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also referred as "BAY 43-9006" or 4-{4-[({[4-chloro-3-(trifluoromethyl)phenyl]amino}carbonyl)-

15  amino]phenoxy}-N-methylpyridine-2-carboxamide, and its pharmaceutically acceptable salts are
potent inhibitors of raf, VEGFR-2, p38, and PDGFR kinases. These enzymes are all molecular
targets of interest for the treatment of hyper-proliferative diseases, including cancer. Therefore, the
compound of formula (I) will be used as medicine for the treatment of the above mentioned

diseases.

20  Despite the progress described in the art with regard to kinase inhibitors, there remains a need for
improved medicines for the treatment of cancer. In particular, there remains a need for improved
oral pharmaceutical compositions which can be taken in easily and therefore would increase thcA
patient’s compliance. The oral pharmaceutical composition has to provide a plasma level of the
active agent which is sufficient for an effective therapy. This is dependent on the solubility and the

25 release behavior of the active agent. In the case of a solid pharmaceutical composition the
dissolution properties and chemical and mechanical stability are of importance. In order to support
a high compliance the oral pharmaceutical composition should not have to be taken in more than

three times a day, the less the better, and in the case of a tablet the dimensions of the tablet should
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Surprisingly the pharmaceutical composition according to the invention has a good bioavailability of

the compound of the formula (I), and an effective plasma level is achieved. Furthermore the

pharmaceutical composition according to the invention provides a good stability of the compound of
20  the formula (D).

Although the-tablets according to the invention are high concentrated on the compound of the
formula (1), they surprisingly show good release properties, good bioavailability, high stability and a
éufﬁcient hardness. Due to the fact that the pharmaceutical composition according to the invention
comprises the compound of the formula (I) in a high concentration dimensions of the composition
25  can be realized which allow a good swallowing of the composition. Therefore the pharmaceutical

composition can be taken in easily and supports a high compliance.
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The term “the compound of formula (I)”, “active agent” or “the compound of this invention” does
not only refer to 4{4-[3-(4-chloro-3-trifluoromethylphenyl)-ureido]-phenoxy}-pyridine-2-carboxy-
lic acid methyl amide as depicted in Formula I, but also refers to its polymorphs, solvates,

30 hydrates, pharmaceutically acceptable salts, or a combination thereof.

Suitable pharmaceutically acceptable salts are well known to those skilled in the art and include

salts of inorganic and organic acids, such as hydrochloric acid, hydrobromic acid, sulfuric acid,
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micronized form.

Micronization can be achieved by standard milling methods, preferably by air chat milling, known
to a skilled person. The micronized form can have a mean particle size of from 0.5 to 10 pm,
25  preferably from 1 to 6 pm, more preferably from 1 to 3 pm. The indicated particle size is the mean
of the particle size distribution measured by laser diffraction known to a skilled person (measuring

device: HELOS, Sympatec).

The process for preparing the p-toluenesulfonic acid salt of 4{4-[3-(4-chloro-3-trifluoromethyl-
phenyl)-ureido]-phenoxy}-pyridine-2-carboxylic acid methyl amide and its stable polymorph I are
30  described in the patent applications EP 04023131.8 and EP 04023130.0.

The inventive pharmaceutical composition comprises the compound of formula () in a portion of at
least 40%, preferably at least 45%, more preferably at least 50, most preferably at least 55% by

weight of the composition.
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phar mace Li‘lJEOImCZaol to 88 n?gs, Ip%éfe?’a%ly from 40 to 800 mg, more preferably from 50 to 600 mg.

20  Particular preference is given to an amount of p-toluenesulfonic acid salt of 4{4-[3-(4-chloro-3-
trifluoromethylphenyl)-ureido}-phenoxy}-pyridine-2-carboxylic acid methyl amide in the pharma-
ceutical composition from 27 to 2740 mg, preferably from 54 to 1096, more preferably from 68 to
822 mg.

The pharmaceutical composition according to the invention is administered one or more, preferably

25  up to three, more preferably up to two times per day. Preference is given to an administration via the
oral route. With each administration the number of tablets or capsules taken in at the same time
should not exceed two.

Nevertheless, it may in some cases be advantageous to deviate from the amounts specified, depending
on body weight, individual behavior toward the active ingredient, type of preparation and time or
30 interval over which the administration is effected. For instance, less than the aforementioned
minimum amounts may be sufficient in some cases, while the upper limit specified has to be
exceeded in other cases. In the case of administration of relatively large amounts, it may be advisable

- to divide these into several individual doses over the day.
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The pharmaceutical composition according to the invention preferably a tablet or a capsule has
dimensions which allows good swallowing. Good swallowing depends also on the used format.
The longest dimension for example of an oval tablet or capsule is less than or equal to 25 mm. For

20  example a round tablet should have a diameter less than or equal to 13 mm.

The pharmaceutical composition according to the invention shows good release properties.
Furthermore preference is given to administration forms wherein the compound of the invention is
delivered in a rapid manner also known as “immediate release” administration form. According to
the présent invention immediate release administration forms having a Q-value (30 minutes) of

25  75% due to USP-release method with device 2 (paddle, 75 rpm, in 0.IM HCI + 1% sodium
dodecylsulfate).

The pharmaceutical composition according to the invention is stable for more than 18 months.

A pharmaceutically acceptable excipient is any excipient which is relatively non-toxic and innocuous
to a patient at concentrations consistent with effective activity of the active ingredient so that any side

30 effects ascribable to the excipient do not vitiate the beneficial effects of the active ingredient.
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polyvinylpyrrolidone, most preference is given to hypromellose.

20 The amount of the binder contained in the pharmaceutical composition of can be from 0 to 15%,

preferably from 0.5 to 8% by the total weight of the composition.

Lubricants include, but are not limited to calcium stearafe, magnesium stearate, mineral oil, stearic
acid, fumaric acid, sodium stearylfumarate, zinc stearate and polyethyleneglycol. Preference is given

to magnesium stearate.

25  The amount of the lubricant contained in the pharmaceutical composition of can be from 0 to 2%,

preferably from 0.2 to 0.8% by the total weight of the composition.

Fillers include, but are not limited to dibasic calcium phosphate, kaolin, lactose, mannitol, micro-
crystalline cellulose, silicated microcrystalline cellulose, dicalcium phosphate, tricalcium phosphate,
magnesium trisilicate, mannitol, maltitol, sorbitol, xylitol, lactose for example the anhydrous form
30 or the hydrate form such as the monohydrate form, dextrose, maltose, saccharose, glucose, fructose

or maltodextrine, powdered cellulose, precipitated calcium carbonate, sodium carbonate, sodium
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ethyl cellulose, hydroxypropyl cellulose, hydroxypropyl methylcellulose (hypromellose, HPMC),

20 methylcellulose, ethylcellulose, cellulose acetate phthalate, shellac, polyvinylpyrrolidone, copoly-

mers of vinylpyrrolidone and vinylacetate such as Kollidon® VA64 BASF, copolymers of acrylic-

and/or methacrylic acid esters with trimethylammoniummethylacrylate, copolymers. of dimethyl-

aminomethacrylic acid and neutral methacrylic acid esters, polymers of methacrylic acid or

methacrylic acid esters, copolymers of acrylic acid ethylester and methacrylic acid methyl ester,

25  and copolymers of acrylic acid and acrylic acid methylester. Preference is given to hydroxypropyl
methylcellulose (hypromellose, HPMC) as film-forming agent.

Plasticizers include, but are not limited to polyethylene glycol, diethyl phthalate and glycerol.
Preference is given to polyethylene glycol.

Coloring agents include, but are not limited to pigments, inorganic pigments, FD&C Red No. 3, -
30 FD&C Red No. 20, FD&C Yellow No. 6, FD&C Blue No. 2, D&C Green No. 5, D&C Orange No.
5, D&C Red No. 8, caramel, ferric oxide red, ferric oxide yellow and titanium dioxide. Preference

is given to ferric oxide red, ferric oxide yellow and titanium dioxide.
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20  Preference is given to a pharmaceutical composition comprising the compound of the formula (I)
in a portion of at least 40%, a filler in a portion of from 0 to 60 %, a disintegrant in a portion of
from 0 to 15 %, a binder in a portion of from 0 to 15 %, a lubricant in a portion of from 0 to 2 %
and a surfactant in a portion of from 0 to 5 % by weight of the composition.

Also preference is given to a pharmaceutical composition comprising the p-toluenesulfonic acid
25 salt of 4{4-[3-(4-chloro-3-trifluoromethylphenyl)-ureido}-phenoxy}-pyridine-2-carboxylic acid
methyl amide in a portion of at least 55%, microcrystalline cellulose as a filler in a portion of
from 0 to 60 %, croscarmiellose sodium as a disintegrant in a portion of from 0 to 15 %, hypro-
mellose as a binder in a portion of from 0 to 15 %, magnesium stearate as a lubricant in a portion
of from 0 to 2 % and sodium lauryl sulfate as a surfactant in a portion of from 0 to 5 % by weight

30 ofthe composition.

Particular preference is given to a pharmaceutical composition comprising the compound of the
formula (I) in a portion of at least 55%, a filler in a portion of from 3 to 20 %, a disintegrant in a
portion of from 5 to 12 %, a binder in a portion of from 0.5 to 8 %, a lubricant in a portion of from
0.2 to 0.8 % and a surfactant in a portion of from 0.1 to 2 % by weight of the composition.
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20 b) the granulate is blended with the lubricant and optionally with one or more further

pharmaceutically acceptable excipient,
c) the post blend granulate is subdivided into single units,

d) and the product of step c) is optionally coated with one or more further pharmaceutically

acceptable excipients.
25  Step a: Wet granulation

The compound of formula (I), the filler, preferably microcrystalline cellulose, the binder,
-preferably hypromellose, the wetting agent, preferably sodium lauryl sulfate and optionally the
disintegrant, preferably croscarmellose sodium are granulated in the granulation liquid in terms of
a wet granulation. The granulation process is finished when the granulate achieves a ,.snow ball

30 like consistency“. The wet granulation mass is optionally sized and then dried in a suitable device
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15  In the wet granulation process the amount of the granulation liquid is preferably from 40 to 70 %,

more preferably from 50 to 60 % by weight of the dry powder blend.

Preferably the compound of formula (I) is used in the crystalline form, more preferably in a
micronized form. The micronized form can have a mean particle size of from 0.5 to 10 pm,

preferably from 1 to 6 pm, more preferably from 1 to 3 um.

20  The wet granulation mass is preferably sized through a rasp from 2 to 8 mm, preferably from 4 to 6

mm.

Solvents such as granulation liquids and film-coating liquids include, but are not limited to ethanol,
acetone, glycerol, isopropanol, purified water and mixtures thereof. Preferably the granulation liquids

are purified water, ethanol, acetone or mixtures thereof, more preferably purified water.

25  Preference is given to a process for the manufacturing of a solid and oral pharmaceutical
composition according to the invention, wherein the disintegrant is partly used in the granulation
process described under a) and the blending process described under b). More preferably an amount
of the disintegrant from 3 to 6 % by the total weight of the composition is used in step a) and the

remaining is used in step b).
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acetone 'or mxtures t| , nore preferably purified water. 25 Preference
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and wit hsit%orr]leacgc?r mlg "W " invention, wherein the one or more further pharmaceutically acceptable

15 excipients is selected from the group of plasticizer, ﬁlm—forming agents and colorants. The
plasticizer, preferably polyethylene glycol, the film-forming agent, preferably hypromellose and
the colorants, preferably ferric oxide red and/or yellow, are combined with film-coating liquids,
preferably purified water to result in a homogeneous coating suspension which is brought up to,

| preferably sprayed on the product of step c), preferably on the tablets in a suitable coating device

20 for example a perforated drum coater. Other pigments or water soluble dyes or combinations

thereof can be used to modify the color of the coating.

Alternative methods for manufacture of a solid oral pharmaceutical composition according to, the

invention are:

e The compound of formula (I) and at least one pharmaceutically acceptable excipient are
25 blended without granulation and directly compressed to tablets or filled into capsules or
sachets. Further excipients may be utilized to result in the formulation. Optionally, the product

can be coated with one or more further pharmaceutically acceptable excipients.

The compound of formula (I) alone or the compound of formula () and at least one pharma-
ceutically acceptable excipient are treated by a dry granulation method and then compressed to

30 tablets or filled into capsules or sachets. Further excipients may be utilized in the formulation.
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15 exgcipjepnts. is. sel’ected fromthe gr of plasticizer, fil or m agents
and ool Pt Everfipd %o fa ambh ik Bl <Bofb: RoREhk cqrestant T

;i | m f or gontpéi ; sagldaﬂﬁm'sé?ﬁ@ftwlﬂhiml célﬁibd’l@ﬁiﬁir);%_itﬁ)ﬁ gﬁdﬂ&alﬁ& Pﬁlm@éﬂ@ﬂé%?@ﬁxﬁﬁlgﬂ ably
erric oxide re nd/or ye]low, are conbjned wt ilmcoatin i qui ds,
prefer fab’lny}‘ef)‘h thereoh dncliding a hygnanean, frpount which dyeffrsheolodreab e %rgn dFed&mon

whi ch i s'pppipdiiferdive dsordey" @h&brRhnbe® oAU rd¥&s t & HARHMNE  sub aSEBRrEf
preferably on the tablets in a suitable coating device 20 for exanple a

per f or at &8l brpasinTespigatey trach heain, pergeduptive @Eanjadigestive fradd] wintye Sads eyeolitsitnat i ons
t her eof d LRy I . j r.nat i t hods
for gnu aét%rg%u%? I(glécsﬁ’o Ir@g&g’r g%rgtgﬂg{rang%deg%ﬁ%g tagg?rﬁp%% %’F’?gg‘r}% gcaclf:bg r :éﬁlgggfo t he
i nvent i olymphamnas, shtvemas) apdlewicbnuds. f orrul a (1) and at | east one
pharmaceutically acceptabl e excipient are 25 blended w thout granulation
and diregtly,conpressed to. tablets or fi.lled into.capsul.es or sachets.

Fur t her el STTRSRE gt notpt Bt ol ewff of AErE PiAFRestion: M onal 1y,
t he pr odigbilar caftiholf, dueel Eflciiéridn Ging; afd lobllarcafcitiokdadsh siphar maceuti cal |y

accept abl e exci pients. The conpound of formula (1) alone or the conmpound of

formula (I nd ,at | east one pharna- ceutically acgceptable cl.pient are
{reat cd B 0) SRS GRPIRh GRCtRAon Bi 50y Doded @ Srass g fore. o
filled idafl-ceBR§IglcARinGa Sed $RALSbrofdhid RedhomX &idyl@népuliShdry asidnhd. | zed in the

formul ation. -12- Optionally, the product can be coated with one or nore

further pharmaceutically acceptable . . o
xamples of brain cancers include, but are not limited to brain stem and hypophtalmic glioma,

cerebellar and cerebral astrocytoma, medulloblastoma, ependymoma, as well as neuroectodermal

and pineal tumor.

Tumors of the male reproductive organs include, but are not limited to prostate and testicular
20  cancer. Tumors of the female reproductive organs include, but are not limited to endometrial,

cervical, ovarian, vaginal, and vulvar cancer, as well as sarcoma of the uterus.

Tumors of the digestive tract include, but are not limited to anal, colon, colorectal, esophageal,

gallbladder, gastric, pancreatic, rectal, small intestine, and salivary gland cancers.

Tumors of the urinary tract include, but are not limited to bladder, penile, kidney, renal pelvis,

25  ureter, and urethral cancers.
Eye cancers include, but are not limited to intraocular melanoma and retinoblastoma.

Examples of liver cancers include, but are not limited to hepatocellular carcinoma (liver cell
carcinomas with or without fibrolamellar variant), cholangiocarcinoma (intrahepatic bile duct

carcinomé), and mixed hepatocellular cholangiocarcinoma.



exci pients. Method of treating hyper-proliferative disorders The present

I nvention also relates to a nethod for using the pharmaceutical conposition
according 5 to the invention to treat mammalian hyper-proliferative

di sorders, including cancer. This net h1 d conprises admnistering the

phar maceuti cal conposition preferably Via the oral route to a mammal in
need t hereof, including a human, an anount which |s effective to treat the
di sor der Skif temcdreineiudé rbypmre nqstrlin’nit'eﬂﬁrsqumsdélkmdm , Kapabi’ e saréctanmelignamot onl y
refers to . soli %np ﬁ iancerls of kutlhe breast respiratory tract,
brain, rEPFERE: & Q?E‘H?an"&f@’é onypRelanoma skin Ganeers v tract, eye, |iver, 10
skin, head and neck, thyroid, parathyroid and their distant netastases, but

al so i nCdeaﬁd-né&réﬁdmfﬁiﬁclu&ablﬁ@fﬂiﬁ)t lisaibed th iyl d hypdpkarmnlealy nedopharpipeil cancer

i ncl ude, limted to jnvasive ductal carcinom, invasive |obular
car ci non’ef’mpé‘@é’f‘%qa{] PeLi 3Rd kR apdhoral qayity GBAFTY obul ar carcinomm in situ. Exanpl es
of cancers of the respiratory tract include, but are not limted to

snal |5 c eumJﬂsaﬂamemda Sud GR! dot Gigtited b AIDSRNEddN9HBhon®S nbEkod@én’ P 1y24phbina
adenonma an | eur opul nonary bi ast oma. Exanpl es of brain cancers incl ude, but
are not wtquéér-qe&l lmmonl ﬁ@%@rﬁcﬁlqﬁwoqyﬁﬂmnhp@agf the geptral pesyQup syster and
cerebral astrocytoma, nedul |l obl astoma, ependynoma, as well as

neur oect Qe B lnclag, dbd? laRER: th{i'tGE to safdéHRoF R sol Rl hﬁro%ﬁ@&ﬂéj WEtbosHRoh,I2NS

include, but are not |imted to prostate and testicular 20 cancer. Tunors
of the fmdmn@tﬁbmuemmaymob@ah@mm aubrhalpdomyasazcomat |inmited to
endonetrial, cervical, ovarian, vaginal, and vulvar cancer, as well as
sarcona [ a . not
or SO iy R S VTP o U B b2 DB AR5
pancma at ¢hegnia lpmpladeytickeltemia, chresit imyelogenous lsuidenmam;d Igirgcell kakamea.s. Tunors of
the uri nary tract include, but are not limted to bladder, penile, kidney,

e Do gy S P e SRR i A IR S w0,

cancers ¢the | mishemal)uindada@ HeOtredtddnbyt edinihistekifp #leOgiathate@tical asmpdsitions of theer cel |
carcinomas with aor w thout fibrol anel L{ﬁé,var' ant), chol angi gcarci nonp

(i nt r aheRFEsenicmysnfign. fypatients fr dherRymmose of 98, 1 @ FATBRAb| Pelpdpe @ human, n
chol angi QER5GIRiER: for thSparfRild cGRIHER biSditeide! CdBbinbtith tRirHynot limted to

squanous cell carcinoma, Kaposi's sarcona, —nmall gnant

15  The pharmaceutical compositions of this invention can be administered as the sole agent or in
combination with one or more other therapies where the combination causes no unacceptable adverse
effects. For example, they can be combined with cytotoxic agents, signal transduction inhibitors, or

with other anti-cancer agents or therapies, as well as with admixtures and combinations thereof.

In one embodiment, the pharmaceutical compositions of the present invention can be combined with
20  cytotoxic anti-cancer agents. Examples of such agents can be found in the 11th Edition of the Merck
Index (1996). These agents include, by no way of limitation, asparaginase, bleomycin, carboplatin,
carmustine, chlorambucil, cisplatin, colaspase, cyclophosphamide, cytarabine, dacarbazine,
dactinomycin, daunorubicin, doxorubicin (adriamycine), epirubicin, etoposide, 5-fluorouracil,
hexamethylmelamine, hydroxyurea, ifosfamide, irinotecan, leucovorin, lomustine, mechlorethamine,
25  6-mercaptopurine, mesna, methotrexate, mitomycin C, mitoxantrone, prednisolone, prednisone,
procarbazine, raloxifen, streptozocin, tamoxifen, thioguanine, topotecan, vinblastine, vincristine, and

vindesine.

Other cytotoxic drugs suitable for use with the pharmaceutical compositions of the invention include,
but are not limited to, those compounds acknowledged to be used in the treatment of neoplastic
30  diseases in Goodman and Gilman's The Pharmacological Basis of Therapeutics (Ninth Edition, 1996,
McGraw-Hill). These agents include, by no way of limitation, aminoglutethimide, L-asparaginase,



mel anoma, Merkel cell skin cancer, and non-nel anoma skin cancer.

Head- and- neck cancers include, but are not limted to | aryngeal /
hypopharyngeal / nasopharyngeal [/ oropharyngeal cancer, and lip and oral
cavity cancer. 5 Lynphomas include, but are not limted to AIDS-rel ated

| ynphoma, non-Hodgki n's | ynphoma, cutaneous T-cell |ynphoma, Hodgkin's

di sease, and | ynphona of the central nervous system Sarcomas include, but
are. not akdtinopirme] Smandlmlaﬂfﬂ)mds)ebmﬂfm tdietlyilstilbestralyr 0's p'-diflrerodedxyoytiding, COMa,

mal i gnant, fi brous t| ocC hosar ¢ d rhabdonyosarco
Louken adofsiEeh Sreniten SR SO 5 G G e AETORE o
| ynphobl asittine nl\oaqkﬁgphatc ﬂﬁ&rabhfecwo@hhty NPiRgiésteforles Bl@RIR, hydiéx9Progesterone
nyel ogenous Ieuléié‘g&)a and hairy cell |eukem a. These di sorders have been

vel | charCaRiaEs iR, HAEPSD, WOM%C@%P@% aGFtey Fegestipl peetae siehiYann
ot her snafiRiase, @eﬁtmfe@npea&,s&ﬁ@q%ﬂosﬁm ﬂL-ﬁép@ftété‘QPAﬂR), RIRAHREE Whhstthe,

conmposi ti ons of the present inven patlent for the purpose of this
i nvent i orfeninoside tesiesterene propienair fhigjers, timadyimelamine rstineotndrvinozalbiemt f or t he
particul ar condition or disease. Conbinat ion theranv 15 The phar maceuti cal

COnposi tigs ¢ oﬁ) 'a?m-cQIYc%Pta%eg %ﬂ{tblé)ﬁoqumﬂq nga‘ﬁgn l:ht He ¢ ngﬂé}ogltﬁgsegf th@"

conbi nation one or er therapies 1ere e co t1on causes no
unaccept aplertioadaler. seludefmewlyt discovered exlatmpilcepnnt:ipb'y suetn ab exaipldtinn genaitabihe,

Cyent o or RAEBinE; coBtuilg'apt i RS olnds el “smolonfit (bR L i or T
e contbi ned b 2003‘%“2’8“5? et haant s, xapl e of Sush acents
can be fgﬁ?ﬂ ?"hg]"t‘”r‘?@ fpy ii’"ﬁ‘gﬁqc #Ogh@ &%1 ﬁd@'ﬁxﬁi tmsf’ﬁg’é’ nts

i ncl ude, sﬁlﬁd]é‘ﬁroteﬁmm fewobtiai! Ci@R Opas PrdkAdto 0A, 1,B7@9Myci n, carbopl atin,
carnusti ne | orambuci |, ci spl atin, col aspase, cycl ophospham de,

cyt arabi ne, dacarbazi ne, dactlnonyC|n daunor ubi ci n,  doxor ubi cin
(adri amyds aropher erpbadimangithe p I@nwe@cdéomaosm%%ﬂ}? arepqnt invertion fen be fombingdi ne,

hydr oxy urg@, othdr ShAMr&Sductiéd ﬂﬂbﬁ&@“@f E'H&@éf%ﬂeﬂzst 40 @@51' esdlB&D InfibREQam ne,

25 6-nercaptopurine, nesna, hot r ex m tonycin m t oxant r one,
pr edriss owirh mmt@wrﬁ(ﬂﬁtl@mlymudt@rmm%andﬁERé@ammm alz darings, 20001#@X| fen,

t hi oguani 0opo gﬁﬁi i abhast | 1aC,
cyt ot oxi é%?hgbgg%ﬁt a e&f%i‘ bﬁéo Er[leztooff 2 (Sﬁ%idr?g%lé | ca %E%cgi?? h%}“ ‘of the
i nvent i oExamglésuafesuch bgentsainelude) by Ino rwaye:d linmaudm;u(aanbodp rthmmapmdssueicksnﬁudc@dged to
be used in fhe f. t  of lLastic .3 di es.i.n Good d,Glman's
e Phar PG, SRS e bR BB Te BT 0] BRI GHRes B0 goiios, by o
MG aw Higlaly bof hﬂihﬁﬁﬂ ﬁmnhaequhmémhiwors Suchvay 7I0f-1830 Miliegth i(Bibelga et al., Drugs
am nogl utet him _‘R)araln
2 2000, 60 (Suppl 1) 3340),0 -774/Tarceva (Pollack et al. J. Pharm. Exp. Ther. 1999, 291(2), 739-

748), CI-1033 (Bridges, Curr. Med. Chem. 1999, 6, 825-843), GW-2016 (Lackey et al., 92nd AACR

Meeting, New Orleans, March 24-28, 2001, abstract 4582), CP-724,714 (Jani et al., Proceedings of

the American Society for Clinical Oncology 2004, 23, abstract 3122), HKI-272 (Rabindran et al.,

Cancer Res. 2004, 64, 3958-3965), and EKB-569 (Greenberger et al., 11th NCI-EORTC-AACR

25  Symposium on New Drugs in Cancer Therapy, Amsterdam, November 7-10, 2000, abstract 388).

In another embodiment, the pharmaceutical compositions of the present invention can be combined
with other signal transduction inhibitors targeting receptor kinases of the split-kinase domain families
(VEGFR, FGFR, PDGFR, flt-3, c-kit, c-fms, and the like), and their respective ligands. These agents
include, by no way of limitation, antibodies such as Avastin (bevacizumab). These agents also
30 include, by no way of limitation, small-molecule inhibitors such as STI-571 / Gleevec (Zvelebil, Curr.
Opin. Oncol., Endocr. Metab. Invest. Drugs 2000, 2(1), 74-82), PTK-787 (Wood et al., Cancer Res.
2000, 60(8), 2178-2189), SU-11248 (Demetri et al., Proceedings of the American Society for Clinical
Oncology 2004, 23, abstract 3001), ZD-6474 (Hennequin et al., 92nd AACR Meeting, New Orleans,
March 24-28, 2001, abstract 3152), AG-13736 (Herbst et al., Clin. Cancer Res. 2003, 9, 16 (suppl 1),



-14- azathioprine, 5-azacytidine cladribine, busulfan, diethylstilbestrol,
2', 2'-difluorodeoxycytidine, docetaxel, erythrohydroxynonyl adenine,

et hinyl estradiol, 5-fluorodeoxyutidine, 5-fluorodeoxy- uridine
nonophosphat e, fl udarabi ne phosphat e, i%uoxynesterone, fl ut am de,

hydr oxypr ogest erone caproate, idarubicCin, interferon, medroxyprogesterone
acetate, megestrol acetate, melphalan, 5 mtotane, paclitaxel, pentostatin,
N- phos phabstac €12§8); KRaS95a (T sduchi (€PAL, Abth Apd.@R; M&tﬁignm&musL | zm abﬁiﬁﬂt 5s), de,
test oster 6547.%%()'0' onate, thiotepa, tdne % mel am ne, uri

vi nor el bi %é?ee@%%t%X|%’n&?ﬁtBesca?19%r get-d3 Qi tﬁ7é4?br(kﬂge§5|?ﬁ al,,

conbi nat pRidedthnigs of he ANRPBASALsbQRon A Caiter RERYEIN 0N 48 2B Gract mb}i GQIRO¥E Y
di scovered C¥t0tOXIC principles such as oxaliplatin, gentitabine,

capeci t afisset ale Feecaedings of ﬁﬁdhnwmhé%sm@on@if Canosr R@&eﬁréh 2004, ¢ tabsteagt 2130),
t | 0]
enozg Omm%@sfﬂﬁhgﬁ‘ efhl., Blood %oosc'lb%‘vtl A% s@écgtoéglgpyané 2D 224 g-i %%%955.‘1)

tosituno Bexxar t’rabedect™n roceedi n
Aneri can P@@mde@yOﬁtbwA@ncan Asdociamaif CgnceiRi3earch2804, 45 sAbsteesct 433981) , and t he
i nhibitors of t he Ki nesi n spindle protein EgS (Wod et al., Curr. Opin.

Phar maco 7l ment .. 1t he har 1ceu
conposi t | ons %%3 %’u"" T 2\se nven?ﬁ%mﬁ Sm BeOt SR Teatmvehtipy, oy Beogom fngﬁal
t r ans duc with inhibitot stuif ttherI&f/lVﬂ!K/ERKtﬂaﬁsdhafon ipatheaeG@ivnehet s, Reednt Pﬂ’o@!ﬁd’ﬂﬁ ReDN

DL o5, 15, 1988 67585k B Pl Oyt s 3a3 oA e g, L bl 57 ¢
2000,10 19 Thex8 Jincl&fkO 8By %Wy ofolitdtioR)| PDB@SQD?QSdeE—Ued»;ﬁ»W@tSaI HrS@BAh@SofOfhe SUCH
agents include, by no way of lim tation, antibod heraE| .es such as

Her cept i Ame(leqna%%@mﬁ%% ancprRReserkety 2084, 4R abstEart 409 Yuhta8p6 allagsicbs of
such the&ﬁ%&éedﬁlﬁ@fthé‘&inh‘i’&n A@%cﬁﬂon dMn&fRéshﬁlﬂﬂOh% ab%ﬁ’?cltl.”Sﬁg.l ecul e kinase
i nhi bitors such as ZD-1839 I ressa ga et at, Drugs 20 2000, 60 (Suppl .
1), 33-40), OsSI-774 / Tarceva (PoIIack et al. J. Phar m Exp

Ther . 19981 @pthepymipgdinent Alg)phagacatiod compdsitigasof thmrpsenmuenhmém beo@ebingd

2026, DO ARG dr G Rlonfise AR Ol ¥R it N7 Ho ey i TR,

Anerilsan s&miylamydé bydrd@hunivi acil (SARA)) hyQ- 824)(12!ttma2iﬁ et aly Frocaedings 1o? e, Arlnllﬁcaﬂ 7 2

Rabi nd t 64 .3 6 B-
(& cenbe s 88 Clincal GRpfpen i o024 LpAI i rF AR tsRBgs of e cancer
Ther apy, Af¥EERISdaisty fHICRIEHRAEOncbicky 20626 81) ab@ﬂa&tmas); M388F (Ry4n eﬁﬁlQlPhﬁ:éedmgs

enbodi rrent t he pharmaceuti cal conposi t'i ons ‘&50 esent i nvent ion can be
cht4o2),

conbi ned® %éﬁwﬁﬁaﬁé\mg}aamf Gapees Resaeh 41044 ‘h"h?bé'i“l PGERPRE28 64
ki nases gf ﬁ&&&g%bﬁm&%@é&n@w&y for CRALAlIORolo \466%83 dosl 32RFR, flt-3,
c-kit, c-fns the like), and their respective I'Tgands.” These agents

i ncl ude by no way of limtation, antibodies such as Avastin (bevaci zumab).
Thes @0 ag&nansthar eppbodiment, the pharmaceutlcal compositions of the present invention can be combined

-

" with other anti-cancer agents such as proteasome inhibitors, and m-TOR inhibitors. These include, by
no way of limitation, bortezomib (Mackay et al., Proceedings of the American Society for Clinical
Oncology 2004, 23, Abstract 3109), and CCI-779 (Wu et al., Proceedings of the American
Association of Cancer Research 2004, 45, abstract 3849).

25  Generally, the use of cytotoxic and/or cytostatic anti-cancer agents in combination with the

pharmaceutical compositions of the present invention will serve to:

(1) yield better efficacy in reducing the growth of a tumor or even eliminate the tumor as compared to

administration of either agent alone,
(2) provide for the administration of lesser amounts of the administered agents,

30 (3) provide for a chemotherapeutic treatment protocol that is well tolerated in the patient with fewer
deleterious pharmacological complications than observed with single agent chemotherapies and

certain other combined therapies,



30 include, by no way of limtation, small-nolecule inhibitors such as
STI-571 /| deevec (Zvelebil, Curr. Opin. Oncol., Endocr. Metab. |nvest.
Drugs 2000, 2(1), 74-82), PTK-787 (Wod et al., Cancer Res. 2000, 60(8),
2178-2189), SU-1 1248 (Denetri et al., Proceedings of the American Society
for Cdinical Oncology 2004, 23, abst r 8t 3001), ZD- 6474 (Hennequin et al.,
92nd AACR Meeting, New Ol eans, March 24-28, 2001, abstract 3152), AG 13736
(Her bst vide fé tieBtingGabRéudér sPRtum20 Bifferef carl®r {ypddParinnals; ebpeciaflP Fiiaas;t
C253), Kgl\)l-pgdm (Taguchi et al., 95th AACR I\/betilg?ldé, Ol ando%gelgL,?ZOM,
abstract 2575) CP-547,632 (Beebe et al., Cancer Res. 2003, 63, 7301-7309),
CP- 673, 467 Prowsls deracigher tepponse rie amengdrealgdpatientihe Ameri can Associ ation of
Cancer Research 2004, 45, abstract 3989), CHLR-258 (Lee et al., Proceedings

of the Amrieade 08306t sliiva tinfeaioRl HERGEERs g%cd“t%,stﬁ%&%ﬁ&ﬁoﬁ%ﬂa% ), 5
MW 518 ( heﬂn et al., ood 2003, 102% 11, ‘abstract 476), and AZD- 217 Y
(Hennequitfet@enty| . . Proceedi ngs of the Anerican Association of Cancer

Research 2004, 45, abstract 4539). In another enbodi nent, the pharnaceuti cal
conposgi t (BnRs, tk;}eﬁ%gezﬁm,mio §atdsn a6@hr be combined with inhibitors of

t he Raf/ll(’}\?%El‘(’ﬁEI%K tgr ansduct i oltr:b{'p%tgﬁway (Avruch et al., Recent Prog. Horm
Res. 2001, 56, 127-155), or the PKB (akt) pathway (Lawor et al., J. Cell
Sci . 2001(8) yieldiefficagp andleapilityl Bsults etleast #scoodies thesg onhthe pgntsofsed aloriet enmipated

of Cancel” KRR pHpREE R fher ancer NP Sf MG bR oo BB R ORE

al ., Probdesedihst ont skilled iArider dric asing’the preteadingGnfomfiatiGia aadein fonestivarae4ilaBle Gelthe 45,

abstract 3891)...1n anot her enbodi t he pharnmaceutical conpositions of
the pres8Ha ?W}bzﬁﬂled’ﬁcs VERHoR S SR e 11 ahi i Lor s aof i sLone

deacetyl ase. Exanpl es of such agents include, by no way of limtation, 15
subenoy! ahbildiee dppatemta biheCof afdihry SEARAThe attAit Siddgds Ghd MBdifitAonedan be Madteedi ngs
of the Anerjcan Societé?fqr i nical, Ohcol o 2004, 23,,ab%%raﬁt.3024),

LBH 589 {sirentipn ithout geparting Hpm dhe spifit grisgope RhF iventionatit issgt Ipgh berginp ¢
Oncol ogy 2004, 23, abstract 3025), Ms-275 (Ryan et al., Proceedings of the
Arer i can Bﬁ‘daﬁ&ﬂs%%)ﬁéati&%%ﬁ@ﬁatm.éd Sdve?ddd belod are iAOPIOTAEd herdPEy refefinbe.
FR-901228 (Piekarz e al ., Proceedings of the Anerican Society for Cinica
Oncol ogy 2004, 23, abstract 3028). 20 In another_ enbodi nment, the

phar mac e fh¢ weight<datgess inless plated pthertyise fecenizges by veightiaphra g aranerte BRBFgEd  with
ot her anti-cancer agents such as proteasone inhibitors, and mTOR

i nhibitors. These include, by no way of limtation, bortezom b (Mackay et
al ., Proceedings of the Anerican Society for Cinical Oncology 2004, 23,
Abstract 3109), and CCl-779 (Wi et al., Proceedings of the Anerican
Associ ati on of Cancer Research 2004, 45, abstract 3849).




25 Cenerally, the use of cytotoxic and/or cytostatic anti-cancer agents in
conbi nati on with the pharnmaceutical conpositions of the present invention
will serve to: (1) yield better efficqu_in reducing the growth of 'a 'tunor
or even elimnate the tunor as conpared to admi nistration of either agent
al one, (2) provide for the adm nistration of |esser anmpunts of the
adninisté%@ﬂﬂﬂ@gnts, 30 (3) provide for a chenot herapeutic treatnent
protocol that is well tolerated in the patient with fewer deleterious

o eCOhlt T 085 M o459 08L 8 GRSy BERRE °

br oader spectrum of()cintlfopticmilly calssequent fihmsodtingmanmal s, especi al | y humans,
(5) provide for a higher response rate anong treated patients, (6) provide

for alo r rviv ti nmong treated patients.conpared t andar d
cherot herdby tminerfion of e Sotagolng e 40 Renegaionis S 3 of A3 GrBBFEssi on,
and/ ors (8) yi alelifibfimtéhylphéas)iudbidoRptienbiyy-pyeigditel2scatbotytio Scidame@d§Paknie t hose
of the agents used al one, conpared to known instances where other cancer
agent conbi nat{fosyatesalt ot compopd M) stic effects. It is believed that one
skilled in the art, using the preceding information and infornmation

avai | abl @ohfbsitibi mg/tdblet] C AbILIAl 50 th¢ ThblE BROGRE 'L TIHIY €200 [ U O Thtiet DI4G0 fnf St

extent. 10 1t should be apparent to one of ordinary skilTl in the art that
changes q-mgm_mi ficationgg @,rb)be_ mgi@d),_ttg,c)ﬁ hi fss&pg),q;)tcjion W g ggb)g)aiparti ng
from t heTs@iafei dalt QF cEEFRMIROS nighe | NYRIEhMON as i brdemget fort bkygshein. Al
publ i cat (Ipikronidgdp! i cati ons and patents cited above and bel ow are

i Ncor por MicéetrysaNied dlhidyse I @fomigence. 1dbmgwei ght datagare, unl gsGmgt at ed

ot her w s€rosqamiellesntaipgs b\.lwiy ght afe4mgrts ared@pamgs. by wei g mg-17-

Exanpl es Hyfroraelipde€s &) | nmedb age rel éd3mgt abl et t®hipgi ni Nng t heo4mgyl ate salt
of conpoifaghesimftaratul a OMpSmpd opidiomal |y sub2stmaht film Gdemgng 1.1
Conposi tion of tablets containing thep-tol uenetof-dafmghci d salt of

4{ 4- 13- ( Sodiym layry sulfyte 0.425 mg 1.7 mg 1.7 mg 3.4 mg

3-trifl ulfeishiet hyl phenyl ) &P eiedo] - pA¥HLRg} - pyr i HOBENE- car box §¥L7€@ Meci d net hyl
amide (tosylate salt of compound (1)) Conposi £#0h-349§F t8bl et] Tablet A 50

ng Tablet B 200 ng Tablet C 200 ng Tablet D 400 ny
Film-coating:

Opadry Red YS2-15531%®  —— 10.0 mg LI . L
Hypromellose (15 cP) — — 6.00 mg 9.0 mg
(4.8~7.2 mg) (7.2-10.8 mg)
Macrogol 3350-—-- —— 2,00 mg . 3.0mg
(polyethylene gycol) (1.6—-2.4mg) (2.4-3.6 mg)
Titanium dioxide ——- R 1.73mg . 1.6 mg
(1.384—-2.076 mg) (1.28-1.92mg)
Ferric oxide (red) o ——- 0.27 mg ——
' (0.216 — 0.324 mg)
Ferric oxide (yellow) —— — —— 1.4mg
(1.12-1.68 mg)
Weight of film coat ——— 10.0 mg 10.0 mg 15.0 mg
(8.0 - 12.0 mg) (12.0-18.0 mg)
Total tablet weight 85.0 mg 350.0 mg 350.85 mg 696.7 mg

(348 -352.85mg)  (348.0-352.85 mg)

Tablet format Round round round oval

Dimensions of the tablet  diameter: 6 mm diameter: 10 mm,diameter: 10 mm,dength: 18 mm,
height: 4.5 (20.3)height: 4.5 (+0.3) mmwidth: 8 mm
mm .

Range for Mg stearate may apply according to manufacturing conditions

Range for film coat may apply according to manufacturing conditions Fixed ratio of

coating components 60 % (hypromellose) ~ 20 % (polyethylene glycol) — 17.3 % (titanium

10 dioxide) — 2.7 % ferric oxide :

" Opadry Red YS-15531 ready to use commercial coating system.

#1



Tabl et core: step a), b) step a), b), c) if Step a), b) c) i Step a), b) c)
I  Tosylate salt of conmpound68.5 ng 274.0 ng 274.0 ng 548.0 ng (1)

m croni zed Mcrocrystalline cellulose 4.0 ng 16.0 ng 16.0 ng 32.0 ny
Croscarnel | ose sodium 9.1 ng 36.4 ny 36g4 ny 72:8 ny Hypronellose (5 cP)
2.55 ng 10.2 ng 10.2 ng 20.4 ny Nhgne5|un1stearate 0.425 ng 1.7 mg 2.55 ng"
5.10 mg (1.70 - 2.55 ng) Sodiumlauryl sulfate 0.425 ng 1.7 ng 1.7 ng 3.4

ng Wi g2 8PrécessfoBdnbfactnring0. 85 ng 681. 70 ‘'ng (340.0 - 340.85 ny)

Fil mcoating: OpadryRed YS2-15531# -- 10.0 ng Hypronellose (15 cP) -- ----
600mg a%“lra - 7.2 my) (7.2-10.8 mg) Macrogol 3350---- ---- 2.00 ny
3.0 |§/@[ ene gycol) (1.6 - 2.4 ng) (2.4-3.6 ng) Titanium di oxide

1 73 1.6 ng (1.384-2.076 ng) (1.28-1.92 ng) Ferric oxide (red)
--- --- B8{2B @@h{oﬁo-z befluor@indRyipheny)l)- Eaﬂo]%piaemomy}i-«pylﬁ&mé-ﬂ-ow))oxyhc aeid -methyl. 4

(1.12-1.6 ffrlmco 120
ng) (12. ar.nffé%oﬁ%’fe Q%P | SOFRE .“6“53‘1’%‘%0‘6%%“ % ”5?5‘ 18‘% 7 ny
(348 5 3allidih, 41d)hyprofiell0se3ae ndked ) 2 xﬂiﬁﬂbs i a highshedr MiQens d’r@éﬂ'td obtwnﬁl oval
D nensi ons gf the tablet djaneter; 6 nmdianmeter: 10 mm.di aneter:

mm | engt ROWdes blendh Sodiygy lgwryl sulfats iy dissolsgdiawgker-- The pawles blepd dggranpiated ‘Blﬂhtﬂﬁ

solution in a wet granulation process using a high-shear mixer. The granulation process is finished
when the granulate achieves a ,,snow ball like consistency*. The wet granulation mass is sized
using a 4 mm rasp and then dried in a fluidized bed dryer at an inlet air temperature of 80 - 100 °C
10  until a residual moisture of 0.3 up to 0.7% by weight (loss on drying) is reached. The dry granules

are sieved using a 2 mm sieve size.
Step b) Tablet compression

The granulate is blended with magnesium stearate and croscarmellose sodium using a tumbler
blender for from 5 to 10 minutes. The blend is subdivided into single units and compressed to

15 tablets using a standard rotary tablet press at typical tabletting speeds of from 25,000 to 250,000
tablets / hour.

Step ¢) Film-coating
Alternative 1:

Hypromellose, polyethylene glycol (Macrogol), titanium dioxide and ferric oxide red are combined
20  with purified water to result in a homogenous coating suspension which is sprayed on the tablets in

a perforated drum coater.
Alternative ii:

The commercially available Opadry Red YS-15531 is combined with purified water to result in a

homogenous coating suspension which is sprayed on the tablets in a perforated drum coater.



mm #1 Range for My stearate may apply according to manufacturing conditions
#2 Range for filmcoat may apply according to manufacturing conditions Fi xed
ratio of coating conponents 60 %(hygrlgr_rel | ose) - 20 % (pol yet hyl ene
glycol)-17.3 % (titanium 10 dioxide) -72.7 %ferric oxide # Opadry Red

YS- 15531 ready to use conmercial coating system -18- 1.2 Process for

manuf act U3 n@Propertiesf the abletat | on

4{4-[3-(4-chloro-3-triftuoronethyl phenyl)-ureido]-phenoxy}pyridi ne-2-carboxy
lic acid t hy ang d tqQsyl ate salt o (0] 440]0) ] Groni zed,

m crocr yﬁl—ﬁigr‘gdyc‘g]lrfeﬁ?é’?é’gfx‘e? e @%B?&gﬁﬁ@ﬂ%‘shypr onel | ose are

m xed for mnutes in i shear .m xer |n arder. .to obtai.n a powder

bl ond. - SReTath EinpmpRutratil T Qo Bl wRERSr tesrEnpSidler bl end | s
granulated with the solution in a wet granul ati on process using a

hi gh--shedr_ni xer_. [ Thes @man{il a0 min pf 0c453Aini S| T 1s0imihed] when the granul ate
achi evesa TaplgiBv bal |l 941 kelcongyst ephcy” 97 The] wet9granpul ati on nmass is sized
using a 4 mableGplandgshen]|driegd 1 nja T6ui diped ged dryer at an inlet air
tenperature of 80 - 100 C 10 until a residual noisture of 0.3 up to 0.1% by
wei ght (l.oss on drying) .is reached. The dr ranules_ are sieved using a 2
mm oi dve Eaply gelvsreipsgys Hisesn o Srpebstomdt VAR Sgpaanit 2« B0l b ) Sl B
magnesi U§ogiRAlak/e sfifde, A00amA" Mel | ose sodium using a tunbler bl ender for
from5 to 10 mndtes. The blend is subdivided into single units and
conpressed to 15 tablets using a standard rotary tablet press at typical

t abl et t i rigre d3attiBavefa statility 24 nowo they 18 sepnthg(real e stebility data)rand gthapingss of

Fi | m coat) now.Aidegnative is Hypromel | ose, polyethylene glycol (Macrogol),
titaniumdioxide and ferric oxide red are conbined 20 with purified water
to result in a honbgenous coating suspension which is sprayed on the tablets
in a perlhematesgoufentrof tlasateblets is\esstherai.p Ve by weighhef the nerpasition|(Jeterminiations| e
Opadr1¥) R%{jarlﬁ‘sléc%gr%’%e (I)d% conbined with purified water to result in a




honbgenous coati ng suspension which is sprayed on the tablets in a
perforated drum coater. -19- 1.3 Properties of the tablets Tab. 1: Study of
rel ease of conpound of fornmula (1) fromtablets B and C Rel ease of the
conmpound of the formula (1) in %by total weight of the conposition. 15 mn
30 min 45 nin 60 nin Tablet B 94 97 9727 Tablet C 96 99 99 99 5 Each val ue
represents the nean of 6 single results. USP apparatus 2, 900 nil 0.1 N HCO
+ 1% SodyiipilaWindaisul fate, 100 rpm The tablets have a stability of nore

t han 18 nontns ea ime stability data) and a hardness of nore than 100
N. The water content of the tablets is |ess then 1.5 % by weight of the
conposi tilon ( detRharmaseuticaln compayiticar Formitsg e A {HBr@odiioro-3 grifingremetidphend)-ned

is: 1. A pharnppceyti > i | Si . .
A{ 4._ [ 3- (4- chl %ﬂ%@?’ﬁﬁmﬁiﬁﬁ@m@s 1.Heghyl armde., 1.ts s.olvat'es, hydrates,
ur ei do] - phenoyphirmagsuticillys:c@eptzhlesaltsy bt & cambinktion theydof asrhetive apins irsmportdned,

hyd , h i cal | bl e.salts, Di L. h
et v apent  hicks s BEelan? B BP PR sod iy gk Praree oty GeRbeon  and

at | east one pkdpiemceutically acceptable excipient. 2. The pharnmaceuti cal
conposition of claim1l conprising the active agent in a portion of at | east

55% by i ght ,of the copposition. 3, The pharmaceutical conpositi.on of any
of ¢l ai m 3 't 35 PREPEERCA RETBodipy af gt SPEPIHE (i acie ERh BrBBEEFbA & ac) d
salt of 4{4-] %aggsgmqug}@bﬁmwﬁmt hyl phenyl ) - ur ei do] - phenoxy} -

pyri di ne-2-carboxylic acid nethyl am de. 4. The pharmaceutical conposition
of claim3 conprising the active agent in a portion of at |east 55% by

wei ght of3- t he Toe RPBReeptGR] cognpositien pfany of clates ko 2 wherpB dhe scbive sgentcis Hes-3

CoMPrigsi NG N oiaklilfSnCRIH soor% (IS4 Eifords-hfluordRok B dnyBt6i) pHBlosY- Of
i pyﬁdine-2~carboxylic acid methyl amide.

4. The pharmaceutical composition of claim 3 comprising the active agent in a portion of at
least 55% by weight of the composition.

5. The pharmaceutical composition of claim 3 comprising the active agent in a portion of at
15 least 75% by weight of the composition.
6. The pharmaceutical composition of any of claims 3 to 5 wherein the p-toluenesulfonic acid

salt of 4{4-[3-(4-chloro-3-trifluoromethylphenyl)-ureido]-phenoxy}-pyridine-2-carboxylic
acid methyl amide exists for at least 80% in the stable polymorph 1.

7. The pharmaceutical composition of claim 1 comprising the active agent in a portion of at
20 least 40%, a filler in a portion of from 0 to 60 %, a disintegrant in a portion of from 0 to 15
%, a binder in a portion of from 0 to 15 %, a lubricant in a portion of from 0 to 2 % and a

surfactant in a portion of from 0 to 5 % by weight of the composition.

8. The pharmaceutical composition of any of claims 1 to 7 comprising the p-toluenesulfonic

acid salt of 4{4-[3-(4-chloro-3-trifluoromethylphenyl)-ureido]-phenoxy}-pyridine-2-

25 carboxylic acid methyl amide in a portion of at least 55%, microcrystalline cellulose as a
filler in a portion of from 0 to 60 %, croscarmellose sodium as a disintegrant in a portion

of from 0 to 15 %, hypromellose as a binder in a portion of from 0 to 15 %, magnesium

stearate as a lubricant in a portion of from 0 to 2 % and sodium lauryl sulfate as a

surfactant in a portion of from 0 to 5 % by weight of the composition.

30 9 The pharmaceutical composition of any of claims 1 to 8 for oral administration.



6. The pharmaceutical composition of any of clains 3 to 5 wherein the

p-tol uenesul fonic acid salt of 4

{4-[3-(4-chloro-3-trifluoromethyl phenyl)-ureido]-phenoxy}-pyridi ne-2-carboxy
lic acid methyl amide exists for at |east 80%in the stable polynorph I. 7.
The pharnmaceutical conposition of claim| conprising the active agent in a
portion of at 20 least 40% a filler in a portion of fromO to 60 % a

di si nt egr¥nt iThephpmadeutical edfmpokition ¢f afiyofthim) to@ ibsolid efal davage formi.t i on of from
O0to 15 % a lubricant in a portion of fromO to 2 %and a surfactant in a
portion of, fr 0,to 5 % wei.ght .of % . CO Ltian., 8. The pharnmaceuti cal
conposi tion of HW“BP‘?? S‘ﬁ?f“’fa?,yo ﬁ?’gﬁ %qﬁﬁeatgb{]?tol uenesul fonic acid
salt of

4{ 4- [ 3- ( 4r2chl orhe pRarinadeiiticabsonipetiivd dThaeynoficlainy Ietod 0 Js aph@fedint r4deakd dhlee- 2- 25
carboxylic acid nethyl amde in a portion of at |east 55% mcrocrystalline
cel | ul ose,. as filler in, orti.on of fromQ tqg 60 9% .croscarnel |l ose sodi um
as a disimtegr tphia’f’?’aﬁe‘}%‘%t OgRosIRn oL T, @n‘]flﬁmié 9 1hyhetsie e atvesaeent i nder
in a portion Ghicohigen.0 to 15 % magnesi um stearate as a lubricant in a
portion of fromO to 2 %and sodiumlauryl sulfate as a surfactant in a
portion of fromO to 5 % by weight of the conposition, 30 9. The

phar maceuth callhe Shpmeseut cwoaﬁw pfrany phelaims 1 tp &3 gorpypsing veter dgyen Fmayptofi i on.
-21- 10. The PARMIRGEHGULL@!s % BYReshtldr Al Rikypof clains | to 9 is solid
oral dosage form 11.&} The phar maceut ?lcg{l%%orrprcl)si tion of any of clains 1 to
10 is a tablet. 12. The pharmaceutical conposition of any of clains 1 to 11

i s an i mi8di atThe pbirmaeautica] sprapositipg accpiiinggh amnefslaimy kiall4dnegmbitatipnowitoéneany of
claims 1 to 1 i . [agh 1.S. 2.5 7] ! 4
phar maceut i cal%r ‘(@%ﬁ% s‘?}(t)’lhgggeg F’éalt y1 g?'%g‘\%té(}nrrlgh l?lt%%i%éoﬁ%rr .ﬂé‘?*naé’;r‘%g eé’rts n an
amount0 of | ederapirapsovell@swith adnpixire§/arivycombingtivins thtrebfie conposition. 15. The
phar maceuti cal conposition according to any of clains | to 14 in conbination
w th one r e cytot oxi ent s, Si |, transduction. i nhibi t.ors W th
ot her  ant 1 canb ot &tugyfoRB8E% i SRRAGIAae 1y drileli Coane
conbi nati ons tlderherin thd@tivdagenitickianried with ardeastione phafinitguticaln socepabbe dxipiak.
conposition according to any of clains 1 to 14 wherein the active agent is
bl ended wji_th | east e, rmaceutically acceptable exipient. 17. The

o c1 & i 6 s

process HECRTEF #%e active agent and at |east one
phar maceuti cally acceptabl e exci pient are wet
a) the active agent and at least one pharmaceutically acceptable excipient are wet
15 ' granulated,

b) the granulate is blended with the lubricant and optionally with one or more further

pharmaceutically acceptable excipient,
c) the post blend granulate is subdivided into single units ,

d) and the product of step c) is optionally coated with one or more further
20 pharmaceutically acceptable excipients.

18. The process of any of claims 16 to 17 wherein the product of step c) is a tablet, capsule or

sachet,

19.  The process of any of claims 16 to 18 wherein the product of step c) is coated with one or

more further pharmaceutically acceptable excipients

25 20.  The process of claim 16 wherein the active agent and at least one pharmaceutically
acceptable excipient are blended without granulation and directly compressed to tablets or

filled into capsules or sachets.



15 granul ated, b) the granulate is blended wth the lubricant and optionally
with one or nore further pharnaceutically acceptable excipient, c) the post
bl end granul ate is subdivided into sipgip units , d) and the product of step
c) is optionally coated with one or nofe further 20 pharmaceutically

accept abl e excipients. 18. The process of any of clains 16 to 17 wherein the
p][ odiJct f. Stmﬂmé\;ﬁ oﬂclhﬁzbllﬁfwheleﬁgﬁélhtﬂiv?bgensm&ﬁor tEQactﬁ"bag@it@ﬁ(EStSeﬂf any
of clainms 16 to 18 erein the product, ste i s, coated with_ one or

more further PfaR yicplly poeepEhle srciie %&EF%?C‘E#{ 8 oy, %Pgmmfa%@é%@ of
clai m 16 wher @efcdiResdsd to\tdiROG Hile@ b @bsul@Rskacfte phar maceutical l'y

accept abl e exci pient are bl ended wi thout granulation and directly conpressed
to tablets or filled into capsules or sachets. -22- 21. The process of
claim 16 wherein the active agent anlone or the active agent and at | east
one pharnmaceutically acceptable excipient are treated by a dry granul ation
nmet hod and then conpressed to tablets or filled into capsules or sachets. 5



