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originate fromthe gastrointestinal tract, nost commonly fromthe stomach
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pathogenesis and clinical features. GISTs occur most commonly in the middie-aged or

elderly with a median age of 50 to 60 years at presentation, and show no significant sex

difference in the incidence. It is estimated that at least 10-30% of GISTs are malignant giving

rise to intra-abdominal spread and metastases, which are most commonly found in the liver

and peritoneal seeding. Malignant GISTs occur at an annual frequency of about 0.3 new

cases per 100.000. The most common presenting symptom is vague upper abdominal pain.

Many (30%) are asymptomatic, and GISTs may be diagnosed during the evaluation of

anaemia resulting from tumour-associated gasirointestinal bleeding.

Management of metastatic and inoperable GIST is a major problem, since GISTs are
notoriously unresponsive {o cancer chemotherapy. For example, in one recent phase ||
series, 12 out of 18 (67%) patients with advanced leiomyosarcomas responded to a regimen
consisting of dacarbazine, mitomycin, doxorubicin, cisplatin, and sargramostim, but only one
(5%) out of 21 GISTs responded (J. Edmonson, R Marks, J. Buckner, M. Mahoney, Proc.
Am. Soc. Clin. Oncol. 1999; 18: 541a “Contrast of response to D-MAP + sargramostin
between patients with advanced malignant gastrointestinal stromal tumors and patients with
other advanced leiomyosarcomas”). Treatment results have remained equally unimpressive
with other chemotherapy regimens. In line with clinical chemoresistence, expression of P-
glycoprotein and multidrug resistance protein MRP1 that associate with multidrug resistance
(MDR) are more pronounced in malignant GISTs as compared with leiomyosarcomas.
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Detailed Description of the Invention

The present invention relates to the use of pyrimidylaminobenzamide compounds of formula
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wherein

R1 represents hydrogen, lower alkyl, lower alkoxy-lower alkyl, acyloxy-lower alkyl, carboxy-

lower alkyl, lower alkoxycarbonyl-lower alkyl, or phenyl-lower alkyl,

R represents hydrogen, lower alkyl, optionally substituted by one or more identical or
different radicals Rs, cycloalkyl, benzcycloalkyl, heterocyclyl, an aryl group, or a mono- or
bicyclic heteroaryl group comprising zero, one, two or three ring nitrogen atoms and zero or



bi cyclic heteroaryl group conprising zero, one, two or three ring nitrogen
atons and zero orone oxygen atom and zero or one sulfur atom which groups
in each owmeeo@rs29s0substituted or nono- or pol ysubsti t ured;usand oR307
represents hydroxy, |ower al koxy, acyl oxy, carboxy, |ower al koxycarbonyl,
carbanoyl, N-nono- or N, N-disubstituted carbanoyl, am no, nono- or

di substituted am no, cycloal kyl, heterecyclyl, an aryl group, or a nono- or
bi cyclic heteroaryl group conprising zero, one, two or three ring nitrogen
atons and zero or one oxygen atom and zero or one sul fur atom which groups
i N eachorea®&gah atammandsdérotoniond salfurraiern; wisith palups irbsadh exsedire onsubstituesdn R1
and R2 together r re% nt,al kylene with four, five or six carbon atons
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car banoyhich g¥étips@h kxdh cdde pd Onsubstifiidddbrandisd- iok ybigsubatitupsdroy| - | ower al kyl ,
cycl oal kyl, | ower al koxycarbonyl, carboxy, phenyl, substituted phenyl,

pyridinyl, pyrimdinyl, or pyrazinyl; R4 represents hydrogen, |ower alkyl,
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conpound for the preparation of sition for the
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either linear, or branched with si ngl e or pult |éal e br an&ql ln%
nitrogen is unsubstituted or substituted By lower alkyl, phenyi-lower alkyl, lower
alkoxycarbonyl-lower alkyl, carboxy-lower alkyl, carbamoyl-lower alkyl, N-mono- or N,N-
disubstituted carbamoyl-lower alkyl, cycloalkyl, lower alkoxycarbonyl, carboxy, phenyl,

substituted phenyl, pyridinyl, pyrimidinyl, or pyrazinyl;

R, represents hydrogen, lower alkyl, or halogen;

and a N-oxide or a pharmaceutically acceptable salt of such a compound for the preparation
of a pharmaceutical composition for the treatment of kinase dependent diseases.

The general terms used hereinbefore and hereinafter preferably have within the context of

this disclosure the following meanings, unless otherwise indicated:

The prefix "lower" denotes a radical having up to and including a maximum of 7, especially
up to and including a maximum of 4 carbon atoms, the radicals in question being either

linear or branched with single or multiple branching.

Where the plural form is used for compounds, salts, and the like, this is taken to mean also a

single compound, salt, or the like.

Any asymmetric carbon atoms may be present in the (R)-, (S)- or (R,S)-configuration,
preferably in the (R)- or (S)-configuration. The compounds may thus be present as mixtures



Where the plural formis used for conpounds, salts, and the like, this is
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al kynyl, phenyl, hydroxy, etherified or esterified hydroxy, nitro, cyano,
car boxy esterlfled car boxy, al kanoyl, benzoyl, carbano N- mono- or
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al kyl subfdabtic ringQaPsorddtéin g iR wabirsl. iroa)blrefeﬂa@d @tﬂ@ﬁdlh’@“@rar)ﬂhskéﬂ ARREPL O,
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to three, especially one or two substituents, especially selected from amino, mono- or
disubstituted amino, halogen, lower alkyl, substituted lower alkyl, lower alkenyl, lower
alkynyl, phenyl, hydroxy, etherified or esterified hydroxy, nitro, cyano, carboxy, esterified
carboxy, alkanoyl, benzoyl, carbamoyl, N-mono- or N,N-disubstituted carbamoyl, amidino,
guanidino, ureido, mercapto, sulfo, lower alkylthio, phenylthio, phenyl-lower alkylthio, lower
alkylphenylthio, lower alkylsulfinyl, phenylsulfinyl, phenyl-lower alkylsulfinyl, lower
alkylphenylsulfinyl, lower alkylsulfonyl, phenylsulfonyl, phenyl-lower alkylsulfonyl, lower
alkylphenylsulfonyl, halogen-lower alkylmercapto, halogen-lower alkylsulfonyl, such as
especially trifluoromethanesulfonyl, dihydroxybora (-B(OH).), heterocyclyl, a mono- or
bicyclic heteroaryl group and lower alkylene dioxy bound at adjacent C-atoms of the ring,
such as methylene dioxy. Aryl is more preferably phenyl, naphthyl or tetrahydronaphthyl,
which in each case is either unsubstituted or independently substituted by one or two
substituents selected from the group comprisihg halogen, especially fluorine, chlorine, or
bromine; hydroxy; hydroxy etherified by lower alkyl, e.g. by methyl, by halogen-lower alkyl,
e.g. trifluoromethyl, or by phenyl; lower alkylene dioxy bound to two adjacent C-atoms, e.g.
methylenedioxy, lower alkyl, e.g. methyl or propyl; halogen-lower alkyl, e.g. trifluoromethyl;
hydroxy-lower alkyl, e.g. hydroxymethyl or 2-hydroxy-2-propyl; lower alkoxy-lower alkyl; e.g.
methoxymethyl or 2-methoxyethyl; lower alkoxycarbonyi-lower alkyl, e.g. methoxy-
carbonylmethyl; lower alkynyl, such as 1-propynyl; esterified carboxy, especially lower
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phenyl sul fonyl. A cycloal kyl group is preferably cyclopropyl, cyclopentyl,
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substituents may be present, primarily fromthe group selected from
hal ogen, especially fluorine, am no, N-I|ower alkylamno, N Ndi-Iower
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or more espema

y up to three, substituents may be present, primarily from the group
selected from halogen, especially fluorine, amino, N-lower alkylamino, N,N-di-lower
alkylamino, N-lower alkanoylamino, hydroxy, cyano, carboxy, lower alkoxycarbonyl, and

phenyl-lower alkoxycarbonyl. Trifluoromethyl is especially preferred.

Mono- or disubstituted amino is especially amino substituted by one or two radicals selected
independently of one another from lower alkyl, such as methyl; hydroxy-lower alkyl, such as
2-hydroxyethyl; lower alkoxy lower alkyl, such as methoxy ethyl; phenyl-lower alkyl, such as
benzyl or 2-phenylethyl; lower alkanoyl, such as acetyl; benzoyl; substituted benzoyl,
wherein the phenyl radical is especially substituted by one or more, preferably one or two,
substituents selected from nitro, amino, halogen, N-lower alkylamino, N,N-di-lower
alkylamino, hydroxy, cyano, carboxy, lower alkoxycarbonyl, lower alkanoyl, and carbamoyl;
and phenyl-lower alkoxycarbonyl, wherein the phenyl radical is unsubstituted or especially
substituted by one or more, preferably one or two, substituents selected from nitro, amino,
halogen, N-lower alkylamino, N,N-di-lower alkylamino, hydroxy, cyano, carboxy, lower
alkoxycarbonyl, lower alkanoyl, and carbamoyl; and is preferably N-lower alkylamino, such
as N-methylamino, hydroxy-lower alkylamino, such as 2-hydroxyethylamino or 2-
hydroxypropyl, lower alkoxy lower alkyl, such as methoxy ethyl, phenyl-lower alkylamino,
such as benzylamino, N,N-di-lower alkylamino, N-phenyl-lower alkyl-N-lower alkylamino,
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benzoyl gthvxyeardomisipetbzihewer al koxycar bonyl am no, wherein the phenyl

radi cal in each case is unsubstituted or especially substituted by nitro or
am no, or also by hal ogen, am no, N-|ower al kylam no, N, N-di-I|ower
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car barm\él qQr am nocar bonyl am no. Disubstituted amno is al so | ower
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br om nesudt ad @dthaty, eBsdX@CisapropylbxyioF teriebut@bky phesyl-leWerkkoxy Nsich as
benzyloxy, phenyloxy, halogen-lower alkoxy, such as trifluoromethoxy, 2,2,2-trifluoroethoxy
or 1,1,2,2-tetrafluoroethoxy, or lower alkoxy which is substituted by mono- or bicyclic hetero-
aryl comprising one or two nitrogen atoms, preferably lower alkoxy which is substituted by
imidazolyl, such as 1H-imidazol-1-yl, pyrrolyl, benzimidazolyl, such as 1-benzimidazolyl,
pyridyl, especially 2-, 3- or 4-pyridyl, pyrimidinyl, especially 2-pyrimidinyl, pyrazinyl,
isoquinolinyl, especially 3-isoquinolinyl, quinolinyl, indolyl or thiazolyl.

Esterified hydréxy is especially lower alkanoyloxy, benzoyloxy, lower alkoxycarbonyloxy,
such as tert-butoxycarbonyloxy, or phenyl-lower alkoxycarbonyloxy, such as

benzyloxycarbonyloxy.

Esterified carboxy is especially lower alkoxycarbonyl, such as tert-butoxycarbonyl, iso-
propoxycarbonyl, methoxycarbonyl or ethoxycarbonyl, phenyl-lower alkoxycarbonyl, or
phenyloxycarbonyl.

Alkanoyl is primarily alkylcarbonyl, especially lower alkanoyl, e.g. acetyl.

N-Mono- or N,N-disubstituted carbamoyl is especially substituted by one or two substituents
independently selected from lower alkyl, phenyl-lower alkyl and hydroxy-lower alkyl, or lower
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| east one carpbon atomis replaced by a heteroatom selected fromth r
consi st Pﬁger@plyﬁlpg megenor bicyclic heteroaryl group is selected rnom &ﬁ-pyrroly[ pyrrolyl, € group

imidazolyl, benzimidazolyl, pyrazolyl, indazolyl, purinyl, pyridyl, pyrazinyl, pyrimidinyl,
pyridazinyl, 4H-quinolizinyl, isoquinolyl, quinolyl, phthalazinyl, naphthyridinyl, quinoxalyl,
quinazolinyl, quinnolinyl, pteridinyl, indolizinyl, 3H-indolyl, indolyl, isoindolyl, oxazolyl,
isoxazolyl, thiazolyl, isothiazolyl, triazolyl, tetrazolyl, furazanyl, benzo[d]pyrazolyl, thienyl and
furanyl. More preferably the mono- or bicyclic heteroaryl group is selected from the group
consisting of pyrrolyl, imidazolyl, such as 1H-imidazol-1-yl, benzimidazolyl, such as 1-
benzimidazolyl, indazolyl, especially 5-indazolyl, pyridyl, especially 2-, 3- or 4-pyridyl,
pyrimidinyl, especially 2-pyrimidinyl, pyrazinyl, isoquinolinyl, especially 3-isoquinolinyl,
quinolinyl, especially 4- or 8-quinolinyl, indolyl, especially 3-indolyl, thiazolyl,
benzo[d]pyrazolyl, thienyl, and furanyl. In one preferred embodiment of the invention the
pyridyl radical is substituted by hydroxy in ortho position to the nitrogen atom and hence
exists at least partially in the form of the corresponding tautomer which is pyridin-(1H)2-one.
In another preferred embodiment, the pyrimidinyl radical is substituted by hydroxy both in
position 2 and 4 and hence exists in several tautomeric forms, e.g. as pyrimidine-(1H,
3H)2,4-dione.

Heterocyclyl is especially a five, six or seven-membered heterocyclic system with one or two
heteroatoms selected from the group comprising nitrogen, oxygen, and sulfur, which may be
unsaturated or wholly or partly saturated, and is unsubstituted or substituted especially by

lower alkyl, such as methyl, phenyl-lower alkyl, such as benzyl, oxo, or heteroaryl, such as 2-



oxygen and sul fur; where the binding ring preferably has 5 to 12, nore
preferably 5 or 6 ring atons; and which may be unsubstituted or substituted
by one orwonne/13especi al ly one or two, substituents sel ecrag2dwomsdhe group
defined above as substituents for aryl, nost preferably by |ower alkyl,
such as nethyl, |ower al koxy, such as nethoxy or ethoxy, or hydroxy.
Preferably the nono- or bicyclic heter8aryl group is selected from

2H pyrrolyl, pyrrolyl, imdazolyl, benzim dazolyl, pyrazolyl, indazolyl,
purinyl, pyridyl, pyrazinyl, pyrimdinyl, pyridazinyl, 4H quinolizinyl,
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2- 0X0- 5apiyr berizodti avid, ,sahnypeam&%yﬂn;nohblmy]zqémd phthalic acid, phenylacetlc acid,
mandelic acid, cinnamic acid, methane- or ethane-sulfonic acid, 2-hydroxyethanesulfonic
acid, ethane-1,2-disulfonic acid, benzenesulfonic acid, 2-naphthalenesulfonic acid, 1,5-
haphthalene-disulfonic acid, 2-, 3- or 4-methylbenzenesulfonic acid, methylsulfuric acid,
ethylsulfuric acid, dodecylsulfuric acid, N-cyclohexylsulfamic acid, N-methyl-, N-ethyl- or N-

propyl-sulfamic acid, or other organic protonic acids, such as ascorbic acid.

In the presence of negatively charged radicals, such as carboxy or sulfo, salts may aiso be
formed with bases, e.g. metal or ammonium salts, such as alkali metal or alkaline earth
metal salts, for example sodium, potassium, magnesium or calcium salts, or ammonium
salts with ammonia or suitable organic amines, such as tertiary monoamines, for example
triethylamine or tri(2-hydroxyethyl)amine, or heterocyclic bases, for example N-ethyl-

piperidine or N,N'-dimethylpiperazine.

When a basic group and an acid group are present in the same molecule, a compound of

formula | may also form internal salts.

For isolation or purification purposes it is also possible to use pharmaceutically unacceptable

salts, for example picrates or perchlorates. For therapeutic use, only pharmaceutically



4-pi peridinyl, N Ilower alkyl-4-piperidinyl, N-Iower alkyl-piperazinyl,

nmor phol inyl, e.g. 2- or 3-norpholinyl, 2-oxo-1H azepin-3-yl,

2- t et r ahywloahewdmsh, or 2-net hyl -1, 3-di oxol an-2-yl . Sal eTarseoespsoi al | y

t he pharnmaceutically acceptable salts of conpounds of formula | . Such
salts are forned, for exanple, as acid addition salts, preferably with
organi ¢ or inorganic acids, fron1conp0@nds of formula | with a basic
nitrogen atom especially the pharmaceutically acceptable salts. Suitable
inorganic acids are, for exanple, halogen acids, such as hydrochloric acid,

sul furi ecedptsble SaltsirIrRhRMdUAGS dre éinwbyﬁajl (Wh@f@émjh@atﬂ@irdtﬁe%m off or exanpl e,
car boxyl i c, hos honi ¢, sul foni ul famc ac for exanple acetic
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glycollc acid, lactic acid, fumaric acid, succinic acid, adipic aC|d
pinmelic acid, sub?rlc acid, azelaic acid, malic acid arlc acid, citric

acid, afft WeW&Efeclossefptigaship hetwere thecheyebrory §|'rbfr%%l§lrt m and| these ifdhey,

hydr oxywhecbf%aﬁsahs imefubing TR Salta ehedl caﬁbé lueb& ¥a esraTdanted, kér exahile in
adamant anecar boxyli ¢ acjd, benzoic acid, salicylic. acid, 4-am nosalicylic

aci d, pHieRHTifigatian of idestiEication G thecnaye] epmpRuRdE) 3nY referencede HiRiee aci d,

met hanecoﬁbo@id&@@enﬁb&f&%r@ IRGEiflafted i AR 1BHE 4l tdfeing afditd thet hane- 1
, 2-di sul fonic acid, benzenesul fonic acid, 2-naphthal enesulfonic acid, 1,5-

napht hacewesrending sals. @sapPEpPriate ansl expedightret hyl benzenesul foni ¢ aci d,
met hyl sul furic acid, ethylsulfuric acid, dodecylsulfurlc aci d,

N-cyclohexylsulfanlc acid, N-net éhb N- et hyl - or pyl - sulfanlc aci d,
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Combinations of the present invention include the compound

4-(4-methylpiperazin-1-yimethyl)-N-[4-methyl-3-(4-pyridin-3-yl)pyrimidin-2-ylamino)phenyl]-
benzamide (Imatinib which is sold under the name Gleevec®) is of the formula (IlI):



When a basic group and an acid group are present in the same nolecule, a
conpound of fornmula | may also forminternal salts. For isolation or

purifi catwono@umsposes it is al so possible to use phar maeewtusedisloy13o7
unacceptabl e salts, for exanple picrates or perchlorates. For therapeutic
use, only pharnaceutlcalIyacceptable salts or free conpounds are enpl oyed
(where applicable in the formof pharmteutical preparations), and these
are therefore preferred. In view of the close relationship between the
novel compounds in free formand those in the formof their salts,
including those salts that can be used as internedi ates, for exanple in the
purification or identificagion of tihe ngv €0 -p nds, any reference to the
free conpounds herelnqiforé and her-lnaf be under st ood as
referring also to th ~~as app Neate and expedi ent .
Conpounds wi thin the sésgg of ! Ia (1) and the process for their

manuf acture are disc i W04/ 005281 publ i shed on January 15, 2004
which is hereby incorpprated into the present application by reference. A
preferred conpound i Met hyl - 3-[[4- (3-pyridinyl)-2-

pyrim dinylJam no]-Lyj-[5t(4-nethyl-1 Him dazol -

-yl)-3-(trifluoronet Mhenyl] benzam de, and pharnaceutically acceptable
salts thereof, of the Tormula (11): Conbinations of the gngsent invention

i ncl ude the conpound

4- (4- met hyl pi perazi n-1-yl met hyl) - N-[ 4- et hyl - 3- (4- pyri di n- 3-yl) pyri m di n- 2-

yl am no?rn%%@ﬂgl%ifon%@é% @amﬁ gﬂ?'%ﬂﬁghgfﬁg'tﬁé}ebfse%c@ally%g%éo atnhﬁumamea ent,

G eevec(r the prepar at i on ound 1) and
t he useatedgsetbed indxaoipid 2 oblsurapeampaten ieatigg dait-A-Gipad &Whi%lé/@ﬁ n
Exanpl e : r ent.

publ i shgébl&hgé Eg (S’ﬁ%’é‘r @gg 4 @%H’Vg'%hf %&I:Eﬁdﬁgggé?%g%?%lﬂsﬁﬂgﬁneg%%‘?g% sin
nuner ousowttties, e imyBipatent §, @1 1idd aug t@d@t@ﬂesgps@mt 26¥68Ad i n Japanese
patent 2706682. The nonomet hanesul fonic acid addition salt of Conpound
(111) and a preferred crystal formthereof are described in PCT patent

appl i caffhemonopetieaesufgnicadid additiamsaltaaf Gompored (Hignd a preferred crystal form

thereof are described in PCT patent application W099/03854 published on January 28,
1999.

Comprised are likewise the pharmaceutically acceptable salts thereof, the corresponding
racemates, diasterecisomers, enantiomers, tautomers, as well as the corresponding crystal
modifications of above disclosed compounds where present, e.g. solvates, hydrates and
polymorphs, which are disclosed therein. The compounds used as active ingredients in the
combinations of the invention can be prepared and administered as described in the cited
documents, respectively. Also within the scope of this invention is the combination of more
than two separate active ingredients as set forth above, i.e., a pharmaceutical combination
within the scope of this invention could include three active ingredients or more.

In accordance with the particular findings of the present invention, there is provided
1. A pharmaceutical combination comprising:
a) a pyrimidylaminobenzamide compound of formula (1); and

b) imatinib of formula (l11).



Conprised are |ikew se the pharnmaceutically acceptable salts thereof, the
correspondi ng racemates, di astereoi soners, enantioners, tautoners, as well
as the cowvoes@onesng crystal nodifications of above di secwamsdoocorpounds
where present, e.g. solvates, hydrates and pol ynorphs, which are disclosed
t herein. The conpounds used as active |ngred|ents in the conbinations of
the invention can be prepared and adniiilstered as described in the cited
docunents, respectively. Also within the scope of this invention is the
conbination of nore than two separate active ingredients as set forth

above, i.e., 23 pha&inBE Rtiticabhg 6PpRRVERINgProMblahvd dibSdseSiA @RRibRict infHetd
i nvention could i nclude three active ingredients or nore. |n accordance

with the par therapfapomphisingeRadminisiatipn E‘é%“ﬂ@ spbig&ng: 90ﬁ°”‘§95@F9é’tV§r Br ovi ded 1.

A phar naceut Isaauerﬁ-,errbﬂ aﬂﬁ«.brewauﬁ@unpreﬁgbtm an@&un@opé{b}lrmud?llbﬁmdbﬁh%}ﬁla@ de
compound of formula (1); and b) imatinib for nmu A met hod for

treating or ﬁP@‘P@H‘T‘q’ B OB‘F‘HPK‘? 8pgimatinikypiiaegdailly), zf%ué? G@Ploﬁ?ﬁ. AYE- t her eof ,
conprising co-admnistration to said subject, e.g., concomtantly or in

sequence, of @ahﬁ@s&ﬂ@kﬁhf&réﬂldeym@éd‘s%ﬁdcﬂﬂle&-‘ﬁ@Ltﬂﬂhoﬁéf ndst especially preferred is
pyri m dyl am nghenzam de conmpound of formula (1) and imatinib of formula

(rer), e.g. STdi scl osed above. Exanpl es of proliferative di seases include
e.g. tum)rs nost especially preferred is G ST. 3. A pharnaceuti cal

combi nati on a&s ﬁeénaamdcéumdarcoiﬁbnad@@ms defifled fifder Uy Bbdve, 8. gTELNGEE A% def i ned
under 2) above. ceutical conbination as defined under 1) above

for use in tﬁ’éetB‘Pqeﬁ%F'%'frleSd‘ Pra) 3RYPcament for use in a nethod as defined
under 2) above. 5. A pharnmaceutical conbination conprising: a) preferably,
a conpound of4. f @rgRdrdaédutical coRtbirBtioh 2B idefihdd Gider a) Bbdv@ foldds in the

preparation of a medicament for use in a method as defined under 2) above.
5. A pharmaceutical combination comprising:

a) preferably, a compound of formula (I1); and

b) imatinib of formula (1l).

6. A method for treating or preventing proliferative disease in a subject in need
thereof, comprising co-administration to said subject, e.g., concomitantly or in
sequence, of a therapeutically effective amount of a compound of formula (1) and
imatinib of formula (lll), e.g., as disclosed above.

7. A pharmaceutical combination as defined under 5) above, e.g. forusein a
method as defined under 6) above.

8. A pharmaceutical combination as defined under 5) above for use in the
preparation of a medicament for use in a method as defined under 7) above.

Utility of the combination of the invention in a method as hereinabove specified, may
be demonstrated in animal test methods as well as in clinic, for example in accordance with

the methods hereinafter described.
A. Combined Treatment

Suitable clinical studies are, for example, open label, dose escalation studies in patients with
proliferative diseases, especially GIST. Such studies prove in particular the synergism of the



6. A nethod for treating or preventing proliferative disease in a subject

I n need thereof, conprising co-admnistration to said subject, e.g.,
concomi t anDl2goenr3293n sequence, of a therapeutically effeetiws2@soorsy7 of a
conmpound of forrmula (I) and imatinib of formula (111), e.g., as disclosed
above. 7 . A pharmaceutical conbination as defined under 5) above, e.g. for
use in a nethod as defined under 6) abt®e. 8. A pharmaceutical conbination
as defined under 5) above for use in the preparation of a nedi canent for
use in a nethod as defined under 7) above. Utility of the conbination of
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intermttent. The efficacy of the treatnment can be determ ned in such
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every 6 we I'stration ar naceuti ca I nat i of the
i nventi banefe:metfsctmg aaynergistictherapeutic effect e.g. with regard to alleviating, delaying

progression of or inhibiting the symptoms, but also in further surprising beneficial effects,
e.g. fewer side-effects, an improved quality of life or a decreased morbidity, compared with a
monotherapy applying only one of the pharmaceutically active ingredients used in the

combination of the invention.

A further benefit is that lower doses of the active ingredients of the combination of the
invention can be used, for example, that the dosages need not only often be smaller but are
also applied less frequently, which may diminish the incidence or severity of side-effects.
This is in accordance with the desires and requirements of the patients to be treated.

The terms “co-administration” or “combined administration” or the like as utilized herein are
meant to encompass administration of the selected therapeutic agents to a single patient,
and are intended to include treatment regimens in which the agents are not necessarily
administered by the same route of administration or at the same time.

It is one objective of this invention to provide a pharmaceutical composition comprising a
quantity of a combination of the invention, which is jointly therapeutically effective at
targeting or preventing proliferative diseases, especially GIST. In this composition, agent (a)
and agent (b) may be administered together, one after the other or separately in one
combined unit dosage form or in two separate unit dosage forms. The unit dosage form may

also be a fixed combination.



beneficial effect, e.g. a synergistic therapeutic effect, e.g. with regard
to alleviating, delaylng progression of or inhibiting the synptomns, but

al so i n fwoth@ri3sesopri si ng beneficial effects, e.g. fewecraisd@cebflerts, an
i nproved quality of life or a decreased nDrbldlty, conpared with a

nonot herapy applying only one of the pharmaceutically active ingredients
used in the conbination of the inventrdd- A further benefit is that |ower
doses of the active ingredients of the conbination of the invention can be
used, for exanple, that the dosages need not only often be snmaller but are
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adm nistration of the selected therapeutic agents to a single patient, and
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proliferative di seases, especi al I'n this conposition, agent (a) and
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I n one cag)gpéa@ unit dosage formor in two separate unit dosage forns. The
unit dos ormmay al so be a fixed conbination. The pharnaceuti cal
conpositions for separate adm nistration of agent (a) and agent (b or for
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conpri sing t her apeut 1 cal P/ efféctive anmpunt of at |east one

phar mac Gluepeitares, asemppeles. f not indicated otherwise, these are prepared in a manner
known per se, for example by means of conventional mixing, granulating, sugar-coating,
dissolving or lyophilizing processes. It will be appreciated that the unit content of a
combination partner contained in an individual dose of each dosage form need not in itself
constitute an effective amount since the necessary effective amount can be reached by

administration of a plurality of dosage units.

In particular, a therapeutically effective amount of each of the combination partner of the
combination of the invention may be administered simultaneously or sequentially and in any
order, and the components may be administered separately or as a fixed combination. For
example, the method of preventing or treating proliferative diseases according to the
invention may comprise (i) administration of the first agent (a) in free or pharmaceutically
acceptable salt form and (ii) administration of an agent (b) in free or pharmaceutically
acceptable salt form, simultaneously or sequentially in any order, in jointly therapeutically
effective amounts, preferably in synergistically effective amounts, e.g. in daily or
intermittently dosages corresponding to the amounts described herein. The individual
combination partners of the combination of the invention may be administered separately at
different times during the course of therapy or concurrently in divided or single combination
forms. Furthermore, the term administering also encompasses the use of a pro-drug of a
combination partner that convert in vivo to the combination partner as such. The instant



conbi nati on partner alone, e.g. as indicated above, or in conbination with
one or nore pharmaceutically acceptable carriers or diluents, especially
sui t abl e wonoentsgszal or parenteral application. Suitabl ecphmseeveoeisni cal
conpositions contain, for exanple, fromabout 0.1 %to about 99.9%
preferably fromabout 1 %to about 60 % of the active ingredient(s).

Phar maceuti cal preparations for the coWbination therapy for enteral or
parenteral admnistration are, for exanple, those in unit dosage forns,
such as sugar-coated tablets, tablets, capsules or suppositories, or
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at different tinmes during the course of therapy or concurrently in divided

or si ngbﬁilyp&’c@&b@@wr%@ent (@) or (b) or will, of course, vary depending on a variety of factors,
for example the compound chosen, the particular condition to be treated and the desired

effect.

Preferably the compound of formula (1), agent (a) is administered orally, preferably at a daily
dosége of 1-300 mg/kg body weight or, for most larger primates, a daily dosage of 50-5000,
preferably 500-3000 mg. A preferred oral daily dosage is 1-75 mg/kg body weight or, for
most larger primates, a daily dosage of 10-2000 mg, administered as a single dose or
divided into multiple doses, such as twice daily dosing.

Agent (b) may be administered to a human in a daily dosage range of 0.5 to 1000 mg.
Suitable unit dosage forms for oral administration comprise from ca. 0.1 to 500 mg active
ingredient, together with one or more pharmaceutically acceptable diluents or carriers

therefore.

In general, however, satisfactory results are achieved on administration of agent (b) at daily
dosage rates of the order of ca. 0.03 to 5 mg/kg per day, particularly 0.1 to 5 mg/kg per day,
e.g. 0.1 to 2.5 mg/kg per day, as a single dose or in divided doses. Agent (a) and agent (b)
may be administered by any conventional route, in particular enterally, e.g. orally, e.g. in the
form of tablets, capsules, drink solutions or parenterally, e.g. in the form of injectable
solutions or suspensions, together with one or more pharmaceutically acceptable diluents or

carriers therefore.



forms. Furthernore, the termadm nistering al so enconpasses the use of a
pro-drug of a conbination partner that convert in vivo to the conbination
partner asoue329Bne i nstantinvention is therefore to becwndessoonds as
enbracing all such regi nens of simultaneous or alternating treatnent and
the term"adm nistering” is to be interpreted accordingly. The effective
dosage of each of the conbination parth®&rs enployed in the conbination of
the invention may vary depending on the particul ar conpound or
pharmaceuti cal conposition enployed, the node of admi nistration, the
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primtes, a daily dosage of 10-2000 ng, adm nistered as a single dose or

di vi ded g nt gy, daaktd B 5 fOs€§, such as twice daily dosing. Agent (b) may be
administered to a hunan in a daily dosage range of 0.5 to 1000 ny. Suitable
unit dosage forns for oral adm nistration conprise fromca. 0.1 to 500
active ilmgrer ereliferafiyrdineasaninchidsh 8ubls nebrestristas tedemars, BEeTaFisatasiqncals) e

di | uent $cRfodehiis 8hd fibrosis.

The term haematological malignancy, refers in particular to leukemias, especially those
expressing Ber-Abl, c-Kit or FIt-3, and includes, but is not limited to, chronic myelogenous
leukemia and acute lymphocyte leukemia (ALL), especially the Philadelphia chromosome
positive acute lymphocyte leukemia (Ph+ALL) as well as STI57I-resistant leukemia.

The term “a solid tumor disease” especially means ovarian cancer, breast cancer, cancer of
the colon and generally the gastrointestinal tract, cervix cancer, lung cancer, e.g. small-cell

lung cancer and non-small-cell lung cancer, head and neck cancer, bladder cancer, cancer

of the prostate or Kaposi’'s sarcoma.

The combinations according to the invention, that inhibit the protein kinase activities
mentioned, especially tyrosine protein kinases mentioned above and below, can therefore be
used in the treatment of protein kinase dependent diseases. Protein kinase dependent
diseases are especially proliferative diseases, preferably benign or especially malignant
tumours (for example carcinoma of the kidneys, liver, adrenal glands, bladder, breast,
stomach, ovaries, colon, rectum, prostate, pancreas, lungs, vagina or thyroid, sarcoma,
glioblastomas and numerous tumours of the neck and head, as well as leukemias). They are
able to bring about the regression of tumours and to prevent the formation of tumour meta-
stases and the growth of (also micro)metastases. In addition they can be used in epidermal

hyperproliferation (e.g. psoriasis), in prostate hyperplasia, and in the treatment of neo-



therefore. In general, however, satisfactory results are achi eved on

adm ni stration of agent (b) at daily dosage rates of the order of ca. 0.03
to 5 ng/ kgopess/d29sp particularly 0.1 to 5 ng/ kg per daypcensd2008/03i130D 2.5
ng/ kg per day, as a single dose or in divided doses. Agent (a) and agent
(b) may be adm ni stered by any conventional route, in particular enterally,
e.g. orally, e.g. in the formof tablefl®€: capsules, drink solutions or
parenterally, e.g. in the formof injectable solutions or suspensions,
together with one or nore pharnaceutically acceptable diluents or carriers
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used, % ﬁg?a:) that the dosages need not only often be snaller but are
al so applie ess frequently, or can be used in order to dimnish the

i nci dence of side-effects. This is in accordance with the desires and
requi r erf@ ghronisimyeieoeeys iaskemia M9, 8 redreeallypalanced skregosgmakiransiagation The
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mal | gnartbs ongageaicBar-Abhlisionduietain. V‘Bwelr@a%% aecodegﬁétg.hﬁy reguiatRssRrosin bEesi ng
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nmyel ogenous eukem a acute | ynphocyte em a LL), especially the
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as ST SELmie5668 AbrobiBAKE Bhénotype exhibiting deregulated clonal proliferation, reduced ca-

pacity to adhere to the bone marrow stroma and a reduces apoptotic response to mutagenic
stimuli, which enable it to accumulate progressively more malignant transformations. The re-
sulting granulocytes fail to develop into mature lymphocytes and are released into the circu-
lation, leading to a deficiency in the mature cells and increased susceptibility to infection.
ATP-competitive inhibitors of Ber-Abl have been described which prevent the kinase from ac-
tivating mitogenic and anti-apoptotic pathways (e.g. P-3 kinase and STAT5), leading to the
death of the BCR-ABL phenotype cells and thereby providing an effective therapy against
CML. The combinations of the present invention are thus especially appropriate for the
therapy of diseases related to its overexpression, especially leukemias, such as leukemias,
e.g. CML or ALL.

The combinations of the present invention primarily inhibit the growth of blood vessels and
are thus, for example, effective against a number of diseases associated with deregulated
angiogenesis, especially diseases caused by ocular neovascularisation, especially
retinopathies, such as diabetic retinopathy or age-related macula degeneration, psoriasis,
haemangioblastoma, such as haemangioma, mesangial cell proliferative disorders, such as
chronic or acute renal diseases, e.g. diabetic nephropathy, malignant nephrosclerosis,
thrombotic microangiopathy syndromes or transplant rejection, or especially inflammatory
renal disease, such as glomerulonephritis, especially mesangioproliferative
glomerulonephritis, haemolytic-uraemic syndrome, diabetic nephropathy, hypertensive
nephrosclerosis, atheroma, arterial restenosis, autoimmune diseases, diabetes,



The term"a solid tunor disease" especially nmeans ovarian cancer, breast
cancer, cancer of the colon and generally the gastrointestinal tract,
cervi x cawoenge/13pe3g cancer, e.g. snall-cell |ung cancer ramascavasrsat | - cel |
| ung cancer, head and neck cancer, bl adder cancer, cancer of the prostate
or Kaposi's sarcoma. The conbi nati ons according to the invention, that

I nhibit the protein kinase activities-féntioned, especially tyrosine
protei n ki nases nentioned above and bel ow, can therefore be used in the
treatment of protein kinase dependent di seases. Protein kinase dependent
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used in epidermal hyperproliferation (e.g. psoriasis), in prostate

hyper pl a@i%?meé?ﬁiaﬁi; the treatment of neopl asias, especially of epithelial
character, for exanple manmary carcinoma. It is also possible to use the
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tyro sine kinase, which plays a fundamental role in re%ul ating cell

prol i f eriaeEya. Mifinle Eyyelomsg g incurable by the use of conventional and high do%e
chemotherapies. The invention relates to a method of treating myeloma, especially myeloma

which is resistant to conventional chemotherapy.
Example

Activating mutations in platelet-derived growth factor receptor alpha (PDGFRA) have been
reported in a subset of gastrointestinal stromal tumor (GIST) patients who do not express
mutant stem cell factor receptor, c-KIT. The responsiveness of mutant PDGFRA-positive
GIST to imatinib depends on the location of the PDGFRA mutation: for example the V561D
juxtamembrane domain mutation, is more sensitive to imatinib than the D842V kinase
domain mutation. In this example, the effects of Compound (lI) and imatinib [Compound
(1IN] on two GIST-related PDGFRA mutants, V561D and D842V, which possess differential
sensitivity to imatinib, are investigated.

Cell lines and cell culture: Constructs of D842V-, V561D~ and wild-type (wt)-PDGFRA cDNA
cloned into pcDNA3.1 (obtained from M.C. Heinrich, Oregon Health & Science University
Cancer Institute, Portland, OR) are stably transfected into Ba/F3 cells by electroporation,
and cells are selected for neomycin resistance and IL3-independent growth. All cells are
cultured in the presence of 5% CO, at 37°C, at a concentration of 5X10° cells/mL, in cellgro
RPMI 1640 medium (Mediatech, Inc. Herndon, VA), supplemented with 10% fetal calf serum
(FCS; Harlan Bioproducts, Indianapolis, IN), 1% glutamine, and penicillin/streptomycin.



apoptosis, the BCR-ABL fusion gene encodes as constitutively activated

ki nase, which trans forns HSCs to produce a phenotype exhibiting

der egul atwo 20de0m32930pr ol i ferati on, reduced ca pacity to admarseodso2t3be bone
marrow stroma and a reduces apoptotic response to nutagenic stinmuli, which
enable it to accunmul ate progressively nore malignant transformations. The
re sulting granulocytes fail to devel ep8Fnto mature |ynphocytes and are

rel eased into the circu lation, leading to a deficiency in the mature cells
and increased susceptibility to infection. ATP-conpetitive inhibitors of
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retrovirus encoding firefly luciferase (MSCV-Luc), and selected with puromycin at a
concentration of 0.5ug/mL to generate the D842V-PDGFRA-Ba/F3-luciferase (luc+) cell line.
Cells free of Mycoplasma and viral contamination are resuspended in Hank’s Balanced Salt
Solution (HBSS; Mediatech, Inc., VA) prior to i.v. administration to mice. Solutions of
Compound Il are prepared by dissolving 200 mg in 1.0mL of NMP to give a clear solution,
and are diluted daily prior to administration with 9.0 mL PEG300. Placebo mice received

" vehicles for Compound Il are administered 30-45 minutes apart.

Male NCR-nude mice (5-6 weeks of age; Taconic, NY) are administered a total of 600,000
D842V-PDGFRA-Ba/F3-luc+ cells by tail vein injection. Mice are imaged and total body
luminescence quantified as previously described (Armstrong et al., Cancer Cell 2003; 3:173-
183). Baseline imaging one day after tumor cell inoculation is used to establish treatment
cohorts with matched tumor burden. Cohorts of mice are treated with oral administration of
vehicle, 150mg/kg/day Compound !l (formulated as above; 6 days total treatment). Repeat

imaging is performed at various intervals.
Combination effects of Compound Il and imatinib: D842V-PDGFRA-Ba/F3:

Combinations of Compound Il and imatinib are tested against D842V-PDGFRA-Ba/F3 cells.
Overall, positive combination effects are observed between Compound i plus imatinib.
Calcusyn analysis of the combined effects of Compound Il plus imatinib suggests synergistic



Kaposi's sarcoma. Conbi nations of the present invention inhibit the growh
of tunoburs and are especially suited to preventing the netastatic spread of
t unors amwotbes/gessat h of m cronetastases. The inventi onprcehmb@s/otzoa net hod
of treating nyelom, especially nyeloma which is resistant to conventi onal
chenot herapy. The term "nyel oma"” as used herein relates to a tunor conposed
of cells of the type normally found in1he bone marrow. The term "nultiple
nyel oma" as used herein neans a di ssenm nated malignant neopl asm of plasm
cells which is characterized by nultiple bone marrow tunor foci and
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associated with w despread osteolytic |lesions resulting in bone pain,
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chenmot hesapiifstion B clsdf T¥mund @l dframatifibaveefiiod of treating nyel oma,
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domain nmutation, is nore sensitive to i mgpjeni b than the D842V ki nase domain
mutation. In this exanple, the effects of Conpound (11) and imatinib
[ Conpound (111)] on t®embhSor PURES S aRDGRRAFHH BoécresHoRdTanEs D842V, whi ch

possess differential sensitivity to imatinib, are investigated. Cell |ines

and cel | TLRONSTTUCT Epos DBZ423p50 VOB IEDZED W I dEDERE (W ) - PDGFRA
CDNA cl oned ifkgmmsi)A3. 1 (obtained fromMC. Heinrjlich, Oregon Health &
Sci ence Uni vér sity
D842V-Ba/F3 0.48812 | 0.73221 1.09836 1.64762
(Compound Il +
imatinib)
V561D-Ba/F3 0.80100 | 1.00712 | 1.81556 5.23012

(Compound Il +
imatinib)




Cancer Institute, Portland, OR) are stably transfected into Ba/F3 cells by
el ectroporation, and cells are selected for neonycin resistance and

| L3-i ndepwodess13gesowt h. All cells are cultured in the presase@end13p% CO2 at
370C, at a concentration of 5X1 05 cells/nL, in cellgro RPM 1640 nedi um
(Medi atech, Inc. Herndon, VA), suppl errent ed with 10%fetal calf serum (FCS;
Har| an Bi oproducts, Indianapolis, IN7 24 o gl utam ne, and
penicillin/streptonycin.Parental Ba/F3 cells or w-PDG-RA-Ba/ F3 cells are
cultured with 15% WEHI - condi ti oned medi um as a source of IL-3. Al
transfected cells are cultured in nmedia supplenmented with 1ng/nL (418.

Ant i bodiwsmml\m mrunobl otting: Anti p-Tyr (clone 4GlLO, Upstate

Bi ot echnol ogy, is used at 1:1000 for immunoblotting. PDG-RA anti body
(G20, Sant uz B| hn CA used at 1:200 for inmmunoblotting.
Protein I'ys?‘s‘%(@ﬁﬁ? l[Cfao "ﬁ%’baq%‘l’mﬁ%ﬂ?@gtl ng are carried out as previously
descri bed. Wisberg et al., Cancer Cell 2002; 1: 433-443. Proliferation

st udi es: Thea) apypaidytamirclerchmiiccromgposag ohﬁxmbkae(l), pmeevi ously descri bed

(Wei sberg et al., Cancer Cell 2002;1 : 433-443) and is used for all cell
proliferatiqn: | nd Il and imatinib are added sinultaneously at
fixed rati ogy{@étgﬁ ﬁféfgr@%@@}’ or V561D PDGFRA-Ba/ F3 cells. Dose-response
curves are generated and conbi nation indices are cal cul ated as described in
Wi sber @. et AanethoGderdeaatiag lor pgestjny: a pradfetative diseaes i & sulkiée i pertl tharepfvo

i magi ng: RIX = - I r I £ VLF US encodi ng
Firefl'y oL Sogopeaor « SaisyBil, bl BIRAFRnt bl ndehEui L 4

concent rtberapeutiofllyoeftactiveramopuntyd marysmidyianein gt zemikipGrRRIvaBad P8 fdrogla @rarse

(luc+) q@%@“lg hpﬁgmn@ggh@af ree of Mycoplasma and viral contanination are

resuspende | anced Salt Sol ution (HBSS, Mediatech, Inc., VA
prior to i.v. admnistration to mce. Solutions of Conpound II are prepared
by di ssd vi dgetzomaneptical conthination aurerding tgiclaémd fer eseringonethiod eccardingde e

di | uted ly prior to admnistration with 9.0 ml _ PEG00. Placebo nice
receive eh| cles for Compound Il are administered 30-45 minutes apart.

4. A pharmaceutical combination according to claim 1 for use in the preparation of a

medicament for use in a method according to claim 2.

5. A pharmaceutical combination according to claim 1 wherein agent a) is selected from
4-Methyl-3-[[4-(3-pyridinyl)-2-pyrimidinyllamino}-N-{5-(4-methyl-1H-imidazol-1-yl)-3-
(trifluoromethyl)phenyl] benzamide, and pharmaceutically acceptable salts thereof, of the
formula:

6. A method for treating gastrointestinal stromal tumours comprising administering a
combination of a pyrimidylaminobenzamide compound of formula (1) and imatinib.



Mal e NCR-nude m ce (5-6 weeks of age; Taconic, NY) are adm nistered a total
of 600, 000 D842V- PDGFRA- Ba/ F3-1uc+ cells by tail vein injection. Mce are

i mmged amwlot20deai32430dy | umi nescence quantified as previ oesirysd@sorizded
(Arnstrong et al., Cancer Cell 2003; 3:173- 183). Baseline inaging one day
after tunor cell inoculation is used to establish treatnment cohorts with
mat ched tunmor burden. Cohorts of mice-dfle treated with oral administration
of vehicle, 150ng/ kg/day Conpound Il (fornul ated as above; 6 days total
treatment). Repeat imaging is performed at various interval s ~Conbi nation
effects _of Conpound Il and imatinib: D842V- PDG-RA- Ba/ F3: atlons of
Conpound- | | Adﬁﬁthf’?rﬁ‘?" tFﬁ%H”@lﬂéStf‘?égtﬁétﬂ’aéaté‘?'ﬂ@tt”’Dgﬁrf\ﬁw 'ﬁ§ %@Plas

O/e{ al | bcombmatubrvef wsmynat[[@@ m{rEWDQ rr%mm.%xhwfprm? mwf (Memath@bmmdzc})ll pl us
i matini S SIS e ,Co e C (0]
|t § i -4 4EUEBREEbE R Ben Bt L Rt Do BRR IR teredt °

doses ( EHwRtormlias), mnth ant agoni sm at EDOO (Table I). Conbination effects
of Conpound Il with imatinib: V561D. The effects of conbinations of
Conpound Il with imatinib are eval uated agai nst V561DPDGFRA- Ba/ F3.
General |y, both combinations |ed}fd\varying degrees of antagoni sm across a
range of doses in the V561D PDGFRA-Ba/ F3 cell line (Table I). Table |

Combi nation Indices Cal cul ated Frogm Dose-response CurvesWE CLAIM 1. A

[ [ [ [ g: a) a pyrimdyl am nobenzam de

inib of formula (Il11). 2. A method for
P 'l Vg~ di sease in a subject in need
ratiohneto said subject, e.g. concomtantly

treating or prey nNrng
t hereof, conpri ncho- &

or in sequence, 0
pyri m dyl am nobe nlde conpound of forrmula (I) and

N|/

and imatinib for the formula:

N

~N

and pharmaceutically acceptable salts thereof.

8.  Use of a pharmaceutical combination comprising a) a pyrimidylaminobenzamide
compound of formula (1), and b) imatinib of formula (II) for the preparation of a medicament

for the treatment of proliferative diseases.

9. Use of a combination of 4-Methyl-3-[[4-(3-pyridinyl)-2-pyrimidinylJamino]-N-[5-(4-methyl-
1H-imidazol-1-yl)-3-(trifluoromethyl)phenyl] benzamide, and pharmaceutically acceptable
salts thereof, of the formula:



imatinib of formula (111). 3. A pharnmaceutical conbination according to
claim1 for use in a nethod according to claim?2. 4. A pharmaceuti cal

conbi nat iwo 28@z@eaong to claim1 for use in the preparatrceonsedosd2rsedi cament
for use in a nethod according to claim2. 5. A pharnaceutical conbination
according to claim1 wherein agent a) is selected from

4- Met hyl -3-[[4-(3-pyridinyl)-2-pyrimdRayl ] am no] -
L/-[5-(4-nmethyl-1Him dazol -1-yl)-3- (trifluoronethyl)phenyl] benzam de,
and pharmaceutically acceptable salts thereof, of the forrmula: 6. A nethod
for treating gastrointestinal stro tunmours conprising adm ni stering a
conbi nation of a pyrimdyl am nob am de conpound of forrmula (1) and
imatinib.7. A method for treatina\ strointestinal stromal tunours

conpri sing adm nistering a conbi ndtion of

4-Met hyl -3-[[4-(3-pyridinyl)-2-pyign di nylJam no]- L/-[5-(4-nmethyl-1

H i m dazol - 1-y|)-3-($rifluo'one ) phenyl] benzam de, and

pharmaceutically d%g,e abhe & < e ebf, of the formula: and imatinib for
the formul a: ang| phar icalyaptable salts thereof. 8. Use of a
phar maceut i cal Nnati conprising a) a pyrimdyl am nobenzam de conpound

of formula (1), and b) imatinib of formula (I11) for the preparation of a
medi cament for thiereatnent of proliferative diseases. 9. Use of a

conbi nation of 4-Mihyl-3-[[4-(3-pyridinyl)-2-pyrimdinyl]am no]-

L/ -[5-(4-net hyl - i mdazol -1-yl)-3-(trifluoronethyl)phenyl] benzam de,
and pharnmaceutically acceptable salts thereof, of the fornula:and inmatinib
f or t he ahdimatirdd formick fohaulsaceut i cal |y acceptable salts thereof, for the
preparation of a medicament for the treatnent of gastrointestinal stromal

t unours.
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and pharmaceutically acceptable salts thereof, for the preparation of a medicament for the
treatment of gastrointestinal stromal tumours.



