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10 WO 03/068228 relates, inter alia, to the use of the compound of the formula (I) for the treatment of
disorders in which angiogenesis plays an important role, for example in tumor growth.
WO 03/047579 relates to arylureas in combination with cytotoxic or cytostatic compounds for the

treatment of cancer.

The compound 4-{4-[({[4-chloro-3-(trifluoromethyl)phenyl]amino}carbonyl)amino]phenoxy}-N-
15  methylpyridine-2-carboxamide is described in WO 00/42012 and corresponds to the compound of
the formula (II):
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The compounds and their salts, disclosed in WO 00/42012, for example tosylates, are described
there as inhibitors of the enzyme Raf kinase and may be used for the treatment of disorders, for

20  example cancer.



20 exanpl e cancer. -2- The conpound of the formula (H) is prepared in the
manner described in WO 00/42012. The conpound of the fornmula (1) is
prepared ‘according to a general standard method for the preparation of
tosylate salts, as described in exanple 1,0f the working exanples. In this
met hod, the conpound of the fornmula (1) ?s obtained in one crystal
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differentiable Trom pol ynorph 11 (conver5| on point 194C) and pol ynorph- 111
(nmelting point 187-190C). Unlike those solvent-free forns, the ethanol

sol vate of the conpound of tge formul a lt) and the net hanol sol vate of the
compound of Tlgen]gesent invention provides the compound of the formula (I) in the polymorph I. The inventive

use of the compound of the formula (D) in the stable polymorph I ensures that an undesired conversion

to another polymorph and an associated change in the properties of the compound of the formula (),
20 for example solubility or bioavailabilty, are prevented. This increases the safety and quality of

preparations comprising the comj)ound of the formula (I) and the risk to the patient is reduced.

Polymorph I of the compound of the formula (I), in comparison to polymorph II, polymorbh 1M, the
ethanol and methanol solvate, has a clearly differentiable X-ray diffractogram, NIR spectrum, FIR
spectrum and Raman spectrum (Fig. 2-6). The compound of the formula (I) in the polymorph I melts
25  under decomposition at 223-231°C and is thus clearly differentiable from polymorph II (conversion
point 194°C) and polymorph Il (melting point 187-190°C). Unlike those solvent-free forms, the
ethanol solvate of the compound of the formula (I) and the methanol solvate of the compound of the

formula () have losses of mass in thermogravimetric analysis (TGA) of 6.7% and 4.8% respectively

(Fig. 1).

30 The inventive compound of the formula (I) in the polymorph I is used in high purity in pharma-
ceutical formulations. For reasons of stability, a pharmaceutical formulation comprises the compound

of the formula (I) mainly in the polymorph I and no significant fractions of another form, for example
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The compound of the formula (I) in the polymorph I of the present invention can be used to treat,
modulate and/or prevent any disease or condition mediated by one or more cellular signal
transduction pathways involving raf, VEGFR, PDGFR, p38, and/or flt-3 kinases.

20  The term “mediated” indicates, e.g., that the signaling molecule is part of the pathway which is

aberrant or disturbed in the disease and/or condition.

While not wishing to be bound by any theory or mechanism of action, it has been found that
compounds of the present invention possess the ability to modulate raf, VEGFR, PDGFR, p38, and/or
flt-3 kinase activity. The methods of the present invention, however, are not limited to any particular

25  mechanism or how the compounds achieve their therapeutic effect.

By the term “modulate,” it is meant that the functional activity of the pathway (or a component of it)
is changed in comparison to its normal activity in the absence of the compound. This effect includes
any quality or degree of modulation, including, increasing, agonizing, augmenting, enhancing,

facilitating, stimulating, decreasing, blocking, inhibiting, reducing, diminishing, antagonizing, etc.
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associ ated di seases include, e.g., cell-proliferation disorders, cancer,
tunors, etc.; VEGFR-2 associ ated di seases include, e.g., cancer, tunor

growt h, i nfihemermt aestind? BanaiconvdifetaRy, @ig the management or care of a subject for the purpose

of combating, alleviating, reducing, relieving, improving the condition of, etc., of a disease or

disorder.

Diseases and conditions that can be treated include any of those mentioned above and below, as well
20 as:

Raf associated diseases include, e.g., cell-proliferation disorders, cancer, tumors, etc.;

VEGEFR-2 associated diseases include, e.g., cancer, tumor growth, inflammatory disease, rheumatoid
arthritis, retinopathy, psoriasis, glomerulonephritis, asthma, chronic bronchitis, atherosclerosis,

transplant rejection, conditions involving angiogenesis, etc.;

25 VEGFR-3 associated diseases include, e.g., cancer, corneal disease, inflamed cornea, corneal

transplantation, lymphatic hyperplasia, conditions involving lymphangiogenesis, etc.;

PDGFR-beta associated diseases include, e.g., diseases or conditions characterized by cell
proliferation, cell matrix production, cell movement, and/or extracellular matrix production.

Specific examples, include, e.g., tumors, malignancies, cancer, metastasis, chronic myeloid



arthritis, retinopathy, psoriasis, glomerulonephritis, asthma, chronic
bronchitis, atherosclerosis, transplant rejection, conditions involving
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20 Methods of the present invention also include treating mammalian hyper-proliferative disorders.
Hyper-proliferative disorders include but are not limited to solid tumors, such as cancers of the
breast, respiratory tract, brain, reproductive organs, digestive tract, urinary tract, eye, liver,- skin,
head and neck, thyroid, parathyroid and their distant metastases. Those disorders also include

lymphomas, sarcomas, and leukemias.

25  Any tumor or cancer can be treated, including, but not limited to, cancers having one or more
mutations in raf, ras, VEFGR, PDGFR, p38, and/or fit-3, as well as any upstream or downstream
member of the signaling pathways of which they are a part. As discussed earlier, a cancer can be
treated with a compound of the present invention irrespective of the mechanism which. is

responsible for it.

30 Cancers of any organ can be treated, including cancers of, but are not limited to, e.g., colon,
pancreas, breast, prostate, bone, liver, kidney, lung, testes, skin, pancreas, stomach, colorectal

cancer, renal cell carcinoma, hepatocellular carcinoma, melanoma, etc.
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fi brol amel |\aste aid waethial canberk.angi ocar ci noma (i ntrahepatic bile duct
15  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

carcinoma), and mixed hepatocellular cholangiocarcinoma.

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

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

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

and/or oropharyngeal cancers, 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.

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

fibrous histiocytoma, lymphosarcoma, and rhabdomyosarcoma.

Leukemias include, but are not limited to, acute or chronic, acute myeloid leukemiq, acute
lymphoblastic leukemia, acute Lymphocytic Leukemia, chronic lymphocytic leukemia, chronic

myelogenous leukemia, hairy cell leukemia, undifferentiated AML, promyelocytic leukemia,



carcinoma), and ni xed hepatocel | ul ar chol angi ocarci noma. Skin cancers

I ncl ude, but are not |limted to, squanous cell carcinoma, Kaposi's sarcong,
20 mal i gnant nel anoma, Merkel cell skin cancer, and non-nel anoma skin
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fibro I sias, an | annq e i on, the increased
P extraneo cP vessels. lerse ué e.g., Ehabetlc re’?l nopat y, néovascular glaucoma,

psoriasis, retrolental fibroplasias, angiofibroma, inflammation, etc. In addition, the increased

blood supialy associated with cancerous and neoplastic tissue, encourages growth, leading to rapid
tumor enlargement and metastasis. Moreover, the growth of new blood and lymph vessels in a
tumor provides an escape route for renegade cells, encouraging metastasis and the consequence

20  spread of the cancer.

Methods of the present invention also relate to treating and/or preventing disorders or conditions

associated with, or resulting from, vascular hyperpermeability.

For example, VEGF increases endothelial cell permeability. As a consequence, any condition
which results in the release of VEGF, especially in higher than normal amounts, can be associated
25  with vascular hyperpermeability and its accompanying deleterious effects. The present invention,
however, provides for the treatment or prevention of any condition or disorder associated with, or

resulting from, vascular hyperpermeability, regardless of the mechanism of action.

Edema formation is a life-threatening complication of various diseases of the central nervous
system, including head injury, tumors, stroke, hypoxia, and high altitude sickness. The underlying
30  cause of edema is vascular hyperpermeability. Compounds of the present invention can be utilized
to treat and/or prevent vascular hyperpermeability, thereby treating and/or preventing edema, and

the deleterious effects associated with it
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tunors, atherosclerosis, peripheral vascul ar di sease, ascites, effusions,
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Fischer, et al.,  Am_J. Physiq|l., 276(4 Pt 1):(C812-20, 1999; Fischer et al.,
Am J. 1310 Iﬁ%gﬂwaéf?llmf ochf, lspeigps %SS@%&%@%@@X?SS@@ ifergtien. PIHAYEAGPELC t he
formula (1)eikidsisDQidbRleY, MahBRsdlerfis, ! RisRndsRY SRkduPh gafO rddRfods, POBGht stenosis,
therapeutic activity to treat or prevent the progression of a broad array

of di seasesngiogrpsis oot dispases, pulnonary fibrosis, obliterative bronchiolitis, glomerular nephritis,
rheumatoid arthritis.

The present invention also provides for treating, preventing, modulating, etc., one or more of the
20 following conditions in humans and/or other mammals: retinopathy, including diabetic
retinopathy, ischemic retinal-vein occlusion, retinopathy of prematurity and age related macular
degeneration; rheumatoid arthritis, psoriasis, or bullous disorder associated with subepidermal
blister formation, including bullous pemphigoid, erythema multiforme, or dermatitis herpetiformis,
rheumatic fever, bone resorption, postmenopausal osteoperosis, sepsis, gram negative sepsis, septic
25 shock, endotoxic shock, toxic shock syndrome, systemic inflammatory response syndrome,
inflammatory bowel disease (Crohn’s disease and ulcerative colitis), Jarisch-Herxheimer reaction,
asthma, adult respiratory distress syndrome, acute pulmonary fibrotic disease, pulmonary
sarcoidosis, allergic respiratory disease, silicosis, coal worker’s pneumoconiosis, alveolar injury,
hepatic failure, liver disease during acute inflammation, severe alcoholic hepatitis, malaria
30 (Plasmodium falciparum malaria and cerebral malaria), non-insulin-dependent diabetes mellitus
(NIDDM), congestive heart failure, damage following heart disease, atherosclerosis, Alzheimer’s
disease, acute encephalitis, brain injury, multiple sclerosis (demyelation and oligiodendrocyte loss
in multiple sclerosis), advanced cancer, lymphoid malignancy, pancreatitis, impaired wound

healing in infection, inflammation and cancer, myelodysplastic syndromes, systemic lupus



conditions, coronary restenosis, tunor-associ ated angi ogenesi s,

at heroscl erosi s, autoi nmune diseases, inflammtion, certain kidney di seases
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hyperplasia, asthma or edema following burns, trauma, chronic lung disease, stroke, polyps, cysts,

synovitis, chronic and allergic inflammation, ovarian hyperstimulation syndfome, pulmonary and
cerebral edema, keloid, fibrosis, cirrhosis, carpal tunnel syndrome, adult respiratory distress
syndrome, ascites, an ocular condition, a cardiovascular condition, Crow-Fukase (POEMS)
25  disease, Crohn's disease, glomerulonophritis, osteoarthritis, multiple sclerosis, graft rejection,
Lyme disease, sepsis, von Hippel Lindau disease, pemphigoid, Paget's disease, polycystic kidney
disease, sarcoidosis, throiditis, hyperviscosity syndrome, Osler-Weber-Rendu disease, chronic
occlusive pulmonary disease, radiation, hypoxia, preeclampsia, menometrorrhagia, endometriosis,
infection by Herpes simplex, ischemic retinopathy, corneal angiogenesis, Herpeé Zoster, human
30 immunodeficiency virus, parapoxvirus, protozoa, toxoplasmosis, and tumor-associated effusions

and edema.

The present invention further provides a method for the prevention or treatment of diseases,
especially of the aforementioned diseases, using an effective amount of the compound of the formula

(D) in the polymorph L



enterotoxin A resulting from Staphyl ococcus infection, neningococcal

I nfection, and infections fromBorrelia burgdorferi, Treponema pallidum

cytonmegal ovirus, influenza virus, Theiler's encephalonyelitis virus, and
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Other cytotoxic drugs suitable for use with the compounds of the invention include, but are not
limited to, those compounds acknowledged to be used in the treatment of neoplastic diseases in
Goodman and Gilman's The Pharmacological Basis of Therapeutics (Ninth Edition, 1996, McGraw-
20 Hill). These agents include, by no way of limitation, aminoglutethimide, L-asparaginase,
azathioprine, S5-azacytidine cladribine, busulfan, diethylstilbestrol, 2', 2'-difluorodeoxycytidine,
docetaxel, erythrohydroxynonyladenine, ethinyl estradiol, 5-fluorodeoxyuridine, 5-fluoro-
deoxyuridine = monophosphate,  fludarabine  phosphate,  fluoxymesterone, flutamide,
hydroxyprogesterone caproate, idarubicin, interferon, medroxyprogesterone acetate, megestrol
25  acetate, melphalan, mitotane, paclitaxel, pentostatin, N-phosphonoacetyl-L-aspartate (PALA),
plicamycin, semustine, teniposide, testosterone propionate, thiotepa, trimethylmelamine, uridine, and

vinorelbine,

In another embodiment, the compound of the formula (I) in the polymorph I of the present invention
can be combined with antiemetics. Antiemetics suitable for use with the compounds of the invention
30 include, but are not limited to, antihistamines, H; receptor blockers, 5-HT; antagonists, neuroleptics,

anticholinergics, dopamine antagonists, serotonin antagonists, glucocorticoids or cannabinoids. These



Conmbi nation with other pharnaceutical agents: The conpound of the formula
(I') in the polynmorph I of this invention can be adm nistered as the sole
pharmaceutical agent or in conbination with one or nore other pharnaceuti cal
agents where the conbination causes no unacceptabl e adverse effects. This
may be of particular relevance for the 5 reatment of hyper-proliferative

di seases such as cancer. In this_ instance, the conpound of this invention
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possibility is to formulate the individual active ingredients of the combination according to

20 the invention separately. In this case, it is not absolutely necessary for the individual active
ingredients to be taken at the same time; on the contrary, sequential intake may be
advantageous to achieve optimal effects. It is appropriate with such separate administration
to combine the formulations of the individual active ingredients, for example tablets or
capsules, simultaneously together in a suitable primary packaging. The active ingredients

25  are present in the primary packaging in each case in separate containers which may be, for
example, tubes, bottles or blister packs. Such separate packaging of the components in the

joint primary packaging is also referred to as a kit.

Further formulation variants which are suitable and preferred for the combination
30 according to the invention are also fixed combinations. “Fixed combination” is intended
here to mean pharmaceutical forms in which the components are present together in a fixed

ratio of amounts. Such fixed combinations may be, for example, in the form of oral



30 include, but are not limted to, antihistam nes, H, receptor bl ockers,
5-HT3 ant agoni sts, neurol eptics, anticholinergics, dopam ne antagonists,

serotoni n antagoni sts, glucocorticoids or cannabinoids. These -11- agents
include, by no way of limtation, meclozig, dinenhydrinate, phenothiazin
derivatives (e.g. thiethylperazin, triflupronmazin), benzam de or

e, e L 5 B SRR I
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range of f oY patie®] fopthe parposanf this isventias istal reammidi liscludiyea hynesSinhiedd df yredimerit Gor
formul ate the indjvidyal active ingredients of the conbination according to
20 the i nvé]i‘ﬁﬂaﬁ’r‘i’“fé'é B&H‘P‘b‘?r)?‘.lse‘l‘sﬁ' this case, it .is not absolutely necessary
for the individual active ingredients to be taken at the sanme tine; on the
contrary, sequential intake may be advantageous to achieve optimal effects.
|t i's appr ameiphihabéutithl TofbosiRR 0B IR HEEhN invértioh | 288 corhtisé® 5P laNhatniBeutically
formul ati ons of the individual active ingredients, for exanple tablets or
capsul 8, rseptabls saeerang 2 phrgwassatically etipctiyy amaynicofithe compound-af thedprmgla M the
active i ngreah8ih oftRe Ae&nPhfi@Pl. | N the primary packaging in each case in
separate containers which may be, for exanple, tubes, bottles or blister
packs. Such separate packagi ng of the conponents in the joint primary
packaging is also referred to as a kit. Further fornulation variants which
are sui t ablfepherrdaceytistlis aceqptablsr carriee iscayrpariertwhigh is relatively non-toxic and innocuous to a

patient at concentrations consistent with effective activity of the active ingredient so that any side

effects ascribable to the carrier do not vitiate the beneficial effects of the active ingredient.

15 A pharmaceutically effective amount of compound is that amount which produces a result or exerts

an influence on the particular condition being treated.

The compound of the formula (I) in the polymorph I may be administered in a suitable manner, for
example by the oral, parenteral, pulmonary, nasal, sublingual, lingual, buccal, rectal, dermal,

transdermal, conjunctival or otic route, or as an implant or stent.

20  For these application routes, the inventive compounds may be administered in suitable administration

forms.

For oral administration, suitable administration forms are those which function according to the prior
art and deliver the compound of the formula (I) in the polymorph I in a rapid and/or modified manner,
for example tablets (noncoated or coated tablets, for example with coatings which are resistant to

25  gastric juice or have retarded dissolution or are insoluble and which control the release of the



30 according to the invention are also fixed conbinations. "Fixed
conbination" is intended here to nean pharnmaceutical fornms in which the
components are present together in a fix&34- ratio of amounts. Such fixed
combi nations may be, for exanple, in the formof oral -12- solutions, but
they are pHeémivebiompewnd).dtabletsl whishr disivtegrate crapidlyr éip dheatoradneavity o, filowpeafires or

tablets. P Lcal ¢ o5t | 1 b S, A¥ensl.an r
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t he pol ynoegphules, pélletsfpowderssuspensions enderasols.and net hods of administering to a
patient in need thereof a pharnmaceutical conposition of this invention. A
patient, for the purpose of this invention, is a mamal, including a human,
in need of nt. £or. e I C r | t4 9n_.0 |.s R
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rel ativel yink@pertéh$alCmainer). AdiSiaid@ation @ suittld ﬁ,mpmaﬁteﬁp?fpﬂedﬂoatmm injection
consistent with effective activity of the active ingredient so that any side
ef fects as@pdinfision preparptipgs indhe forn offysneptions, lygphilizates s stsdls@pydsral ef fects of
the active ingredient. 15 A pharnaceutically effective anbunt of conpound is
t hat anount which produces a result or exerts an influence on the
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polynorph | may be admi nistered in a suitable manner, for exanple by the
oral , P8refinending ppwderdnheles, nebmlizers), sablets fogJingual| sublingakpl ohbuceal adminigiratipn,
dermal , t \ | L: i s EQH (o) an: | Fent .
20 For the?ggi‘g%%?%gtc?%ﬁﬂ%’gﬁ‘%‘ptgksl?éﬁﬁﬁyﬁp %I\;/ﬂén Ive g’gar{pc{ue?%svw %‘n‘%é%’m%ﬂes ered
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adm ni strat,i on for are thos Lch function acgordi to the prior art
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and/or nodi fied manner, for exanple tablets (noncoated or coated tablets,
for exanple with coatings which are resistant to 25 gastric juice or have

retarded diTas averitive dompound may bes alnudried tathd aplicationdoriisrlisted.t Thés hey raksplacefin the

15  known manner by mixing with inert, nontoxic, pharmaceutically suitable excipients. These excipients

include carriers (for example, microcrystalline cellulose, lactose, mannitol), solvents (for example,
liquid polyethylene glycols), emulsifiers and dispersants or wetting agents (for example, sodium
dodecylsulfate, polyoxysorbitan oleate), binders (for example, polyvinylpyrrolidone), synthetic and
natural polymers (for example, albumin), stabilizers (for example, antioxidants such as ascorbic acid),
20  dyes (for example, inorganic pigments such as iron oxides) and substances for masking flavors and/or

odors.

The present invention further provides medicaments which comprise at least the compound of the
formula () in the polymorph I, typically together with one or more inert, nontoxic, pharmaceutically
suitable excipients, for example binders, fillers, etc, and to the use thereof for the aforementioned

25  purposes.

Dosage of the pharmaceutical compositions of the present invention:

Based upon standard laboratory techniques known to evaluate compounds useful for the treatment of
any of the aforementioned disorders, by standard toxicity tests and by standard pharmacological

assays for the determination of treatment of the conditions identified above in mammals, and by



-13- inventive conpound), tablets which disintegrate rapidly in the oral
cavity or filnms/wafers, fins/lyophilizates, capsules (for exanple hard or
soft gelatin capsules), sugar-coated tablets, granules, pellets, powders,
suspensions or aerosols. Parenteral admi_gjystration can take place with

avoi dance of an absorption step (for exanple in an 5 intravenous,
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creans, transdermal therapeutic systens (for exanple patches), pastes,
dusting powders, inplants or, stents. The inventive conpound may be converted
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al bumn), stabilizers (for exanple, anti oxig@nts such as, ascorbic acid),
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standard phaykgpTh dgiycCiahalation dosage regimen will preferably be from 0.1 to 10 mg/kg of total body

weight. Other dosages and amounts can be selected routinely.

20

20  Nevertheless, it may in some cases be advantageous to deviate from the amounts specified, depending
on body weight, administration route, individual behavior toward the active ingredient, type of
preparation and time or interval over which the administration is effected. For instance, less than the
aforemenﬁoned 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

25  advisable to divide these into several individual doses over the day.

Process for preparing:

The invention further provides a process for preparing the compound of the formula (I) in the
polymorph I, by effecting the compound of the formula (I) in the polymorph II, obtained as described

" in example 1, in an inert solvent at a temperature of, for example, from 50°C up to the reflux

30 temperature of the solvent, preferably from 60 to 80°C, in the absence of crystals of a solvate of the

compound of the formula (), for example in the absence of crystals of the methanol solvate or the



assays for the determnation of treatnment of the conditions identified above
in manmmal s, and by -14- conparison of these results with the results of
known nedi canents that are used to treat these conditions, the effective
dosage of the conpounds of this inve‘ntiqqsgan readily be determ ned for
treatnment of each desired indication. Thé”anount of the active ingredient to
be adm nistereq in . th t r eat nent. of f these conditions can vary.w dely
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and sex of the patient treat e&ﬁéand the nature and extent of the condition
treated. TH&®EeRROMNdy rgla thys obtareed;in the golympEPhdo be adni ni stered can
range from about 0.001 ng/ kg to about 200 ng/ kg, and preferably from about
0.1 ng/ kg to about 50 ng/ kg body wei ght per day. A unit dosage nmay
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I nhal ati on dosage reginmen will preferably be fromO0.1 to 10 ng/ kg of total
body weight. O her dosages and anmounts can be sel ected routinely. 20
Neverthel ess, (it may_in sone cases be advantageous to deviate fromthe

h
amount s spedp fipeetionglisuisginigyides ¢ meress e PRemEheComRPA Of i forrnle (D) in the
| ndi vi dual gagRaicha byl B e PG 6F thk AHERI M the bYPFoBh I, BUGRAYS ksetbaAnd

time or i nte over \_/\/m c z_idm nistration is ted. For 1 nstance,
| ess than timexampleok, daram inet selventiuntilthedesinesidegrse nfiyorlyersion fisf attained tpraferalsy masil

cases, ile the u [ .lim eci fi S. 10 eded | her S.
[ the Bosmbyt PRFapbh 8 de SR £ sy L0 Ebobt ol B8
advi sabl e tinthdipulysierph i asaddedt Thesresndting erystald arelishingdd aid,36 genwwe solveheprekat, dried

Process for_preparing: The invention further provides a progcess for
pr opar i ng. (AESTSG iSSP IFEPPGRFRAT 4 appef pprippggture, Tor xanbple fom 40 0 §0°C. The
" compound of the formula () is thus obtained in the polymorph L .

Effecting the compound of the formula (I) in the polymorph II in an inert solvent means, that for
20 example the compound of the formula (I) in the polymorph II is dissolved completely (solution) or

only in part (suspension). The mixture can be, for example stirred or shaken.

Suitable inert solvents are lower alcohols, for example methanol, ethanol, n-propanol, isopropanol, n-
butanol, sec-butanol, isobutanol, or ketones such as acetone, or alkanes such as n-pentane,
cyclopentane, n-hexane, cyclohexane, or tetrahydrofuran, or acetonitrile, or toluene, or ethyl acetate,
25  or mixtures of the solvents mentioned, or mixtures of the solvents mentioned with water. Preference
is given to methanol, ethanol, n-propanol, isopropanol, acetone, tetrahydrofuran, acetonitrile, toluene,
ethyl acetate, mixtures of the solvents mentioned or mixtures of the solvents mentioned with water,

Isopropanol, ethylacetate or a mixture thereof are used most preferably as inert solvents.

Preference is given to preparing the compound of the formula (I) in the polymorph I by effecting the
30 compound of the formula (I) in the polymorph II, obtained as described in example 1, in methanol,



pol ymorph |, by effecting the conpound of the fornula (1) in the pol ynorph
1, obtained as described in exanple 1, in an inert solvent at a
tenperature of, for exanple, from50C up to the reflux 30 tenperature of the
solvent, preferably from60 to 80C, in thg absence of crystals of a solvate
of the conpound of the formula (1), for! xanpl e in the absence of crystals
of the methanol solvate or the -15- ethanol solvate of the co ound of

formul a (I pthapedra migturerfdath sglypnts qrasmizhure of bath; sglverty Wity watsr, prefsably sbbmixuteoom
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roomtenperature, for from21 hour to 14 days, preferably from2 hours to 10
7 days. Thésﬁcrl%E als are isolated and dried. The conpound of the formula (1)
is thus obtained in the polynmorph I. The invention |ikew se provides a
process for preparing the conmpound of the formula (1) in the polynorph I,
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i sobut anol mixturekbsrepfisaised asoluant.acet one, or al kanes such as n- pent ane,

cycl opent ane, n-hexane, cycl ohexane, or tetrahydrofuran, or acetonitrile, or
tol uene, or ethyl acetate,

Preference is likewise given to prepéring the compound of the formula (I) in the polymorph I by

effecting the compound of the formula (I) in the polymorph II, obtained as described in example 1, in
20  an inert solvent apart from methanol and/or ethanol, preferably isopropanol, acetone, tetrahydrofuran,
acetonitrile, ethyl acetate, toluene, or a mixture thereof and stirﬁng or shaking at a temperature of
from 10°C up to the reflux temperature of the solvent, preferably at from room temperature to 90°C,
for up to 2 weeks, preferably from 1 day up to one week. If appropriate, the mixture is c.ooled to room
temperature and the crystals are isolated and dried. The compound of the formula (I) is thus obtained
25  inthe polymorph L Most preferably isopropanol, ethylacetate or a mixture thereof is used as solvent.

The compound of the formula (I) may likewise be prepared in the polymorph I by heating the
compound of the formula (I) in the polymorph II to from 195 to 222°C, preferably from 195 to 215°C,
for example at a heating rate of from 10°C to 30°C per minute, preferably from 15°C to 25°C per
minute, and subsequently cooling to from 10°C to 30°C, preferably to room temperature, for example

30  ata cooling rate of from 1°C to 4°C per minute, preferably from 1°C to 3°C per minute.



25 or mxtures of the solvents nentioned, or mxtures of the solvents
mentioned with water. Preference 1is given to nethanol, ethanol, n-propanol,
i sopropanol, acetone, tetrahydrofuran, acetonitrile, toluene, ethyl
acetate, mixtures of the solvents mentioned or mxtures of the solvents
mentioned with water. |sopropanol, etliylacetate or a m xture thereof are
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weight; parts are parts by weight. Solvent ratios, dilution ratios and concentration data of liquid/liquid

solutions are based on each case on the volume.



for up to 2 weeks, preferably from21 day up to one week. |f appropriate, the
m xture is cooled to room tenperature and the crystals are isol ated and
dried. The conpound of the formula (1) is thus obtained 25 in the pol ynorph
|. Most preferably isopropanol, ethylacetigt.e or a mxture thereof is used as
solvent. The conpound of the formula (I) may |ikew se be prepared in the
pol ymor ph IywbMei ' st he conpound of the fornula (1) in the polynorph Il
to from 195‘r‘0—g%, eferably from 195 to 215C, for exanple at a heating
rate of from10C to 30C per mnute, preferably from 15C to 25C per mnute,

and subsequently cooling to from10C to 30C, preferably to roomtenperature,
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amino]phenoxy}-N-methylpyridine-2-carboxamide tosylate in the polymo

Example 2.1

5 mg of the tosylate salt of 4-{4-[({[4-chloro-3-(trifluoromethyl)phenyljamino}carbonyl)amino]-
phenoxy}-N-methylpyridine-2-carboxamide in the polymorph II are heated to 200°C at a heating

20  rate of 20°C/min and subsequently cooled to room temperature at a cooling rate of 2°C/min. The
sample is tested thermoanalytically (DSC) and corresponds to the title compound in the polymorph
1L

Example 2.2

75mg of the tosylate salt of 4-{4-[({[4-chloro-3-(trifluoromethyl)phenyljamino}carbonyl)-
25  amino]phenoxy}-N-methylpyridine-2-carboxamide in polymorph II are dissolved in 10 ml of
ethanol/water (1:1) at approximately 80°C and filtered. The mixture is divided into two samples
and sample A is crystallized in a refrigerator at +8°C and sample B in a freezer at -20°C. After
vaporization of the solvent mixtures, the two crystals of sample A and B are tested

thermoanalytically (DSC). Both samples correspond to the title compound in the polymorph L
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Example 2.5

In each case 50 mg of the tosylate salt of 4-{4-[({[4-chloro-3-(trifluoromethyl)phenyl]amino}-
carbonyl)amino]phenoxy}-N-methylpyridine-2-carboxamide in the polymorph II are admixed with
in each case 2 ml of a) isopropanol, b) acetone, c) tetrahydrofuran, d) actetonitrile, e) ethyl acetate
20 and f) toluene, and in each case stirred at room temperature for 6 days. In the case of c)
tetrahydrofuran and f) toluene another 1 ml of the particular solvent is added. The suspensions are
each filtered and the particular residues are dried at room temperature. The residues are each tested

by X-ray diffractometry and correspond to the title compound in the polymorph I.
Example 2.6

25 200 mg of the tosylate salt of 4-{4-[({[4-chloro-3-(trifluoromethyl)phenyl]amino}carbonyl)-
amino]phenoxy }-N-methylpyridine-2-carboxamide in the polymorph II are suspended in 4 ml of
toluene and the suspension is stirred at 80°C for one week. After cooling to room temperature, the
residue is filtered, dried at room temperature and tested by X-ray diffractometry. The title
compound is obtained in the polymorph I.
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Example 5: Preparation _of the ethanol _solvate of _4-{4-[( {[4-chloro-3-(trifluore-

methyl)phenvllamino}carbonyll)amino]phenoxyl-N-methylpyridine-2-carboxamide tosylate

20 3 g of the tosylate salt of 4-{4-[({[4-chloro-3-(trifluoromethyl)phenyl]amino}carbonyl)amino}-
phenoxy }-N-methylpyridine-2-carboxamide in the polymorph II are suspended in 15 ml of ethanol
and stirred at room temperature. After one week, the suspension is filtered and the residue is dried
at room temperature. The residue is analyzed by X-ray diffractometry and corresponds to the

ethanol solvate of the title compound with an ethanol content of 6.7 percent by weight.



Exanpl e 3: Preparation of
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the formula (1) CF3 0 C / O\ ON~CH3 N\ I I / NHNN HHx HC\ S&BH
(1) in!égﬂglso%%@rph I which shows in the X-ray diffractonetry peak nmaxim
of the el of 4.4, 14.8 and 20.5. 2. The conpound of claim!l

whi ch shows in the iR spectrum a peak maxi mum of 1724 cm 1. 3. The conpound
of any ofl.cl ai Asoripasnd of thirforhulglipws i n t he Raman spectrum a peak maxi num of
1723 cm 1. 4. A preparation of the conpound of the fornmula (1) in the

pol ynorph | as rrentlc&}gd inany of claims 1 to 35 which conprises effecting
the conpound of the fprnula (I) in the pol ym)rph Il in an inert solvent
until quantitat Chke ‘ . JBH,preparation of the
conmpound of the fo nﬁ}"]tioned I nany

X H3C©—SO3H M

in the polymorph I which shows in the X-ray diffractometry peak maxima of the 2 Theta
angel of 4.4, 14.8 and 20.5.

2, The compound of claim 1 which shows in the IR spectrum a peak maximum of 1724 cm™.

3. The compound of any of claims 1 or 2 which shows in the Raman spectrum a peak maximum
of 1723 cm™.
4. A preparation of the compound of the formula (I) in the polymorph I as mentioned in any

of claims 1 to 3, which comprises effecting the compound of the formula (I) in the

polymorph II in an inert solvent until quantitative conversion to the polymorph 1.

5. The preparation of the compound of the formula (I) in the polymorph I as mentioned inany
of claims 1 to 3, wherein the compound of the formula (I) in the polymorph II is effected in
an inert solvent and seeded with crystals of the compound of the formula (I) in the polymorph
L

6. The preparation of the compound of the formula (I) in the polymorph I as mentioned in any
of claims 1 to 3, wherein the compound of the formula (I) in the polymorph II is heated to
from 195 to 222°C at a heating rate of from 10 to 30°C per minute and subsequently cooled

to from 10 to 30°C at a cooling rate of from 1 to 4°C per minute.

7. A compound of the formula (T) in the polymorph I as mentioned in any of claims 1 to 3 for
the treatment of disorders which feature abnormal angiogenesis or hyperpermeability

processes, bone marrow diseases, carcinoma or carcinogenic cell growth.

8. A compound of the formula (I) in the polymorph I as mentioned in any of claims 1 to 3 for
the treatment of leukemia or for the treatment of carcinoma of the lung, of the pancreas, of the

thyroid gland, of the kidney or of the intestine.



of claims 1 to 3, wherein the conpound of the formula (1) in the pol ynorph
Il is effected in an inert solvent argg seeded with crystals of the conpound
of the formula (1) in the pol ynorph 6. The preparation of the corrpound
of theforrrula(l) in the polynorph I as nentioned in any of clainms 1 to 3,
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subsequent |y cdeimsdl tq¢ 3 for tm prépataor8 0Ca pharmaceutidal ngnpcaltlen éér the omathertt ®f AC per
mnute. 7. Ac I ed in
any of clains ?g@%jg‘g?&{ feEtt] gglggrnggtaﬁgg%&es S%rh@%?gers p%lesfs ‘ﬁirgglta{é nor mal
angi ogenesi s odISdayqsmapepmamarqmogennqnesz, bone marrow di seases, .
carcinoma or carci nogenl c cell growh. 8. A corrpound of the formula (1) in
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treat ment of dftﬁakld%&%r&ﬂmeclhteitﬂature abnor mal angi ogenesi s or

hyper permeabi l ity processes, bone marrow diseases, carci noma or
carcinogenjc cell growh. 10. The use.of fhe. d_of t for.mul (1) in
Che pol ymbl-pn & BETHERIFY F8RPeshioR sBise i PRy o B D wp Be | on of
a phar maceut i Cpdlya@pRPPss feMibnb®in idyeoficladad Meds and no highRem Raclibnsf Fhandthe
treatment of carcinoma of the |ung, of the pancreas, of the thyroid gland,

of the kidney frm of the pempoypdefithe farmufay(D. A phar maceuti cal conposition
conprising the conpound of the fornula (1) mainly in the polynorph I as
nentionedipn amye farrkdcaitio® c&mb&m%n @@@lalﬁhed §1| cﬂH‘khfl'l CaiHlinihg Aote tRADIPercafi @y her
formof the compound of the fornula (I 2 The pharnaceuti cal corrp05| tion
as clained in ®rightaf the cempruag af theyforpile Illﬁé!w pgbﬂﬁ@hééﬁmewnema@hp GHms he
conpound of the oy ndlaid (th nd Bt RfRR! ¥ TRY BltpouRS oMBB AR (1) Breeeavnpthecl ai s
1to 3related to the total anount of the conpound of the formula (1)

present in theCOI'@R‘j)ﬁ‘ﬂ@‘Sl tion.

13. The pharmaceutical composition as claimed in one of claims 11 or 12 for the treatment of
disorders.
14. The pharmaceutical composition as claimed in one of claims 11 to 13 for the treatment of

disorders which feature abnormal angiogenesis or hyperpermeability processes, bone marrow

diseases, carcinoma or carcinogenic cell growth.

15. The pharmaceutical composition as claimed in one of claims 11 to 13 for the treatment of
leukemia or for the treatment of carcinoma of the lung, of the pancreas, of the thyroid gland,

of the kidney or of the intestine.

16. The pharmaceutical composition as claimed in one of claims 11 to 15, comprising one or

more inert, nontoxic, pharmaceutically suitable excipients.

17. A compound of the formula (I) in the polymorph I, obtainable by dissolving or suspending
the compound of the formula (I) in the polymorph II in an inert solvent and stirring or

shaking it until quantitative conversion to the polymorph L.

18. A compound of the formula (I) as claimed in claim 17, obtainable by dissolving or
suspending the compound of the formula (I) in the polymorph II in an inert solvent and
seeding it with crystals of the compound of the formula (I) in the polymorph L.



13. The pharnmaceutical conposition as clained in one of clains 11 or 12 for
the treatnent of disorders. 14. The ggar maceuti cal conposition as clai ned
in one of clains 11 to 13 for the treathent of disorders which feature
abnormal angi ogenesis or hyperperneability processes, bone marrow diseases,
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treat nent of cmoerethenpharofacdukienl bgenty, of t he pancreas, of the thyroid gl and,
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formula (1) in the pol ynmor ph 11 in an inert solvent and stirring or shaking

it until guantj] Lve ¢ ersi o ound of the

formil a (1) asMeehBe e Srifodtian ® bl R a8 drains thie 4 GREFHL e Bonai ng
t he conpound Qﬁor&bﬁeﬁﬁhﬁﬂiﬁab@tlédl)genﬁs t he poI ynorph Il in an inert solvent and
seeding it with crystals of the conpound of the forrrula (1) in the pol ynorph
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combi nat i on asphainiicéuidal iafenesabd dytotdkiomyerts; signal hﬁlsmibﬁo@ﬁlhitmdkﬁ; afi-bi@rcer agents,
pharmaceutical agents are cytotoxic agents, signal transduction inhibitors,
anti-cancer ag¥RteMeHss antiemetics. 21. The pharmaceutical conposition as
claimed in one of the clains 11 to 16 conprising one or nore other
pharmaceutical agents. 22. The pharmaceutical conposition as clainmed in
claim 21 wherein the one or nore other pharnmaceutical agents are cytotoxic
agents, signal transduction inhibitors, anti-cancer agents, or antienetics.



