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We claim:

1. A pyrimidylaminobenzamide of formuia |

wherein

Py denotes 3-pyridyl,

R, represents hydrogen,

R. represents 5—{4~meihyl-1 H-imidazol-1-y1}-3-(trifluaromethyl)-phenyl; and

R4 represents methyl;

or a pharmaceutically acceptable salt thereof, for the treatment of a proliferative disorder or
other pathological conditions mediated by Ber-Abl, c-Kit, DDR1, DDR2 or PDGF-R kinase
activily, wherein the compound of formula (1) or a pharmaceutically acceptable salt
thereof and, optionally, pharmaceutically acceptable carriers, wherein said compound is
orally édministered dispersed in apple sauce.

2. A pyrimidytaminobenzamide of formuia | according to claim 1 in the form of its
monohydrochloride monchydrate salt, for the treatment of a proliferative disorder or other
pathological conditions mediated by Ber-Abl, c-Kit, DDR1, DDR2 or PDGF-R kinase
activity, wherein the compound of formula (1) or a pharmaceutically acceptable salt
thereof and, optionally, pharmaceutically acceptable carriers, wherein said compound is
orally administered dispersed in apple sauce.

3. A pyrimidylaminobenzamide of formula | according to claim 1 or 2, wherein the
pathological condition is selected from CML and Ph+ ALL. '
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We claim:

1. The use of a pyrimidylaminobenzamide of formula (I):

wherein

(a) Py denotes 3-pyridyl,

R, represents hydrogen, lower alkyl, lower alkoxy-lower ajKyl, acyloxy-lower alkyl,
carboxy-lower alkyl, lower alkoxycarbonyl-lower alkyl, or phenyl-lower alkyl;

Rz represents hydrogen, lower alkyl, optionally substifuted by one or more identical or
different radicals Rj, cycloalkyl, benzcycloalkyl feterocyelyl, an aryl group, or a

mono- or bicyclic heteroaryl group comprising 0-, 1-, 2- or 3-ring nitrogen atoms and 0

or 1 oxygen atom and 0 or 1 sulfur atom, which groups in each case are

d; and

loxy, carboxy, lower alkoxycarbonyl, carbamoyl,

unsubstituted or mono- or poly-substit
R3 represents hydroxy, lower alkoxy, a
N-mono- or N,N-di-substituted cabamoyl, amino, mono- or di-substituted amino,
cycloalkyl, heterocyclyl, an arylgroup, or a mono- or bi-cyclic heteroaryl group
comprising 0-, 1-, 2- or 3-ring nitrogen atoms and 0 or 1 oxygen atom and 0 or 1
sulfur atom, which groupg'in each case are unsubstituted or mono- or poly-
substituted; or
R1 and Rz, together, igpresent alkylene with 4, 5 or 8 carbon atoms optionally mono- or
di-substituted by'lower alkyl, cycloalkyl, heteracyclvl, phenyl, hydroxy, lower alkoxy,
amino, mongt or di-substituted amino, oxo, pyridyl, pyrazinyl or pyrimidinyl;
benzalkylgne with 4 or & carbon atoms; oxaalkylene with 1 oxygen and 3 or 4 carbon
atomsyor azaalkylene with 1 nitrogen and 3 or 4 carbon atoms, wherein nitrogen is
unsabstituted or substituted by lower alkyl, phenyl-lower alkyl, lower alkoxycarbonyi-
wer alkyl, carboxy-lower alkyl, carbamoyl-lower alkyl, N-mono- or N,N-di-substituted
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carbamoyl-lower alkyl, cycloalkyl, lower alkoxycarbonyt, carboxy, phenyl, substituted
phenyl, pyridinyl, pyrimidinyl or pyrazinyl;

R4 represents hydrogen, lower alkyl or halogen;

or

(b) Py denotes 5-pyrimidyl, R, is hydrogen, R; is [[(38)-3-(dimethylamino)- 1-
pyrrolidinyllmethyl]-3-(triflucromethyl)phenyl and R, is methyl;

or a pharmaceutically acceptable salt thereof, and, optionally, pharmaceutigally

2. The use according to claim 1, wherein the pyrimidylaminobénzamide is 4-methyl-3-[[4-
{3-pyridinyl)-2-pyrimidinylJamino}-N-[5-(4-methyl-1H-imijdazol-1-yl)-3-(trifluoromethyl}-
phenyl] benzamide.

3. The use according to claim 2, wherein the pyrimidylaminobenzamide is employed in
the form of its hydrochloride monohydrate,

4_The use according fo any one of claims”1 to 3, wherein the proliferative disorder or
other pathological condition is selected from melanoma, breast cancer, cancer of the
colon, lung cancer, cancer of the grostate or Kaposi's sarcoma, gastrointestinal
stromal tumors (GIST), acute yeloid leukemia (AML}, leukemia which responds to
an inhibition of the Abl tyrosifie kinase activity, mesothelioma, systemic mastocytosis,
hypereoasinophilic syndrophe (HES), fibrosis, rheumatoid arthritis, polyarthritis,
scleroderma, lupus erdhematosus, graft-versus host diseases, neurofibromatosis,
pulmonary hypertendion, Alzheimer's disease, seminomas and dysgerminomas and

psoriasis.

5. The use acodrding to any one of claims 1 to 3, wherein the proliferative disorder or
other pajliological condition is selected from GIST, CML, Ph+ ALL, systemic
mastgdytosis, HES, fibrosis, scleroderma, neurofibromatosis and pulmonary arterial

hypértension.
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8. The use according to claim 1, wherein the fruit preparation is a juice, satice or puree

prepared from fruits.

7. The use according to claim 1, wherein the fruit preparation is applesatce.

8. A commercial package containing a pyrimidylaminobenzamide of formula |

wherein

(a) Py denotes 3-pyridyl,

R, represents hydrogen, lower alkyl, lower alkoxy-lowef alkyl, acyloxy-lower alkyl,
carboxy-lower alkyl, lower alkoxycarbonyl-lower gikyl, or phenyl-lower alkyl;

R; represents hydrogen, lower alkyl, optionally sybstituted by one or more identical or

different radicals R, cycloalkyl, benzeycloalkyl, heterocyclyl, an aryl group, or a

mong- or bicyclic heteroaryl group compfising zero, one, two or three ring nitrogen

atoms and zero or one oxygen atom,And zero or one sulfur atom, which groups in

each case are unsubstituted or megno- or polysubstituted; and

Rjrepresents hydroxy, lower alkgXy, acyloxy, carboxy, lower alkoxycarbonyl, carbamoyl,
N-mono- or N,N-disubstitutgd carbamoyl, amino, mono- or disubstituted amino,
cycloalkyl, heterocyclyl, gn aryl group, or a mono- or bicyclic heteroaryl group

comprising zero, one/Awo or three ring nitrogen atoms and zero or one oxygen atom

and zero or one siffur atorn, which groups in each case are unsubstituted or mono- or

nd three or four carbon atoms; or azaalkylene with one nitrogen and three or four
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carbon atoms wherein nitrogen is unsubstituted or substituted by lower alkyl, phenyl-
lower alkyl, lower alkoxycarbonyl-lower alkyl, carboxy-lower alkyl, carbamoyl-lower
alkyl, N-mono- or N,N-disubstituted carbamoyl-lower alkyl, cycloalky!, lower
alkoxycarbonyl, carboxy, phenyl, substituted phenyl, pyridinyl, pyrimidinyl, or
pyrazinyl;

R4 represents hydrogen, lower alkyl, or halogen;

wherein the prefix "lower™ denotes a radical having up to and including a mgximum of 7
carbon atoms,

or

(b) Py denotes 5-pyrimidyl, R, is hydrogen, R; is [[{3S)-3-(dimethyldmino)- 1-
pyrrolidinyl]methyl]-3-{trifluoromethyl)phenyl and R4 is methy),

or a pharmaceutically acceptable salt thereof, respectively,

together with instructions to disperse the compound of forpula | or a pharmaceutically

acceptable salt thereof in a fruit preparation.

9. A pyrimidylaminobenzamide of formula |

wherein

{a) Py denotes 3-pyridyk,

R, represents hydrogen, lower alkyl, lower alkoxy-lower alkyl, acyloxy-lower alkyl,
carboxy-lower dlkyl, lower alkoxycarbonyl-lower alkyl, or phenyi-lower alkyl;

R. represents bidrogen, lower alkyi, optionally substituted by one or more identical or

different yadicals Ry, cycloalkyl, benzcycloalkyl, heterocyclyl, an aryl group, or a

mono-/0r bicyclic heteroaryl group comprising 0-, 1-, 2- or 3-ring nitrogen atoms and 0

or 1/0xygen atom and 0 or 1 sulfur atom, which groups in each case are

substituted or mono- or poly-substituted; and
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R represents hydroxy, iower alkoxy, acyloxy, carboxy, lower alkoxycarbonyl, carbamoyl,

N-mono- or N,N-di-substituted carbamoyl, amino, mong- or di-substifuted amino,
cycloalkyl, heterocyclyl, an aryl group, or a mono- or bi-cyclic heteroaryl group
comprising 0-, 1-, 2- or 3-ring nitrogen atoms and 0 or 1 oxygen atom and 0 or 1
sulfur atom, which groups in each case are unsubstituted or mono- or poly-
substituted; or

R, and Ry, together, represent alkylene with 4, 5 or 6 carbon atoms optionally mono- or

di-substituted by fower aikyl, cycloalkyl, heterocyclyl, phenyl, hydroxy, lower alkoxy,
aming, monc- or di-substituted amino, oxo, pyridyl, pyrazinyl or pyrimidinyl;
benzalkylene with 4 ar 5 carbon atoms; oxaalkylene with 1 oxygen and 3 or 4 carbon
atoms; or azaalkylene with 1 nitrogen and 3 or 4 carbon atoms, wHerein nitrogen is
unsubstituted or substituted by lower alkyl, phenyl-lower alkyl, lower alkoxycarbonyl-
lower alkyl, carboxy-lower alkyl, carbamoyl-lower alkyl, N-mofo- or N,N-di-substituted
carbamoyl-lower alkyl, cycloalkyl, lower alkoxycarbonyl, cafboxy, phenyl, substituted
phenyl, pyridinyl, pyrimidinyl or pyrazinyl;

R, represents hydrogen, lower alkyl or halogen;

or

(b} Py denotes 5-pyrimidyl, R, is hydrogen, Rz is [[(85)-3-(dimethylamino)- 1-

pyrrolidinylJmethyl}-3-(triflucromethyl)phenyl afd R, is methyl;

or a pharmaceutically acceptable salt thereof, for the treatment of a proliferative disorder

or other pathological conditions mediated by Ber-Abl, c-Kit, DDR1, DDR2 or PDGF-R
kinase activity, wherein the compound of formula (1) or a pharmaceutically acceptable
salt thereof and, optionally, pharmdceutically acceptable carriers, are dispersed ina

fruit preparation.




