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Como as de conocimiento de eso Despacho, el exkado do la solicitud de patento 
indicada an Is referenda Se publicO an la Gacota do Propiedad Industrial NO 60$ 
do lecha 30 do Septiernbro de 2009. 

Pare dar cumplimiento al articulo 44 de Is Decision 486 do la Coniision do Is 
Comunidad Mdirla, pido Se examine Si Is irlvenciOn as patentable. 

Adjunto el recibo No por concepto de Is tasa rospectiva. 
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Como resLiCtado del Examen de Fondo, reaizado con fundamento en Cl arilculo 45 
de Is DeciziOn 486 de Is ComisiOn dole Cornunidad Andina, so coniunica: 

Documontos estudiados: 

OescripciOn: Folios 14 a 75 conic as radicó nicialmente. 

Reivindicaciones: Folios 199 a 208 corylo se radicaron en 25-09-2007. 

Ł Prioridad: 908/CFIE/2004 09.09 2004 IN 

Objeto de la lnvención 

Titulo de la invencion; Derivados riovedosos de fenifaniinopirimidina comb 
inhibidores de BCR-ABL oLnasa y procedirnientos pars an preparacian 

Pwblep,a TØcnico Planteado: Necesidad de proveer novedosas fenil amino pirido 
pirimidinas pare el tratamiento de leucemis rnieloide crOnlca. 

solucion: Proveer los compuestos de acuerdo ala formula I" 

PC: A61 K 031/551. A61 P 035/000. C07D 487/004 

Determinación del Estado de. Is TØcnica 



Item ocumento Irtouto Pubficacien . 
Fechir de 1 

DI W02004020038 use the and the 
2f–200t_i reof 

Anâhsis  tie Patentabilidad (Act 14. D486) 

Novedad (Art 16 0486) 

La reivindioaciOn 1 dice: !!Una fen it amino pirido pirirriidina de formula r dondeX as 
CM 0 N, n = I a 2, R as H o CH3 y V esta ausento, B, SO! ó 802; a SU Sal 
farniaoeuticamente aceptable:, ver folio 199. 

Dl reveja derivados do pftimdinamida, procesos pare su preparacian (portada, p.1 

Ł 
f.214-216), do acuerdo a to formula an dande RI y R2 as hidrôgeno,  R3 
fluoroa!quilo y R4 iidrageno y alquipa (p 3, f.215). Dl ensena quo los cornpuestos 
Bar’ inhibidoros do proteinas cnasas (p.1) y qua la proteina BCR-ABL cortione 
tirosina cinasa score la parts ABLy qua el 95 % de Ins pacientes con leucemis 
rnieloide crOnioa expresan la protelrla BCR-AEL, y que os compuestos derivados 
do latormula ffiues%ran excelenla inhbician me Ia aclividad cinasa, especialniente 
aquellas relacionadas con BCR-ABL po.r In cual dice qua pueden ser enipleadas an 
el tratarniento de enferniedades rØladionadas c.or,. Ia activdad do este tipo to 
oinasas(p.1, 23). Como los caso de Peucemia (p.1, 2), Mas especificarriente revela 
qua of grupo 83 puede sr trifluorometilo Ł(p4, 14) y R4 rnetilo (p.4), y qua el 
compuesto puede ostar presqnte cmc Łsl (p.4). 

aracterlstIcs_esencialos de la Solfcitud w02004029038  

Łal 

6 0) 

°  

Como so muestra an la table anterior, Ia anterioridadol ensenaba - antes do Ia 
fecha do prioridad de to prosente so!icItuct,-’.esUctLJras que moon parts del 
alosnce do la reivindicacion 1 (.i$9) .1apada. De manera quo no Se puede 
reconocer novedad some a n,atØrjà aca reclamada. 



Conclusion . .. 

Los requisitos de PatentabiiJdaddei!aprqrfl$Qli.citud so encuentran afectados 
aSi: . 

Documento ReIvlrdicaciones atectadas Requlsito quo 
afecta 

L 04 \N0200402903S 1-32 

En curnplirniento del articuJo 45 de Is Decision 486 do Is ComisiOri S Ia Comunidad 
Andina, sole indica quo debe dar respuesta dentro del terrnino de 60 dlas contados 
a partir de IS fecha de notificacion do IS presents comunicaciOn. En 0880 de no dar 
respuesta at presents requerirniento, 0 si a pesar do Is respuesta subsistierari IDS 
impedirnentos pars Is concesion, Se denegara Is patente. 

Notifiquese ci presente oficio conforme a to dispuesto on ci numeral 5.2, literal e), 
del cpitulo quinto del titulo phmero de Is Circular CJnica N 10 do 2001. 

.. Ł*.. 

ALIX CARMENZA ØESPEDES:DE.VERCEL.: 
Directors de Nuos Creaciones (C) 

El anterior tiquerimiento rue notificado par fijacion an lista do fecha 

22 MD 

__ ................I 
CCMCPTC TEGNICO EXAMIMADOR TECN(CO 

NUMERO: 2813 .. . . C6dio:202092J 
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CANT. HENTASTICO CINCEPTO 
----

TOTAL CONCEPTS 

I ffIRIS ZEIC1O E BERMANI 97 OTROS SERVCIS 4&NISTRIIO3 6i00.0 
TOTAL 1 4 6.000.00 

SON: SEES MIL PESOS 

. REHPONSLE 

ECIiO DE CATh APLICADO AL EAPEBIENTE Go,_ 

STA CERIIEICACION BE ECCEBENTE DE PAGO SOLO PUIRA HER UULIIABA 
GOOD ROME DE 1A CN ELACIOM IF UMI TARIFA VIBENJE V MI PODRSER 

IIHJITLIIDA FOR MIN[IM RETIRE. 



Industria y Comerelo 
SUPERINTENDENCIA 

DIVISION DE NUEVAS CREACIONES 

RADICACION EXPEDIENTE No. 07-32013 

EL EXTRACTO OF LA PRESENTEE SOLICITUD DE PATENTE DE INVENCION 

Or FUE PUBLICAOO EN LA GACETA DE PRUPIEDAD INDUSTRIAL No 608 DE 

FECHA 30 DE SEPTIEMBRE DE 2009 EL TERMINO HABIL SE!ALADO POR 

LA LEY EXPIRA FL SQ DE DICIEMBRE DE 2009 

NQT& Dento del plazo de los seis (6)nieses siguientes a parUr de Is feoha de pJb4iaciOn 
an Is gaceta de Propiedad Industrial, deberA solicitor y cancelar el examen de 
patentabilidad so pena de qua Is solioitud cogs an abandono, its acuerdo con 10 
establecido an el Articuio 44 de Is DecisiOn 48’2OOO. 

SE PRESENTARON OPOSICIONES POR PARVE DE TERCEROS. 

SI ______ NO X 
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Ł WO 20041029038 Al 
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wherein 

At represents hydrogen and P2 represents NR5R5, or A1 represents UR5A5 and A2 

represents hydrogen; 

P3 rep resalts lc,er ethyl, fiuoioJkyi, hydroxyeyl or carbainoyl; 

A4 represents hydrogen, lower alkyl or halogen; and 

A5 and TO represent independently of each other, hydrogen, lower alkyl, hydroxy-lower Alkyl, 

lower aikoxy-lower sky, lowar acyloxy-lower alkyl, carbØxy-lower arkyl, lower 

alkor/carDonyl-lower alkyl, amino-lower alkyl, iówr alkylanilno-lower alkyl, dglower 

alkyl)amlno-lower alkyl, N-loweràI!IpOrIdlny N-fdwGr allmipyrolidill or lower acyl, or 

R5R6 together represent alkyleris with four, five or six carbon atoms, oxa-ower alkylene with 

one or/gen and three orlour carbon atoms, or aze-lower alkylene with one nitrogen and 

three ortour carbon atoms wherein the nitrogen atom Is unsubstituted or substituted by lower 

40 all, hydrOW-ioer alkyl or lower nikor/-lower alkyl, and wherein fewer aikylene in each 

case may be partially or totally unsaturated and/or the carbon atoms of lower alkylene may 

be substituted by lower alkyl, hydroxy or lower alkoxy; 

and a N-oxide or a pharmaceutically acceptable salt of such a compound 

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

this disclosure the follotng meanings, unless otherwise indicated: 

The prefix lower notes a radical Iiavhig up se S,d hdudlng a rraximVtll of 7. eapeclalIy 

up to and including a maximum of 4 carbon atoms, hsiÆdlcàls in question being either linear 

or branched with single or multiple branching. 
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Novel Pyrmildlneamlde Derivatives and the use Ther.ot 

The Invention relates to nov1 substituted N-(3-benzoy7ThlnophenyO-4pyiidyI-2-
pyrmidirarnlne derivatives, processes for the preparation thereof, pharmaceutical 
compositions containing same, the use thereof optionally in combination with one or more 
other pharmaceutically active compounds for the therapy of  disease which respone to an 

4 inhibition of protein kinase activity, espaoially a neoplasICisease, and a meThod forme 
Ueatment of such a disease. 

Protein Mosses (PKs) are enzymes which catalyze the phosphorylation of specific serine, 

threonlne or tyrosine residues in cellular proteins. These post-translational modiloatlons of 

substrate proteins act as molecular switches regulating cell proliferation, activation and’or 

differendaor Aberrant or exoessive P1K activity has been observed in many disease States 

Including benign and malignant proliferative disorders. in a number of oases, it has been 

possible to treat diseases, such as proliferative disorders, by making use of PK inhibitors In 

vitro and in jive. 

in view of the iaca nwxtec of próteir  widerm drudi add the multitude of proliferative and 

other P}cr&Ated deases, there a an Ovet’existng dead hpro4de novel dasses of 

compounds that are useful as P1< inhibitors add thus lithe treatment ofthese P1< related 

diseases. What is required are new classes bfpharmaceutically advantageous PK inhibiting 

compounds. 

The Philadelphia Chromosome is a hallmark for chronic myelogenous leukemia (CML) and 

carries a hybrid gene that contains N-terminal exons of the her gene and the major C-

terminal part (exons 2ŠI1) of the c-abl gone. The gene encodes either alga ku, 210 kD, or 

230 IC clmeric protein, depending on which of three alternative break points In her Is 
Involve The Aol-part of the Bcr-Abi.protein contains theAbi-tyroslne kinase which Isfigbtiy 

regulated in the wild type c-Abi, but constitutively activated in the scr-Abl fusion protein. This 
deregulated tyrosire kinese interacts with multiple cellular signaling pathways reading to 
transformation and deregulated proliferation of the cells Lugo of al., Science 947,1079 

fl9o). 

;. . 
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The p210Bor-AbI Is expressed In 95% of CMLpatlents and in approximately 33% of patients 

with acute lymphobiastlo leukemia (ALL). Expression of the smaller p190 kD protein occurs 

more frequently in ALL, but rarely in CML and is characterized clinically by prominent 

monocytosis, The 230 kD fusion protein Is associated with the rare chronic neutrophllic 

leukemia whose progression to blast crisis Is slow. In advanced stage CML and in ALL In 

particular, clones frequently emerge in which the kinase domain of the Bor-Abi protein is 

niutatad. Such mutants Include for example the E225V and M351   transformations Shah et 

elf, Cancer Research a, I 17-225(20021). 

Mutant ms oncogenes are frequently associated with tumor progression. The Rae proteins 

are expressed from three different genes, namely, NeurQblattOma (N)-ras, Haney (Ha)-ra$ 

and Kirsten (K)-ras. K-ms mutated most often in wild tumors, such as colon, lung and 

especially pancreatic cancer, and N-ras In haematopoletlo tumors, predominantly acute 

myologenous leukemia (Lyons etal., EndocrIne-Related Cancer. 21920011). Rae has 

been shown to regulate several pathways that contribute to cellular transformation, including 

e.g. the Raf/MEK pathway by binding to and activating Pal klnase. 

The derivatives of fomiula 

described below In more detail, show excellent inhibition of protein klnase aothiity, especially 

InhIbition of one orj oaineklnsses  such Bcr-Ablmutant cr-Abl, o-Al21. Rat, the 

receptor tyrosirte knows PDGF-R. F1t3, VEGF-R. EGF-R and c-Kit, as well as combinations 

S 
of two or more of these. In particular, the compounds of the Invention show high potency 

against some of the mutant forms of Son -Abl;winch have been observed in drug-resistant 

patients. In view  of these activities the compounds caLVSd for-the treatment of dIseases 

related to especially aberrant or excessive acvity.f such types of kindless, e.g.for the 

treatment of particular cases of loukemtand of solid tumors such as colon, lung and 

pancreatjo cancer. 

The invention relates to a compound of formula I 
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5 Where the plural font Is used lot compounds, sats, and the like, this a taken to mean also a 

? 

single compound, salt or the It 

Any asymmetrIc carton atoms may be present In the (A)- (S)- or (A,S)-oonflguratlon, 

preferably in the R)- or(S)-configuratIon. The compounds may thus be present as mixiures 

of lsiiers or as pure Isomers peferably as eqantlomer-pure dstereomers. 

The mventlOa relates also to possible teutaruers of the compounds of formula I. 

S. Lower alkyl W preferably alkyl w1th Iron and Including I. up to and Including 7, preferably fron 

and liidud%ng Ito and inok3dng 4 andi,Strike Øb,ancbe p,e1eahty, bner aIlct Is butI, 

such as n-butyl, sec-bul, isobulyl, ted-btmjl, propyl, such as n-propyl or isopropyl ethyl or 

methyl. Preferably lower all Is methyl, propyl or ted-bLityl, 

Lower soy! Is preferably formyl or lower alloyloarbonyl, In particular acetyl. 

Hydroxyalkyl Is espeolelly hydroxy-lower &lq/l, preferably bydroxymethyl. 2-hydroxyotbyl or 

2-hydroxy-2 p ropyl. 

Ruorcalkyl Is especially fluorclower alkyl, Rreb trIflLAgrometbyipr pentatruoroethyl, 

S 
Haogen Is espedally fluorine, chiorine,bromine or iodil espeolafly fluoe, chlorine, or 

bromIne. 

Le, alkowj is especially mMboxj, ethow!! kdampfKaY.rtect-biSylOxy, 

Lower alkoxvcarbonyl Is especially tert-butoxycarbonyl, iso-propoxycarbonyl, 

methoxycaronyl or ethoxycarbonyl. 

Sans are especIally the pharmaceutically acceptable salts of compounds of formula 1. 

Such salts are formed, for example, as acid addition salts, preferably wIth organic or 

inorganic acids, from compounds of formula I with a basic nitrogen atom, especially the 

pharmacouticaiiy acceptable salts SuItable inorganic acids are, for example, halogen adds. 

IN 
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such as hydrochloric acid, sulfuric acid, or phosphoric said. Suitable organic acids Are, for 
example, carbqxyllc, pI1ospPlonic, sulfOnFc orbitJhic adds, for example acelic acid, 
propionic acid, octanojo add, decanoic acid, dodóancic acid, giycoilo acid, tactic acid, 
funiaric acid, suocinic acid, edipic acid, plmehc sold, suberic acid, azelaio acid, matic acid, 
tartaric acid, citric acid, amino acids, such as glutarnic add or aspartic acid, mateic add, 

dToymaeic acid, moth rnalec add, oyotohexanecarboxyllc add, adamar,tanecerbox1jc 
add, benloio acid, salicyiic acid, 4-amlnosaiicylic acid, phthalic acid, phenyiacetic acid, 
mande’ic acid, cinnamic acid, methane- or ethane-sui(cnJc acid, 2-hydro,wethanesuifonic 
acid, ethane-1 ,2disuitonic acid, bsnzsnesuifonic sold, 2’naphthaieneouifonlo acid, 1.5-
naphthalenedisuifonlc acid, 2-, 3- or 4-methylbengenesultcnic acid, nlethylsuiluilc acid, 
ektlsuIturt add, dodecylsulfcid add, 4-oydohe%ylant acid N-neth1-, H-Mimi- or N-- 
prcpyi-suifamic acid, or other organic protonic acids, such as aecorbrc acid. 

For Isolation or purification purposes it is also possible to use pharmaceutically unaccepta’e 
sails, for example picrates or perchrorates. For therapeutic use, Only pharmaceuticeily 

acceptable salts or free compounds are employed (where applicable In the form of 
pharmaceutical preparations), and these are theSte preferred. 

In view of the close relationship between the novel compounds in free form and those in the 

form of their salts, including floss salts that can be used as Intermediates, for example In the 
purification or Identification of the novel compounds, any reference to the free Compounds 

Ł hereinbefore and hereinafter Is to be understood as referring also tome corresponding salts, 

as sppropnlate and expedient. 

The compounds of formula I and IN oxides thereof have vaivabie pharmacological 
properties, as described hereinbeforo and hereinafter. 

The efficacy of the compounds of the invention as inhibitors of cab’, Scr-ft, Ref and VEGF-
r receptor tyroslne kinase activity can be demonstrated asfotrows: 

Test for activity against c.Abi protein tyrosine.kinase. The test Is conducted as a filter binding 
assay as toiiows: The His-tagged kinOe.domiao-Abi is cloned and expressed in the 
bacuiovirus/SfQ system as described by Shat or is, J. Blot. Chain. gzZ. 16170-5(1997). A 
protein of 97 Of (c-Abi kinase) is purified by a two-stepprocedure over a cobalt metal 
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ohelate column followed by an anion exchange column With a yl&d of 1-2 m/L of Big cells. 
The purity of the o-Abl kinase is >90% aejudged by 8DB-PAGE after Goomassla blue 
staining. The assay contains: c-Abl kinase (50 120 mM Tris-HGl, pH 7.5,10mM MgCi. 
10pM Na,VO4. I mM Dfl and 0,05pCi/assay j’  PI-Ai ISMM ATP) using SOpg/mL poly-
AaGIu,LyaTyr-•25:1 (PI’j-AEKY, Sigma P1152) in tie presetics of 1% DMl lota 
volume of 30 pL. Reaclions are terminated by adding 10 pL of 250mM EDTA. and SO wLQI 
the reaction mixture Is transferred onto lmnioblronPVDF membrar’s Millibars, Bedford, MA, 
USA) previously soaked for S min with methanol, rinsed with water, then soaked for 5 min 
With 0.5% H3PO4 and mounted on vacuum manifold with disconnected vacuum source. After 

opc1tlng all sampIs, vacuum is connected and each welI rinsed with 200 PL 0.5% HsPO4, 
Membranes are removed and washed on a tha(er with 05% HPO4 ç4  tmessa and once with 
ethanol. Membranes are counted after drying at ambient temperature, mounting in Packard 
TopCount 96-wen frame, and addition of 10 pLlwoll of Microsdnt TM (Packard). 

Test for activity against Pcr-Abl. The murine myeloid progenitor cell lIne 329013 transfected 

with the p2l0 Scr-Abl expression vector pGDp2lOBor/AbI (320-bcr/abl) was obtained Mori 
Griffin (Dana Faber Cancer Institute, Boston, MA, USA). The cells express the fusion Bor-Abi ’I 

poteln with a oons%itutgely active AM dnaee and proiercite yiowm lactor independent. The 

cells are expanded in RPMI 1640 (AMIMED), 10% fetal Olff serum, 2mM qivIsmine (Gibco) 
(,,00mplete medium"), and a walking stock Is prepared by freelng ailguots of 2 x ICO cells 
per vial in freezing medium (95% 108, 5% OMSO (SIGMA)), After thawing, the cells are 
used during maximally 10 -12 passages for the experiments. 

For cellular assays, compounds are dissolved in DM80 and diluted with complete medium to 
yield a stacling concentratIon ot 10pM followed by prep TsilOn 0 serial Now dutons in 
complete medium, 200’OOo 32D-OCr/Abi Gulls  oortIele medium are seeded per welt 
in 96 well round bottom tissue culture plates. 50 iL per well of serial 34old dIlutions of Me 
test compound are added to the cells In triplioates. Untreated cells are used as control. The 
compound is Incubated together with the calls for 90 Min at 37°C,  5% 001 followed by 
centrrtugatIon of trio tissue culture plates at 1500 rpm (Beckman GPR centrifuge) and 
emovej of the supernatants by oaehg aspiration ¶aJsS tare not AD remove any tithe 

polisted cells. The cell pellets are lysed by addition of 150 PL lysis buffer (50 aiM Tds/4C(, 

p1-I 7.4, IsO mM sodium chloride, 5  m EDIA, I mM EGIA, 1% NP-40. 2mM sodium ortho-- 
vanadate, 1 mM PMSF, 50 mg/ML aprotinin and OOpg/mL leupeptin) and either used 
Immediately for the FLlSA or stored frozen In the plates at -20°C  until usage. 
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together represent alkyPene with four, five or six carbon atoms, oxa-Jower afiwlene with one 
oxygen and three or four carbon atoms, or an-lower alloglsne with one nitrogen and three or 
tour carbon atoms wher&n the rMrogen axam Is unsubetitoted or wedolftaid by lc,łsr  akfi, 
hydroxy-lower alkyl or lower arkoxy-rower alkyl, and wherein lower aIlcylere In each was may 
be partially or totally unsaturated ancUor the carbon atoms of lower &kylene may be 
substituted by lower alkyl, hydrooy or lower arkoxy; 

and a Ni or a pharmaceutically acceptable salt of such acornpound. 

More particular, lie Invention relates to compounds of formula I, wherein 

B represents hydrogen and R, represents NR,P,, cc B, represents NRs and B2 

represents hydrogen; 

A3 represents trifluoromethyr; 

R4 represents methyl; and I .:Ł. H:; 

Fly arid ps repTesent lndep,ndenttgS eucli othor hydtoen, byter asked, dro-iover all, 

amino-lower alkyl, lower alkyramino-lower alkyl dl(rower aPky)amino-lower alkyl, N-Power 

allcylplperithnyl, or Power acyl, or R5R8 together represent ollo/lene with four or five carbon 

atoms, ma fewer alkylene with one oxygen and three or four carbon atoms, or aza-lower 

alkylene With one nitrogen and three or four carbon atoms wherein the nitrogen atoms 

unsubatituted or subsrnred by lower alkyl, hydroxy-lower alkyl or Power elkoxy.!ower alkyl. 

Ł and wherein lower alkylene In each case may be partiary or totally unsaturated and/or the 

carton atoms of rower alkylarie may be substituted by lower alkyl; 

and a Noxlde or a pharmaceutically acceptable salt of such a compound 

Preferred are compounds of formula I, wherein 

Ri represents hydrogen and R2 represents NREMS, or A, represents NRHe and A2 
represents hydrogen; 

93 represents trifuoron1ethyP; ... 
A4 represents methyJ; and 
B5 and P• represent, independently of each other, ?ydrogen, lower alkyl, dl(lcwer 

alkyflamno-bower alkyl, N -lower &kylplperltlnyl, oriower acegr, or A5A5 together represent 
a1kene wIth lour or twa ctcbon atoms, ox&Rer &kyne With One oxygen and tour eaTbon 
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access at any stsge, cv otms a awbuir flia%ett trnder the reaction oondi1ons, OT usta said 
sharing material In the form of a reactive deilvative or salt Or produces a compound 
obtainable by means of the process according to the invention and purposes the said 
compound In situ, in the preferred embodiment, one starts from those starting materials 
which lead to the corTipoLirids desorcbed hereinabove as preferred, partFouiarr as espeoIi 

preterred, primarily preferred, sndIOT preferred abte all. 

In 
the preferred embodiment, a compound of formula I is prepared according to or in 

analogy to the processes and process steps defined in the Examples. 

The compounds t4 formula 1 l,iduthrg Their sahs are also clearable in to form at 

hydrates, or their crystals can include for exarnç(e  be solvent used for oryst&ltzation 

(present as solvates). 

The present invention relates furthermore to a. method for the treatment of a neoplasilo 

disease whion responds to an lnhibon Of a prOten Icinase ac%tvflv which comprises 
\ ( 

administering a compound of formula or a N-oxide or a pharmaceulloally acceptable salt 

thereof, wherein the radicals and symbols have the meanings as defined above for formula 

I, In a quantity effective against said fisease, to awarni-bloodad animal requiring such 

treatment. 

Ł in particular the invention relates to a method for the treatment of leukemia Which responds 

icon inhibition of the Rat and/or AN tyrosirie kinase activity, which comprises administering a"f 
compound of formula I or a N-oxide era phamiaceulically acceptable salt thereof wherein 

the radicals and symbols have the meanings as defined above for formula I, In a quantity 

efleotru, agathst said laukerrio ID 0 warm-blooded animal requiring such treatment. 

The present invention relates also to pharmaceutical compositions that comprise a 
compound of formula I or a Ni thereof as active Ingredient and that can be used 
especially in the treatment of the disesses mentioned at the beginning. Compositions for 

antsral adminlstradon, such as nOal bucoal, moral or, especially, oral adminlstraon and for 
parenteral administration, such as intravenous iritramuscutar or sitcutaneous 

administration, to warm-blooded enlmals, especially humans, are especially preterred. The 
compositIons comprise the active ingredleht alone or, pr&erably, together with a 
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I, A compound offormula I 

wherein 

A represents hydrogen and H2 represents 4P69O. or B1 represents 141958 and B2 

represents hvdro;vTh 
Pa represents lower sky], tLJOroalky1, hydroxyalkyl or carbamoyl; 

84 represents hydrogen, rower aJFcgI or Motion; And 

R, and A5 represent, independently of each ottiSr, hydrcen, Power a!Pc, hydro-PGwer aI(yi, 

lower sPPco’-iower &ky(, tower e4tQXy-hwer sPPcyI, carboxy-Power alkyl, lower 

aikoxycathony-Lowec aIcyP, amno-qer aikyl, lower alwarmno-lower sky!, diQower 

alkyi)arnino-iower niiwl, N-ioweralkyrprperrdinyi, N-rower aPk)4pyrrolrdjny!. or Power soy’. or 

H51R together represent arkylene with four, five or six carbon atoms, oxa-lower alkyfens with 

one oxygen and three or four carbon atoms, or aza-lower aitcyPene With one nkrogsn and 

three or four carbon atoms wherein the nitro9eli som Is unsubstituted or substhLed by lower 

aikyl, hydroxy-lower aikt or Power aIko-Iower acyi, andwbsr&n lower alkylene in each 
case may be par%ay or totaIy unsaturated and/or the carbon atoms of lower aJIrIene may 
be substituted by lower aIlvgP, hydroxy or lower aJkoxy; 

sod a N-oxide or   pharmaceutically acceptsbre sa!tc( such a compound. 

2. A oompcutd of formula I according to claim .1:.44ieteln 
Rf hydrogen and Fl2 represents NR5AŁŁâr A1 represents N&R6 and P2 
represents hydrogen; 
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So represents lower alkyl, IlLioroalkyl, hydroxtyaWyl or carbamoyl; 

R, represents tower alk9t; and 

R6 and So represent, independently of each other, hydroQen, lower Alkyl, hydroxy-lower atict, 

lower aikoxy-lower alkyl, Power aoyroxy-Fower alkyl, carboxy-Power ally, lower 

alPcocsrbonyl-lower alkyl amino-lower alkyl, lower olkyramino-lowor alkyl, di(lower 

&1q4)amino.lower alkyl N-lower alkylpiperidinyr, N -lower alkylpyrroildinyl, or lower acyl, or 

RsR6 together represent atkylene With four  five or six cancer atoms, oxa-lnet aq4oae With 

one oxygen and three or four carbon atoms, or aza-lower alkylene with one nItrogen and 

three or four eaton atoms whereIn the nitrogen atom is unsubotituted or substituted by rower 

alkyl, hydroxy.lower alkyl or lower alkow-lower allcyl, and whereIn lower alkylene In each 

ease may be pai%aWy or totally unsaturated and/or the carbon atoms at lower alkylene may 

be substituted by lower aJt, hydroxy or tower &koxy: 

and a N-oxIde or a pharmaceutIcally acceptable St of such a compound. 

3. A compound of formula I according to claim I wherein 

B1 repesen%s h7dv09si and So represents I4aPe, or Ri represents NI and R2 

represents hydrogen; 

R3 represents trlfluoroniathyl; 
H4 represents methyl: and 

B6 and Re represent Independently of each other, hydrogen, lower alkyl, flydroxylower elkyr, 

tower atkoxy-lowec alkyl tower &cyloxy-towec alrcyl, oatboxy-tot.Sr allojI, lower 

alkoqioarbonyl-lower aIrcyl, amino-lower alkyr, rower aicylamlno-Power alkyl, di(lower 

alkyl)amhio-lower alkyl N-lower alkylpIperidInyl, N-lower alicylpyrrolidinyl or acetyl, or AsRa 

together represent alkylene with four, five or six carbon atoms, oxa-rower alkylene with one 

oxygen and three or tour oarbon atoms, craze-lower elkylene with one nitrogen and three or 

four carbon atoms whereErt the n!trogen olorn4s uneubatttMd or subs*iSed by IOWOT alicyl, 

hydroxy-lower alkyl or Power alkoxy-Powar alkyl, and wherein lower afl’ylene in each case may 

be partially or totally unsaturated and/or the carbon atoms of lower alkylene may be 

substituted by rower dkYIr hydroxy or lower alkoxy; 

and a N-oxide 06 a phaTrnacevt3oaU aooeptabe sat at open a compound. 

4. A compound of formula I acoordlng to calm I wherein 

Pt represents hydrogen and So represents NR,R6. or Hi represents NR5H6 and R2 

represents hydrogen; 
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% represants !illuoroi-netht - 
B4 represents methh and 

Be and He represent, independenflyoFeüIi physer,hydrogen, lower alkyl, hydroxy4ower elkyl 
eniLno-!..er sikyl, ver aIkyiarr,inoower ai]l dl(iower a] yflaminoIower a’1q4, NIower 
alk!pecidinl, OT tower aoyl, or R5Ru together represent a]kylene with four or No carbon 
atoms, oxa-lowe, aflcyiene with one otygen and three or four carbon atoms, or am-lower 
alkylene with one nthoQerl and Three or tour carbon atoms wherein the nitrogen atom IS 
unsubst]tu%sd or substituted by tower alkyl, hydro’-!ower ethyl or Jower a’hoxy-!ower ethyl, 

Ł and wherein lower aly1orte in each case may be partially or totally unsaturated anwor the 
carbon sterns Of lower atkylene may be substituted by lower sky!; 
and a N-ocide or a phaTmaOeMOeny acceptable salt of such a compound. 

5, A compound ol Iocnnh I a000rdlng o oJaim 1 wherein 
B, represents hydrogen and B2 represents NAH, or P, represents NR5A0 and A2 
represents hydrogen; 
R tepresonts trWuorcrneth; 
B4 represents methyl; and 
B5 and He represent, of each chat,: ’ythogen,, Tower allW!, d(lower 
atkyt)axntno-iower alkyl, N4ier alcytpiparidinyl, drIowar acetyl, or fl,Rs together represent 

aikylene with lour or live oacbon sterns, oxslower alkylene with one o,Cygen and four carbon 
atoms, or aza-iower a{klene with one nitrogen and Three or tour cartoon atoms wherein the 
nitrogen atom is unsubatituted or substituted by lower aIIM, and wherein aaŁiower alkylena 
may be unsaturated and/or the carbon atoms ci aza-]ower allq4ene may be substItuted by 
lower alkyl; 
and a N-oxide or a pharinacauticey atceptabte salt ot such a compound. 

B. A compound or formula I according to claim I WMT&n 
Ri represents hydrogen and % represents NR6, or B, Teplesenis tR5B8 and A2 
represents hydrogen; 
A3 represents trifluoromethy!: 

R4 represents methyj; and 

He and He represent, independently of each other, hydrogen, methyl, ethyl, 2-
dimethyraminoethyl, 4-methyI-IpiIeSthvt or dEgt. or NRdB..tcgMher represem pyrroillno, 
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Como resultado del Examen de Fondo, reaÚza.do con fundamento en el artículo 45 
de la Decisión 486 de la Comisión d6 la Comunidad Andina, se comunica: 

Documentos estudiados: 
f.. 

Descripción: Folios 14 a 75 como se radicó inicialmente. 

Reivindicaciones: Folios 199 a 208 como se radicaron en 25-09-2007. 

Prioridad: 908/CHE/2004 09.09.2004 IN 

Objeto de la Invención 

Titulo de la invención: "Derivadds novedosos de fenilaminopirimidina como 
inhibidores de BCR-ABL cinasa y procedimientos para su preparación" 

Problema Técnico Planteado: "Neclsidad de proveer novedosas fenil ami no pirido 
pirimidinas para el tratamiento de l~ucemia mieloide crónica." 

'· t ;\. 

-. i .: . \ .. ~: . .. . . 
Solución: "Proveer los compuestos de acuerdo a la formula 1" 

1 . 
1 

IPC: A61 K 031/551, A61 P 035/000, C07D 487/004 
. 1 

Determinación del Estado d~,_la fécnica u;··· . 

El Estado de la Técnica se determ.inó_con base en la fecha de presentación de la 
solicitud de patente 2004-09-09 y ¡se encontraron los siguientes documentos que 
anticipan el objeto de esta solicitud: 

Exp. 07 032 013- Primer Art 45. 


