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10 WO 2005/009961 describes the compound of formula (I) as an inhibitor of the enzyme Raf kinase
which may be used for the treatment of disorders in which angiogenesis and/ hyper-proliferation

plays an important role, for example in tumor growth and cancer.

The compound of the formula () is prepared in the manner described in WO 2005/009961 and
corresponds to a polymorph-which in the following is named as polymorph I having a melting point

15 . of 186-206°C, a characteristic X-ray diffractogram, IR spectrum, Raman spectrum, FIR spectrum,
NIR spectrum and a *C-solid state-NMR spectrum (Tab. 2-7, Fig. 2-7).

The present invention provides the compound of the formula (I) in the monohydrate form which

corresponds to the compound of the formula (I):
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cerebel | ar X 'pﬁoe#leéﬁrvﬁlc{nggdt%?gdﬁ% Ryt arﬁé'ﬂhr]%%i #m °§p%‘ﬁa)§gﬁ?’r’ﬁe"s gEthe

wel | ag0ne bireaw,otpitetorpatracg ehin irepeaductiverddgans, digestive tract, urinary tract, eye, liver, skin,
head and neck, thyroid, parathyroid and their distant metastases. Those disorders also include

lymphomas, sarcomas, and leukemias,

Examples of breast cancer include, but are not limited to invasive ductal carcinoma, invasive

lobular carcinoma, ductal carcinoma in situ, and lobular carcinoma in situ.

25  Examples of cancers of the respiratory tract include, but are not limited to small-cell and non-

small-cell lung carcinoma, as well as bronchial adenoma and pleuropulmonary blastoma.

Examples 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.
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Skin cancers include, but are not limited to squamous cell carcinoma, Kaposi’s sarcoma, malignant

melanoma, Merkel cell skin cancer, and non-melanoma skin cancer.

Head-and-neck cancers include, but are not limited to laryngeal / hypopharyngeal / nasopharyngeal

I5  /oropharyngeal cancer, and lip and oral cavity cancer.

Lymphomas include, but are not limited to AIDS-related lymphoma, non-Hodgkin’s lymphoma,

cutaneous T-cell lymphoma, Hodgkin’s disease, and lymphoma of the central nervous system.

Sarcomas include, but are not limited to sarcoma of the soft tissue, osteosarcoma, malignant

fibrous histiocytoma, lymphosarcoma, and rhabdomyosarcoma.

20  Leukemias include, but are not limited to acute myeloid leukemia, acute lymphoblastic leukemia,

chronic lymphocytic leukemia, chronic myelogenous leukemia, and hairy cell leukemia.

These disorders have been well characterized in humans, but also exist with a similar etiology in

other mammals, and can be treated by administering pharmaceutical compositions of the present

invention.

25  Based upon standard Jaboratory techniques known to evaluate compounds useful for the treatment
of hyper-proliferative disorders, by standard toxicity tests and by standard pharmacological assays
for the determination of treatment of the conditions identified above in mammals, and by
comparison of these results with the results of known medicaments that are used to treat these

conditions, the effective dosage of the compounds of this invention can readily be determined for
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vi nbl asti ng,ci, Mk BG érgtnbpﬁmltéing t‘ﬁb@dn%ﬁ'fp&ﬁ)ds acknowledged to be used in the treatment of

neoplastic diseases in Goodman and Gilman's The Pharmacological Basis of Therapeutics (Ninth

25  Edition), editor Molinoff et al., publ. by McGraw-Hill, pages 1225-1287, (1996), which is hereby

incorporated by reference, such as aminoglutethimide, L-asparaginase, azathioprine, 5-azacytidine
cladribine, busulfan, diethylstilbestrol, 2,  2-difluorodeoxycytidine, docetaxel,
erythrohydroxynonyladenine, ethinyl estradiol, 5-fluorodeoxyuridine, 5-fluorodeoxyuridine
monophosphate, fludarabine phosphate, fluoxymesterone, flutamide, hydroxyprogesterone
30  caproate, idarubicin, interferon, medroxyprogesterone acetate, megestrol acetate, melphalan,
mitotane, paclitaxel, pentostatin, N-phosphonoacetyl-L-aspartate (PALA), plicamycin, semustine,

teniposide, testosterone propionate, thiotepa, trimethylmelamine, uridine, and vinorelbine.
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(7) provide a longer time for tumor progression, and/or

(8) yield efficacy and tolerability results at least as good as those of the agents used alone,

20  compared to known instances where other cancer agent combinations produce antagonistic effects.

“Combination” mean for the purposes of the invention not only a dosage form which contains all
the components (so-called fixed combinations), and combination packs containing the components
separate from one another, but also components which are administered simultaneously or

sequentially, as long as they are employed for the prophylaxis or treatment of the same discase.

25  The active ingredients of the combination according to the invention can be converted in a known
manner into the usual formulations, which may be liquid or solid formulations. Examples are

tablets, coated tablets, pills, capsules, granules, aerosols, syrups, emulsions, suspensions, solutions.

Since the combination according to the invention is well tolerated and in some cases is effective

even in low dosages, a wide range of formulation variants is possible. Thus, one possibility is to
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for the manufacture of pharmaceutical compositions. The solid unit dosage forms can be a capsule

which can be of the ordinary hard- or soft-shelled gelatin type containing, for example, surfactants,
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such as | actose, sucrose, calcium phosphate, and corn starch. In
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Addi ti onal s‘&?&?ﬁ’?@ﬁts, for exanple those sweetening, flavoring and

col oring agents descri bed above, may al so be present. The
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acaci agnd cgiiNificd by those already mentioned above. Additional excipients, for example those

sweetening, flavoring and coloring agents described above, may also be present.

The pharmaceutical compositions of this invention may also be in the form of oil-in-water
emulsions. The oily phase may be a vegetable oil such as liquid paraffin or a mixture of vegetable
oils. Suitable emulsifying agents may be (1) naturally occurring gums such as gum acacia and gum
25  tragacanth, (2) naturally occurring phosphatides such as soy bean and lecithin, (3) esters or partial
esters derived form fatty acids and hexitol anhydrides, for example, sorbitan monooleate, (4)
condensation products of said partial esters with ethylene oxide, for example, polyoxyethylene

sorbitan monooleate. The emulsions may also contain sweetening and flavoring agents.

Oily suspensions may be formulated by suspending the active ingredient in a vegetable oil such as,
30  for example, arachis oil, olive oil, sesame 0il or coconut oil, or in a mineral oil such as liquid
paraffin. The oily suspensions may contain a thickening agent such as, for example, beeswax, hard
paraffin, or cetyl alcohol. The suspensions may also contain one or more preservatives, for
example, ethyl or n-propyl p-hydroxybenzoate; one or more coloring agents; one or more flavoring

agents; and one or more sweetening agents such as sucrose or saccharin,
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Nlustrative of surfactants used in parenteral formulations are the class of polyethylene sorbitan
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Another formmlation employed in the methods of the present invention employs transdermal
delivery devices (“patches™). Such transdermal patches may be used to provide continuous or
discontinuous infusion of the compounds of the present invention in controlled amounts. The
30  construction and use of transdermal patches for the delivery of pharmaceutical agents Ais well
known in the art (see, e.g., US Patent No. 5,023,252, issued June 11, 1991, incorporated herein by

reference). Such patches may be constructed for continuous, pulsatile, or on demand delivery of

pharmaceutical agents.
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Another aspect of the invention is a pharmaceutical composition comprising a solid dispersion,

wherein the matrix comprises a sugar and/or sugar alcohol and/or cyclodextrin, for example
sucrose, lactose, fructose, maltose, raffinose, sorbitol, lactitol, mannitol, maltitol, erythritol,
25  inositol, trehalose, isomalt, inulin, maltodextrin, B-cyclodextrin, hydroxypropyl-B-cyclodextrin or

sulfobutyl ether cyclodextrin.

Additional suitable carriers that are useful in the formation of the matrix of the solid dispersion
include, but are not limited to alcohols, organic acids, organic bases, amino acids, phospholipids,

waxes, salts, fatty acid esters, polyoxyethylene sorbitan fatty acid esters, and urea.

30  The solid dispersion of the compound of formula (II) in the matrix may contain certain additional
pharmaceutical acceptable ingredients, such as surfactants, fillers, disintegrants, recrystallization

inhibitors, plasticizers, defoamers, antioxidants, detackifier, pH-modifiers, glidants and lubricants.



sucrose, |actose, fructose, maltose, raffnose, sorbitol, lactitol,
mannitol, maltitol, erythritol, 25inositol, trehal ose, isomalt,

inulin, maVOG8®MiHh, p-cyclodextrin, hydroxypropyl - P- BEIEKPIAS or
sul fobutyl ether cyclodextrin. Additi ona]1 suitable carriers that are
useful in the formation of the matrix of the solid dispersion

i nclude, but are not limted to al cohols, organic acids, organic

bases, am no acids, phospholjpids, waxes, salts, fatty acid esters,

pol yoxyet hylbeietidsgipnsrsioarpifthe inyentien i racpersf sccogdip (graghods gmorietodhs artifor the

di spersi on i fabireCtaRGY RpQLiodsO iRl A fudibd/mbD 11! hbtXmiB¥xtR2#h,adofent
certain additional pharmaceutical acceptable ingredients, such as
sur f act ant $YaperafipRfig. frefze Apinggipaayt dying exclayesing pf poredersev 2ranmwieg)i qopresipitation,

pl asti ciszers erdﬂﬁiﬁé)mrt&)hn@l%aﬁ&lﬂ@@%tﬁﬁc Gettli, pH nodifiers,
glidants and |ubricants. 2008/ 043446- 11 - PCT/ EP2007/ 008503 The

solid di Spﬁ[élSi on of,_the%tj %enti on is pr ecgar ed accordi ng to nmethods .
known to thHe®af¥PPyfoh i ERUOR r @0 oF1sSs GPRIgN (ptagT o FRVERSNal spiaFmagetically

]1: usi on/ gel tacdeprable @blﬁﬂ:)ﬁnd dif® ingftiehts, Gaehdéral Bi xex;&mcstva\,ld dé%ﬁlﬁie?\baﬂﬂ&eﬂfs! £eldssaby or
reeze drying, .spray .drying or Layering of powders o ranul es),

Comr oci ot { dbslsn Ch et btheBize i B PR st B PBtSy o d EAFEE A Abdgk focms can

Spi nni ng Nk hotiked. Tisack mpgedishtt Ao BurtdiacludivBaE deriked in teF6llov@iptrafeRnces,

ot her cgnventi qnal , phar nac i call ccept abl e updi ng . ..
ety iy et o P BT et oy s BR P Pog SR Tl oty of Excipients
necessary dor Riesicrat Bormfutiivies LA dduriil O R EButical Schied® TedhgoBHCIPI8, 52(5),

conpositio L. riate dosage. fornms cap,b lized. Such .
i ngredi ent s%%\%[(}§gﬁ%§g’t#§s ]i)aﬁa%ﬂ%}gf‘ﬂ%}gtéonﬂ8@5‘?’%5&%’#”6t grapeghesvipriged in
r ef er ences thelUnied Goatesf (1989)-Bht-1'S PV Goypar] af Pharhrtdatitul ISyiekf L Tesasogy 1999,
Powel |, M E,, et al.q." endi,u f Excipients.for. Parenteral Y

For nut at i or?g(ﬁ?’l'—%%ag%u%%arﬂ? 8t nga‘?’hn %ﬂ’l’ﬁ% aafndéaegr}és ! ?“P&%?»P%OF By PDA
1998, 5B( 5)puA@Rf BldrmaButidat baene &R=Chrbloay 2997 116d), o4l at i ons of

Smal | Mol ecul e Therapeutics Marketed in the United States

(1999) - Par . i i.enc . I

1999, 53( 6;(“:";'"%”2"5%5%“?%%cﬁg%%fﬂge@gg{hﬁcﬁ@ gg lﬁ)’?&gn"“?s&%ﬁﬁ&#ﬂgﬁ Bffate the
i n | nj ect aPEPPEition frrts intqrip rowe ghagministragien Mplnderaceut i cal Sci ence &
Technol ogy 1997, 51(4), 166-171. Comonly used pharnmaceuti cal

i ngredi ents whi ghiaf@lg REntSEtnRles FRAGO Bt aad Bt 1iRitdOb Methida&id ! dMGic acid, fumaric
conposition for (its intended route of adm nistration include:

aci di f yi ng 2sgeniochietcassth wicagidhude but are not limted to acetic

acid, citric acid, ftunaric acid, hydrochloric acid, nitric acid);
20al kaldoni zi ng alkanhising eageiR| ERarpled Gisbidd Ubut 84re ndOt lithitedl toe@mb@nia solution,

anmoni a sol uti on . i . . . .
ammoniuin carbonate, diethanolamine, monoethanolamine, potassium hydroxide, sodium borate,

sodium carbonate, sodium hydroxide, triethanolamine, trolamine);

adsorbents (examples include but are not limited to powdered cellulose and activated

charcoal);

25 aerosol propellants (examples include but are not limited to carbon dioxide, CClLF,,
FzClC‘CC]Fz and CCiF;)

air displacement agents (examples include but are not limited to nitrogen and argon);

antifungal preservatives (examples include but are not limited to benzoic acid,

butylparaben, ethylparaben, methylparaben, propylparaben, sodium benzoate);



anmoni um car bonat e, di et hanol am ne, nonoet hanol am ne, potassium
hydr oxi de, sodi um borate, sodium carbonate, sodi um hydroxi de,

tri et hanol WRI2AB4§440| ani ne) ; adso_rlgt_ant s (exanpl ePGTAR2HIO04503
are not limted to powldered cellul ose and activated charcoal);

25aer osol prope S (s o Is not Limted. .tq carban
i oxi de. OC1ors MBBlSA A Sty b Eodiles WhioBl By el T b bS8l
(exanpl es ichletided berizethondyne chieride] hemitl @loliod, cafiylpyadjeinmachbbride, gllnobutaddD) phenol,
2008/ 04344 o fm:crobial preservatives

(exanpl es ?E@%@gﬁ@%ﬁég@%ﬁ ofm\nlmn%r%g&ldo 81%5’;!1 "koni um chl ori de,

benzet honi um chl ori de, benzyl al cohol, cetyl pyridinium chloride, :
chl orobut anol , phégxifantsyleeamples tippjude dncesh ot lipikedriy lasrerbinuacids asrothyhpaimitate,
and t hi Ber ggglaled lﬂmdx%s@ﬁﬂ%gtyfa%%oﬁgoig%; Figfogg&kgﬁse aé}a)tmbﬁqﬂﬂj difkerol,

to ascorbic acid, "ascorbyl palmtate, oxyanil sol e

butyl at ed WaRvosalles sedivan aspprbeish setivim bisylfites isediumfonatdchigleyawbprfate, sodium
propyl gal Lat8isuiR§li um ascorbate, sodium bisulfite, sodium

f or mal dehyde sul f oxyl ate, sodi um netabi sulfite); bi ndi ng
materi al s (exanB_I es include but are not limted to bl ock polyners,
natural and synPh&inecmaterise fexamples inglnds Bt @xe nop hmited ot Hepkpglymers, natural and
silicones, spfleyis irhkbeR RIyaaties! yiIARGhD, adiceRS, pAGPBLNITRAS Miyrene-butadiene
buffering a e?ts Sg_exarrpl es include but are not limted to pofassium
met aphd@phé&%’,m&f ot assi um phosphate, sodium acetate, sodiumcitrate
anhydrous and sodiumcitrate di hydrate) carrying agents
(exanpl es i ncl ubefféritlg sgefitsN(@xanipldd ih€ltlet ut ACARM AirhidUR , potk iR trhéaphosphate,

R IEE TN SN T TR T
bacteriostatic sodiumchloride injection and bacteriostatic water for
i nj ection) chel sarryigg agratst Gx{maptanptled tuheleudelihiitd @r@adkotyniy, aidnaade sup,

edetate di L s nd t.| ' col orant s X | s .
“hol ude. butt TR 5 st Aok eh e orpeg v, SRR REBACH: pemgron
Yel | ow1Ro. s@amegikbadgirigetatiqoodigm ciik@dGnisetivniod basteriBgddic Graten fe ifatio), D&C
Red No. 8, 20caranel and ferric oxide red); clarifying agents

(exanpl es incl ugfidiisl 3bfs (GhmpledMdcRbe @ PERLADLR)to edetate disodium and edetic
acid)

colorants (examples include but are not limited to FD&C Red No, 3, 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,

20  caramel and ferric oxide red);
clarifying agents (examples include but are not limited to bentonite);

emulsifying agents (examples include but are not limited to acacia, cetomacrogol, cetyl

alcohol, glyceryl monostearate, lecithin, sorbitan monooleate, polyoxyethylene 50 monostearate);

encapsulating agents (examples include but are not limited to gelatin and cellulose

25  acetate phthalate)

flavorants (cxamples include but are not limited to anise oil, cinnamon oil, cocoa,

menthol, orange oil, peppermint oil and vanillin);

humectants (examples include but are not limited to glycerol, propylene glycol and

sorbitol);



emul si fyi ng agents (exanples include but are not limted to acaci a,
cetomacrogol, cetyl alcohol, glyceryl nonostearate, |ecithin,
sorbitan nBAGHSE434Es pol yoxyet hyl ene 50 jgonost ear at e) ; PCT/EP2007/008503
encapsul ati ng agents (exanpl es incl ude but are not limted to gelatin
and cellul ose 2 t . S,

i nclude but ar eﬁq'%t%'?é ?ﬁem&é}%ﬁ tgﬁl}lglgde buf ?reg(}tﬁl\rﬁlgtrﬁg% %P%r%%rm& §I§ cerin);
ment hol, orange oil, peppermnt oil and vanillin); WO

2008/ 043446PCT/ PGB gsdSsle butjge not Tewjited s m@usaglemr@raé ezl @iy peanut oil,
i ncl ude bulesgh@oin@d vehdbieafyt © mneral oil and glycerin); oils
(exanmpl es include but are not limted to arachis 0| |, mneral oil,
olive oil, peanut oil, sesane oil and vegetable oil

);
oi ntment bases QWXASHS hases; (Framplss inplide Dubarg gpt Jimited; tedanolin, hydesphilic ointment,
hydr ophkl i 9019¢tﬂ3t1émngnyc&p&hmhhyﬁeﬁsﬁmm yrcya}o Qi fEROkmmP el iR ShiiBnt, yellow
hydrophilic petrol atum white ointment, F | ow oi ntment, and rose
wat er oi nt gnt, and rose Wi piRIERt): on enhancers (transdermal delivery)
(exanpl es include but are not limted to nonohydroxy or pol yhydroxy
al cohol s, nDNO- génep@tivyy adlRtera (e Adrimal AaiveryR{Gamptes IABISES Bik aieeﬁt fidtédyto

al cohol s, sat ted o aturated fatt sters t urat-e

unsat ur at ed*® BTL’*E’ anglyie’fyoaé"o %@’é’é‘i‘i‘f""gl"ﬁmﬁ"l "g""ﬁ‘aﬁé%tﬂ‘ﬁ&g P’d‘iﬂsa““ate‘i fatty
dler ivati vesmolﬁmkmirmad oﬁlﬁﬁd&&ﬂ&ﬁfattﬁ&téﬂﬁSatur@ﬁe@&ﬁﬁlsatdﬁeﬁe@ﬂhe:&b@dzﬁc abidRaSential
pl ast | t

zer | ude but are no i ,
Dt hal dPe. i PETGRER Ryvves o, Bhinet. duiteh fnes hehBrBEBR are not
limted to et hanol, corn oil, cottonseed oil, glycerol, isopropanol,
m neral oil, ol plaetimis{pan@@aﬁnchﬂb byt aprurtor Binisd to\dikthyl phialaerand glycerol);
i njection, steri |l e water for injection and sterile water for
irrigation); FJN'efniseEEx?&ﬂplé’sgﬁn@ de (bﬁf(%pllw? %mﬁl{}ﬁltgd&hagbllt F’Iﬁ'xempoctottonseed oil,
limted to cetyl alco cetyl esters wax, mcrocrysta
paraffin, g}yegqalyisompmﬁoqmnemmnt @lmp;dam\}t@ill owiigsh witer, water for injection, sterile

supposi tor)a,aglaﬁ,g &gmlsgﬁle‘{}%?g%?{kn}are not limted to cocoa
butter and pol yet I']1y I'ene glycols {(mxtures))

15 stiffening agents (examples include but are not limited to cetyl alcohol, cetyl esters wax,

microcrystalline wax, paraffin, stearyl alcohol, white wax and yetlow wax);

suppository bases (examples include but are not limited to cocoa butter and polyethylene

glycols (mixtures));

surfactants (examples include but are not limited to benzalkonivm chloride, nonoxynol

20 10, oxtoxynol 9, polysorbate 80, sodium lauryl sulfate and sorbitan mono-palmitate);

suspending agents {examples include but are not limited to agar, bentonite, carbomers,
carboxymethylcellulose sodium, hydroxyethyl cellulose, hydroxypropyl cellulose, hydroxypropyl

methylcellulose, kaolin, methylcellulose, tragacanth and veegum);

sweetening agents (examples include but are not limited to aspartame, dextrose, glycerol,

25  mannitol, propylene glycol, saccharin sodium, sorbitol and sucrose);

tablet anti-adherents (examples include but are not limited to magnesium stearate and

talc);



surfactants (exanpl és include but are not limted to benzal koni um

chl oride, nonoxynol 2010, oxtoxynol 9, polysorbate 80, sodium | aurgll
sul fate anyOS8¥#4h nono-palnitate); ;4. suspendi ng HgérR2807/00850
(exanpl es include but are not limted to agar, bentonite, carbomers,

car boxynet hyl ce 0 d eyl ..celd u , toD XYRL:ORYL .
cellulose, h drtgku;lgr%ﬁd?@ # %qlg%ﬁlﬁc%sglp E‘goﬁ{)tn%?hgﬂ %gil'f:ﬁlmdgé%? chd,
t ragacant he& ymelgjglegl,ﬁi:)se sodium, compregﬁ@pw,nqhﬂmme’(mhpﬂiegid glucose,

i ncl ude bul,eAlRe®se lnbil %‘ﬂplﬁ @Qﬁ; i i "

25manni t ol , ep?ofoyl e?i_él g}:{?co ,cggg C é&?ﬁalsdg_ ﬁ’%‘{@%ﬁ%‘?ﬁﬁcﬁéﬂ@ o
sucrose); tablet anti-adherents (exanples include but are not limted
to magnesi um st BRlehpad gapsule diluen5eeraples grede fmp o7 0BEEE to dipasic caleium

tabl et Bi N@RYshalee ¥AMR! BtodeNmbiS], %&m&j}s@qnﬂﬁtceﬁﬁlme} ﬁ'@vc{e&d%@ﬁ\ﬁ&s@; precipitated
al ginic acid, carboxynethylcellulose sodi um conpressible sugar,

et hyl cel.l uF¥dem cgybonate; spdivm cgrhoprtey sestivsm Bhosphstensprhite] and|stssed); .

non-cr ossl i nked pol yvi nyl pyrrolidone, and pregel atinized starch); -
tabl et and capstibkt wohﬂ@glta%eﬁtexgmﬁe% idRbeI ARt Pt MN8Nkt td kil egludoe,
di basi c cagc‘#um g@ho]i]ﬁhate, kaolin, |actose, mannitol,

i crocryst SYFFRyeE psghydroxgrioryt edivioss. hyfreryaroryragtiniseliwlowamethylesiiylose,
car bonat e, elglchinIbse; aslRRaiRiateRhaliPphasplat e, sorbitol and starch);
tabl et coating agents (exanples include but are not limted to liquid

gl ucos hydr ox | cellul ose, hydroxypropyl .cellulose, . . . .

Pyelr oxgBr opy| iy Piref compedRo taii R PamBs B FCF et it 1o aivasic
cel | ul ose ed@tmphospiutdlal at e and shellac); 10tabl et direct conpression

exci pients (exanples include but are not limted to dibasic calcium

phosphat e) ; a [.sin t appl es. i ncl ude bui are .not .
limted to algi tr?lbgai a@ils'?,}egg%"?{)o§?§§n%3?%yﬁ%cglﬁ‘?uEgts ea%‘z: a?ogi Elgnmeé) b aig'mc acid,
rni cr ocr ys tabdxymethyediiulpbe sagiumo magredrystalline pothdssi polpcrilino petassiunk edbss-linked

pol yvi ny! Pyikahiicleifiao §,(%gélihlx?a il Blifom FOG A ShAllnicol | ate and

starch); 1btablet” g ants (exanples In ut are not’ limted to

colloidal silica, corn starch and
15 tablet glidants {examples include but are not limited to colloidal silica, com starch and

tale);

tablet lubricants (examples include but are not limited to calcium stearate, magnesium

stearate, mineral oil, stearic acid and zinc stearate);
tablet/capsule opaquants (examples include but are not limited to titanium dioxide);

20 tablet polishing agents (examples include but are not limited to carnauba wax and white

wax);

thickening agents (examples include but are not limited to beeswax, cetyl alcohol and

paraffin);
tonicity agents (examples include but are not limited to dextrose and sodium chloride);

25 viscosity increasing agents (examples include but are not limited to alginic acid,
bentonite, carbomers, carboxymethylcellulose sodium, methylcellulose, polyviny! pyrrolidone,

sodium alginate and tragacanth); and

wetting agents (examples include but are not limited to heptadecaethylene oxycetanol,

lecithin, sorbitol monooleate, polyoxyethylene sorbitol monooleate, and polyoxyethylene stearate).



talc); tabl et lubricants (exanples include but are not limted
to cal cium stearate, nagnesium stearate, mneral oil, stearic acid

and zinc sW@a?ﬁ%Mé}“ﬁt abl et/ capsul e opaqgsnt s (exanpl es RGTFER20G7/008703
are not limted to titani um di oxi de) abl et polishing agents
(exanpl es i i.m, t . X) .
i cicen ng "o agedih oA RuftBln bt ihl o RUNE, MREARA, ALl i presen
cetyl al cohwientinmdtopiy diflfestnixtent.oNeeithglesagthnt Hll¢vergrp! esurptes | of dghatmaceutical
are not |i '

nr oasi ng aaiiib A B2 fud e fbdl b bl mveat, S8 LY for i
aci d, bent onippees oelnrabdare et to bardgupdres lnyiticetht ivetien s@dv wRYy.

nmet hyI cellul ose, polyvinyl pyrrolidone, sodium alginate and

t ragacant hbhmﬁﬁgcutlm&%ﬁﬁ%:i%@ﬁnglw ﬂP‘E}szEE glqg'zllop%fbg%hétr C}H as'fSllows:
believed that one skilled in the art, utilizing the precedi ng
information, can utilize the present invention to its fullest extent,

Never t hel esikerlie B Solutions /b 5 reiplesolsliomefi tbadcswed ampetad e ibiscayention is made using

formul at i oRgrilehadjectde WaerSd thé pHhR mstwdlfq{ecetsda@ PrI®S &Btutibd V€ Bitdt & for
They are for jllustrative purposes on and are not to be construed

as 1initingUPRsipippdnd remg/ml %@steﬁsfs%sbﬁ%ﬁﬂdéaﬁ%aqm@sﬁwsm jnftgion over

accordi ng 160 odifiespr esent i nvention can be illustrated as fol |l ows:
Sterile IV SoI ution: A5 ng/nl solution of the desired conmpound of
this i en J:S njec able water, and t

ad) ust oRlul adniboy’ sl drrRao R PePrE TR0 190 -
1- 2 ng/ n11000 tnb oﬁtlﬁl’deh&dﬁ%ﬁmnﬁ oD s mf?ﬁdltzbrﬁaﬁdlyphUlﬁé(ﬁptﬁ\(ﬁeﬂf(nm BY7 mg/mi
i nfusion over phl

adni ni st r af’| 6"H“ % s i%il% 3%(? B gﬁx 85'4843@9 S?’B‘Bgf"%‘bl‘s\ﬁfctoﬂs“(‘itﬁd Yigysterile,

1000 ny of ntjbneabwhrre@d demmmcﬂmab zﬂfonttehlrzmon F ENib 20 mghdl, whitlyi fethezdikited with
powder, (il ). 32- odi ym and (1,1 - 30?0 .
Dext ran 40.831?%?9 %r%rrzﬁfl |t%(r)1§| gd‘FeEF 1ﬁ?dn(1]m%e{e% elél%eé?ﬂggl}“ ’h ye'c\{%&s}ém
sal i ne 16r dwertlf oS8 mbdids0 a concentratl on of 10 to 20 ng/m, which is
further diluted with saline or dextrose 5%to 0.2 - 0.4 ng/m, and is

adm ni st er gy GhhREar WubRLSa:O" TRY vl YShR 32 QBEnsbR canlBe rBréMeﬁs for

intramuscular injection:

50 mg/ml of the desired, water-insoluble compound of this invention
5 mg/ml sodium carboxymethylcellulose
20 4 mg/ml TWEEN 80
% mg/ml sodium chloride
9 mg/ml benzy! alcohol

Hard Shell Capsules: A large number of unit capsules are prepared by filling standard two-piece
hard galantine capsules each with 100 mg of powdered active ingredient, 150 mg of lactose, 50 mg

25  of cellulose and 6 mg of magnesium stearate.

Soft Gelatin Capsules: A mixture of active ingredient in a digestible oil such as soybean oil,
cottonseed oil or olive oil is prepared and injected by means of a positive displacement pump into

molten gelatin to form soft gelatin capsules containing 100 mg of the active ingredient. The



I nt ranuscul ar suspensi on: *The foll owi ng sol ution or suspension can be

prepared, for intranuscular injection: 50 ng/m of the desired,

wat er - i nsoV@FIB/Mapound of this inventi gr_] 5 ng/ M sodiRHEP2007/008503

car boxynet hyl cel | ul ose 204 ng/ mM TWEEN é 9 mg/ M sodium chl oride 9

MY/ M | DENZYhosel A0 \yashed 1 Crille! ncaRAY! ifigediche | 2R 4R ﬁl&g%é iffa Wlldre of
an WO- r

capsules are prepared by filling st pi ece ha al'ant i ne
capsul es eaelyetiylens eboo, giyceon ansbiarhitobtd peepare Véfaicn@ﬁelbiemﬂlcmﬁw my of
| actose, 50 ng 25 of cellulose and 6 ng of magnesi um stearate. Soft

Cel atin CagsuleRs A gl M@ﬁoﬂgblaggie\ﬂo?erphﬂg b§ SbiRRhtioni FRoddiB@&S! tﬁ&t%@dolsage

such as soybean oil, cottonseed oil live oil 1s prepared and

i nj ect ed bymi¥and0bme of geiive dnajedient O mectfedtloidal ricpin digxide | Be of Brencspm

to for mssokfearpe] aﬁs PngC 3 flid 62y sEMitead D h@omggopﬁta&ﬂearﬁ098y%g of lactose.
i ngredi ent. The 008/ 043446- 16 - PCT/ EP2007/ 008503 capsul es are

washed and AaPﬁoe'aate oA Pen-pRIGPUS FeRRES BaY bhaprlird toingrease prlatabilityy impreve

of poIyethyhgﬂ@egﬁx&gmnughmgpﬂg&Pﬁ@ﬁ sorbitol to prepare a water
m sci bl e nedi ci ne m x. lets: "A large nunber of tablets are

prepared by conventiona rocedures,_so that osage unit. was 100

mg of acti @Mﬁﬁi@—'ﬁ&%&@ &5¢ PIgis orgﬁ queﬁs orgs $ade Ry cepvegjional

of nmagnesi i fove! fataics, 1‘3&511&@3 at tiles bRA )ﬁﬁﬂn&hhﬁa&@ f&‘rﬁhﬁﬂéhi@@&hss&l&ndﬁ'}hnd
fro ¥

of star tose r opri at u

S
non- aquoudaRGa e Hisshope T e reRlemiunaati Sar ot pre peedinpeudies
el egance amgas tga]bﬂni Ipbcymcahd d\@ée&:ﬁe;&b&[‘ﬁéspﬂlqﬂﬁc aré B3TRIdIca iR Raldaa@s@s or caplets by

convent | ondF2A A RS R PO S Gaion Myt o g Pt i ppressed with

W t hout wavBeoefastic anmﬂmdn@eﬁaeudsxgm bnd podyinedd st effervescent components to produce porous

matrices intended for immediate release, without the need of water.

15  Dosage of the pharmaceutical compositions of the present invention:

Based upon standard laboratory techniques known to evaluate compounds useful for the treatment of
hyper-proliferative disorders, by standard toxicity tests and by standard pharmacological assays for
the determination of treatment of the conditions identified above in mammals, and by comparison of
these results with the results of known medicaments that are used to treat these conditions, the
20 effective dosage of the compounds of this invention can readily be determined for treatment of each
desired indication. The amount of the active ingredient to be administered in the treatment of one of
these conditions can vary widely according to such considerations as the particular compound and
dosage unit employed, the mode of administration, the period of treatment, the age and sex of the

patient treated, and the nature and extent of the condition treated.

25  The total amount of the active ingredient to be administered will generally range from about 0.001
mg/kg to about 200 mg/kg, and preferably from about 0.01 mg/kg to about 20 mg/kg body weight per
day. A unit dosage may contain from about 0.5 mg to about 1500 mg of active ingredient, and can be
administered one or more times per day. The daily dosage for administration by injection, including
intravenous, intramuscular, subcutaneous and parenteral injections, and use of infusion techniques

30 will preferably be from 0.01 to 200 mg/kg of total body weight. The daily rectal dosage regimen will
preferably be from 0.01 to 200 mg/kg of total body weight. The daily vaginal dosage regimen will
preferably be from 0.01 to 200 mg/kg of total body weight. The daily topical dosage regimen will
preferably be from 0.1 to 200 mg administered between one to four times daily. The transdermal



10 delivery of the nedication. The active ingredient is mxed in a
| i quid containing ingredient such as sugar, gelatin, pectin and

sweet ener sSWORABIE4 qui ds are solidifiedqinto solid tadiE@{EP2)7/008503
caplets by freeze drying and solid state extraction techni ques. The

dr ug CcoMPOLBKEntARY: Wil pRAAYLERIRAredhitdd tdhaRER L 38Ty BsATGoh RN RORI0RHeCThe
sugars and polyners or effervescent conpaonents to produceugorous

} . : > np .
matri ces i SEBrthaptippiosraereimeadll pfephlydbe figipORd tr 100me/kgob tabbodycight.
15 Dosage of the pharmaceutical conpositions of the present
i nylent i on: C,B&Slﬁdidtﬂ@ ﬁpaci%ie laﬂgaﬁﬂ ogﬁbﬂmguwaye kgﬁa]?m 'ﬁﬂu@ﬁ pktwﬂ}/\f\lifllt@ry according to
eval uat e cgnpounas .usef,u or the treatnent, o r-proliferatgi ve, .
i sor der s TEPRUSAMAREY 5% e Coyiteaet COampenyy B ANarg Smeri oy S of
assays fsor thelspeciftcampouna tigflyed)thd 4p€ aid'gfidral @énditide ofLBehititAt Qe of administration,

identified above .in.mamual s, .and b arison of .these resylts wth
the T esul t S5 SHgHBIF AL Bk A AELehoh af DA Pl Fokop e and fleqse.” The desired
condi t i-ons moiéef ti2Binehifand inker sfdsag 6f Adombhad 6DHPFrEgeatSnvehtidnidl § pharmaceutically
invention can readily be deternmi ned for treatnent of each desired .
i cat | on SRS SN ARG TREPIRAET e g caetre e WP L vire
t he treat meodvemfonsdmeatménttdsiese conditions can vary w dely according to
such considerations as the particul ar conpound and dosage unit

enpl oyed, f . gdm ni stration, the period of treatment, the

age ang%seiﬂggggﬁgﬂ%%¥§ént treated, and the nature and extent of the
condition treated. 25 The total anmpunt of the active ingredient to be
adm ni st er dée wiventiogefyethes| Hrgvides mgpro¢ass fier ayenating) the Ocomprynk goft e forowta @ by
ng/ kg, and dggcﬁ-'ljtﬁﬁ @J?)Jh¥ c&%;%mlda&%bt folm r%’ 9nd £l I, %o@aéﬁu%aggesaﬁ}ga in WO

wei ght per day. A unit dosage may cont'ain from-about to about
1500 ng of 29‘&19(/q09%61i Hgr égt agivent and gddingrivages uetd thespapaapdef tesrermala (Fhprecipitates.
tines per dgyeompBnddiiteYorR0R a88s h@ obehasni stration by injection,

i ncludi ng intravenous, intramuscul ar, subcutaneous and parenteral
injectigns,_ and use Qf jnfusjon techniques 30 will preferably be from
0.01 td>. 208° AYFREPIHkerSe RIOVEBtH RRSFYHET prepreing dhq gorproprcipt ths fagwla (@) by
regi rr:en vm‘h |sﬁspﬁﬂ&%&h@.bdn}bofﬁﬁid6ﬂm&mﬁ& (I)Q.gZGDtlhlagbl&g?@ﬁ 1{) &mll bedthf@@&critaedOVXO
weight. T ' vagi nal dosage regj men W, referably be fro :

o 900" oy RSSRIObY)Y 3B Sagrotie et St e abipe b sheie Wit dipe ook it of
wi || pref ercabBkigiohés ditnined. The crystal200 istlgted okl diied tThe esnjoaid\efabe il @) is thus
four times %@jég. The transdermal WO 2008/ 043446- 17

- PCT/ EP20077 008503 concentration will preferably be that required to
maintain a daily dose of fromO0.01 to 200 ng/kg. The daily inhal ation
dosage 0egiSniableipdry solyensf a¢ lolyknaldpbolf, ferrex@ndelmethansl) Ghang), kgropdnot, isoprbpanol, n-

body wei g htbutanol, sec-butanol, isobutanol, 1-pentanol or ketones such as acetone, or alkanes such as n-pentane,

cyclopentane, n-hexane, cyclohexane, or tetrahydrofuran, or acetonitrile, or toluene, or ethyl acetate,
or 1,4-dioxan or mixtures of the solvents mentioned, or mixtures of the solvents mentioned with

water. Preference is given to acetone, methanol, ethanol, mixtures of the solvents mentioned,

25  Preference is given to preparing the compound of the formula (IT) by solving the compound of the
formula (I} in the polymorph I, obtained as described in WO 2005/009961, in ethanol and adding
water until the compound of the formula (II) precipitates. The compound of the formula (II) is thus

obtained.

Preference is likewise given to preparing the compound of the formula (I} by suspending the
30 compound of the formula (I} in the polymorph I, obtained as described WO 2005/009961, in an

aqueous solvent and then stirring or shaking until the desired degree of conversion is attained at a



O course the specific initial and=continuing dosage reginmen for each
patient will vary according to the nature and severity of the

condi ti on WO 20{0d34$ ned by t he attendi nggdl agnosti ci an, PQIAEP20071008503 y
of 5 the specific compound enpl oyed, age and general condition of
the patien orkin T, QII: ladm nistration, route of adm nistration, rate of
excretion tcnr—ésf'ré—év—u%— drug conbi nations, and the |ike. The desired
node of treatnment and nunber of doses of a conpound of the present

i nventi on dihe thepioanars ere btaived using a OSE€ S axPlys-bdifferersial @&111'813 calorimeter and TGA 7
conpositio e t ki, | in the art

usi ng convglr?n&%;a%ﬁtreat Fl?l%%h ﬁeﬂaﬂﬁ% tF)’M.'oc)gl% fﬁa e ar?ﬁe Sie ﬁénasme
i nvent i on fragsmission diffaciodhster. él'hpﬂ&dﬁ&smﬁmdmampmmwt@ ame:ccnrcmpmmgdl?sbﬁsv (IR,

the forgul g of | as

eg. intned "r‘%?’?"p(ﬂ’“%‘“h SO0 okl o Rl 08 BRI BiG ol e
an inert s Wcﬁmra@meﬁgsmﬁh%NMﬁwmwomﬂe'm&ﬁntuﬂm he fornul a
(11) precipitates. The conpound of the formula (11) is thus obtained.
15 The | nVeRiipR 1k T e SifonPS10NI 4G AoRE 8 frifuol e RIRARL AR L AGV N amino)-3-
conpound of the formula Dy suspen-| 0

formula (I} ugrophenoxy]Nrmethylpygidns2-garboxamide monohydrate CI‘I bed WO

2005/ 009961, in an aqueous solvent and then stirring or shaking until
t he desire@xsggs e of conversion is attained. The crystals are

i solated and dried. The compound of the forrmula (11) is thus

net handh, ALRANIS! LSt BRANB R SR IS pRa inc) B PR

i sobut anol memypmmbarhnx:uhﬂb @nihs palyatpR s phpatd ﬁuedes@rbeaaink\aoaeombma&e

n- pent ane, ent c xane tetrah

orpacet oni £F5 ik VGQ Tt 0 tﬁ%dqntge S%‘?tloéltlflﬁ?{erﬁ‘g&? A ds éd(S'F T%cé?“é% ﬁl‘i%trate until
m Xt ures opretlhéat@ml 'Ihar;trempmmm Gitereld amt diadxdt roestetiperhii® Wdbrvaibicat humidity.
mentioned W, t. e i ven.,to.acetone t hanol ,

et hanol , ni x% %?n Stfcﬁég t\g/gaﬁil §“drsr%°%rtefpgﬁdesd° thﬁ@?’r"é@@“@ﬁce is given
to prepar| ng the corrpound of the formula (1) by solving the conpound
of thelPor MA®P!¥13 in the polynorph I, obtained as described in WO
2005/ 009961, in ethanol and addi ng water until the conmpound of the
formula (&0 rag et PUL[{ §5-chidRa- mm@ygﬁhehmmfb%wjaam(ob b)ﬂubl%pﬂe%?y].n

obtained. Preferepnce is |ikew se given to preparing t
e or mul BeY Py 2SR . o P SOTER ST B10eEAbet i R PROSIOPSSeh nare
the pol ynodidived inftindll T ethas atG€ sl isWReRA A9 B0QBGF thel sBluAéh 18 SHRA WS the

solvent and then stirring or sh t he desired_degree, of

conver si on f Pt af? t Wsﬁﬁéléza%\% 3 ab g%@?‘%ﬁﬁﬂ%@ﬁﬁ@?@@?/ %8@3‘6’33 \M‘FsFﬁd X
exanpl &8 Tfaadifhmtmyam;ccmfeq)oﬁ@sttatmeﬂeuanﬁwma DSC 7 or Pyris-1
differential scanning calorinmeter and TGA 7 thernogravinetric

anal yzer f‘ﬁ?al??.p'feefé" n-Elmer. The X-ray diffractograns are registered
ina Sto

100 mg of 4-[4-({[4-chloro-3-(trifluoromethyl)phenyl]carbamoyl}amino)-3-fluorophenoxy]-N-
methylpyridine-2-carboxamide in the polymorph I, prepared as described in WO 2005/009961, are
suspended in 2 ml of a mixture of acetonitril-water (1:1) and shaken at 25°C. Afier one week the
25  suspension is filtered and the residue is dried at room temperature and ambient humidity. The

residue is tested gravimetrically and corresponds to the title compound.

Example 1.4

100 mg of 4-[4-({{4-chloro-3-(trifluoromethyl)phenyljcarbamoy}}amino)-3-fluorophenoxy]-N-
methylpyridine-2-carboxamide in the polymorph I, prepared as described in WO 2005/009961, are
30  suspended in 2 ml of a mixture of tetrahydrofuran-water (1:1) and stirred at 10°C. After two weeks



transm ssion diffractonmeter. The IR, FIR NLR and Ranan spectra are
recorded using IFS 66v (It, 5 FIR), IFS 28/N (Nut) and RFS 100

(Raman) FoWPi2898/04pet romet ers from Braker. The 13C- sol i REKERHE/0RHIHS
spectra are recorded using the NVR spectroneter DRX400 from Broker.

Exanpl e 1: , Preparati.Qn-o. . , .

4- 14 ({ 14- CRISPORSICEr OF FRFSPEI R FRBRLIY gk Tha USpysh At i ogmte (D is ts
f 1 uor ophenobkingd. net hvl rwr i di ne- 2- ear boxani de nonohvdrate Exanple 1.1
10 400 ny of

414- ({[4-c - 3- i Eihéﬂ . Qﬁw 1.00).7.3-f 1 uoroph
enoxyl - Nnethhgplggﬁgsleé%{ﬁé%&?g%xam %f%ﬁll?n tek(gﬁ%o yrmé‘%er?gﬂ f,?%;ja}Snger%% tggork
descri bed iavelapmed presing 004 getuced pressiied o Examgleiima rangetod frem A5do § baz).

solution is filtered. Water is added to one fourth of the filtrate

until psecigi bekkeiddhat KNS H thl %rf;tzﬁn I e fn’e&eﬁﬁﬁ %ﬂbrﬁﬂgo%g @fortatibPOM

tenperature under anbient hum di e sanple is teste

EBSV:TQNEE)]I; ! %ea!illa%/le lal‘lnt ea(l:rt(?';:gneustitl)igg t(ljuf p}egen;[ irr}\erengiéx;[ tlo(iats %u?lgg%;cjtgrg: 15Bxanpl e 1.2
444- ({[4-chl oro-3-(trifluoronethyl)phenyl]carbanoyfl am no)-3-fl uoroph
Snoxy) i) Ngetlh}abwbd ai)bfrentiio &&robepaamyobe]a )] ifj tﬂegﬁ tlﬁ@bhéﬂgﬁms ﬁﬁt} rhodiﬁéaﬁ&if&rcﬁﬁib@rﬁade
escribed i n, WD 2005/ 009961, ar i ssolved in 50 nml of ethanol an .
e sol ut | SIS TR aBAY deira Heciim S H O SR b BHTien S0ty 6 s
freezer for crystallization at about -20C until the solvent is ‘
evapor at ed AllTpublications] .spplicgtidng siné chateyts Xite® @bavayandli befowaart dnaipoyat@inberein by
corresqgnd§3£r &he title conpound. Exanple 1.3 100 ng of 4444
([ 4-chl oro- 3- ?’f ri fl uoronet hyl ) phenyl ] car banoyl } anm no) - 3-f | uor ophenoxy
| -N- et hyl pyri di ne-2-carboxam de in the polynorph I, prepared as
descri bed iThe vigestes inthe ¢6ts andigxamples whisttilotow areimfess getedeptherwise, percanfages by
acet oni tri hyeat firts brbplas l@%i%ih@g]%ht Btio difutiod Yali & an@ BB iton RS ofiRuidtiquid
suspension is filtered and the residue’is dried at room tenmperature
and anbi entoigns ¥ based ofachrasganike volimeest ed gravirnetrical ly and
corresponds to the title conpound. Exanple 1.4 100 ng of 4444
([4-chloro-3-(trifluoronethyl)phenylicarbanoyl}am no)-3-fl uorophenoxy
)-N- et hyl pyri di ne-2-carboxam de in the polynorph I, prepared as
described in WD 2005/ 009961, are 30 suspended in 2 m of a m xture of
tetrahydrofuran-water (1:1) and stirred at 10C. After two weeks



WO 2008/ 043446PCT/ EP2007/ 008503 - 18 =« tenperature of 25 C. The
crystals are isolated and dried. The conpound of the formula (11) is
t hus obt aiweanositlasid4pr ocesses are general ly carried out BIT/ER200780$505 i C
pressure. However, it is also p055|ble't8 wor k at el evated pressure
or at reduced pressure (for exanple in a range of fromO0.5 to 5 bar).

St i's bel futpersnns SHueand hiorityy if Aecct oo iempejatpieand Rubiedl hagidity. The

i nf or mat i oResRINElisitédfe@bPRLraP B¢ dimcAP b doHes%&%s & the tifedddmipbirdl e t he
present invention to 1ts fullest extent t should be apparent to one

of ordinary skill in the art that changes and nodifications can be
made to this invention w thout departing fromthe spirit or scope of
the invention as it is set forth herein. Al l publications,

applications and patents cited above and bel ow are i ncorporated
herein by 10reference. The weight data in the tests and exanpl es
which follow are, 'unl ess stated otherw se, percentages by weight;
parts are parts by weight. Solvent ratios, dilution ratios and
concentration data of liquid/liquid solutions are based on each case
on the volune. WD 2008/ 043446PCT/ EP2007/ 008503 - 20 - the suspension
is filtered and the residue is dried at roomtenperature and anbi ent
hum dity. The residue is tested by X-ray diffractonetry and
corresponds to the title conpound. - 21 -



Tab. 1: Differential Scanning Calorimetry and Thernogravi netry
Monohydrate Pol ynorph I Melting point [T] - 186-206 Loss in mass [%
by wt.] 3.Wo0<Msh43d¥ab. 2: X-ray diffractonetry SUBSTI TR/ MSHGEDH045RILE
26) - 27 - SUBSTI TUTE SHEET ( RULE 26)

221 -

Tab. 1: Differential Scanning Calorimetry and Thermogravimetry

Monohydrate Polymorph I

Meilting point [°C] - 186-206

Loss in mass [% by wt.] 3.6 <04

Tab, 2: X-ray diffractometry

Peak maxima [2 Theta)
Monchydrate Polymorph I

5.9 7.2
8.1 7.3
9.5 8.6
1.8 10.7
14.9 11.5
16.2 12.1
16.7 13.4
17.2 13.6
17.7 14.0
18.6 14.5
19.0 14.8
205 15.6
20.8 16.0

SUBSTITUTE SHEET (RULE 26)



- 23 - SUBSTI TUTE SHEET (RULE 26) Tab. 3: kR spectroscopy
SUBSTI TUTE SHEET (RULE 26) - 25 - SUBSTI TUTE SHEET (RULE 26) - 26 -

Peak maxi nwoNbesaassdé ate [cm | ] Pol ynorph 1 1544 PCT/EP2007/008503
-22.

Peak maxima [2 Theta]
Monohydrate Polymorph [
21.2 16.5
220 17.2
222 18.6
224 18.8
228 19.1
23.1 19.8
239 20.1
24.1 20.2
243 204
24.7 21.8
249 229
26.0 235
262 23.8
263 24.2
211 249
2712 25.2
276 259
27.8 26.0
28.7 26.4
29.2 26.6

SUBSTITUTE SHEET (RULE 26)



1720 1573 3077 1591 3255 1609 3306 1656 3350 1716 3389 3108 3252
3375
WO 2008/043446 PCT/EP2007/008503

-23-

Peak maxima [2 Theta]

Monohydrate Polymorph I

30.8 27.2

274

28.2

29.1

294

304

30.9

31.6

32.7

33.0

334

35.1

353

35.8

36.1

36.6

37.3

SUBSTITUTE SHEET (RULE 26)



Tab. 4: Raman spectroscopy SUBSTI TUTE SHEET (RULE®26) - 27 -
SUBSTI TUTE SHEET §RULE 26) - 28 - Peak maxi ma Monohydrate
[em] Pol yWO2pH/344428 1116 1258 1209 1267 1261 PCT/EP2007/008503

-24 -

Tab. 3: IR spectroscopy

Peak maxima [em™)
Monchydrate Polymorph I
500 512
536 . 5335
577 563
648 572
662 654
604 722
710 744
723 785
749 811
792 836
307 871
817 880
839 906
352 970
863 996
884 1030
900 1044
914 1108
964 1116

SUBSTITUTE SHEET (RULE 26)



1290 1284 1313 1300 1336. 1314 1410 1336 1501 1405 1556 1427 1573
1504 1592 1541 1610

WO 2008/043446 PCT/EP2007/008303
.25-

Peak maxima [em™']
Monohydrate Polymorph I
007 1131
1029 1143
1102 1151
1123 1176
1146 1207
1162 1233
1192 1246
1225 1261
1247 1300
1256 1317
1266 1336
1298 1416
1311 1431
1323 1471
1336 1487
1411 1506
1431 1546
1469 1572
1485 1596
1498 1657

SUBSTITUTE SHEET (RULE 26)



1597 1628 1613 1715 1657 2951 1717 3069 2951 3104 3071 =3090

SUBSTI TUTE SHEET (RULE 26) - 29 -
WO 2008/043446 PCT/EP2007/008503

-26-
Peak maxima [cm™ ]
Monohydrate Polymorph 1
1544 ‘ 1720
1573 3077
1591 3255
1609 3306
1656 3350
1716 3389
3108
3252
3375

Tab. 4: Raman spectroscopy

Peak maxima fcm™']
Monchydrate Polymorph I
85 85
116 105
146 151
176 213
186 245
228 E3
241 340

SUBSTITUTE SHEET (RULE 26)



Tab. 5: FIR spectroscopy SUBSTI TUTE SHEET (RULE 26) - 30 * Peak
maxi ma [cni] Monohydrate Polynorph | 454 463 Tab. 6: NI R spectroscopy
Peak maxi B¥MdP ate [cmi] . Pol ynmorph 1 4097 4041 £FST{ERZGH03683 o
4190 4584 4230 4660

-27.

Peak maxima [cm™]
Monohydrate Polymorph I
281 352
318 375
356 397
385 438
443 457
541 465
564 551
649 659
661 691
698 701
750 746
793 786
807 311
844 349
861 921
920 970
997 997
1031 1030
1103 1099
1116 1111

SUBSTITUTE SHEET (RULE 26)



4296 4784 4414 4906 4542 5127 4604 6025 4681 6605 4808 4924 6033
6632

WO 2008/043446 PCT/EP2007/008503
-28-

Peak maxima [cm™]
Monohydrate Polymorph 1
1128 1116
1258 1209
1267 . 1261
1290 1284
1313 1300
1336 . 1314
1410 1336
1501 1405
1556 1427
1573 1504
1592 1541
1610 1597
1628 1613
1715 1657
2951 1717
3069 2951
3104 3071

3090

SUBSTITUTE SHEET (RULE 26)



8858 SUBSTI TUTE SHEET (RULE 26) - 31 - Tab. 7: 13C-solid state*NWVR

spectroscopy Peak maxi ma [ ppm] Monohydrate Pol ynorph I 28 25 110 105
115 112 11WO0 2008/043446 PCT/EP2007/008503

-29.

Tab. 5: FIR spectroscopy

Peak maxima [em™]
Monchydrate Polymorph 1
109 99
134 117
153 155
172 166
191 . 187
239 207
265 217
307 231
318 241
353 263
364 297
384 306
403 318
431 329
441 341
453 367
461 375
485 396

438

SUBSTITUTE SHEET (RULE 26)



116 121 121 126 125 133 127 139 131 151 139 167 149 150 152

WO 2008/043446

-30-

Peak maxima [em™']

Monchydrate Polymorph 1

454

463

Tab. 6: NIR spectroscopy

Peak maxima [em™]
Monohydrate .Polymorph |
4097 4041
4221 4098
4512 4190
4584 4230
4660 4296
4784 4414
4906 4542
5127 4604
6025 4681
6605 4808
4924
6033
6632
8858

SUBSTITUTE SHEET (RULE 26)

PCT/EP2007/008503

Y



166 SUBSTI TUTE SHEET (RULE 26) WD 2008/ 043446PCT/ EP2007/ 008503 -
32 - What is clainmed is: 1. A conpound of the fornmula (11) x H20(1)
2. The conpyowaeB/@s446l ai m 1 whi ch shows in the X-ray di fRCHEER2000EDS303 A
peak maxi num of 5the 2 Theta angel of 21.2. 3. The conpound of claim
1 which shows in the FIR spectrum a peak maxi num of 353 cm 1.

=31 -

Tab. 7: ’C-solid state-NMR spectroscopy

Peak maxima [ppmn]
Monohydrate Polymorph 1
28 25
110 105
115 112
117 116
121 121
126 125
133 127
139 131
151 139
167 149
150
152
166

SUBSTITUTE SHEET (RULE 26)

W



4. A process for the preparation of the conpound of the formula (11)
of any of clains 1 to 3whi chconpri sesdi ssol uti onof 4444 {[ 4-chl oro- 3-
10(trifl uoworzeedgbdphenyl i car banoyl } am no) - 3- f | uor ophenexykr2bbvoessy | p
yri di ne-2- carboxam de and adding water-3ntil precipitation. 5. The
preparation of the conpound of the fornmula (11) of any of claims 1 to
3 whi ch cod¥hatdedaimeddsysi onof 4444 ([ 4-chl oro- 3-
(trifluoronethyl)phenyl]carbanoyl)am no)-3-fl uorophenoxy) - N-net hyl pyr
i di ne-2- 15caf boxaNicéifpdufid ehedumaagnsol vent and then stirring or
shaki ng until conversion to the conpound of the formula (.11). 6. A
conpound of the formula |) of any of clains 1 to 3 _for the

treat nent of hyper-prol

formula (11) of anycrf ains 1 to 3 f the tr ofchglid
tunors, 20l ynphomas, s3 , cany 6f tHe breast,
respiratory tract, bra pr ogl gans, ggstive tract,
urinary tract, eye, liveks NN, “head™s neck, yroi d and/ or
parathyroid. - 33 - 9. The dse i cldim8 for the treatnent of

solid tunors, |ynphomas, sarconas, | euKeni as, cancers of the breast,
respiratory tract, brain, reproductive organs, digestive tract,

urinary tract, eye, liver, skin, head and neck, t&ﬁ&fid and/ or
parathyroid. 10. A pharmaceutical conposition ¢ sing them
conpound of the fornmula (D) of any of clainms 1 to 3 mainly, no
significant fgacti f or - (14- 0- 3- .
(trifluor omet%iyl ) pﬁgnf} %‘%@Eﬁﬂﬁfﬁ 1I %mnsg‘%‘y%éfcl%%agghencgénfﬁtryﬁ-pﬁ%ct"ﬁaf%uﬁ of
idine-25 carboxam tieZ &tk wed 0621.70re i nert, nontoxic,

pharmaceutical ly suitabl e excipients.

3. The compound of claim 1 which shows in the FIR spectrum a peak maximum of 353
em’.
4. A process for the preparation of the compound of the formula (I} of any of claims 1 to
3. which comprises dissolution of 4-[4-({[4-chloro-3-
10 (trifluoromethyl)phenyljcarbamoyl} amino)-3-fluorophenoxy}-N-methylpyridine-2-

carboxamide and adding water until precipitation.

5. The preparation of the compound of the formula (I) of any of claims 1 to 3 which
COMpIises suspension of 4-[4-({[4-chloro-3-
(trifluoromethyl)phenyl]carbamoyl } amino)-3-fluorophenoxy]-N-methylpyridine-2-

15 carboxamide in an aqueous solvent and then stirring or shaking until conversion to the

compound of the formula (TI).

6. A compound of the formula (II) of any of claims 1 to 3 for the treatment of hyper-

proliferative disorders.

7. A compound of the formula (II} of any of claims 1 to 3 for the treatment of solid tumors,
20 lymphomas, sarcomas, leukemias, cancers of the breast, respiratory tract, brain,
reproductive organs, digestive tract, urinary tract, eye, liver, skin, head and neck,

thyroid and/or parathyroid.

8. A use of the compound of the formula (I) of any of claims 1 to 3 for the preparation of a

pharmaceutical composition for the treatment of hyper-proliferative disorders.



11. The pharnmaceutical conposition of claim 10 containing nore than
90 percent by weight of the conpound of the formula (D) of any of
clains 1 to 3 related to the total anount of the conpound of the
formula (11) present in the conpositi-aa- 12. The pharnmaceuti cal
conposition of any of clainms 10 or 11 for the treatnment of disorders.
13. A conbination conprising the conpound of the formula (I1) of any
of clains 1 to 3 and one or nore other pharmaceutical agents. 14.
The conbination of claim 13 wherein the one or nore other

phar mace’ iTbabsea eptss far tee trgatmenh i wlidlyapssymetiogas sarceraass guemiasn

i nhi bi t ore@nceshef thecba?ﬁ?bfesagém gact, prain FRPFOSHEive ergans. digestiverfgact, urinary tract,
phar mac e PP TohpERia g tf'yrgﬂﬁﬁn‘?ﬁ‘?rp@[aéﬂyf%j 10 to 12 conprising one

or nobre o her Z;)rhar rrac utlcal Ca'ents 16. The har maceut i cal

conposi ti, o Cam\@ﬁ@t gi ayla (Ht i CELRiTE A

I eeco j’@;’ thﬁf
agents ar maﬁé”y’ E%E% ,ﬁ}am§2°§ﬂ@oe o f gr.s.néaecmb%mﬁaeqm'

transductd n‘é'&r hBra! xm%‘éﬂn%@é\ﬁn@é]ly@ﬂ BIB%X

11. The pharmaceutical composition of claim 10 containing more than 90 percent by weight of the
compound of the foermula (D) of any of claims 1 to 3 related to the total amount of the compound
of the formula (II) present in the composition.

12. The pharmaceutical composition of any of claims 10 or 11 for the treatment of disorders.

13. A combination comprising the compound of the formula (II) of any of claims 1 to 3 and one or
more other pharmaceutical agents.

14. The combination of claim 13 wherein the one or more other pharmaceutical agents are
cytotoxic agents, signal transduction inhibitors, anti-cancer agents, or antiemetics.

15. The pharmaceutical compaosition of any of claims 10 to 12 comprising one or more other
pharmaceutical agents.

16. The pharmaceutical composition of claim 15 wherein the one or more other pharmaceutical
agents are anti-hyper-proliferative agents, cytotoxic agents, signal transduction inhibitors, anti-
cancer agents and/or antiemetics.



