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Re: Expediente No. 06.037.930 
Solicitud de Patente a nombre de 
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Yo, DILIA RODRIGUEZ D ALRvfAN, , identificada como aparece al pie de nil 
firma, domidiliada en la carrera 11 No. 86-53, piso 6, obrando comO 

-. apoderada, atentamente solicito a usted se sirva conceder una orOi-roa de 

SQ_ths para dar respuesta a! oficio No. 7673 notificado per fijacion en 
lista 10 de julio de 2009, relacionado con In solicitud de patente que Se 
estÆ tTaniltando bajo ci expediente de to referenda. 

Acompaflo el recibo Nr. 09-65,760 de 3 de septiembre de 2009, 
correspondiente a IS tasa de la prOrroga del tØnnino. 

Seæor Superintendente, 
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&ROLDR GUEZ 
-’

 

C.C. 41.654.882 de Nola 
T.P. 20824 del 
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COMPLETE SPEcIFICATION 

Substituted Jndo.Io-pThnidines 

We MANUFACXUZ Da Ppoovrrs PHwIAonmQvS A. CROISTIAENS S.A. a 
Bdgian Body Coçperato 01 A rt de "Fain, Beuisels. Belgium, do haeby deciaze the 
noon, for wiuch wr pray that a parent may be grantod to qia, - the method by 
which 

. 5 
in to be peiformed, to hr enkirly deocrihed in and by the fdliowiog 

�ti� S 
TM pttt innmkn zejaths to new subntltuttd mannyhyrimMm and proeo 

for thdr peep nXeUOD. 
Thc invention providee new eubariteined I-H- and 3-11- 9-L,ano-irnknol2,I-d]-

py*ndiueeofthegezend formethe:�

’U ARI. 10 

AN 
th which R npreaet–a an nJyI radiral, an mine (oioired or im.uh,firuwd ao harefa-
after defined)-, carboxy-, aJ1oxcarbenyI-, cnbamopl-, bydroxy-, amy!-, aknoyb 

IS &dyl- or. tyano-ni*,thuced elkyl ndicaj, or an allyl, aJkoyca*onyI-oubatinted 15 
� alenyI or anftyl radicaL It will be appreciated that the teem urn o-{nubetltutd or 

tracituted)-eethntitunad aliyl radicef mcludeo tddn in ncepc an niky, social obso
toted by an unto gioup, an ulkyl subafiteted erino grtep or a eaorated nitrogen-
coutaiMsg heten,cydic gash, hiked to the alkyl radical - the ihiogen atom 

2* Piefeired compowida of the fotmolae I nod Ii an tee in which R represenca a 20 
lower nik1 radical containing I to 4 cnzbon atoeoa, or ouch a poup A hydrogen atom 
of which his teen replaced by a si,hitittaett as pecied above, 

Essiuple, of 5toupe which may be reprraeuated by Raw am followel-

-(cl{t)e�.CR0OH;  

0 

Mass K0 and R, which urn rho name or difforent, cepireeni alkyl radicals (prefrrably 
Ncr 4:. 6d1 



956,249 Il 

WB&T WE cLAIM IS -
1. Sohothesed i-N- - 9-N p-i i4py’*th&r of the 

general fontwae 

ACN I, 
CN 

inbefore 
deæMd), boy-, aThtaycarbqnylm a*amoyl-, hydro, szoyl-, aikanl-. 

II whtcb R rçnn an aiyi radtc4 an asto-wabatituted Cr insteltuted e hcrc-

pyridyl- or cyansstafted aiSi dk4 or *, silo 
to alken,l or arolkyl radiral. 0 

2. Con,pounda as claimed in claim I in which K repceaaora a grolç of the 
fontala �(dH--u1oH, alaeze p is .whok nwubn, 

3. Compoimdsa claimed in claim tin with K epena1ta a group of thc 
formula �<COL%�COOH, whcre au a whole unbar. 

If 4. Compounds as claimed in claim in which K rapraseuts a gToO of the IS 
formit �(Cl)._.CO0R, in which Re Isprtta an SLItI radical and n is a whole 
nt,mter. 

5. Cnwounds as claimed in claim I in which R represents a group of - 
lormtda �((*).C_NZ, in which p a wbots nimther. 

20 6. Compottod. as claimed in claim I in which K ztprt,ea a group of the 20 
fonnala �(CH�N�R,, in which Re - Re, which axe the aijale or thffrcn; tech 

cprenta ao alkyl n&l, or together with the ninogcn atom, repatCenti a aatijeatth 
heterocyclk rung which may contain a further hetero atom. 

7. C,mpo.nda accordlag to any of claims 2 to 6 in with p represatte I, 1, 3 
25 or4. 25 

8. Compotmx5s accordiog to thini I In whida K reprcsents Sal aIk4 grorp con-- 
ndjthig IrLr} I to 4 carhas atom or inch   Fm, l,j*ogen ntci of with is ye-
placed by a uindtuenz as specified in clam’ I. 

. I_H4-pnv-I.methybindeto-(2,I.d]-pythnidira. 
30 10. 3-E-9y-3-rnethyltdeuo-(2,l-d]-py,imil’me. 30 

II. I-I{-9-cyano-I-carboxymethyl-tndcno-[2,I-dJ-pyrhnidinn 
12. 349-no-3aeboxymeftl-Mdeno[3,1-4J.o,urai–na. 
19. l-H-9gaan-I-(2Fnyeththd12,1-dJyrimidin,, 
14. 3-H-9-cyain-3.{2-aaogrcthyf-indcnc-[ 2,14] 1yalmidia 

35 IS. l-H-9cymno-]-ethoCrocyimethSeno-[2,I4I-ppmaidtse. 35 
16. 3-W9.c,ano.R-a1honylmathyl&n[24-dI-ppieai4une 
I?. l-H9canoelI*inden,l4I4I-p,rimidlnc. 
18. 3-H-9.auo-3flyI-ladn(2,Id3-pytheidine 
19. l4{-9cana-1-2cthoxycsihonyletbyfl-imdeoo- [,jM -ppimidlns. 

40 20. 40 
21. I-fl-9cyanol4-4ythexpropyl)indeao42,I4jpycimfdinc 
32. 3fl-9_cyan3(hydroxpropyineno_I2,I4]_pynmjdine 

butyIl-indeno- 2.l-4J -pycheldine. 23 -W9 . I-cyaal 
24. 3 hYdrnzYs_1i_. -H-9-cyauo- flydro,oj 

45 25. IR4sno-tythth,l)th4euo-f2,]4]tytnJ3c0ne. 45 



,. 
5 30. 3H9.cyano-32wlmtthyl-fn-[24I.pycimidfiIe. 5 

3!. 
31 3-H-9-cyeno-3-hdeno-r1,I-dJ-p,Iimlthne. 
33. 1-H-9.cyano-I-(4-py,idylmathyl lndeao-12,l-dI-pplield!ne 
34. 3-!{-9-cyano-3.{4-pyridylmteh$ -mdeno-[21-dJ-pyrlmtdme. 

ID 35; l.a_9_cyano_l_{3.etboxycMboByilIyI)-ffldeIIo-L2,I4] pyrnuiJjnc. to 

96. eH-9.c,ano-3(3..thoxycnbonyIIy)-indeno-[2$.d]-pyrliaidlne. 
57. 1H-9c,o-Ib.moybI-int.I2,l4]-cyimiJine. 
33. 3-H9-cym,o-3-catimo,ImethyI-indeno-I2*d]-pyfi1flidifle 
39. 1-E8cyai10-1-(2-dimethyIanlfnocthyI)-ind000-12,I41-pYTInl4inO. 

iS 40. 3I{-9.cyano4.(24imthyunathyI)-indcno.I2I-d1-pyeimfdioe. 3 

41. I.H9cyanot(3dimcthyIaminapropyl)-indeno-[2,I-4I-prinhidine. 
42. 3H.9If

 
manWp$rndenoj2,IdIiPimIthfle. 

43. an-I4-N-pyrrolidn yI).indeno-12l.d]-py*lfdifle. 
44. 3H.9.cjno3.2-N.ryrMidinacthyl)-indeno-I2,l-dJ-pytlIdJnt. 

20 45. 30 
45. 9-H-9-cyano-3- 2dirthyIaminoethy1)-indeno-fZi-dI-P)Imidint. 
47. 1-H-9-cyano-l- diboeylan,inopropyIndeno_2,I.4-pytimidinc. 
48. 3-W9-cyano-3- 34ibutyIo no iopyI)_indeno-[2I-dIttinlidine 
49. lH9.q no-i 3-dipIop)lemioopropyI)-icIdenO-E414]-pyriiaidiflfl. 

25 50. 3.114-cyon0.thprpybmnoPIPyl)indeIlO-IZId]-pYthEldine. 23 

J.,, I--rr.-
30 55. 30 

35. 
57. C*pow,ds adorning roanyofcJnms6 and 39to56mthef0rmQtthair 

od4 addition Who, 
St CompousS according to c!aim 57 in which the acid odditlon wait is a 

35 36 hydiodiloaide, - . 

40 
a. –.. - 

xactwithTh  not of too pynndinetoformcompetthds load formuIaaI and V,sfld 40 

if dothtd separating the compounds of formtdae lend V from oee aacthcr. 
Ot A ptoce acco’dIn so olsim 59 in which the compound RX is a compound 

in whicli X iflprctents a halogen aeon. 
6!. Aprorca,aladiagtodainałOiflwrnthtlarcOmPOUfldRXkaccaiiPOunU 

46 
45 in which X ItpIeIenls a chlorine sloan. 

� 61 A p,tud, according to egther of claims 60 and 61 in which the reacdri is 
effected In the plesenco am ire ooIsne. 

63. A pat according to claim 62 in which the nest colas Is an aithydro 

64 A process according to claim 630 which the edwdroas alcolici is ani,ydrotst 10 

I sop rop cnoi 
65. A process sanding to any of claIms 501064 in which the coarsen 

ffccted at a. elewted tomreratun. 
66. A pats according to claim 65 in wUdi the reaction a effected ondn ow- 

55 flux condlolo, 53 
67 A process according to claim 59 in which the compound PX is a dlalk,I 

5tiIC 
A pras accoidiog to dpim 66 in which the ’eaction is eftecsod in a stoat 69. 

aquwaco .maThi.doter. 
60 69. A ptfor the preparatlan of compounds as claimed in Claw   conipris- 60 

lag re,cting a coenpoond of the formula 
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3874 .7. Md, n.m. ion. 38,3874-3883 

Inhibition of Monoamine Oxidae-B by 6H.Indeno[1,2-c]pyflda4n.st Biological 
Activiti.., Qt.antltadve Structure�Activity Relationships (QSAJt.) and 
3D-QSAR. 

&lei. Kneubiihier, Urike ThuD. Cosimo Altomare.’ Vloenn Carts.’ Patr1ck Oaiflnt Pinre-Mtn Canhjpt,t 
Angelo Carotti" and Bernard Te.t 
tuWw di Chlmi, Th&,np.&ilqa., Scsi... d. Ph.nnacl.. U,iio...4rE do "worse. CR1075 Thtaaa....Dorijny, Swiizedct,4. 
w.d Diportim.hto Fo.m.oeAijSe, Uai&.r.ub of But VS On.bo,is, 4. 170128 80æ. ltojy 

R.r.(!td Moyc 7, 1993 

cJpdtnn Alnps.rn(6600mpound.)otn4,no(1,2&.oneeUPt)wn’etthuSed sad tasted 
on - nonsiamlu. otda..A (MAOA) � MAO-B iriubltory  activity. hi] of the tested 
compounds acted preferentIally on MAO-B displaying weak (noruneesonble IC,o values) to 
Ugh {eubmkromolar IC., Values) .ctltti.s. The moet starts compound was p.CP13-phenyl-
’P (IC,000 oN), Multiple Uaar re..ion analyi. of the eubsututed 5-phenyl-IP. yielded 
good atsIisIicsl result. q’ 0.74; 2 =0.88) and .howed the lmportana of lipophili; electonic. 
- eleric properties of the eobedwent. in det.nnloio thWblt.ry pot.riy. Various cwnrazathn 
molecular field analysis ’tudles were pezform.d with different a]lprn.nts and Including the 
molecular lipophilicity, Intended. This led to m a ode In l cluding the st.rlc, elsstroatstic and 
lipophilidty, fields and having a good pmdidive value (q’ - 0.75; r - Q,sa). 

Introduetion Scheme I. Gear.] Syiul..tic Metbd Used in ml. 

Monoamine oxida.e (MAO. EC 14.3.4.) I. a how,
 

adenine dinucleotld. (FADkoutalnlng filwourayme 
existing as two isoaymee MAO-A and MAO-B) and 
playing a key role in the reulat4ort of various pb.l- - 
ologiral amioss, nil. .n2The ii also a target for 
therapeutic .g.nts, MAO-A Inhibitor, being used u 
antidepre.aants. wii!l. MAO .B frthibithr. hke ..legiline 
coadmlnl.ursd with L,.DOPA are of Interest in the 
treatment of Parkinson. dle.e., fwumbk, news. 
anism-itself ia.rtiv.tor, of MAO see conildered oh...  
lots due ta sensor .id.. dames with a.h.patc4.ia,east  
the well-known &.e.e effect Rsa.d on a better / 
underitaSing of the blxh.mla] and catalytic pro p. t 
now of MAO. recent re.eareh efforts have lbas.d on 
.alntive and reversible inhibitor, of MAO-A or MAO-- 

P’rIdasine derivatives en normally an object of 
surnamed Intent due to the nM ranl of their 
potential actIvitiem as ch.motànp.utin. aaflthrom- very good quantltatin .uvct,re-acUvIty relationehip botice. cardiovenular agent.. .nti.e.ta. and anuti- {QSABI and 3D-QSM model. obtained sword interest -nor agent.. wall and .ntilnfl.mtatory agents, and ing Insight, two the totogrophy of the MAO .B any-centre] nervoue system (Cr18) stimulants or d.prn- matic sit., s.nt..’° In a previou, paper, we reported the synthesis 
we activity of a Sen.w of novei SR.lridsrio(l,2-clpy- Resajes and DSoia.lon 
ridstin’one. (IP.) acting" competitive inhibitor, of Cbak*y Cempound. 1_62 Wire prepared from MAO and rain]y MAO.B.ii Such IF. have a .tric-- 
two analoa, Ui. andocydic N -N functionality) tth ninbyd4n sad the .duat, katone according to the 
2.aryi-1S.4-oeadiazin.a and 5-a27143*oxadiasoh. resation pathway reported In Scheme I, 11 moat tan 

which have been described a. selective and oomp.tltin - aythnls, was tan-led out by a one-pot procedure. 
MO-If inhibitorti.4, Inorder teaspoon the MAO In the case of very low yield. or when the int.ni.di.te 

aldo1 adducts is-St. precipitated hom the reaction inhibitory activity of IN and gain an understanding ° miztun, � Classical two-etop ’Siets was edoptod. The their etructure-anivfty relationships, we dnigned. 
prepared. and tested a large congenerte settee of 3. and PreParation of the renewed pyid.trnes 4.6. 8-20, 

enbeUtui.d ind. (2.JpJi4axin.d.rIy.tivnnew II 16. 17-M.20-40, St 84. .41, 4$ -IS. 47. 63. 
and 6 -SS he. already been de.cribed Its, was of ,ynthesi. MAO inhibitory ecilvitleL -t. n .’Jcti- usit.0 paaoJon voldift phy’Jcoth.mk.J prop.rtiee. activity relatIonship. are diecribed in � pePfl.  neand ap.ctnl data of the newly syntheatsed condeneed 
pyridasinse are sivea in - Exp.tim.ntal Section. and 

VnWetW4 d. L.q..s.. 
vi,iie,Mtae o.,u thcee of the dated .]dol addurtn, are reportad in Table 
Aba,sg 5oWjshed LeAi..... ACS Ae La, Atcj4-i. 1S9&. 1. 
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