% per unit dosage form.

8. The composition of claim 6 wherein the disintegrant is from about 20% to

about 40% per unit dosage form.

9. The composition of claim 7 wherein the disintegrant is about 30% per unit

dosage form.

10. The pharmaceutical composition of claim 1 which contains in addition a

directly compressible polyhydric alcohol.
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USP Di sintegration Apparatus in less than 1 m nute
conpri si ngcapeci tabi ne, at | east one disintegrant, a

whpovdetosent | east one filler, a lubricant, at PEEEBP200TI¢0186

sweet eni ng agent and at |east pne flavorant. 23. A
phar maceuti cal conposition according to claim 22,
ghar cterized. in th

t it is fil . 24, . .
har i E0TPERITOR qtsBimyd whesi P ARGhBbis hanmifdl age opmprises
char el b kbt 39% iper LhR@IoRhgb dekese. 25. The
phar maceuti cal conposition according to claim 23,

conprising 125 ng of Capecitabine, 35.72 ng of Lactose
ARhytineaempdshidnmd cteHimHy(pwbaedih dse madinitbDcorgprses about 4% to

Crospovi done, 89. 30 of Pharmaburst C, 23.21 ng of
wann&i’%t%ﬁ%éuﬂgdﬁg&lﬁ%qrﬁbryst al line Cellul ose, 8.22
mg of Magnesium Stearate, 15.54 ng of Aspartane, 3.22

it j 4 7 ithl 4 v 0
19 FREmRRsin S 1 PR L R et o
Fl avalout26.% Ppeeuphdosagefarirtal conposi ti on accordi ng
to claim 23, conprising 150 ng of Capecitabine, 42.90

of Lactose Anhydrous, 4.28 _of onel | ose, o
T8, OB herrer s LaLFaDRESila0 B G dvBRN RIS fog aout 4%
27. f e i ne
Ak R AR T Rl At A M
Aspartame, 3.86 ng of Saccharin Sodium 9.43 ng of
Vani The sompogitionmf efaifdi 13 whivhsdéomginBlfiemd abodt 8%36 atwut 25%
of Strawberry Flavor. 27. The pharmaceuti cal
conpBETeTYREH e 'iU[RjetQ?rd{rﬁli s#g€ eBhpri si ng 175 ny
of Capecitabine, 50.06 ng of Lactose Anhydrous, 5.00

"E. ofhé’%Bﬁ]BﬁE*tibﬂ%ef’claim 14 which contains about 12% to about 22%

microcrystalline cellulose per unit dosage form.

17. The composition of claim 1 wherein the pharmaceutical composition
disintegrates in less than 1 minute.

18. The composition of claim 1 which contains a binder selected from the group
consisting of hydroxypropyl methylcellulose, hydroxypropylcellulose,
povidone, pregelatinized starch and cold swelling corn starch.

19. The composition of claim 17 wherein capecitabine comprises from about 50
mg to about 1500 mg per unit dosage form.

20. The composition of claim 19 wherein capecitabine comprises from about
100 mg to about 750 mg per unit dosage form.

21. The composition of claim 18 wherein capecitabine comprises 125 mg, 150
mg, 175 mg, 250 mg, 350mg or 500 mg per unit dosage form.

22. A pharmaceutical composition which disintegrates in water at 37°C in a
USP Disintegration Apparatus in less than 1 minute comprising
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52.50 ng of Crospovidone, 125.00 ng of Pharmaburst C,
32.50 ng of Mannitol, 65.54 ng of Mcrocrystalline

w@zioB04ws®, 11.50 ng of Magnesi um Stearate, 2 HCT/EB20a7060186

of Aspartane, 4.50 ng of Sacchacin Sodium 11.00 ng of

Van ls,’l(%pa%%ggsv\? EP%\?% oﬁég S‘?A&xﬁ'@%@ ng R&géﬂ%tiggst bt TIdP a

corrngbnéarqnaﬂ@@@r Ghe §wb@te¢1||r@% a'? ,arkPareast o fadbrast.
of Capecitabine, 7 1.49 ng o act ose Anhydrous, 7.14

of Hypronellose, 75.00 ng of Crospovidone, 178.60
53 of phiRamAedulicsl camposition aegotstingimrlein 220ghamctayized in that it
M crgg rﬁst% ne CeI | ul ose, 16.43 ng of Magnesi um
St ed of Aspartane, 6.43 ng of
Saccharin Sodi um 15 71 mg of Vanillin, 2.94 ng of

Bit t t g iprReihEEUtRIaE BInpBYition BT cBEHiRG (Shiaahes 2, Fdh@YéHterlzed in

29. The pharnmaceutical conposition accordi ng to claim

23, lbehiis kee@f BBOsRy of Capecitabine, 100.1 2 ng of

Lact ose Anhydrous, 10.00 ng of prronellose 105. 00 ny

2% %os Vi donet BO 00 of Phar na urlsI g3 65. 00 .rra125
érmacﬁ%‘ ‘£ap8°'RECY OWPEF%@#% 2 PiIMhe > cEPTEI1Y88, <0 MY

23. O OBp&titabli@) 85! m‘?nétcﬁq_raﬁ@se Aﬁhy’iﬂoﬂg @Bﬂ?ﬁ?"éf HyBromellose,

9. 00 of Saccharin Sodi um . Vani |

4. 123%0@9 Bf Crespayvidaney SIL?&wmgarchh;armabugstcﬁ 23.21 mg of

acoo BhS, 86 &g o MnokeRsATh R eaHlosREe 2 B B hiadHbsium

Capegichpdtenes. 5114"3%%3 Aﬁ@aﬁbrﬁeaetzzsmgwaﬂdh@ﬂn Qd&lu;’r& WB6 mg
of Hypronell ose 50. 00 of Crospovi done, 357.

of PhaYanibior $47ang 95 Bstherﬁ@?%fng\@mﬂmd 2.9¢mgef ﬁyawberry
M creglyst alline Cellul ose, 32.88 ng of

26. The pharmaceutical composition according to claim 23, comprising 150 mg
of Capecitabine, 42.90 mg of Lactose Anhydrous, 4.28 mg of Hypromellose,
45.00 mg of Crospovidone, 107.16 mg of Pharmaburst C, 27.85 mg of
Mannitol, 56.18 mg of Microcrystalline Cellulose, 9.86 mg of Magnesium
Stearate, 18.64 mg of Aspartame, 3.86 mg of Saccharin Sodium, 9.43 mg
of Vanillin, 1.76 mg of Bittermasking Blend and 3.56 mg of Strawberry
Flavor.

27. The pharmaceutical composition according to claim 23, comprising 175 mg
of Capecitabine, 50.06 mg of Lactose Anhydrous, 5.00 mg of Hypromellose,
52.50 mg of Crospovidone, 125.00 mg of Pharmaburst C, 32.50 mg of
Mannitol, 65.54 mg of Microcrystalline Cellulose, 11.50 mg of Magnesium
Stearate, 21.75 mg of Aspartame, 4.50 mg of Saccharin Sodium, 11.00 mg
of Vanillin, 2.06 mg of Bittermasking Blend and 4.15 mg of Strawberry
Flavor.

28. The pharmaceutical composition according to claim 23, comprising 250 mg
of Capecitabine, 71.49 mg of Lactose Anhydrous, 7.14 mg of Hypromellose,
75.00 mg of Crospovidone, 178.60 mg of Pharmaburst C, 46.43 mg of
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Magnesi um Stearate, 62.1 6 ng of Aspartane, 12.88 ny
of Saccharin Sodium 3 1.44 ng of Vanillin, 5.88 ng of

wdeaosesses ki ng Bl end and 11. 88 ng of Strawber rpCHER200T/060186

3 1. The pharmaceuti cal conposition according to claim

L o O3B e AR BIRE L ARS: o8 SR fonesom

Phars&bw@t 3€0738 lA%PaﬂfarrMﬂBMS /g, of4Sacthafie SYdium, 15.71 mg

M crocr stalline ose of Magnesi um
st ea®falVanilling 2% mg @ﬁ‘Bb@HH%lﬁﬁ@ Bl@ﬂdzandr@ mMgeRfcHERWRETY
SOd'I‘—"Ig\/oF 86 ng of Vanillin, 1.47 ng of Bittermasking

Bl end 'and 2.97 ng of Stravvoerry Fl avor. 32. The
phar maceuti cal conposition according to claiml,

QQ”’DThéFﬁgrrﬂéébuﬁiéan@orﬂboﬁﬂ@ﬁ@bb@@hrgﬁto da@ﬁiZHQc@ﬁprlsm? 350 mg
Hypronel | ose, 45.00 %of Cr ospovi done, 107

Pharofebaragitabine7 d 09¢! Zhgasyf Liasiaser Anhydgus.s! G0 srg o
N 1AL 0B 8o SO Mot

Slodl woogngtaf Manolitolf\/aﬁﬂ 108;,\?9 of. MlﬁlrouyystélllBetGalmmk QBQ)O mg of
Bl e an rawberry Fl avor

phaplﬂ'ﬁ%%%'%h t %t&oﬁgtﬁ O &t éftﬁa‘et 8- QQ Ag@fSaccharin

co b1 e

Fy proodhfid 22760 48, GUvahifR oR) hEbSiternatkig Bend apd 8.30 mg

Pharoiftﬁimwber@/ F&B/.OBG ny of I\/Iannltol 65. 54 ngy of
M crocrystalline Cellulose, 11.50 of Magnesi um

Ba Ui %erw%m@?e&éﬁuf&%ﬁgﬁww S R: TRERNAGO0 Mg
phar eeds ke, TH2R P taRtae Fniibus 1 281 o
conpiriygriontel @56, 080.09 rog oCé)pmpcIvatnnee 357. 204mgg)fd?harmaburst C,
Ry Pr Bl 85 8 Manind91, T87Ys oSt RGNS alline Cellulose, 32.88 mg of
Magnesium Stearate, 62.16 mg of Aspartame, 12.88 mg of Saccharin
Sodium, 31.44 mg of Vanillin, 5.88 mg of Bittermasking Blend and 11.88

mg of Strawberry Flavor.

31. The pharmaceutical composition according to claim 1, comprising 125.00
mg of Capecitabine, 3.57 mg of Hypromellose, 37.50 mg of Crospovidone,
89.30 mg of Pharmaburst C, 58.93 mg of Mannitol, 46.82 mg of
Microcrystalline Cellulose, 8.22 mg of Magnesium Stearate, 15.54 mg of
Aspartame, 3.22 mg of Saccharin Sodium, 7.86 mg of Vanillin, 1.47 mg of
Bittermasking Blend and 2.97 mg of Strawberry Flavor.

32. The pharmaceutical composition according to claim 1, comprising 150.00
mg of Capecitabine, 4.28 mg of Hypromellose, 45.00 mg of Crospovidone,
107.16 mg of Pharmaburst C, 70.75 mg of Mannitol, 56.18 mg of
Microcrystalline Cellulose, 9.86 mg of Magnesium Stearate, 18.64 mg of
Aspartame, 3.86 mg of Saccharin Sodium, 9.43 mg of Vanillin, 1.76 mg of
Bittermasking Blend and 3.56 mg of Strawberry Flavor.
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178. 60 ng of Pharmaburst C, 117.92 ng of Mannitol,
93.63 ng of Mcrocrystalline Cellul ose, 16.43 ng of

wor@aesiossn St earate, 3 1.07 ng of Aspartane, GPABEPOTO60186

Saccharin Sodium 15.71 ng of (¥anillin, 2.94 ng of

5? HEPRRAP b G edfPesiil oo Bl GHF Ay ol R¥ G 75.00

1, CngJ"flC‘;‘dmnaﬁﬂeOQ megfof(FWGmbﬂ@i:@QSZ Q@n@)oﬂgrdsfpowdone

Hypr onel | ose, of Crospovi done,

Phar Wb (P $8g of F’melanbterh@ 82. Mguqféﬂanm@ﬂ 1650@4 Mg @f

M

Y, CTPRSEAGIhIBoC R4, Cbcsn 7k BERRRLIMPSRERAMT21 75 g of
Slodl Amar&b&g@gdbﬁg nod o‘E/SBCbH\}\%rm Séd[ll;li?n ,mol 00’) n? bEI_MamHBﬁglm% mg of
Bl en n rawberr avor. he
phargﬁt@ém??"ﬁag @%’r‘ﬁ?@@g ﬁ%@‘ﬁ%ertr)b': V& m 1,

conpri sing 500.00 ng of Capec:|tab| ne, 14.28 ng of
Hypronel | ose, 150.00 ng of Crospovi done, 357.20 ngy of
Bhar fied phatmaze 2188l gAMpgsiton Eeooriding to A8im 28compasing 250.00

gtggﬁgtcﬁ%aggc'itgém% l | Ose yi)[tﬁr%e S g%@gfg 01“ &ospowdone
Sacciiag b0 np ef Pﬁhrrﬁaauréﬂcwwfgz\(ﬁgldf |Méhmt%4 3 6% nkf of
Bi ttermaskin ﬁ | end and . ng of travvberry FI avor.

37. Migzogiya elidese, c&ﬁ:&mg piMagoesiual Higaratec BAiGhH mg of

ry pr aTen 1086 3 Tag O SR od TRER M T s &5 VAR, 2.94 mo o

MannBittetma8iding Blemd ahd 19.93 a?mtaémmy Eelvorl ose, 7.41
nmg of Magnesi um St ear at e, 54 ng of Aspartane, 3.22

ng of Saccharin Sodium 7.86 ng of Vanillin, 1.47 ng
35. BThe phamesevjical eprmpesition aggongingio seinadbeemprising 350.00

Pl vl o1 gk BN TBERHER 1 hyiRBRaRbSd Ao A9 O
Crospovidone, 250.00 mg of Pharmaburst C, 165.12 mg of Mannitol, 131.08
mg of Microcrystalline Cellulose, 23.00 mg of Magnesium Stearate, 43.50
mg of Aspartame, 9.00 mg of Saccharin Sodium, 22.00 mg of Vanillin, 4.12
mg of Bittermasking Blend and 8.30 mg of Strawberry Flavor.

36. The pharmaceutical composition according to claim 1, comprising 500.00
mg of Capecitabine, 14.28 mg of Hypromellose, 150.00 mg of
Crospovidone, 357.20 mg of Pharmaburst C, 235.72 mg of Mannitol, 187.28
mg of Microcrystalline Cellulose, 32.88 mg of Magnesium Stearate, 62.16
mg of Aspartame, 12.88 mg of Saccharin Sodium, 31.44 mg of Vanillin,
5.88 mg of Bittermasking Blend and 11.88 mg of Strawberry Flavor.

37. The pharmaceutical composition according to claim 1, comprising 125.00
mg of Capecitabine, 3.57 mg of Hypromellose, 62.50 mg of Crospovidone,
58.93 mg of Mannitol, 82.26 mg of Microcrystalline Cellulose, 7.41 mg of
Magnesium Stearate, 15.54 mg of Aspartame, 3.22 mg of Saccharin
Sodium, 7.86 mg of Vanillin, 1.47 mg of Bittermasking Blend and 2.97 mg
of Strawberry Flavor.
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ng of Capecitabine, 4.28 ng of Hypronellose, 75.01 ny
of Crospovidone, 70.75 ng of Mannitol, 98.71 ng of

wor@soewyst al | i ne Cel lul ose, 8.90 ng of MagnesPUIYEP2007/060186

Stearate, 18.64 ng of Aspartang, 3.86 ng of Saccharin

BPenil s Ao e gL abbalifin ooty Stz oo

phar mgeg Gdperitabipepaig merof3RgRemeNdsd, 7 5.0 Aty df Crospovidone,
conprising 175. 00 nP peci t abi ne,

f 5. 00 f
ry pr 6B I 6f Mamniol, 98 F maraldpiarsstaling Se0IoRg, 8,90 mg of
Manng . f : .
0. 37°8hesPiabaraRl B g ks glsrshih, YacHd of Sicthari

Aspasoaiom, 94 Shgwf Yanbatchze my SoBittermadkingBlemd ahd 3.56 mg

Vanillin, 2.06 of Bittermasking Blend and 4.1 5 ny
of RIUBERPEYY FIaP6r . 40. The phar maceuti cal

conmposition according to claim1, conprising 250.00 ng

80 IR PhafthaiohrcombBsifion BKESRTE t0agim 1 00MlisRg 75 00

I\S/lt crmg{gfﬂaéjdditggin@etilofﬂ mgenf I—tlybr6r21eggs4ﬁf87l\@@ n@;d)ftmrhosp_ovidone,
ea , Ny, Q ar , 6. g O ccharin

Sodi 8@ ?%M?@ngg',Wéﬁﬁlsqorinﬁ,&ﬁ@ﬁp%témﬂ%ié@'@?Q?&saprﬁf mg of

BI ; f ) ;

oharaBResiBnbSieBo®) 27 6HE SNSRI BN 4.90 g dfiSaccharin

conpdodiung 135 0@ ofgyarfilliCapO6i mglof Bétteritastihggleot and 4.15 mg

Hypronel | ose 5.00 ng of Crospovidone, 165.00 ng of
Nann?ﬁtr?wé%@’% 5 of Mcrocrystalline Cellul ose,
20.74 ng of Magnesium Stearate, 43.52 ng of Aspartane,

goﬂgoT@? pfgﬁnﬁtﬁéﬁg@é! %rﬁBSéiHBh atCofdfhd"® QhinYaNEbbRAsing-250.00
mg of Capecitabine, 7.14 mg of Hypromellose, 125.00 mg of Crospovidone,
117.86 mg of Mannitol, 164.52 mg of Microcrystalline Cellulose, 14.82 mg
of Magnesium Stearate, 31.08 mg of Aspartame, 6.44 mg of Saccharin
Sodium, 15.72 mg of Vanillin, 2.94 mg of Bittermasking Blend and 5.94 mg

of Strawberry Flavor.

41. The pharmaceutical composition according to claim 1, comprising 350.00
mg of Capecitabine, 10.00 mg of Hypromellose, 175.00 mg of
Crospovidone, 165.00 mg of Mannitol, 230.32 mg of Microcrystalline
Cellulose, 20.74 mg of Magnesium Stearate, 43.52 mg of Aspartame, 9.00
mg of Saccharin Sodium, 22.00 mg of Vanillin, 4.12 mg of Bittermasking
Blend and 8.30 mg of Strawberry Flavor.

42. The pharmaceutical composition according to claim 1, comprising 500.00
mg of Capecitabine, 14.28 mg of Hypromellose, 250.00 mg of
Crospovidone, 235.72 mg of Mannitol, 329.04 mg of Microcrystalline
Cellulose, 29.64 mg of Magnesium Stearate, 62.16 mg of Aspartame, 12.88
mg of Saccharin Sodium, 31.44 mg of Vanillin, 5.88 mg of Bittermasking
Blend and 11.88 mg of Strawberry Flavor.



Bl end and 8.30 ng of Strawberry Flavor. 42. The
phar maceuti cal conposition according to claim1,
wa@ommpnieshg 500. 00 ng of Capecitabine, 14.28 npCDEP2007/060186
promsl | ose, 250 00 ng of Cregpovi done, 235.72 ng of

%/gnnl ﬁﬁn&ve Qﬁ{ '\fl er oes\fSt al !ir'mgﬁ CeI l %sf?an%‘ally as

Asparaég@qbe%&g.m@ef@fe_Sacchar| n Sodi um 3 1.44 ny of
Vanillin, 5.88 ng of Bittermasking Blend and 11.88 ng
of Strawberry Flavor.43. The novel pharnmaceuti cal

conpositions and uses, substankially as descri bed
herei n before.



