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WO 2008/040665 PCT/EP2007/060186 -1 CAPECITABINE PEDIATRIC
TABLETS 5 The present invention relates to a novel rapidly disintegrating

W @E@{%%egtlcal dosage form having as an active mgredlentP P

eoxy- 3f|uoro-N-[(pentonxy)- carbonyl]-cytidine (capecitablng‘){fz‘ﬁ?fé%0186
new dosage form is suitable for any patient and especially for patients
who have difficulty swallowing solid oral 10 dosage forms, including the
pediatric and geriatric populations. Capecitabine is a fluoropyrimidine
carbamate with antinegplastic activity. It is an_orally administered

Rigkizd £ A RAAERKZ IABLET Qntineoplastic

agent. Capecitabine is marketed in the United States by Roche 15
Laboratories under the brand name Xeloda(r). The chemical name for
capecitabine is 5'-deoxy-5-fluoro-N-[(pentyloxy)-carbonyl]-cytidine and has
e foligwindgskndbnabiotesula 2O Itytd M 36 otegPdting BharmtdCe(tidal

R e A R SR SR B I Beion
raprovgiteptitiug écepebisabireufdtte el dapegidbme iarsuitalgbtion BIS/

e SR e B BTN, SR Al o Bre
ﬂq@@m@memgié@mmﬁmwiawﬁmrwtmm@mw reference.

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

of colon and breast cancer. The currently approved/recommended dose
Eepeciaymis@iuoropyrimidine carbamate with antineoplastic activity. Itis an

orally administered systemic prodrug of 5'-deoxy-5-fluorouridine (5'-DFUR), an
antineoplastic agent. Capecitabine is marketed in the United Stafes by Roche
Laboratories under the brand name Xeloda®. The chemical name for
capecitabine is 5'-deoxy-5-fluoro-N-[(pentyloxy)-carbonyl]-cytidine and has the
following structural formula:
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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 60/532,2686, 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/irecommended dose of
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-2- capecitabine in those indications is 1250 mg/m2 administered orally
twice daily (equivalent to 2500 mg/m2 total daily dose) for 14 days

followed by a 7-day rest period given as 3-week cycles, for as long as
needed. See approved package insert.-Typically the mean duration of

ctpatizbitdsia oY IesiERBEYSlaRSTNEG AR IHINARBFBMES YN twice daily

dosage forms are a light peach-colored film coated tablet containing 150
(G BB LU T RN GRS T ity Bl g Sy rest
penpoigiepecitabineckheyenns citrline dablescHiamily, OsEe ApAMkSEd package

e W VR4 GRLOIARSITPOLS SepehdeEonase Gadssr The

ctivetdilyleppFoaditiamad eﬁsmymgrﬁmli u@ed;fﬁhﬂngéglﬁbtemn’ﬁe@at@ha tablet
roscarmellose spdium, emselves do not overcome the
o 007 T SHRREARHE (1 BE AN e GREGARe bt
contaleengdbtib ey sidwhpdisiiataigeates by surface erosion and is thus 15 not
-very amenable to rapid dispersion or disintegration in water prior to oral

administration to swallowing-compromised patients. Therefore, the
Therantgiakinetetiehpsvietinondble madeb OditicaBiRsvraowpiopihe

rleepliadri geriajli j s well.as by patients wij llowing ..
e T T T R Sl P ePgPation
Tese Aapriying giokiyaisipe eifgeniabiist. dnetiitiors peatsipabhtsacumpiatity used
indistRteesiing red tablstel ' remedy the foregoin
| difficulty of slb%vegb?egt_Ierosio%%ﬁgggﬁgﬁﬁég%gﬁgg‘mﬁﬁg |osr?i\?%sed°
NQfi SMBIEHBS FoRieeRas g iNpRRSMRGranag s ictheitabléds A fend result
is a0 tAbAABMAEER I Hsiowly disint ' i
5'-deoxy-5-f|uo_ro-N-[(peﬁt?lgx%l)-gé?b%glﬁﬁgy?% i?ﬂ%ﬁiggp%ra?é%?ne nt%éﬁ Egus
Nl YRHIEME R RitRsiARIe fisnsaton et @ aliart inyvates weto iiragal
aciolislraliclo e g% Maind R HiSRIPSHER iSRS a rapidly disintegrating
film coated capecitabine pharmaceutical dosage form suitable for oral
administration. Preferably, the tablet disintegrates in water at 37C (USP
THaisifdegration Fesiijmiesrdhan s Rumeuasemess e el i 'efsiow
-thﬁm aggu% 1 mircliute, and have a hardness of , _ )
by the pediatric and géniatric populations, as w_e!i as by patients with swallowing

impediments and blockages.

A rapidly disintegrating tabiet, such as one héving a quickly dispersing matrix,
and more preferabiy a rapidly disintegrating flavored tabiet, is thus desirable to

- remedy the foregoing difficulty of siow tablet erosion in water prior to oral

administration.

The disclosure provides a rapidly disintegrating pharmaceutical dosage

form for oral administration of 5'-deoxy-5-fluoro-N-[(pentyloxy)-carbonyl}-cytidine

‘(capécitabine) that is suitable for administration to patients that have difficulty

swallowing solid oral dosage forms.

The disclosure 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 iess than about
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about 56-91 N (8-13 strong Cobb-Units (scu)). Hence, in first aspect, there
is provided a film coated pharmaceutical composition comprising
capecitabine and at least one disintegrant, said composition
disintegrating in water at 37C in a 5 USP-Disintegration Apparatus in less

AhangRinwee yrebatngia Ragness sboR-9hh(Re1284PEe a hardness of

Cobb-Units). By manually stirring in water at room temperature, the tablet

heitelrIbNitfrds AR FobbaHBiRdsat Y mikieRee 1/ frstaapest there is
pﬁﬂW@Q&TéemhtB@é%@HWBﬂéiﬁﬁac@m&QS@énﬁﬁfﬁﬂdﬂp@éhﬁ*&%ﬁ@d&%ﬂiaﬁfne and

the final unit dosage form, from about 10% to about 50%, more preferably

8 (eRshPRB AP PERE RNARAIY SURRAS TR SiSRtpsrRliD Btvaver at 37°Cin a
LrepPesitaRiegranen iraipabaw Hkstotabaut RAKuEYERRIeATAE % Braness of

about 20% to about 40%, and most preferably 30%, per unit dosage form

5 2 ARG RIS RRr YA b el Siirng i aigratdoom
toravidat. P manetiicahtsyresiinnets waishfisiaotatesditveaiehates. In

37C in a USP Disintegration Apparatus in less than 1 minute comprising

GRS RN RPRITG NG SRTBEPSHOR BRARFISESIdastEshiRfRNg total weight

dificanklalraRisane sueeieRRgAURNt A & lgeslLopeddlaveransrefe ety
another preferred embodiment of the disclosure relates to ﬁ? lactose free
@BIGH R BB ABP KI5 (RSP RERIRIERNY shidret] fPRABEB R and

freplanssLiby eedisemyunsorilah tragdifierbydireai Misompesstelabout 40%,
polyhydric alcohol|, such as manpitol, and? 25 microcrystalline cellulose

Bl st S TGN BBTULERTRe R RN L BRBRT IR SR tegrant.
disintegration of the tablet. 1 he composition of mannitol comprises from
about 2% to about 25%, more preferably from abouyt 4% to about 20% .

ARG 17 aaB) S TP AT Fobh B B TR LA fpesiion

VeIRIEHD bd@ﬁt&gfﬁt@b@gb@(@t@agqfﬁ?ﬁ%,Uwejgtéﬁfﬂgfdﬁdmmp@b@@md B%n less
0 about 30 25% and most prefer 12% to about 22% per unit dpsage

ERRE T e e e Sk e v O

185900n@. finee fer alilyidAe nag leegbonk Alcuring et prefesakiudtane

f%%%l#t 125 mg to about 500 mg, of capecitabine. Most preferably, the

ition comprises, per -3a- unit dosage form, 125 mg, 150 mg, 175
mg, 250 mg, 350 mg or 500mg of

Yet another preferred embodiment of the disclosure relates to a lactose free
tablet composition for lactose intolerant individuals wherein the lactose is

replaced by additional mannitol.

In addition, a directly compressible polyhydric alcohol, such as mannitol, and a
microcrystalline cellulose are essential to maintain tablet strength without
compromising the disintegration of the tablet. The composition of mannitol
comprises from about 2% to about 25%, more preferably from about 4% to about
20% and most preferably 6% to about 16% and the microcrystaliine celiulose
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



capecitabine. Useful disintegrants include, but are not limited to,
crospovidone having a 5 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 starch3glycolate, low-substituted
uhytciexyREe Py BTGSeI\ @My regMTereiall\ vaitab 85 disigted Bo0nsy e
as Pharmaburst CTM, a mannitol/sorbitol combination disclosed and
CRRFAEPINYS Patent No.7,118,765 incorporated herein by WO 2 0 0 510
4 066 5 PCT/EP2007/060186 -4 reference (available from SPI Pharma,
ew Castle, Delaware) or any ,combination thereof. The p\Hdarm ceutical
S R TR T TR 0P R o P ERAGISRIaE FERH ) e
pAAlclanit-energanisar tdrsiRndecipamtss mokexastple, psutbie size in the
compositions may include flayorants such as vanillin, bittermasking blend
R LAy ol P3P SR TGS S R0 B SRR SRG MR P
giyeolxtically-addetiitadohaythacyptiopy einacaiions Wnieookeinteetially available
alatable for oral administration. he compositjons may alsp.include
LR s TR B el
dasgisgidnaad<ciaitslitrass. Hdte coNpasitis) 3 d8ay cispdratied & diaheby
such as hydroxypropyl 15 methylcellulose, hydroxypropylcellulose,
povidone, pregelatinized starch or any other cold swelling corn starch.
The compositions may also include fillers such as lactose anhydrous or
microcrystalline cellulose. 20 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. 25
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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
mer) a plasticizer, an opacifier, pigments, colorants and the like.

w ﬁg 804888 of such materials and the amounts to be utilizedBS WERRIGEIEY 86

to be within the art. 30 The film coat corﬂposmon can be selected from, for
Extatanec Hgyriai dsen Polywhanmachie, CasHribSoxide) Dakyyron

OXiHE: CRIQK Witheut 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

% g@%éb@&%nm&f%ﬂé%ﬁtﬂ@%@%ﬁgﬁ% N ER865

007/060186 -5 Examples 1 -6 Formulation"Composition 5
EelRpRdcallyned IpIenis QnQredidnsanpERRG AR RiRTaL Regeemple,

mtabdaa@@@hm@@@ﬁ@m’%nﬁié%{i@ré#@ 990%75&%%0%;?@9&%@99 Bnd,
é@ e Eédrous 35.72 42.90 50.06 71.49 100,12 J 142.88
Ho

VRIeor ABBENGH FRYRTT FoT X BENEFREHRINRIRRS Athigh are

#0252 #6 QR0phaPRErd60ceD pRitaImebSH GRS HaIE2R0t0r oral
178.60 5?%? .00 357.20 Mannitol 23.21 27.85 32.50 46.43 65.00 92.84
sta

ﬁPcrocry e 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

S DR UmR LI T SR SR Rt

BRshid .. 43 Me TP 6200 0k ¢ 2e8.88.! Binasvise ayd-tanwo:97 ; 3.56 4.15
5.938.30 11.88 #915.010

The compositions may also include binders such as hydroxypropyl
methylcellulose, hydroxypropylcellulose, povidone, pregelatinized starch or any
other cold swelling com starch.

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), granuiation 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 fo
the present invention. In each case, the unit dosage form is a film coated tablet.
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Purified Water' g.s. g.s. g.S. g.S. g.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

W% 67 178,10 Total Tablet Weight 408.40 490.09 F¥LEE284HIEH 6

'1143.12 1633.63 mg mg mg mg mg m% removed during processing
Procedure: 10 1. Mix Capecitabine with Lactose Anhydrous and a portion
of Crospovidone 2. Dissolve HyprEptsatigdesi e Purified Water 3.
Granulate the blend from Step 1 with the granulating solution from Step 2
4. Wet mill the granulation from Step 3 5. Dry and mill the granules from
ROSHPTIles from Step 5 with Pharmaburst C,
povidone, Mannitol, Microcrystalline Cellulose

Steprmuiagiop

emainder of Cro

AEpAPRIfRe, Sacchafih Soditin, Vanillif?, Bitterm&&king BI#d, and| #
Stravelerty Flavor W@Q/2008/04B865 PEIVERP 200740801 86me@ap, Screwfiab
Magresiim Stearatezaod jt tectbe blpndsfm)m_ Steprband resk.08. 500.00
Cmmm%ﬂabk@y@ miXigres fronr 3geR 7 intorkggnets Syggrgpare 1hes;
film-coating-suspepsion-by-djspersing-the-film-caating-mixture—in-the
o ot & 10 Elm-cher the Kool from Sin 8wt |29
filfFeeRS4RY suspensio frgnf°Step 9 E%afhples 721% 10 THE¥Sfowin&®-%°
coihpgoRiitiets repres@itthe phéffred formdlatiorisdsed cid®PPng |pey7.20
tadetiwieight basis wherely 7aetose|isszeplaced wih Manmiab 9284
FRirsdcsiamComposition Exyaptes {3 #9 #IG # T T+# 127 Ingredientss
mgltahsL mg/tab mg/tab mg/tab mg/tab J mg/tab
Magnesium Stearate | 8.22 9.86 11.560 16.43 23.00 32.88
Aspartame 16.54 | 18.64 2175 31.07 43.50 62.16
Saccharin Sodium 3.22 3.88 4.50 6,43 8.00 12.88
Vanillin 7.86 9.43 11.00 15,71 22.00 31.44
Bittermasking Blend 1.47 1.78 2.08 2.94 4.12 5.88
Strawberry Flavor 2.97 3.56 415 5.93 8.30 11.88
#915.010
Purified Water' g.5. q.8. g.s. q.8, q.s. q.8.
Kernel Weight 400.40 | 480.48 560.56 800.80 | 1121.12 | 1807.60
mg mg mg mg mg mg
Opadry pink film coat | 8.00 9.61 11.00 16.00 22.06 32.03
Purified Water’ 4453 | 53.44 62.34 89.05 124.67 178,10
Total Tablet Weight | 408.40 | 490.09 571.56 816.80 114312 | 1633.63
mg mg mg mg mg mg

"removed during processing

Procedure:

o0 RN

Crospovidone, Mannitol, Microcrystalline Cellulose, Aspartame, Saccharin

Wet mill the granulation from Step 3
Dry and mill the granules from Step 4

Dissolve Hypromellose in the Purified Water

Sodium, Vanillin, Bittermasking Blend, and Strawberry Flavor

Mix Capecitabine with Lactose Anhydrous and a portion of Crospovidone

Granulate the blend from Step 1 with the granulating solution from Step 2

Blend the granules from Step 5 with Pharmaburst C, remainder of
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Capecitabine 125.00 150.00 175.00 250.00 350.00 500.00 Mannitol
58.93 70.75 82.56 117.92 165.12 235.72 Hypromellose 3.57 4.28 5.00
7.14 10.00 14.28 Crospovidone 37.50 45,00 52.50 75.00 105.00 C

WQ 39 Eb % RarmaburstC 89.30 107.16 125.00 178.60 250.00 B57EF007/060186

Microcrystalline 46.82 56.18 65.54 93:637131.08 187.28 Cellulose
Kagrissiesn Maar@t@wstemtﬁlﬁmmt%mtﬁ)@ﬂﬂzfm S@aﬁamé mix

8951 EA0.2L ﬁ?e%&iﬁgr@% ﬁ%ﬂeﬁfr&ﬂ%llgf tPhd g2 386 4.50
6.43 9.0012.88 Vanillin 7.86 9.43 11.00 15.71 22.00 31 44 Bittermasking
9.47 Ereezraéhe. i coR 5gss UBleeE Dt BEFIEGINE. §imBoee tingsnixture

5.93 B, 3013, 38iHPARLRLO Purified Water' g.s. g.s. g.s. g.s. g.s. 0. S.
Kernel Weight 400.40 480.48 560.56 800.80 1121.12 1601.60 mg m8 m8

MYy nfd Mg esb dapyksmediiasrooternsd 49itpths. @W@@@%@%&EOH from
PurifiggbMater 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 rug
mg 15 removed during processing WO 20081040665

PCT/EP2007/060186 -7 Proceduleisshpitey 1o that for Examples 1-6,

except replace Lactose Anhydrous with Mannitol in Step 1. 5 Examples
13-18 The following compositions represent the preferred formulations
hasedimwaggopeokibtetavegesbastspwinefelg Pluarmuddtioss Gawedi on a mg

béﬂ%g% r\fevé%?!?gggis whereby Lactose is replaced with Mannitol

Formuiation Composition

Examplcs #7 #8 # H10 #11 #12
Ingredients mg/tab | mg/tab mg/tab mg/tab mg/tab mg/tab
Capecitabine 123.00 | 15000 175.00 250.00 350.00 500.00
Mannitol 58.93 76.75 82.56 117.92 165.12 23572
Hypromeliose 3.57 4.28 5,00 7.14 10.00 14.28
Crospovidone 37.30 45.00 32.50 75.00 105.00 15000
Pharmaburst C 89.30 107.1¢ 125.00 178.60 250.00 357.20
Microcrystaliine 46.82 56.18 65.54 93.63 13108 187.28
Cellulose
Magnesium Stearate 8.22 9.86 11.50 10.43 23.00 32.88
Aspartame 15.34 18.64 2175 31.07 43.50 62.16
Saccharin Sedium 3.22 386 4.50 6.43 9.00 12,88
Vaniliin 7.86 943 11.00 1571 22,00 3144
Bittermasking 1.47 1.76 2,06 2.94 412 5.88
Blend
Strawberry Flavor 2.97 3.56 4,15 5.93 8.30 11.88
#915.616
Purified Water' q.8. 9.5 g-5. q.5. q.5. 4.5.
Kernel Weight 400.40 480.48 560.56 800.80 1121.12 1601.60
mg mg mg mg mg g
Opadry pink film 8.00 9.0} 11.00 16.00 22.00 32.03
coat
Purified Water" 44.33 53.44 62.34 89.05 12467 178.10
Total Tablet Weight 408,40 | 490.09 571.56 8160.80 114312 1633.63
mg mg mg mg mg mg

1 . .
removed during processing
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10 Formulation Composition Examples #13 #14 #15 #16 #17 #18
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 82.50

W PHBEHES 00 235.72 Hypromellose 3.57 4.28 5.00 7.14 10P63/ER2087/060186

Crospovidone 62.50 75.01 87.50 125.6(3 175.00 250.00 Microcrystalline
82.26 98.71 115.16 164.52 230.32 329.04 Cellulose Magnesium 7.41

Sl ol Sl B P A e sy o

withilvla g9 Step.00 15.72 22.00 31.44 Bittermasking 1.47 1.76 2.06

2.94 4.121i 5.88 Blend Strawberry Flavor 2.97 3.56 4.15 5.94 8.30 11.88
#915.010 Purified Water g. s. g. S. g.S. g.S. 9. S. q.s. Kernel Weight 370.

33 444.90 519,00 741.46 1038.Examtes>1 81d8ng 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 Weifght 378.14 453.80

g5 59 198E195 BRI FHONS LB FEG hierREEHRG ATLIRNE et bages ey a mg
percessingvalyreseIion Sielapix ialdorde xaalase bt6s £XFERLFpMiase
Lactose Anhydrous with Mannitol in Step 1 and remove Pharmaburst C in
Step 6. WO 2008/040665 PCT/EP2007/060186

Formulation Composition

Examples #13 #14 #15 #16 #17 #18
ingredients mgltab mgftab my/ftab mg/tab mgftab mgftab
Capecitabine 125.00 150.00 175.00 250.00 350.00 500,00
Mannitoi 58.93 70,75 82.50 117.88 165.00 235,72
Hypromeliose 3.57 4,28 5.00 7.14 10.00 14.28
Crospovidone 62.50 75.01 87.50 125.00 175.00 250.00
Microcrystalline §2.26 95.71 115.16 164.52 230.32 329.04
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 52.16
Saccharin Scdium 3.22 3.86 4.50 6.44 9.00 12.88
Vanillin 7.86 9.43 11.00 18.72 22.00 31.44
Bittermasking 1.47 1.76 2.06 2.94 442 5.88
Blend
Strawberry Flavor 2.97 3.58 415 5.94 8.30 11.88
#915.010
Purlfied Water’ g.s. q.s. qQ.s. g.s. g.s. q.s.
Kernet Welght 370.73 444.90 519.00 741.46 1038.00 1482.92
mg mg mg mg mg mg
Opadry pink film 7.44 8.90 10.38 14.83 20.78 28.66
coat
Purifiec 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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-8 Disintegration Aspects of the Dosage Form 5 The Following is a
comparison of the disintegration times for the rapidly disintegrating tablet
of the present invention and the marketed tablet at low and high tablet

WOEHRItHYPisintegration times were obtained using the USPPCT/EP2007/060186

Disintegration Apparatus without discs &ind 37C Water. The experimental
test method and resultant 10 disintegration times observed were
performed in accordance with the USP Disintegration Test Method (USP
29, General Chapters Physmal Tests <709> WhICh is hereln
incorporated by rét JréEaphasneptses tid
does not imply complete solutlon of the unlt or even of its active
constituent. Complete disintegration is defined as 15 that state in which

dmie realigyenss ha ARSI ahie st rdraisnbienesdondereaidile

%Hté@%ﬁ IngBcBeLss §etett%é?§to¢@9%aﬁtﬂé IR ARRE A5/ AYNG and
alpabl irm core. USP DISINTEGRATION APPARATUS 20 The

Fﬁﬁ@t&tﬁ%@@%f a basket-rack assembly, a 1 000-mL, low-form

160 ht and ha de di f 97
?%m?erﬁroaﬂ G R BT S R
thigHfuitidistweed 33°@vi88r, dhe axpericecftatatssingatitbtbuatingsthant

U fdralis AR SOOI 3.8 Bgansiant lrequenayfate bereen 23

es per minute t roug stance O mimh and
slnrt@gafahen Basinetihe (iM% GreefiaicdGhaptevessblmcldretiat <09>

wire mesh remains at least 15
Wﬁﬂﬁ%@%r@%%%}ﬂ&ﬁ%ﬁ%%{gﬁ g%scends to not less than 25 mm

mm below the surface of

FomteepbatsyBbiGY essebanihe Aown WaEs s1Eekepht shaldiBSolution of
?hould the tog of f)he basket-rack assemb(%/ become submerged, The time

BEUTREYOP YRE Bhimr LI RRNSHERRL GIMPIRR FsiiiR e tiR defined as
toavisteaecinsirioice, Wr&m*mmm@bﬁwtﬁmm§m%blubie coating

R e OB B g e R R i aperatos 1 & SOt mass
RETEPROOFHRBNY &6 core.

an s B

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 gevice for raising and iowering 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
fess 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 fo 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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-9 axis. There is no appreciable horizontal motion or movement of the axis
from the vertical. Basket-Rack Assembly- The basket-rack assembly
consists of six open-ended transparent tubes, each 77.5 2.5 mm long

WORBAIsE an inside diameter of 5 20.7 to 23 mm and a walPEBEB290g060186

mm thick; the tubes are held in a verticaf -position by two plates, each 88

@82 marin idiamaperaridtia v Fontalimdhakioessowithaix diolles, :8echom the
mm in diameter, equidistant from the center of the plate and

equa?y'spaced from one another. Attached to the under surface of the

Ipwedlatgde As\y@ﬁ@gﬂaﬂ%a%@@ VKR SBrITbRER @ BraN %%en ended

square weave with to 2.2-mm apertures and with a wire diameter of

G 7SR BERES PREDARS oF the APPAPRELS M axhaAndosipridigiaster of

eld lay preans Sfdthraeibolts RasSnarauehieiNe PRERR Fitahieical
means E&rowded to suiég:nd the basket-rack assembg/ from the raising

R P PSR R O BMPar TS KX e Rt e R draram

mskeeaacwmmmemagebﬁ garis@eonmewhatapigeestih@istant from the
sép %IfIC the lass tubes and the screen mesh size are
cy By CREBURE 3

main alned o BIS KA SRBEEL R PR FUMRDRLBGHHNder
Sodieee ThbletkviRlaptaiicds sageveritstapdebsaltte wixdwhes obticd has a plain

B e PR B LS s M e 8 o
& Bemmonbgraphis Iiff the paBReatfrearehasiaiohbéed ams eigid! thiectdtgtseans of
G e S e e SR Rl SR o

fail to disintegrate™ com

$H%ﬁ@h®ﬁ&$&ﬁ*ﬁ@tﬁféﬁﬁ%?%ﬁﬂmﬁhﬁ6@ﬁﬁ@ dl lofvesingbletgice using a
testacharesdisigtegrated. WO 2008/040665 PCT/EP2007/060186 10
Disintegration Times in Water at 37C (USP Disintegration Apparatus) Unit

Dosagssitprrof Thedasket-rack assembly may be varied somewhat, provided the
specifications for the glass tubes and the screen mesh size are maintained.

Disks— Disks were not used.

PROCEDURE

Uncoated or Coated Tablets— Piace 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.



Capecitabine - Rapidly Disintegrating Tablets 125 mg- Example 1 50

seconds (0.8 minutes) 500 mg- Example 6 55 seconds (0.9 minutes) 125

m%- Example 7 seconds (1.2 minutes) 500 mg- Example 12 seconds %‘ﬁ
W 9&@@96?25 mg - Example 13 60 seconds (1 minute) 500 %J/EE%?ZQ% 86
18 75 seconds (1.3 minutes) Xeloda(“r)lﬂ)/l"arketed 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
CHPOLRATRHEN d o disii g atimy SR oHIRN RO ARRRratuS)
disintegration-times-in-water-that are approximately-eight--to-thirteen-fold
shorter than thigrduiberstagafieated tablets af their low and higinsl®sage
trengths,respectively—10-While-the-invention-has-been-tustrated by
refergn%%gt%@ssme R RIstEarat iments, those skilled in the art
will understand that varations and modifications may be made through
routine expeH ag ractice of the| inverpi , [ ti
s intended ?Q@%ﬁéﬁ?ﬁ% brg/the foregoing d%gr%é@géwgu %t}%‘:’ﬁﬂéé?
defined by the appended claims and their equivalents. -19- laims ri ﬁ
film coated pﬁ@m&\p%%@omposition cornprisig&sﬁegc@@%rﬂﬂg t
east one d@@yggga@_ixégjgggoggposition dis|ntegrating-urwater af 34 a
5 USP Disintegration Apparatus in less than 2 minutes and having a
hardness of &r& NeBakiprirarg Cobb-Units). 89 BaeRimResiianiel
claim 1 in vitigheppecitakipr pased upon the totalsaveighs of tenkaing)
composition, comprises from about 10% to about 50%. 10 3. The
composition of claim 2 comprising from abagut 50 mg to about 1500 mg

Xeloda® Marketed Tablets
{avaiiable from Roche Laboratories)
150 mg 390 seconds (6.5 minutes)
500 mg 695 seconds (11.6 minutes)

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.

While the invention has been illustrated by reference fo 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 cilaims and their equivalents.
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of capecitabine. 4. The composition of claim 3 comprising from about 100

mg to about 750 mg 15 of capecitabine. 5. The composition of claim 3
comprising 125 mg, 175 mg, 250 mg, 350 mg or 500 mg of capecitabine.

20 6. The pharmaceutical composition ¢f claim 1, wherein at least one
disintegrant is selected from the groyg, gﬁﬁcglstmg of crospovidone having

a particle size in the range of 90% | 15 microns to a particle size

in the range of 90% less than 400 microns, croscarmellose sodium,
%odiMﬂgtmﬁgwmama@wﬁ%bmmmﬂmmmIatqm%tabine and at
Phar, C o
combeeon S g R O R w5 aparie
50%%8?@!3@@%9@éimmpsarat%@ depspbsinchrofreites mmxamgtamard ness

dlsmgpg@@ﬁ\jrlam %‘{Hﬁ‘@]&@o %ﬂﬂ 40% per unit dosage form. 9. The

composition of ¢ erein the dlsm egrant is about 30% per unit
dosage form. 35 10. The pharmaceutical composition of claim 1 which

Zontdifg rPEtRAGHIPA Adicdainy tompiushilsepssijabint BrstbLMwOthe fotal
2008{ %?@éf%ﬂé@ﬁ%@%%%ﬁ e [ﬁa GRsARaBLg ;Rﬁ&'gg%@out 50%.

whereinthe alcohol is mannitol an rom about 2% to

25% per unit dosage form 5 12. The composition of claim 10 wherein the
%anﬁpm eompastionisd taim Locemeuisitydiest akivdodageddenabidt 1500 mg
The 896’53%% {gglﬂgclalm 11 wherein the mannitol comprises about 6% to
about 16% per unit dosage form. 10 14. The pharmaceutical composition

of claim 1 which contains from about 4% to about 30% microcrystalline
%elluldi GEPRARIERR A SIRIFM3 comprising from about 100 mg to about 750 mg

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 hydroxypropylceliulose, 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.

8. 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 compressibie polyhydric aicohol.



10

15

20

25

30

35

Winet

15. The composition of claim 13 which contains from about 8% to about
25% 15 microcrystalline cellulose per unit dosage form. 16. The
com@osmon of claim 14 which contains about 12% to about 22%

Sf%ﬁélllne cellulose per unit dosa e form. 20 17. The 3&%@&&?8@@?86

claim 1 wherein the pharmaceutical co fposition disintegrates in less than
1 minute. 18. The composition of claim 1 which contains a binder selected

from e goupostimsisingamHyarossairoihg aeanatisiolessitol and comprises
hydr%fﬂ gBYiFEIulosearR POXiIdans, RrRqRiatRized sfarch and cold

swelling corn starch. 19. The composition of claim 17 wherein

capecitabine comprises from about 50 mg to about 1500 mg per unit
désad B eFRINBOSHP TR O HMORr 8 claRT MR ERTRA|SESIRBRY 4% fo

compsisest Pom dapuhilB8gRgefoabout 750 mg per unit dosage form. 21.
The composition of claim 18 wherein capecitabine comprises 125 mg, 150

175m 250 m 350 or 500 mg per unit dosage form. 35 22.
LerrH GRS S b R S R AL BPFES ARPLOBS to

Disintg¢gyati06%A pranatisitsiass tham 1 minute comprising WO
2008/040665 PCT/EP2007/060186 -13 capecitabine, at least one
dlsmtf rant a blndeE at least on flllerf a lubr, cantt,at Ie st one bout 4%
swee emr?gngrgnéﬁ?%u ac at & s?%% SHAVOrAT 23 A Bhar(?ﬁaaégﬁti“é'” about
comnogﬂummaaﬁ%quwnylsﬁwtfze,odﬁafamemednr’u tostsigeSiasrfilm coated.
24. A pharmaceutical composition according to claim 1 or 22,

¢aragiarizad i (@5'61*%; it ? '%ﬁﬁ%ﬁec&ﬂa?ﬁﬁ@ Tl oL{BC out 25%

composition according to c aim 23, comprising apeut ine,
35.7e50sTy=ieltne paierewrsr3iBl dsgageigiromellose, 37.50 mg of
Crospovidone, 89.30 mg of Pharmaburst C, 23.21 mg of Mannitol, 46.82

g o Nickgerysiallie drelliiasts G REMRBIGSIN AL RIEAENEyLE4
mg of Aspartame, 3.22 mg of Saccharin Sodium, 7.86 mg
microcrystalline cellufose per unit dosage form.

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

18. The composition of claim 1 which contains a binder seiected from the group
consisting of hydroxypropyl methylceliulose, 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 composifion which disintegrates in water at 37°C in a
USP Disintegration Apparatus in less than 1 minute comprising
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Wa 24 f%) FHypromellose, 20 45.00 mg of Crospovidone, 16F

15 of Vanillin, 1.47 mg of Bittermasking Blend and 2.97 mg of Strawberry
Flavor. 26. The pharmaceutical composition according to claim 23,

comprising 150 mg of Capecitabine, 42.90 mg of Lactose Anh{%%@z,ﬁﬁm%

Pharmaburst C, 27.85 mg of Mannitol, 5718 mg of Microcrystalline
Cellufsse 88 magaifite nosidinirSrgaaiea l8reemgt de At panearieer3.86

mg 0 i : . o y ¢ Bitt ing
Blond 5 B tngrot iy e oA 35 fh e et
composition according to claim 23, comprising 175 mg of Capecitabine,
@é:oM@W%&Q@Q@ RRYHSEIEOH. 8040 IBOHY eIt Heseh B2 Beriaglon that it
Crospo¥iapPRsaikép-00 mg of Pharmaburst C, 32.50 mg of Mannitol, 65.54

mg of Microcrystalline Cellulose, 11.50 mg of Magnesium 30 Stearate,

21.75 mg of Aspartame, 4.50 mg of Saccharin Sodium, 11.00 mg of .
%ni|ﬁh?%%%‘ﬂ‘?&%?%‘[@ma‘éﬁmans%ﬁafﬁw 401954 bostawrgrgcterized in
Flavan28: i§heephamaaeedtical composition according to claim 23,

comprising 250 mg 35 of Capecitabine, 71.49 mg of Lactose Anhydrous,

4 fH L 75.00, fC id , 178.60 Of
T B R TS OO R ATRES BCTD S0 BT 185 Mo
Manrifdl, g% 68atigen it ooy sthllmetdSel litdsedrb6 4 B g oig\daghesamellose,

St 7 3 hari d 571

oo o oL ARAAD o Hf WG PR RERRIBIL RO AR I

Flavdﬂ«’:@fz@ol“rﬁé-ﬁﬁdﬂ@@éé@t@d{@@ﬁﬁﬁhﬁ@t@ﬁ”&kﬁ@d&@&ma}m\@nesium
compsising, 350 9184 A CBPRS @Pg&%&@@;%g@%@é&@%@@%ﬁn@@s mg

10.00 mg of .Hyprome ose, 105.00 mg o povi
Pharffapairdtic, 16500y Bitteranestond 8208 Arfct-Rorscafstanmmeerry
Celluiggegr3.00 mg 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 Microcrystaliine 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 Hypromeliose,
75.00 mg of Crospovidone, 178.60 mg of Pharmaburst C, 46.43 mg of
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j 0 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

- (r?%qof Strawberry Flavor. 30. The pharmaceutical composition accordi

n
34%05(3’, comprising 500 mg 15 of Capecitabine, 142.88%5”8?%9%(8%&36

Anhydrous, 14.28 mg of Hypromellos‘é"l’S0.00 mg of Crospovidone,

357. Mangyiof et arusidicroerpaiatipeOatinitssl, 18728 gmgidflagnesium

Microgrystalling Cefluloses %%@;m&fswégﬂ e ledates S48 e 9% mg

Aspartame, 12.88 mg of Saccharin Sodium, 31.44 mg of Vanillin, 5.88 mg

of Bittériv/akiiRg Bhmami Biteunasking Biengaansebry T Rgoe! Siravmerry
pharmgggitical 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 25

KHcrotry AR HBEEEHIRICHPO HP BATEYHERLIA Ladar st CRSPASHY o150 Mg
ASDM?@&’?mg,dfmh@gibﬁf_wm ABRya 0§ VENinmg. 47 mg of
Bittermasking Blen 97 m Strawberry Elavar, 32. T

oo B AP BB RO T AR ARp ) ETR R bR aarepbsss! C.
mg oBE.apenialfiivtarhas! Mg vi0dypuoni dlicsecAs120inoCHCIospRoheng of
107.16 mg of Pharmaburst G, 70.75 mg of Mannito}, 56.18 mg.of ., .
ViorQ AaTnE e, st st o8 b Ssasohrs
Aspafiathien3 B6 tgvef Sastvalin, Sotiumg @XBitteyros SkangIBlebd 6 miBd0 mg

Bitter, %sf}%%g] )g] gvn(girB.SG mg of Strawberry Flavor. 35 WO
2008%40665 PC,SP EP2007/060186 - 15 33. The pharmaceutical

composition according to claim 1, comprising 175.00 mg of Capecitabine,

80 MipdhaypasfelieseCoPBE R R RIS idoteim 28, gormijising 500 mg
Phargiabubelcfeaide 6 mad MaeniidczoAme Goldiciacsesialipe

Cellulose, 11.50 mg of Magnesium Stearate, 21.75 m%of 5 A(%Partame,
4.50 MpsreeliesrP8 S8line, 2hlooshg A iR’ 206 mgidrharmaburst C,

Bittergpasking Biand anha 185708 Mlgbawkestnfdardie Celiulose, 32.88 mg of
Magnesium Stearate, 62.16 mg of Aspartame, 12.88 mg of S8accharin
Sodium, 31.44 mg of Vanillin, 5.88 mg of Bittermasking Biend 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
Microcrystailine 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 Fiavor.

32. The pharmaceutical composition according to claim 1, comprising 150.00
mg of Capecitabine, 4.28 mg of Hypromeliose, 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 Biend and 3.56 mg of Strawberry Flavor.
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34. The pharmaceutical composition according to claim 1, comprising
250.00 mg of Capecitabine, 7.14 mg of Hypromellose, 75.00 mg of
Cros§)ovidone, 10 178.60 mg of Pharmaburst C, 117.92 mg?of Mannitol,
%‘"{ﬁﬁgf Microcrystalline Cellulose, 16.43 mg of Magne riy Y186
31.07 mg of Aspartame, 6.43 mg of sdecharin Sodium, 15.71 mg of
Vanilllmezrbarivng ¢HU Bige ooasiaa g Glant oitd % 93 elrjoflStawpesipg 175.00

Flavon 15:35, Jﬁ%ﬂ@@WWE?WB%HQ%QQF@@Wri%]eﬁ@é'spovidone,

compriSing 350.00 mg of Capecitabing, 10.00 mg of Hypr 0Se,
105.0EmEbMERESPHvitiERe 50,02 hE BoreldManbiest . 2650020Mg of

Mannilrded}<p8| RO IMisERC Y5 18Hing) e lilaifetdN S B8 8le, 21.75 mg of

Magnesium Stearate, 43.50 mg of Aspartame, 9.00 mg of Saccharin

SodidP23a8BEm Y of VA MiDaEE5 R BittkHRSdRME BN ihc2e080mg of

mg obfteambexivd-Bvay dhd Ehespharsrasesiierl-epmaoskion 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. TthmgtefrMaosirital 863Bcting afdwichagnystadine1Celitoseird2 8% .00

mg of Magnesium,Steara 2.16 of Aspartam .88 mg of .
SacclTi o CARTHRT Ra g PG ShTHET S R sof SRRk BRaNiFone,
and 117 8% thng oS raatrealyuFiadri 37 9BhegbéMeacetdicaB@snpowfion

o e ST e R R St T 05k o
mg ofERefsTIStaIferaRNiBsecTaAT mgdit NV Adnéting Steéraitinl 3.94 mg of
Mg OBARRARARIAG BN ISR S98ChRIEY SiRdhiB, {6, of Vanillin, 1.47

mg of Bittermasking Blend and 2.97 mg of Strawtl)%rry Flavor. 35 WO
2008/040665 PCT/EP2007/060186 - 16 38. The pharmaceutical
empLfiBREERSIIE 3 QARPEIIEEhAsEeNs 850 oimd taapiinaniae, 00
4.28 mg of tlypeemalinse 65:3%@9;@?@%@4&9@]%&%%@&

Mannitol, 98.71 mg of Microcrystalline Cellulose, 8.90 mg of Magnesi

Stoalat@SRREIONR, SPAYSHE, AP IHE ARYEY Sackhard ma 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, 82.50 mg of Crospovidone,
58.93 mg of Mannitol, 82.26 mg of Microcrystalline Celluiose, 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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5 Sodium, 9.43 mg of Vanillin, 1.76 mg of Bittermasking Blend and 3.56
mg of Strawberry Flavor. 39. The pharmaceutical composition according
to claim 1, comprising 175.00 mg of Capecitabine, 5.00 mg of

WRiyHRiMIMSse, 87.50 mg of Crospovidone, 10 82.50 mg of MakHiF3p07/060186

115.16 mg of Microcrystalline Cellulose,10.37 mg of Magnesium

Stearate phaTB g WifoRs partgoestidrbBary dih§dcdiaiim 1 Scolimonisirig0h0.00
mg of Vanjlji of Bi a@fkli! | d of. Strawberr
Flavo%?fgf 4%}?‘%1%§%%]§Fm£%é§@| co E%%%‘irllgggcgr%ﬁgrﬁ@c g}?]}qrgﬁpov; one.

compfiing reodMangitstl CRtpédirabingé Micraangief Ingptehdtese 8 B0Q of

mg of Bmv . ' .52 gag ﬁﬁ :
Microcrys{tallirﬁgq Cel tﬁlgas% ?L%%? m%Mffﬁ I\e/lg%‘ﬁég%r% Stear tg?c ?f%%‘?ﬁ&‘ of
AspaRafiens 24 s rSatentiin 1Sonmol Bitermg o vaBitind 204 g6 mg
of Bitigraasking-Blend,gnd 5.94 mg 20 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,
%85.o%“ﬁ]af@rmaﬁﬁ%ﬁam@@%w RAERSEIDSL ARSI DS ' enmpssing 17p-00

mg otidagesidtitanasa® 043 R ne bR S R8BSO rospovidone,
Sacchg%Sodiu 22.00,m?i:11 of Vanillin, 4.12 mg of Bittermasking Blend

and €30 hISENRNBERY FlZP 18 oFETReRRIRSPLBInRosiibA Mg of
accofidiengnestlairstbacetapdsing bRPARPrtgef, GG aikpbirBadchadnmg

of Hygromellose, 250.00 of,.Cr vido 35.72 oé annito),

320 CE Bt oL e G Rl ne 4.15 m
Stearaf&taavbemyg-tdviepartame, 12.88 mg of Saccharin Sodium, 31.44

mg of Vanillin, 5.88 mg of Bittermasking Blend and 11.88 mg of

B AR YHERNQEe B cal composition according to claim 1, comprising 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 Celluiose, 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 Microcrystaliine
Cellulose, 20.74 mg of Magnesium Stearate, 43.52 mg of Aspartame, 9.00
mg of Saccharin Sodium, 22.00 mg of Vaniliin, 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
Celluiose, 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.



