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Me refioro at oficLo NO 0885 nolitLcado an el asunto do la referenda y adjunto 
presonto Jos siguientos documentos: 
1- El intorme de examen preliminar internacional quo cornprende 9 hojas \/ SU 

traducción at espanol. 
2- El poder con cesion debidamerde IogalLzado hasta par oL Consul de Colombia 
qua comprende: 
2.1- El porter y cesion lirmdo par los inventores y Representanto de to sociedad. 
22- Certiticado do incorporacOn de )a sociedad soHcitanto (existencia). 
2.3- Cerflfioacion notarial sobre representación legal del tLrmante. 
2.4- Cinco cortificaciones notariales sobre La autenicidad de los inventores 
firmantes docurnorito podet con cesOn. 
3- Un nuevo pliego do reivindicacLones an inglØs - Espanol junto con to table de 
correspondencia de las reivindicadiones originalmente presentadas. 

Pica entonces Se ordene to publicacion del extracto. 

Ate ntarr e nte 

*RO4fMCCSTILL NILLA 
C.C. 79.462.057 BogotØ 

T.P. 104167 C.S.Judicatura 

A. 



PATENT COOPERATION TREATY 

PCT 
INTERNATIONAL PRELIMINARY REPORT OH PATENTABILITY 

(Chapter U of Oie Patent Cooperation Traaly} 

(PCT Articee 36 and Rule 70) 

ApItsor net’ fit’ reFerence Pon FURTHER ACTION See F0jrnRCi APE Nl5 

1/Tili;rordhY&aOde 

i pcnN2snoo24a A 9O1.2O5 I O9OB2004 

lcsernaFienaI Paterl claaslicalrarr QPGI or rationai dasacatic.n and in 

UN. 007040104 C07V4O/i4 AsKalO6 ABIp3a2 C0702S3 C070233lB0 0D702l32 

Apostate 
NAICO PHARMA UNITED at at  

1, rhs rpo4 #ae i fltiotlJ prelin,inary exernhnetion repotI, established by this ir!leInaOOnai Prgiicriinary Eaavning 
Aotori’ under Arliole See and tranamifted to hue applicant according to ISASO 36. 

2. ThiS REPORT consists of a total of aheots, incidin tht cover sheet. 

Ttiis report is also actor,ipanied by ANNEXES, eoriiprtaino: 

a *l sent I, the app?k.er,t end to file Jnhematk,nal BUrsar)) a total Of 1 sheets, as follows: 

U sheets Ct oie descrIption, claires eridhr drewings vQhfOh have been amended and are the beeN ci tilLs rpofl 
nd sheets containln reciiticauona authorized by his AulNorUy {see Rbe 70. uB silo Section 507 DI the 

Adminissetive ln*bcons). 
Art which supersede earlier sheeta. but whll his AofhoIty cot,sidefs contain an arner,Omenh ’VlsI oces 
be7ond the dfsckosure ha the inrernationel appLtcaon all Ann s indicated in tern 4 ci tox No  I and the 
SUppieinenfal Box. 

I 1 Vcat& 117$ Mta’naiionsi Bursar) Only) C total of Ondicate type and number of andea0lo carrier(J oonhaNDhrlg a 
sequence listing arbr tables related Siarsto, In electronic (ornl only,as di,sted dItto Supplemental Bog 
flelatinq to Sequence Listing (see Seclion 202 oh the 4dnnietratNe In;trucuons). 

� .Th  bell containsLndicationIatingtoeIotloofngrlem . 

Bog Ma, I Bests at he repair 

Boa No  ii fliorily 

90x No  lit Non-ssr$bhhnmefl ot crBon with regard to nDvelty. inventive step and ir1di,striel soplicabtity 

U Be’ No. IV are of unity 01 awnibn 

Box No, V Reasoned araMmerir under Xerox, 0512) all regard to novalhy. inuentioe step or industrial 
apcebiliy citations and explenatmons supp.Irting erich stetenlarri 

Box No. vi rodeo,Opoernanis cited 

U Box hi0. Wi Ge, let, Beat in the internetionat application 

Box No. viii Gedahobseniations IS the LntamnstionS application 

Dew of gusoissiorm It by demand . 

23.01 iA.0L2007 

Niarca argreioVmq sodmees cite ilItaOost AuthDr1s4 Oh%l 



INTERNATIONAL PRELIMINARY REPORT frflernabanak wpcalion No. 
ON PATENTASIUTY PCt1N20051030243 

- With recjard ro he srrguage. lhs report is basac On 

Me international applicathrt in the Jangpags in which it was to go 

0a translation of the international application into vhicb lathe languaoe 
Of a translation turnat,ed tor the purposes of: 
Li international. aearoh (under Rules 12 est and 23.1 Ib)) 
o puhtcgoon of the iniernationec application (under Rule l2.44) 
Li international put ini(naiy examinedon hinder Rules 55.Z(a) sM6r5SsH 

2. With regard to the elements of the inernatonal appltalion, this odPaill s based on (rsplscerrrepisheeu aNch 
hevo been? /u,nis/,ea Ia The reoelvThg Office in response to an thWfaJnn under Arlicle 14 are referred to a? mis 
report as ?ad end are not annexed to this report]: 

Uescniptloii, Pa9s 

1-45 as &iłnsfl filed 

clgmao,sl’i 

1 73cc amended t%ethsn sill any statemcr) unda Art. cc POT 

Orawtngs, Figurss 

is as otLlnalLy tisd 

Li a sequence Cistin9 atidAir an,  related labte{s) - ace Suppleniental Box Rela!inq to Sequence Listing 

3, L ’the anenlbments have reaultod in the canceatiop o1 
Li the descnipaon, pages 
0 the claims, Ni 
0 the drawinus theetsftigs 
Li tise sequen.ca listing (speoie,l-. 
Ii any tabfe(a) rotated to sequence listing (specifrj: 

4 0 The report has been established ash Isome oil the amendments annexed b lbs rspM and listed below 
had not been made, since they lava been oansidered to go beyond hits Cisotosure CS iliad as indicated in the 
Supo}ernetlPee 1pera lO2it). 

o tho desociption, pages 
the cjainis, Nos, 1-73 

O the dra*igs, sPcnts45gs 
Li the aggerauss, sttg (spec4): 
Li an faS{s) related to sequence listing (spe4t 

Xf Xtem 4 6pp2es, sts or aZl of these sheecs may be marked superseded. 



INTERNATIONAL PRELIMINARY REPORT International application No, 

ON PATENTABILITY PGT4N2OU5OO243 

Box No  IkI Norr-esteblishment of opinion with regard to novelty, inventive step and Industrial 

- The questions whether the cfairnad invention appears to be novel, to involve an invenfivo step no be non- - 
obljioud5, IT 10 be sonsighs apptftable have not been examined n respect Ot: 

O the entire international application, 

0 claims Nos. i-4.25, 29-46 

because; 

0 the said international apolication, or the said claims Noc relate to the following subjeot maftar which does 
not reguire an international prehmlnarv examnaon (spec4?: 

the description, claims or dravdin9s froxace particular elements bet) Or said c!aims New 1-4,25 29 46 
are so unclear that no meaninatul opinion could be formed (sped fr); 

see separate sheet 

0 the claims, or safd dairns Not are so inadequately suoported by the deeccptn that no meeninqtul opinion 
coup] be formed (spec i&). 

U no international search report has been established for the said claims lbs. 

U a meaningful opinion could no be tamed without the sequence tistin; the applicant did not, ’Nflhim the 
prescribed time limit. 

C turned it sequence listing on paper complying with the etandard provided for in Annex C of the 
Adnynisera*e Instructbns, and such listing was not available to the International Preliminary 
Enniny Authc,ivg in a fror and manner acceptable to it -

0 furnish a sequence listing in electronic form counting with the standard provided for in Annex C 
of the Adn-inishouted lnstruoetns, and such listing was no, available to Inc lntertvitional Preliminary 
Examining Authority in a form and manner acceptable to it. 

� 
C pay the required late furnishing tee for the furnishing of a sequence listing in response to an 

invitation under Rules 13 war 1  (a) or (bj and tsrer.2. 

0 a meaningful opinion couki not be formed without the tables relae) to Inc seguence listings; the appficanl 
of nor. wiThin he prescribed lime limit. furnish such tables in electronic form complying with the technical 
ewiiremenla ptoicled tor in Pon,x C-bis of the Adntlstcative Instructions, and such tables were not 

avaIlable It the fnlernational Prsiminaq’ Examining Authority in a form and manner acceptable to it. 

U the iables related to the nuoreofide andjr amino acid sequence ltsting, if in electronic term onty, do not 
cornp with the technical requirements proviried for in Annex O-bie of the Administrative Instructions. 

Li See separride sheet for further details 



INTERNATIONAL PRELIMINARY REPORT International application No 
ON PATENTABILITY PCTAN2005,000243 

Box No.V Reasotied statement under Article 3(Z) with regard Ca novey, hinvoi area or industrial 
upodinsuchstMement 

I. Staen,orfl 

Novelty (N) Yes; Claims 5-9,11-14,16 24.26 26 

No; Claim, 10,15 

Inventive step (161 Yes: caims 59,11-14,16 24,28 

No: Cl&ms CIS,227 

Industrial applicablitty (A) Yes: Claims 5-9,1 0-24.26-28 

No; Claims 

2. Citations and explanations (Rule 707); 

are separate Sheet 

Box No VI Certain doeumecne cited  

I. Certain pixbtshed docunerls (Rule 70.10) 

and (or 

2. Non -written disciosLires (Rule 70.9) 

see separate sheet 

Box No. VIII Certain observations on the international application 

The iolIotin0 otisowalions on the clarity ci the cli description, and drawina or on the qusstion whether the 
dams are tuliy suppotted by sup deachptioii, are made; 

see separate sheet 



INTERNATIONAL PRELIMINARY International application No. 

REPORT ON PATENTABILITY 
(SEPARATE SHEET) PCT/1N2005/000243 

Re  
Basis of the report 

The amendments filed under Art. 19 PCT add subject matter which goes beyond of the 

application as originally tiled and contravene thus Art. 19(2) and Art. 34(2)(b) PCT. These 

amendments cannot be accepted. 

The applicant has added definitions for the variable V into the general formulae (new 

claims 1-552-61), However, it does not appear that this addition is based on the original 

disclosure since the original disclosure does not contan any such definition. 

Furthermore claims directed at new specific example compounds have been added to the 

claim set (see claims 6-8, 10-12. 16-18, 20-22, 24-2, 30-32, 84-36. 46-48). These 

example compounds do not appear to have been disclosed in the onginally filed application 

documents. 

It is stressed that under Art. 19 and 34 PCT it is not possible to add definitions  /example 

compounds which were not present in The originally tiled application documents. 

The present report is thus based on the originally filed claim set. 

is 

Re fell 
Non-establishment of opinion with regard to novelty, inventive step and industrial 

applicability 

Ill-I. Claims 1-4,25,34-41 contain structural drawings (or refer to claims containing such 

drawcngsj where a group Y is present between the phenwpyrirnidifle Ong and the 

trifluoroniethyl substituent. However, this group V is defined neither in the claims nor 

in the description. Additionally, a group R is defined in these claims which does not 

appear in the struchl drawings. The scope of these claims is thus so unclear that 

no meaningful comparison with The prior art can be carried out. 

11-2. Claims 42-46 define the subject-matter, to be protected with reference to the 

description, contrary to Rule 6.2(a) PCT. The scope of these claims is thus so unclear 
,,,-, , rr,’,rinn with tha nrinr tirt ran he oarrid out. 



INTERNATIONAL PRELIMINARY Inlemalional application No. 
REPORT ON PATENTABILITY 
(SEPARATE SHEET) PCT/lN2005/000243 

11-3. CIims 29-33 refer to indivtdual process steps whkh are only dst)ned in some of the 
preceding process claims, but are dependent an claims 25-28 as a whole. It Es not 
clear to which of these claims the individual dependencies relate. The scope of these 
claims is thus so unclear that no meaningful comparison with the prior art can be 
carried out 

Re hen, V 
� Reasoned statement with regard to novelty, inventive step or industrial applicability; 

citations and explanations supporting such statement 

V-i. Prior art 

The following documents have been cited: 

Dl: WO 2004/110452 A (NGVAfTIS AC; NOVARTI$ PHARMA GME3H; SATT, 
DAVID, BRYANT; RAMSEY, TIMOTH) 23 December 2004 (2004-12-23) 

D2: WO 991151M A (ZENECA LIMITED; BROWN, DEARS, SUTHERLAND; 
BROWN GEORGE, ROBERT; COHEN) 1 April 1999 (1999-04-01) 

D3: OGATA M El AL: Synthesis and antiviral activity of 
sulpbonamidobenzophenone axinies and sutphonamidobenzamides’ JOURNAL 
OF MEDICINAL CHEMISTRY, AMERICAN Or  SOCIETY. 
WASHINGTON, US) vol. 29, no. 3, March 1966 (1986-03), pagea 417 423, 

S XP002096176 ISSN: 0022-2623 
D4: 

- ZIMMERMANN JUEBG El AL: Potent and selective reference of the Abi-
kinase: Phenylamino-pyrimidine (PAP) derivalives" BICORGANIC AND 
MEDICINAL CHEMISTRY LETTERS. vol. 7, no 2! 1997, pages 187-192, 
XP00221 4446 ISSN; 0960-894X 

...SCHINDLERTHOMAS ET AL: Stnjctural mechanism for 811-571 Inhibition of 
Abelson tyrosine kinase SCIENCE (WASHINGTON DC)! vol. 289, no. 5486 
15 September 2000 (2000-09-15), pages 1935-1942, XP002229886 ISSN: 
0036-8075 

D6: WO 20041029038 A (NOVARTIS AS; NOVARTIS PHARMA GMBH; MANLEY, 
PAUL, WILLIAM; BflEITENISTEIN) 8 April 2004 (2004-04-08) 



INTERNATIONAL PRELIMINARY International application No. 
REPORT ON PATENTABILITY 
(SEPARATE SHEET) PCT/1N2005/000243 

procedure - 

In the following paragraphs references to the above documents relate to the parts 
indicated in the search report unless specified otherwise. 

V-2. Novelty (Art. 33(2) PCT) 

02 discloses the intermediates of original claims 10 and 15. 

Claim 27 is novel over 02 due to the different reducing agent and over 03 due to the 
trifluoromethyl substituent. Claims 26 is novel because 02 does not describe the 
preparation of the starting material and in D3 the prepared compounds lack the 
triftuoromethyl substrtusr’t; claim 28 is novel because none at tIle cited documents 
discloses phenylguanidines with trifluoromethyJ groups attached to the phenyl ring 

Claims 6-9,11-1416-24 are novel over the cited documents because those indsidual 
compounds are not specifically disclosed 

V-S. Inventive step (Art. 33(3) PCT) 

� The compounds claimed in claims 5-9 are inhibitors of bro-ant kinase and thus useful 
in the treatment of chronic mymysloid leukemia. 

041D5 are seen as closest state of the art since these documents deal with 

compounds having the same activity. The claimed compounds differ from the ones 
disclosed in D4 dram compounds 4,12) and 05 in the introduction of a trifluoromethyl 
sdbstitüent at  the phenyl ring. Since tritluorornethy] substituents at This positions in 

.,compounds having the same activity are known from DC, the problem of finding 
further bro-abl kinase inhibitors has been solved in an obvious way. 

The problem to be solved must be seen in the provision of compounds unexpectedly 
showing improved properties with respect to the compounds disclosed in D4/05. The 
application contains comparative test data which show an improved activity with 
respect to Imanitib (compound I in D4). Imanitib is not the structurally closest 



INTERNATIONAL PRELIMINARY International applicalion No  
REPORT ON PATENTABILITY 
(SEPARATE SHEEI) PGTIIN2005/000243 

However, since Imanitib is the most active compound in D4 (of. table 2) it can be 
concluded that the presently claimed compounds also are more active than the 

structurally closest compounds 4 and I?. 

No indication exists in D2-06 that the introduction of tritluoromethyl groups would 

improve the activity, The above stated probiem bas thus been solved in a non-

obvious way. Since the intermediaries claimed in claims 11-14, 16-24 share the 

inventive feature (the tililuoromethyt group), also these claims fulfil Art. 33(3) PCT. 

The same holds for process claim 28 since the intermediates XV are direct 
precursors of the final compounds (I). 

Claim 26 is directed to the synthesis of compounds XIII which are known from D2, 
The problem to be solved is thus to find a preparation process lorthese compounds. 
Since the synthesis of meta-nitrocarthmoylbenzenes from benzoyl cFibrides and 
meta-nitroarlilines is known (see D3. reaction \lll->Vllt) flie claimed process is an 
analogy process at which a skilled man would have arrived without inventive activity. 

Claim 27 is directed to the synthesis of compounds XIV which are known from D2. 
The problem to be solved is thus to find a preparation process for these compounds. 
The only difference of the claimed process with respect to the preparation process 
used in D2 is the reducing agent. However, it is clear to a mart skilled in the an (and 
disclosed e.g. in D3, reaction VIII-All, first step) that also SnIHCI can be used as a 

S 
reducing agent. The claimed process is thus an obvious silemative to the process 
disclosed in D2. 

Certain documents cited 

Certain published documents 

4precsion No vuolToaeoR dale nuhg dee daffi jQftT 

Parallel (day/q]o!rnvyea,1 wthprwyeao 

W02004/110452 23.12.2004 11-06.2004 13.06,2003 



IRATADO DE COOPERACION EN MATERIA DE PATENTES 

PCT 
INFORME DE EXAMEN PRELIMINAR INTERNACIONAL 
(Capitulo II del tratado de Cooperacian an Malone de Pawl 

Fj 

rj 

(POT Articulo 36 y Regla 70) 

No. tie Expediente del I 
Soioiante 0 4oderado pROCEONUENW POSTERIOR VØase forrnolrnio PCTIPEiV4I6I 
9OBNMEBK 

No. Solicitud In(ernaonaI Feolia InIemaonaI do Preseritadon (dla/mesMtlo; Fecha do PAorIdad (dlahieslsæoj 

PCT/1N2005/000243 19.07.2005 
_J–9.09.2004 

CIsificaoión InternaclonS le Pflnte ((PO) C Cstaâlt Ndc,na e PG 

NV, C07D401104 C070401114 A611(311506 A61 P35/02 C07C233/56 C07C233180 C07D21S/82 

Solic4ents 

NATCO PHARMA LIMITED at al. 

1. El oreBente jnlorme es 01 info mis de eamen prelimiliar intemacional, ostablecido por sets CFdns S ri Ca rg ad a del Emen 
Proliminar Intemacionel bajo Mioulo eb y transnito a soliotante do acardo o,n e(Aitl&Io 3�. 

2, In wssaJiIs INFOAE compiolIde on oral do g bas ,,dal eels portal 

3. Este inporte Be aca(npaIa igusiniente por ANEXOS, quo Comptendar’: 

(enwado at stante ’$8 Qedna Irilemar,aO ’in fowl de � tiojac, coerlo si8: 

hoMe de IQ desaipdde reivindiceolonos yb dibrijos que so San caregido y constftuyon Ia bsse del prosente 
inIoniie yb win que conosner recacioosa eutoruadas por eats Oltine Nfts, egta 70.0 y 
607 do las lnslrLjr Ones Admiral. 
haMs que ,.emza,, hojas ateerioros, psro que papa o(4na cCQI1MV qLIe Contienen line cOrrSCCIn quo 
vs ’Al al do IQ divuloacit, In a solkhud Mammal al W11 95 presento. eorTTo $5 mobs an of tern 4 
do Cijadro No  I y SI Cuadro AdloloesI. 

(envsdo eta O$tJr,s I rno*r,sl itlicamor,te) On total do indar ti,o y rJnisro do ’a"’ eleotranicos)) quo 
b. tontlerie Un listado de $.cLlepiclas yio rabIes relaclonedas con este asl on forrnato Os leotira por oO(npuladOr 

niwnente. como - Lr’dica on el Cisadro Adioal Reta6o IS LStado do Setpsrioiss ttbass &aion 302 do as 
lnsliuociones Adnilr.istrativat) - 

4. El prose Ifs informs cotelene detos cop, rssponto a Is S II Is Me s Puntos: 

Cuadro No. I Be" del lnton,ie 

0 Cuadro No. II Prioridad 

El Cuadro No IS Sin elaboradOii do on dianien tbre r.ovedl scetloed inventica y posibi1ad Os ap(icacldpi thaustdal 

LII Cuadro No IV thieijnhlijal doltotente do Is 

&cuadw on v Noll juebtoeds Boo thi ktloulo 332} con ret0edo a III novedad. Is avIdad inventive y Is 
posibtidad do spfrcsori krdod/IaI; poor,propy ssptadonss quo sustentan este dedaacion 

Cuadro r4o. VI Comps docenientos enLinierados 

D Cuadro No. VII Cleites deenciss des soliotud interlIeclonal 

Cuadro No, VIII Clones obo.rvaolenes Isladonadas ccii Ia sotcud krtenecloetal 

roche tie prssentaoión do la pelicion Focus do (a preparacidni del p(ESeI* inkrrne 

23.01.2008 16.01.2007 

No bray
 

y dirscciofl postal de Ia OtIcina Encscgada del tiadoAuIotizado 
Examen Prelirniriar ln(omecb(iaI: .1’ 



INFORME PRIELIMINAR INTERNACIONAL Solioftud In(emaciona( Na. 
SOME PAIENTABIIJDAD PCTII112005/000243 

Cuadro_ No. I Base del Intonnom  

1- En to concemiente al Idlerna, ei proserite inramie so bass 

an la solicitud intrnacional an �1 idioma on el cual Se )rosento. 

O an una traducciOn do Ia soli international al siguiente idioms, qua es el idioms de uris 
traducoion suministrada Para In efectos do: 
LI la bUsquea inteniadonal (segUn In reglas 12.3 y 23.1 (b)) 
E] Ia publication de Is solicitud international (509011 Ia regla 12.4(a)). 

01 examen preliminar internacional (se9Un las re9las 55.2(a) yfo 55.3(a)). 

2. con respecto a In elementos de Ia solicitud international, este informe Se basa on (tlojas 
ntercambiables quo $e ban suministmdo a Is olbna receptors an respuesla a uris invitat/On baja 

A#JcvIo Use fr*ien an sale /nlbtme par pmsentadas oSinalmcntoy nose anexal, a este /ninne): 

Destripclon, paginas 

1-46 version original 

Reivindicaclonn No. 

1-73 corregidas Ijunto, con cualquier declaraciOn) bajc Art. 19 PCT 

Oibqjos, ITojas 

1-6 versiOn original 

O Un lista1Jo de secuencias ylo oLlalquier tabla(s) relacionada(s) - ’jesse Cuadro Adicional relative al 
Lis(adc do Secuencias 

3 0 Las corrocciones ban resultado an Ia cancelacion de: 
la descripciOn, paginas 

F] as ,eivinthcsthone* Ni 

o 

In dibujos, hojas/figs, 
or listado do secuencias (espeofficar): 

fl Pori 1er WbIa(SI reacionaOa eon flstado do SeouencJas (ooeS)oar) 

4. El presente informe Se preparo Como Si no so hubieran heobo (algunas de) In correcciones 
onexadas a este informe y enumeradas a ccnUnuacOn ya qua Østas, par in razones aducir4as, an 
concepto de la oticina van min alla del contenido de divulgaciOn an fa version presoiiada 
originalmente (Regla 70.2 (C)). 

El Is desoripciAn, paginsa 

II las reivindicaciones, Nos.: 1-73 

J In dibujos, hojas/tigs. 

o 

el listado do secuencias (especfficar) 

Q cualquier table(s) relacionada con el listado do scuencias (osp&Cihcar) 

� Si so splice 01 punto 4, algunas o bodes estas hojas pue4en estar ,namadas como teomplazadas. 



NFORME PRELMINAR INTERNACIONAL Sokicud lrrnacnel o. 
SOME PATENTABILIDAD PC1I1N20051000243 

Cuedro No. Ill Sin elaboracion de on dictarneri sobra riovedad, aothldad inventiva y pclbilldad do 
aplicaclØn Industrial 

I. Los interrogates an Cuanto a si Is invencion reivindicada paroce ser novodosa, ruplicorona aoiWdad 
inventive (no ser obvia), 0 lener posibilidad do aplicacion industrial nose ban examinado eon respetto 
a: 

D

 

Is soIictud intemacional an 514 totalidad 

reivindicaciones, Nos 14, 25. 2946 

pOFque: 

El Is citade solicitud internacional, o lag reivindicaciones citadas No. Se retieren al siguiente asunto 
qua no requiere un examen preliminar internaciona( (esec(VYcod. 

Is descripcion, reivindicaciones a dtbLjjos (indioar its elementos particufams ones nbejo) a diohas 
reivinditacianes No. 14, 25 29-46 son On confusas quo no pudo tormarse tin dictamen 
significative (ospectar). 

yeass J,Øa s.pand  

D lag reivindicaciones, a In reivindicaciones citadas No  estn tan inadecuadamente sustentadas 
else no pudo formarse un dictamen significative (espociftoai). 

LI no to he estatlecida un informs do bsqueda intemacional para lag reivindioacionn citadas No, 

no pudo forniarse tin dictamen significativo sin el listado do secuencias; el solicitanfe, dentro del 
Ilmite do tierilpo presorito, no: 

U suministró no Jistado de secuencias par escrito an cumplinilento do Is norma dispuesta an 
ci Anexo C do lag Ins&ucciones AdministTativas, y tal listado no estuvo a disposicion dl? Is 
Oticina de Examen Proliminor IntemacLonal an no formate y an Line manera aceplable 
Me ella. 

U suministro tin listado do secuencias an formatO eloctronico an cuniplimiento do Is norma 
dispuesta an el Mexo C do lag Insucoiones Administrativas, y to’ listado no estuvo a 

� disposiciOn do Is Oricina do Examen Preliminar Internacional an tin fomiato y an Una 
manors aceptabte para eliL 

D page lag tasas requeridas per pres,ntaciOn tardla do un listado do secuencias an 
respuesta a La invitacion baja Reglas 13rer1(a) 0(b) y 13lor.2 

O no ptido tormarse un dictamen significative sin as tables relacionadas con lot listados do 
SecLJoncias; all solicitaote, denl,o del limits do tiempo prescriIo no suniinislrO tales tablas an 
fomiato electronico an cumplimiento do los requerimientos teonicos dispuestos an el Men C-- 
ms de lag Instrucciones AdministTativas, y tales tablas no estuvieron a disposicion do Is OfLeina 
do Examen Prelinlinar Internacional an un formato y or, one manera aceptable paid ella 

o 

lag tables relacionadas con el nucle8tido gun stado do secuencias do aminoacidos. si 
Unicamente an formato do lectura nor computador. no cumplen los requerimientos tecnioos 
estipulados on Anexo C-bis do lag Instrucciones Administrativas. 

El ’/ease Hoja Separada pra met Pausing 
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INFORME PRELIMINAR INTERNACIONAL Soliojiud Intem8cfanal No. 
SOME PATENTABILIDAD PCTIN20051000243 

Cuadro No. V Daclaraclort motivada bajo Adiculo 35(2) an cuatito a Is novadad, Ia acIIvWad 
lrwentiva y a posibilidad do aplicaclon industrial; documonto y explicaclonos quo sustentan esth 
declaracion 

1. DECL.ARACION 

Noveded (N) S- Rejvindjcaciones 5-9,11-14,16-24,26 28 
No: ReivindLoaciones ID! IS 

Acvjdad InvenOva (IS) Si: ReLvindicaciones 5-9!1 1-1416-2428 
No: Reivindicaciones 10152627 

Posibilidad do AplicociOn Industrial (IA) SI: ReLvindicaciones 5910242628 
No: Reivindicaciones 

2. Documefltos y exp??ca ores (RegIa 70.7) 

Wase bola seDarada 

Cuadro No. VI Clertos documentos onumerados 
I. Ciertos documentos publicados RegIs 70.10) 

y/o 

2. Divulgaciones no esoritas (RegIs 70.9) 

VŁasS hoja separada 

Cujadro No. VIII Ciertas observaciones con raspecto a Ia sollcitud inteniacional 

Los sigLAientes observacionos as expresan con respecto a Is claridad do as reivindicaciones, descripción 
Y dibujos 0 con respecto a Is cuestin de ci las reivindicacones entrain completarnente sustentodas nor La 

� OescripcOn: 

VMse Hoja Separada 



INFORME PRELIMINAR INTERNACIONAL 
SOBRE PATENTABILIDAD Sotudkitemacnal Na 
(HOJASEPARADA) 

Ref. Cuadro I 
Base del Informs 

Las correcciones presentadas bajo el Art. 19 PCT agregan un asunto que Va 
nias aBa de Is solicitud como Be radico originalmente y, per to tanto, 
contraAenen los Art, 19(2) y Art. 34(2)(b) PCT, Estas conecciones no 
pueden aceplarse. 

El solicitante he anadido definiciones de Is variable Y en las Formulas 
generates (reivindicaciones nuevas 1-5, 5261). Sin embargo, no parece que 
esta adiciOn as base an Is divulgacion original puesto que to divulgacian 
original no contiene to[ definition. 

Memos, Se han anadido at capitulo reivindicatorio reivindicaciones dirigidas 
a nuevos compuestos de ejemplos especificos (vease reivindicaciones 6-8, 

� 10-12, 16-18, 20-22, 24-26, 30-32, 34-36, 46-48). Estos compuestos do 
ejemplos no parecen haberse divulgaclo an los documenlos de solicitud 
presentados originalmente, 

Se hace hincapie an que bajo Jos Art. 19 y 34 POT no es posible agregar 
definicianes/compuestos de ejemplos que no estuvieran en los documentos 
de solicitud presentados originalmente. 

El presents informs as base for Ia tanto on el capitulo reivindicatorio 
presentado originalmente. 

Ref. Cuadro Ill 
Sin elaboracion do un dictamen sabre novedad, actividad inventive y 
posibilidad de aplicacion industrial 

� Ill -I. Las reivindicaciones 1-4, 25, 34-41 contienen dibujos estructurales (a 
as refieren a reivindicaciones que contienen tales dibujos) an donde 
un grupo V We presents ante el anillo fenilo/pirimidina y el 
sustiluyente trifluorometilo, Sin embargo, este grupo V no so define 
an las reivindicaciones ni an to descripcion. Adicionalmente, en estas 
reivindicaciones se define un grupo ft el cual no aparece an los 
dibujos estructurales. En consecuencia, el àmbito de estas 
reivindicaciones as tan confuse quo no puede Ilevarse a cabo ma 
comparación significative con at one previo. 

111-2. Las reivindicaciones 42-46 definen el asunto que so Va a proteger con 
referenda a Is description, contrario a Is Regla 6.2(a) PCT. Par 
consiguiente, el anibito its estas reivindicaciones es tan confuse quo 
no puede Ilevarsea cabo una coniparaciOn significative con el one 
nrevin 
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INFORMS PRELIMINAR INTERNACIONAL SoItud Internacional No SOBRE PATENTABILIDAD PCT/1N2005/000243 
(FIOJA SEPARADA) 

111-3. Las reivindicaciones 29-33 as refleren a Ins paws individuales de Un 
proceso qua as definen Unicamente en algunas de las 
reivindicaciones precedentes de proceso, pero son dependientes de 
Ins reivindicaciones 25-28 como Un todo. No es claro a cuales de 
estas reivindicaciones Se refieren las dependencies individuales. En 
consecuencia, el ambito de estas reivindicaciones es tan confuso 
qua no puede Ilevarse a cabo una comparaciAn significative con el 
arts previo, 

Ref. Cuadro V 
Declaracion Justificada con respecto a Is novedad, la actividad inventiva 
y Is posibilidad de aplicacion industrial; docuinentos y explicaciones 
que sustentan osta declaracion 

V-I. Arta previo 

Se han citado Ins siguientes documentos: 
Di: WO 2004(110452 A (NOVARTIS AG; NOVARTIS PHARMA 

GMBH; BAIT, DAVID, BRYANT; RAMSEY, TIMOTH) 23 de 
diciembre the 2004 (2004-12-23) 

D2: WO 9915164 A (ZENECA LIMITED; BROWN, DEARG, 
SUTHERLAND; BROWN, GEORGE, ROBERT; COHEN) I de 
abril de 1999 (1999-04-01) 

D3: OGArA M ET AL: "Synthesis and antiviral activity of 
so I ph on amid obenzo ph e none oxi m es and 
sulphonamidoberizamides" JOURNAL OF MEDICINAL 
CHEMISTRY, AMERICAN CHEMICAL SOCIETY. 
WASHINGTON. US, vol. 29, no. 3, nlarzo de 1966 (1986-03), 
pÆginas 417-423, XP002096176 ISSN: 0022-2623 

D4: ZIMMERMANN JUERG El AL: "Potent and selective inhibitors 
of the AbI-kinase: Phenylamino-pyrimidine (PAP) derivatives" 
BIOORGANIC AND MEDICINAL CHEMISTRY LETTERS, vol. 
7, no. 2. 1997, paginas 187-192, XP002214446 ISSN: 0960-
894X 

D5: SCHINDLER THOMAS ET AL: Structural mechanism for STI- - 
571 inhibition of Abelson tyrosine kinase" SCIENCE 
(WASHINGTON D C), vol. 289, no. 5486, 15 de septiembre de 
2000 (2000-09-15), paginas 1938-1942, XP002229886 ISSN: 
0036-8075 

D6: WO 2004/029038 A (NOVARTIS AG; NOVARTIS PHARMA 
GMBH; MANLEY, PAUL, WILLIAM; BREITENSTEIN) B de abril 
de 2004 (2004-04-08) 

Dl as publico despuØs de Is fecha de prioridad y no as komarÆ en 
cuenta durante el procedirniento PCT. 
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(FIOJASEPARADA) 

En fos siguientes pÆrrafos, tea rererencias a as documentos ya 
citados Se refieren a las partes indicadas an el intorme de bUsqueda, 
a menos qua Se especifique lo contratlo. 

V-2. Novedad (Art. 33(2) PCT) 

D2 divulge los intermedios de las reivindicaciones originates 10 y 15. 

La reivindicaciOn 27 as novedosa con respecto a 02 debida at agents 
reductor diferente y, con respecto a D3, debida at sustituyente 
trifluorometilo. La reivindicacion 26 as novedosa porque 02 no 
describe Is preparacion del material de partida y an D3 los 
compuestos preparados carecen del sustituyente trifluorometilo; Is 
reivindicaciOn 28 as novedosa porque ninguno de Ins documentos 
citados divulge fenilguanidinas con grupos trifluorometilo enlazados at 
anilla fenilo. 

Las reivindicaciones 5-911-1416-24 son novedosas con respecto a 
los documentos citados porque estos compuestos individuales nose 
divulgan especificamente. 

V -a. Aclividad inwentiva (Art. 33(3) PCT) 

Los compuestos reivindicados an las reivindicaciones 5-9 son 
inhibidores de cinasa brc-abl y, an consecuencia, Chiles an el 
tratamiento de leucemia mieloide cronica. 

D4/D5 Se consideran el estado rnÆs proximo del arte puesto qua 
estos documentos Se ocupan de compuestos qua poseen Is misrna 
actividad. Los compuestos reivindicados difieren de los divulgados 
an D4 (vease compuestos 4, 12) y D5 an Is introducciÆn de on 

,. sustituyente trifluorometilo an el anillo tenilo. Puesto qua los 
sustituyentes trifluorometilo an estas posiciones an compuestos qua 
tienen Is misma actividad son conocidas a partir de D6, at problems 
de hallar otras inhibidores de cinasa brc-abl se he resuelto an one 
manera obvia. 

El problems por resolver tiene qua verse an Is provision de 
compuestos que, inesperadamenle, muestren propiedades 
mejoradas con respecto a los compuestos divulgados an 041D5. La 
solicitud contiene datos de prueba comparativos qua muestran one 
actividad mejorada con respecto at Imanitib (compuesto I an D4). 
Imanitib no as el compuesto estructuralmente mas proximo del arte 
previo, con el cual habria tenido qua Ilevarse a cabo one 
cornparacion. 
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No obstante, puesto qua el Imanitib as el compuesto mÆs activo an 
04 (cf. labia 2), puede concluirse qua los compuestos reivindicados 
share Son tarnbien mas aclivos quo los campuestos esiructuraimente 
mae proximos 4 y 12. 

No existe indicacion an D2-D6 [en el senlido de] qua Is introduccion 
de grupos trifluorometilo majors Is actividad. For lo tanto, el 
problems planteado anleriormente as he resuello an una manors no 
obvia. Pueslo qua los Intermedics reivindicadas an las 
reivindicaciones 11-14, 16-24 comparlen Is caracteristica inventive (el 
grupo trifluorometilo), tambien eslas reivindicaciones cumplen el Ad. 
33(3) PCT. Lo mismo Se splice pars Is reivindicacion de proceso 28, 
puesto quo Jos intermedios XV son precursores directos de los 
compuestos finales (I). 

La reivindicaciOn 26 Se dirige a Is sintesis de compuestos Xlii, los 
cuales Se conocen a partir de D2. El problema par resolver as par 
consiguente descubrir un proceso de preparaciôn para estos 
compuestos. Puesto qua la sintesis de meta-nilrocarbamoilbencenos 
a partir de cloruros de benzoilo y meta-nitroanilinas as conocida 
(vEase 03, reaccion VII -, VIII), el proceso reivindicado as un 
proceso de analogia al cual habria llegado un experto sin actividad 
inventiva. 

La reivindicacion 27 as dirige a Is sintesis de compuestos XIV, los 
cuales Se conocen a partir de D2. El problems par resolver as, an 
consecuencia, descubrir un proceso de preparacion pare eslos 
compuestos. La Unica diferencia del proceso reivindicado con 
respecto all proceso de preparaciOn utilizado an D2 as el agente 
reductor. No obstante, as claro pars un experla an el one (y Se 
divulga, par ejeniplo, on 03, reaccion VIII - Ill, primer paso) qua 
tan,biOn SnIHCJ puede usarse coma agents reductor. En 
consecuencia, el proceso reivindicado as una alternative obvia al 
proceso divulgado an 02. 

Ref. Cuadro VI 
Ciertos documontos enurneraclos 

Clerics documentas publicados 

Sidtud W. Fedia de putidan Fedie de pieen(ad6n Fedin ptddd 
Pmede No (diwtNea’wlo) (dIae&æO) OAndicad, vada) 

(diaM,es) 

W02004/110452 2312.2004 11.06.2004 13.06.2003 
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PEDRO CASTILLO PINEDA & ASSOCIATES 0 

P.O BOX 48362 
Bogot& CoIombi2 .1 South America L 

\ 
Fower with Assignment 

The undersigned KOMPELLA, Amid Kishan; ADIBRATLA KALI SATYA, 
Bhujangarao; RACHAKONDA, Sreenivns; PODILLI, Khadgapathi; VENKAIAH 

CFIOWDAgY, Nannapaneni all them domiciled at Natco House, Road No. 2, 
Banjora Urns, Hyderabad, Andhra Pradesh. India 

hereby appoints JERONIMO CASTILLO BOWILLA and/or XIMENA BONJLLA 
PEREIRA and/or ALVARC) CASTILLO GRAU domiciled at Calla 93A No 14-17 of 
Bogota, Colombia conjointly, alternatively or indistinctly as attorneys with special and 
sufficient powers to apply and obtain from the competent oftices and authorities of 
Colombia Patent of Invention NOVEL PHENYLAMINOPYRIMUXNE 
DERIVATIVES PROCESSES AND ITS PHARMACEUTICAL COMPOSITION 

to be issued in the name of 
JATcO PHARMA LIMITED, domiciled at ’Natco House", Road No. 2, Bai4ara Hi)J 

500033 }lyderabad, Andhra Pradesh, India 

to whom assignment hat been made of all right and title of said Patent 
for the territory of Colombia without any restriotian. 
The assignee also signs these oitents in token of icceptance of !I., said assignment and 
hereby authorizes the said attorneys to take all necessary steps before the said offices 
and authorities for the purpose above stated; to make petitions, declarations and OlajItte 
and to use all means clüch said attorneys shall deem proper for the safeguard of the 
interests of the constituent. This power includes the faculties to receive, desist, renounce, 
compromise transact, sub8titute it in all or in part, to revoke substitutions, to receive 
notifications and to appoint extra-judicial or judicial attorneys. The attorneys mentioned 
above can e,ccosise this po,r alternatively or n,thstmcily. 

Signatures and name 

Assigiwrs 

KOMPELLA, Amah Kishan: 

ADISHATLA KALI SATYA, Byrolartgarapi: 

T<ACHAKONOA, Sreenivas: 

PODILLI, Khadgapathi: 

VPN1CJAJJ CHOWDARY, 

Assignee . n -s -s R 
- - 

MATCO Pt&LB1lTED 
ADWC.A r NOYAY ,j;U-  fat 
t.41 P 

icc c 
j/; ... p h/ 

’P u.IO3O of 51-65 
; 13 JuN Zy HYOERA2AD 0? 

-; 
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FRESH CERTIFICATE OF INCORPORATION COHSEUUENT 
ON THE CONVERSION UNDER SECTION 31144 OF1HE 

COMPANIES ACT, 1956(1 of 1966). 
----------

In Ime office of me Rias of "Tainfles, Mdlva fldesh 

HYDER4BAD 

INTHEMAflEROF__tmwo PHARNA Lfl4TED (Deemed ub1ie Company) 

IhrebycertitythatflatcO ?trmajtSndted  

�hcorPoratedon_ 
19th ., SepteJTer, 1981 widt.fle 

name Natcoflne Pharmaceuticals Private Limited 

havin9 duly passed the Recemary special Resoulon on the_7th . 

day ct.j9vembet. 1994. In terms of section 31(1)114 of the companies Aol. 1966 

the name of the company is this day Changed toTCO PI4AflIA LIMITED 
. 

This ccriCicate m issued pursuant to sesuon 23(1)0 the said Act. 

Given under my hand at HYOEMBADtbI5, the 30th 

dayol December  OrnthousandNine hundred add Ninety ?our. 

CERTfFtEO ThUr 
For HATCH pHpRVA UMIThD 

a 

C 

C(A

 

(s.KOTESWAR RAQ) 
$ST.REGISTRAROF COMPANIES 

2’ mDHRA PFDESH: YDERAOAU. N 

NOj1030 of 64-65QTED 
!*intfld by 3vt o A P. 

HVOERAB AAD . 4n1�,  I, :ftacJ. A.P. 
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On this \’day °jL 2023 bthre me personally appeared Dr. 
AKS, Rhutann Rap OINATCO PHARMA L!MITED to me known and known to me to be the 
Person described in and who executed the foregoing instrument and he duly acknowledged to me 
that he executed the same for the using and Purposes therein set forth. 

[SEAL] 

- 0 Notary Public 

fm v 

ATTESTED 
rp Z� : N. Prmee!S App. b’ CC’  of O NIX A1 P NflTJ\RV 

Cold 644 l 0 17990 . ’t. If IN P. I Vita 
A. P. Ii dii 

4-65

 
.-. - 

Is yHYDERABAD )jj 



AOAOO IMPUP.STO DETMBREUUI,r 

NUEVA DELHI 

Wofl32/1-
El suscrito Cóns do ombia CERTIFICA 

que el setior..4 ..... 

quo autorlza el presonte documonto, .Jercls 

legamente e a feçha aIr 4pressd I" 

............. 

quo ai,nia y solo quo on 01 doc’imsnto 

aparacQI’ come suyos son los gus usa 

,TT 
icosturnbra on sus acres oticlares. 

insuI no or  re responsebilidad orguna 

par i conioni -.� rfocun,cnto. 

OLA  
tonsnfIJe 

rrju’t,Sr
 

0. 
I.: m 

�1.1T a 
19 

ru 
l*.7 fr 

.fl I 
"any of c 

.. C.cnrn.ica acsst.d. 

Aa?r 

S 



0" this  of ra 20–2 before me peon&Jy appea’d 
Amala kisJ,an XO4PELLA to me known and known to me to be the person described in and who 
executed the foregoing instrument, and he duly acknowledged to out that he executed the same 
for the uses and purvoses therein set forth. 

Notary Public 

ATTESTED 

:\ 
App. h)’ Cc.vt. Of A.P%4 

(( 
Cell S44iOU90 

,t/J 

ATTEStED 

t 

30 f 
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Oil this \1’ay of Tre 2-1 before me personally appeared 

Bhujan rio ADIBHATLA KALI SATYA to me known and known to me to be the person 

described in and who executed the foregoing instrument, and he duly acknowledged to me that he 

executed the same for the uses and purposes therein set forth.  
LSEAL] 

0 Notary Public 
* 

ATTESTED 

� 
HYDERMiAD 

’ 

N V 
N. (’.9 LAKSHMT 

OO of 64-65  

Afl Secretary 
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_ _ 4 
On this \’day of çe- 20r1, before ale personally appeared 

Sreeniv RACHAKONDA to me known and known to me to be the person described in and who 
executed the foregoing instrument, and he duly acknowledged to me that he executed the same 
for the uses and purposes therein set forth. 

[SEAL] 

Notary Public 

�ATTET  
No 1(fil  of64-3 

) I HYDERAAD n, IN vc joJn&L 
LAKSHMI 

W. 

ATTESTED
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On this \day of 201, before me personally appeared 
jch!dnrathi PODILI to me icnown and known tome to he the person described in and who 
executed the foregoing instrument, and he duly acknowledged to me that he executed the same 
for the uses and purposes therein set forth. 

Notary Public 

ATTESTED 
rQ\J. 
MV.S LAKSHMI 

ASSt Secretary 

ATTESTED 
/ 
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On this \’’day of  _20pj,before me personally appeared 

Narnmneni VENICAIAH CHOWDARY to me known and known to me lobe the person 

described in and who exeouled the foregoing insfrLjmenc, and he duly acknowledged to me lhal he 

executed the same for the uses and purposes thereifl set forth. 

LSEAUJ 

Notary Public 

ATTESTED 
� -- ... .... 

vs 
.. .� M.SLASHs4j At 

seceia 

ATTESTED Sn  
App. by Cc.vt. a A.  .. . II *o; c r 
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Replacement Claim Set including Omnibus Jaiins 

We Claim: 

1. A phenyl amino pyndo pyrimidine of formula I H H PY CE3) n 

LN 
r) 

where Xis CH or N, ni o–-2, R is F or CF6. mad I is absext 5, SO, or SO2; or 

a pontraciami acceptable salt thereof. 

2. The compound of chain 1, where Xis N, 9- 1, R is H or CH, and   is absent, 

S. SO, or SOz; or a phan,iucuticaliy atspirplable salt thereof. 

3. The compound ofclairo I, where Xis CH, ni of  K is H or CM3, and V is 

absent, S. SO, or SO or a pharrnactticaUy acceptable salt thereof, 

4. The compound of row one of claims 1 to 3, wherein: 

when n= I, the rifluisromethyl group is bonded tots aromatic thfl al position 

3; and when n2, the first trifluoromethyl group is bonded to the aromatic 

ring at position 3 and the second trithioromethyl group is bonded to the 

aromatic ring at position 5. 

S. The compound of chum 4, whom R is CM. 

6. The compound of claim 1: 

where R is methyl, Xis CH, V is absent, and n- 1, 

where R is methyl. Xis CH, y iss, and nl; 

where K is methyl, Xis CM, Y is SO, and 

where R is methyl, XIs CR. V is S02,and n=l; 

where R is methyl, )( is CH, Y is absent, and n=2; 

where R is methyl, X is CM, V is 5, and n=2; 

whore R is methyl, X is CR V is SO, and n2; 

P k &th’.i Y } rn V i, fl r,d 1=2-
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where B. is methyl, Xis N, Y is S, and nl; 

where K is methyl, X is N, Y is SO, and nl; or 
f 

where B. is methyl, Xis N, V is SO, and t ’1 
7. A oomp,und of Formula XIII 

CAN 

-0 tim 

where Xis CH orN n=>l or 2 R is H or CH, and V is absent, 5, SO, or Soa or a 

pharmaceutwaky acctpuAt saw thtrtoc. 

S. The compound ofolaim 7 

vaert% is ,eth, X is CR, V is 5, and s 

where R is methyl, Xis CH, V is SO, md n1 

w here R is methyl, Xis CH, Ye SO2, and 

wheteR is meth, X is CRY is ase,’t, and 

where R is meth)) Xis CM Y is S and n=2; 

where R is methyl, IX is Cit V is SO, and 1r2; 

where R is mtthy, X is CH, V is 501, and w’2, 

where R is methyl, Xis CB, V is absent, and .o1; 

where B. is methyl, Xis W, V is absent, and 

wheceR is rnetwt XiSN, V is abseM, and n 

where Ris methyl, Xis N, V is S, and n- 1, 

where R is methyl, Xis N> V is SO, and in; or 

wheceR is rne*h’iI. X is 1st, V is SO. and 

A compound of Formula XIV 

x 

XIV) 

whem Xis 
cx or N, nJ orZ R is H or C}, and Vs absent. S SO, or SO1; or 

a phannaceutteafty acceptable salt thereof 



RepIarneat ClaUn sea cIuog Onlarble c15 

where R is methyL Xis CA, Y is S and n 

wS R is methyl, X 15 CR, Y is SO, and it 

where R is methyl, X is CH, Y is SO, and n 2; 

where R is methyl, 31 is CH, Y is absent and ri1; 

where B. is methyl, Xis N, Y is absent and nI Or 

where 1k is rnetfrgi, Xis N, V is absent, at-4 iv’ 

11, A compound ofForniula XV 

PH 

C) 

where   is CH Of N, nl of 2, RisH oreth, and Vs absent S. SO, or dOi, Of 

pharmauticafly acctpta&ie ,Mt then,o 

12. The compound ofclaim II: 

Where 1k ka methyl, 31 is CII and n=2; 

where R is methyl. Xi CU. V is absent and ni; 

where R is methyl, 31 is CH, V is S and n I; 

whertR is methyl, 31 16 CII, V is SO and iv’; 

where R is methyl, X is C, V is SC)2and ,il 

where R is methyl, Xis CR and tn; 

where Ri; methyL Xis N and n t; or 

where   is methyJ, Xis N and nl 

i. A process of preparing a phenyl amino pyrido pyrimidine of formula I 

H H OFs) n QN 

3 



Xeplacemtht Cram Sel iiciuthnE th’mibus Cax-ia 

jqt 

where R is as above; with a trit1uoromthvi aroyl chloride of tbrmuia XII; 

(C )fl 

dcc XTT 

the X, n, and V are as above: in the presence of a chioro hydrocarbon solvent and a base at 

a tomperaturt of3O to 40°C to  well in ntcrnediat, Sri, thtoronrthy so)l titaide of 

formula XIII 

OF3) 

XIII) 

where >ç it, Ft. and   are as above; reducii’g the compound of formula XIII using a metal-acid 

reducing agent at a temperature of &-5C to yield an intermediate amino rrifluoromethyI aroyl 

anode offonnuja Xlv 

II _iY_ cFs) 

H 

. hT’ J XIV) 

R
  

where X n, B, dad  are as above; condensing the conpornld of formula XIV with 

canamide (CNN-lb) at a temperature o160 to 95 C in the presence of Polar solvent and an 

inoraxüc acid to yield an intermediate salt of a suanidino trifluorornethyl aroyl amide of 

forn’ula XV 

CF3) 

XV) 
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,NMa, 

in the presence of   base and at a tenmeraffire of ID to 40 C to yield the cinpound of 

formula 1, and optionally, forming a pharmaceutically acceptable salt the compound of 

formula I. 

14. The process ofolaim 13, wherein the base employed in condetising the compound of 

fpxitu 3<V ,jTh The ;ompound offorrpua XVI compths potassium hydrox on 

sodium hydroxide; 

iS. A process of preparing a nitro rrifluoromethyi aroyl amide offorniula XIII 

40 H cF31 fl 

I XiIfi 

whereX is CR orN, n=I or2, It is H orCth, andY is absent S SO, or 502; 

the method oornpnsng: 

condensing a 4-methyl-3 -nitroaniline offormula XI 

NO2 _NH2 

ji 
Xl 

Where Rig as above  evnh a thfluoromethyl axoyi clUoride of 
formular4

 Y(C 

 XU; 

Fn 

clo?’

 

NI 

where X, i  and V are as above; in the presence of obloro hydrocarbon solvent and a base at a 

reo permute of 3U to 40 C to yiid the nitro r uoromicthy1 Iroyi at, cc of formic4 XIII. 

1. The process of claim 13 or 15, wherein: 

the chkoro ho4for4ibm, solvent comprises ch’oroform, meth9lere chloride, or 



I 
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7. A process of pasepariftsi an amino triflucromethyl aroyl amide of formula XIV 

H s4 
(VY 

o) n 

where Xis CH or N, n=i cr2, R is H or Ca andy is absent, S. SO, or 502; or a 

phaucciv wiepIabie saft 

the method comprising: 

reducing a compound Of formula XIII 

H CFj 

p, N

II 

where X, a, R, and Y are as above; using a metal-acid reducing agent at a temperature of 0-

5C toyiea the amino tht)uoromethyl amyJ amide offorrnuia MV. 

IS. The process of claim 5 o 17, wherein R is ’neth X is CH, Vs absent. and 

n=.i. 

19. The process of claim 13 or 17, wherein the metal acid reducing agent 

cormiriscs aussumme thior4iconc. HCL iron  conc, HCI, znc/conc. BC!, 
pre -rably stanous chiorids/conc. HCI. 

S20. A process oipreparing a salt ofa guaaidino trifluoromethyl amyl amide of 

ixmua XV 

H H2N X HN 

XV) 

where Xis CB or N. o=1 oi2 Xis *1 or CH. and Y is absent, S. SO, or 5th; 

the method compdsing: 

unioddriTing a comrond offormu1a XIV 
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where X n, R, and Yee as above; 

n*bcyme oCrdffl,2)aici rompentre of 60w 95 C in the pree of proar solvent are
 

an inorganic nid ta ylnid the intermediate salts of a guatidinc tritluorurnethyl aroyt arnide of 

formula XV. 

The process of claim 1, or 20, wherein: 

Van polar si-vtnt comprises n-pn)paiIo, iaopropanoL tthanoi, n-butunl3L or 

mixture thereof, preferably, n-butanol; and/or the temperature employed for 

condensing the conmound of formula XIV with cyanamide is 90 to 95 T. 

22. A process of preparing a phenyl amino pyrido pyrimidine of ixntula I 

H H 

� 

where Xis tHorN, n1 or R is CH.;, andy is absent, S. SO, or 5(O; Ora 

pharmaceutically imotepmrsin salt theteof 

the method comprising: 

condensing an N-(5-amino2-methylphenyl)-4-(3-pyridyI)-2-pyrimidine amine offormula 

XVII 

C H3 

� p NH 

NH2 

. 

’ XVII 

-with a trifmoro methyl arcryi chloride oItormua XØ 

cloc XII 

to yield the compound offormuia 1. 



jxRepiacement Claim Set Including Onmibus Claims 

- 24. The pharmaceutical composition of claim 23, whetS: 

the pharmaceutically acceptable carrier 5 suitable or topical, psreriter, or 

enthral (e.g.- and or rectal) administration ; and/or the pharmeautically 

� acceptable carrier is inorganic, organic, solid, liquid, or combination thereof 

25. The pharmaceutical composition of claim 23 or 24, tbrther comprising an 

e,cipen, an adjuvant, a diluent, a blame, trauchimis ageuL afinor ethiancr. 

a pharmaceutically acceptable colorant, or a mixture thereof 

26. The pharmaceutical composition of claim 25, wherein the diiuent comprises 

nicrocr,’slaIlio

 

cellulose, microæne ceflulos. lactoa, starch, pregolitinized 

starch, calcium carbonate, calcium sulfate, sugar, dextrate, dextrin, dextrose, 

dibaric calcium phosphate dihydmte tribasic calcium pJ,osphate kao]ir 

magnesium carbonate, magnesium oxide, maltodextrin, mannitol, 

polymetirncrylate, potassmm chionnie, powdered Ce ukne, sodium chonide, 

sorbitol, talc or mixture thereof 

27. The pharmaceutical composition of claim 25, wherein the bnder comprises 

acac, elpaic acid, sodium, dextrip, ethyl 

cellulose, gelatin, guar gum, hydrogenated vegetable oil, h-ydro,-ethyl 

cellulose, )ydro,qrpropvl cellulose, hydroxyoropyl methyl cellulose, liquid 

glucose, magnesium aluminum silicate, maltodextrit,, methylcellulose, 

polymethaciytate, povidone e.%. KOLLMOor or PLASDONE), 

pregelatinized starch, sodium algmate, starch, or mixture thereof 

29. The pharmaceutical composition of claim 25, wherein the flavoring agent or 

the flavor enlm,ncer computer maltol, vanillin, ethyl vanillin. menthol, cithc 

acid, flimaric acid, ethyl maltaT, tartaric acid, or mixture thereof. 

29 the pham’aceuticai composition ofc!aiar 25, a mpdsag conipouad of 

trnmia I, poynoipyrroI1done, iactoae, taic, crospoidone, magnesium 

stearate, and sodium laurel sulfate. 

30. A compound of formula I, formula XIII, formula XIV, or formula XV 

substantially as described herein. 



ReivindicaruOs: 

� ilL! 
1 Una fenil amino pirido pLrimidina do formula I 

H H Y�( C’) fl 

donde X as CH 0 N, n1 a 2, R as H a CHI y V esta ausente, S so. o 502; 0 SU 

sal farmaceLiticamante aceptable. 

40 2. El compuesto de Is reivindicaciOn t donde X as N, n=1, R as H 0 

CH3, y Y asia ausente, S SO o SO2; 0 so sal farmaceuticameflte 

aceplab le. 

3. El compuesto de la reivindicación 1, donde X as CH, n=1 a 2, Ree H 

o CH3, y V esiÆ ausente, S, SO, o SO2; o SU Sal farniaceuticamente 

aceptable 

El compuesto de una cuslquiera de las reivindicaciones I a 3, on 

donde: 

cuando nrl, el grupo trffluorometilo Se enlaza al anillo aromatico an la 

posiciOn 3; y cuando n2, el primer grupo trifluorometilo so enlaza al 

anillo aromÆfico an la posicion 3 y el segundo grupo triflLjorometilo Se 

enLaza al anillo aromÆtico an la posicEon 5. 

5. El compuesto de la reivindicaciOn 4 donde R as CH3. 

6. El compuesto de la reivindicaciOn I: 

donde R as metilo, X as CH, V estÆ ausente, y n=1; 

dandeR as metilo, X as CH, Yes 8, y n=1; 

donde R as metilo, X as CH, Yes SOY n1; 



donde R as metilo, X as OH, Yes SO, y n2; GD 
donde R as metilo X as CA, Yes 502, y n2;  

donde R as metilo, X as CH, Y esta ausente, y n1; 

donde R as metilo, X as N, Y esta ausente, y n=1; 

donde R as metilo, X as N.Y esta ausente, y n=1 

donde R as metilo, X as N, V as 8, y n1; 

donde Res metilo, Xes N, Yes SO, y n1; 0 

donde R es metilo, X as N, Yes SOz, y n1 

7. Un compuesto do formula XIII 

H 
X 
Y_iCF)n 

donde X as Cl-I a N, n1 ô 2, R as H a OH3, y V estØ ausente, S, sł, o SO2; o SU 

Sal farmacAuticamente aceptable. 

8. El compuesto de Is reivindicaciOn 7 

donde Res metilo. Xes OH, Yes S, 
y 

n=1; 

donde R as metilo, Xes CH, Yes SO, y n1; 

donde R as metilo, X as CH, Yes 502, 
y 

n=1; 

donde R as matjlo, X as CH, Y esta ausente, 
y 

n=2; 

donde R as metilo, X as CH, V as 8, 
y 

n2; 

donde R as metilo, X as CH, Y as SO, 
y 

n2 

donde R as metilo, X as CH, Y as 502 
y 

n=2; 

donde R os metilo, X as OH, V estÆ ausente, y n1; 

donde R as metilo, X as NY este ausente, 
y 

n1; 

donde R as metilo, X es NY asia ausente, 
y 

n1; 

donde R as metiIo, X as N, V as 5, 
y 

n=1; 

donde R as metilo, X as N, Y as SO, 
y 

n1 0 

donde R as metilo, X as N, Y as SO2, 
y 

n=1 

Un compuesto de formula XIV 



21 
CF3) fl 

donde X as CH 0 N, n1 62, R as H 0 OHs, y V osth ausente, s, so, o SO2; o su 

sal farniacØuticameflte aceptable. 

10- El compuesto de Is raivindicacion 9: 

donde R as metilo, X as CH, Y as 8, y n1; 

donde R as meillo, X as CH, Yes SO, y n=1; 

donde R 65 metilo, X as OH, Yes SO,, y n=1; 

donde R as metilo, X as OH, Y esta ausente, y r12; 

le 

donde R as metilo, X as CM, V as S y n=2; 

donde R as metilo, X as CH, V as SO, y n=2; 

donde R as metilo, X as CH, V as 507, y rw2; 

donde R as metilo, X as CH, V esta ausente, y nl; 

donde Res metilo, Xes N, V esta ausente, y nl; 0 

donde R as matilo, X as N. V esta ausente, y 1=1, 

11. Un compuasto de formula XV 

ii c.i n 

RY I 
donde X as CH 0 N, n1 a 2, R as H 0 CH3, y Y estâ ausente, 8, 80, o SO,; 0 Cu 

sal tarmaceuticanente aceptabla. 

12. El compuesto de Is reivindicaciOn II: 

donde R as metilo, X as CH 
y 

n2; 

donde Roe melilo, X as CH, V estØ ausente 
y 

nl; 

donde R as metilo, X as CH, v ass 
y 

n1 

donde R as metilo, X as CH, Yes SO   n1; 
...1 0 �_*I,’ V flI V Cfl_.,,, 1-



donde R as metilo, X as N y n1. tot 
13. Un proceso para pleparar una ten" amino pirido pirimidina de formula 

H 

U) 
IN 

donde X as CH 0 N, n=1 a 2, R as H a CH3, y Y estÆ ausente, S. so, 0302; o su 

� Sal farmaceuticamente aceptable: mØtodo que comprende: 

condensar una 4-metil-3-nitroanilina de formula Xl 

nonce R as coma as indico anteriormente, con an cloruro do trifluorometil aroilo de 

tormula XII; 

(C Fs)rI 

CID 
xu 

donde X, n, y V son coma Se ndicO antehormente, an La presencia de un 

disoLvente hidrocarburo clorado y una base a una temperatura de 30 a 40 C para 

producir una nitro trLfluorometil atoll amida inlermedia do formula Xhl 

H YCF3)n 

cat N 

C XJLO 

donde X, n, R, y V son comb St ndcô anteciornente; ceducLc e compuesto de 

formula XIII usando an agents reductor metal-acido a una temperatura de 0-5CC 

para producir una amino trifLuorometil atoll amida intormedia de fOrmuLa XIV 



H V_.4 o) a(7/Os 

donde X, n, ft y Y son coma Se indica antoriormente; condenser & compuesto de 

formula MV can cianamida (CF4NH2) a una temperatura do sa a 95 C an la 

presencia do un disolvente polar y an Æcdo inorg6nico para producir Is sal 

intermedia do una guanidino trifluorometil aroil emirs de formula XV 

H Y-CFjjfl 

donde X, n, R, y Y son como Se indico anteriormente; y condenser el compuesto 

de formula XV can un compuesto de fOrmula XVI 

NMS, 

an Is presencia de una base y a una temperature de 30 a 40 C pars producir a1 

compuesto de formula I; y, opcionalmente, formar una sal farmaceuticamente 

aoeptabe at compuesto de fômiva 

14. El proceso de Is reivindicacian 13, an doride Is base empleada an 

condensar at compuesto de formula XV con e  compuesto de formula 

XVI comprende hidraxido de potsso 0 hidroxido de sodlo; 

15. Un proceso de preparar una nitro trifluorometil aroil amida de formula 

XIII 

CA 
N 

F/c?K 
- Cr3) 

(XI 

R 



M 
condenser una 4-metil-3-nitroanilina do formula Xl 

W2 ?NH2 

Xl 

Conde R as coma so indicO anteriormente, con Un cloruro S trifluorometil aroilo de 

formula XII; 

nonce X, n, y Y son coma so indico antorioniente; an a presencia de disolvente 

hidrocarburo clorado y one base a una temperature de 30 a 40 T pars producir Is 

nitro trifluorornetil aroil amida de formula X111 

16. El proceso de Is reivindicaciOn 13015! an Conde: 

el disolvonte hidrocarburo clorado comprende cloroformo, cloruro de 

metileno 0 clorura de etileno, preferiblemento cloroformo; yb a base 

empleada an convertir el compuesto de formula XII an el compuesto 

do formula XIII comprende trietilarnina, dipropilamina, 

diisopropilamina, preferiblemente trielilamina. 

17. Un proceso de preparar one amino trifluorometil aroil amida do 

formula XIV 

H 
d4 A. K 

deride X as OH 0 N, n=l 0 2, R es H 0 CH3, y V eslÆ ausente, s, SO, 0 SO2; 0 SU 

sal farmaceuticamente acaptable; 

metodo qua comprende: 

reducir un compuesto de formula XIII 



0 

- H 
x 

v_C)n 

pats 

�  

donde X, n, R, y V son coma so indIcO anteriormerite; usando on agents reductor 

metal-acido a una temperatura do 0-5°C para producir Is amino trifluorometil aroil 

amida do formula XIV. 

18. El proceso do Is reivindcaciOn 150 17, an donde R as melilo, X es 

CM, V esta ausente, 
y 

nl. 

19. EP proceso de In reivindicacian 13 6 17, an donde el agents reductor 

metal-ÆcTdo comprende c(oruro ostannoso/l-ICI concentrado, 

hierro/l-tcf concentrado, zinclHCI concentrado, prefehbemento 

cloruro estannosolHer concentrado. 

20- Un proceso do preparar una sal de una guanidino trifluorometH arojl 

anida de fonmula XV 

_Y-_cF)A 

donde X as CH oN, ntl ô 2, P as Ho CH3, y V esli ausente. S, 50, 0 SO2, 

metodo flue comprende: 

condensar un compuesto de formula XIV 

H cF) 

icx1 

donde X, n, ft y V son como as indico anteriormente, 

con ciariamida (CNNI-b) a ui-ta ternperatura do 80 a 95 T en a presencia de in 

disolvenle polar y on acid0 inorgÆnico para producir las saJes intormSJas de una 

guarüdno triftuorometil aroil aitüda cit formula XV. 



4/ 

H 
butanol, 0 una mazda de los mismos, preferiblemente, n-butanol; yb 

IS ternperatura empleada para condensar el ccmpuesto de formula 

XIV con cianamida as 90 a 95 C. 

22. Un pr000so de preparar una fenil amino pirido pirimidina de formula I 

ci. is 

donda X as CH a N, n1 0 2, R as CH3. y Y estâ ausente, S, SO, a SO2; 0 Su sal 

farmaceuticamente aceptable; 

metodo quo comprendo: 

condensar una N-(5-amino-2-metilfenil)-4-(3-pwidiI)-2-pirimidJn amina do formula 

XVII 

CII, 

XVII 

con un c%oruro do tciuoro avAll aroIo do tormtha XII 

V(CF)ri 
x 

cloG XII 

para producir el compuesto de formula I. 

23. Una composician farmaceutica para tratamiento de leucemia ruieloide 

crOnS, composicion quo comprende: 

on compuesto de formula y one sustancia portadora 

farmaceuticamente aceptable. 



� 
47 

(a sustancia poctadora armaceuticamente aceptabe es apropiada 

para administracian topics, parenteral, 0 enteral (par ojemplo, oral a LO 
- rectal) y10 Is sustancia parwdora farmaceuticarnente aceptable es 

inorgØnica, organica, sOlida, liquids, 0 una combinaciOn de las 

mis ma s. 

25. La composicion farmaceutics de Is reivindicacian 23 6 24, que 

comprende ademas on excpenle, on coad,uvante, on dikiyente, on 

aglutinante, on agents saborizante, on intensffieador do sabor, on 

colorante farmacÆuticamento aceptable, 0 una mozcra do los mismos. 

26. La composiciOn farmaceutica de Is reivindicaciOn 25, on condo el 

d(uyente comprende ce(u(osa rnicrocrsta(ina. ce(u(osa micccfna, 

10 lactosa, almidôn, almidon pre-gelatinizado, carbonato de carcio, 

sultato de calcio, azcjcar, de4rato, dextrIria, dextrosa, thhidrato de 

fosfato calcico dibAsico, fosfato calcico tribÆsico, caolin, carbonato de 

rnagnesio, oxido de magnesia, maltodextrina, mannitol, 

polimetacrjlato, cloruro de potasio, celulosa en polvo, cloruro do 

sadjo, sorbitol, talco, 0 on mezcla de Jos mismos. 

27. La composicion farmacØutica de IS reivindicaciOn 25, en donde el 

agkitinanle cornprende acacia, acida arginEco, carbomoro, 

carboximetilcelulosa sodica, dextrina, etilcolulosa, gelatina, gonna cM 

guar, aceite vegetal hidragenado, hidroxietilcelulosa, 

hidroxipropitcelulosa, ]lidroxipropilmetdc&LJIOSa, gucosa tiquida, 

slicato do magnesia y aiuminio, maltodextrna, metilcelulosa, 

pohmetaciiiato, povidona (par ejemplo KOLLIDONO 0 PLkSDONEfi), 

almidOn pre-gelatinizado, alginato de sadlO, almidon, 0 una mezcla do 

os mismos. 

28. La composicion tarmaceutica de a reivindicacion 25, on donde el 

agents saborizante o e( intensficador do saber comprende maCto(, 

vainilla, etil vainilla, mental, acido citrico, Æcido fumarico, etfi maltol, 

acido tartarico, 0 una mezcla de los mismos, 
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