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(57) ABSTRACT 

The present invention relates to certain substituted pyrroies 
which modulate the activity of protein kinases ("PKs"). The 
compounds of this invention are therefore useful in treating 
disorders related to abnormal PK activity, Pharmaceutical 
compositions comprising these compounds, methods of 
treating diseases utilizing pharmaceutical compositions 
comprising these compounds and methods of preparing 
them are also disclosed. 
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SUBSTITUTED PYRROLES AS KINASE 
INHIBITORS 

BACKGROUND OF THE INVENTION 

[000 1] 1 Field of invention 

[0002] The present invention relates to certain substituted 
pyrroles which modulate the activity of protein kinases 
("PKs"). The compounds of this invention are therefore 
useful in treating disorders related to abnormal PK activity. 
Pharmaceutical compositions comprising these compounds, 
methods of treating diseases utilizing pharmaceutical com-
positions comprising these compounds and methods of 
preparing them are also disclosed. 

[0003] 2, State of the Art 

[0004) PKs are enzymes that catalyze the phosphorylation 
of hydroxy groups on tyrosine, serine and threonine residues 
of proteins. The consequences of this seemingly simple 
activity are staggering; cell growth, difterentiation and pro-
liferation, i.e., virtually all aspects of cell life in one way or 
another depend on PK activity. Furthermore, abnormal PK 
activity has been related to a host of disorders, ranging from 
relatively non life threatening diseases such as psoriasis to 
extremely virulent diseases such as glioblastoma (brain 
cancer). 

[0005) The PICs can be conveniently broken down into 
two classes, the protein tyrosine kinases (PTKs) and the 
serine-threonine kinases (STKs). 

[0006) One of the prime aspects of PTK activity is their 
involvement with growth factor receptors. Growth factor 
receptors are cell-surface proteins. When bound by a growth 
factor ligand, growth factor receptors are converted to an 
active form which interacts with proteins on the inner 
surface of a cell membrane. This leads to phosphorylatkm on 
tyrosine residues of the receptor and other proteins and to the 
formation inside the cell of complexes with a variety of 
cytoplasm signaling molecules that in turn, effect numerous 
cellular responses such as cell division (proliferation), cell 
differentiation, cell growth, expression of metabolic effects 
to the extracellular mieroenvironmect, etc. For a more 
complete discussion, we Sclilessinger and Which, Neuron, 
9:30-391 (1992) which is incorporated by reference, 
including any drawings, as if fully set forth herein. 

[0007] Growth factor receptors with FIX activity are 
known as receptor tvosine kinases ("RTKs"). They com-
prise a large family of trausmenibrane receptors with diverse 
biological activity. At present, at least nineteen (19) distinct 
subfamilies of RTKs have been identified. An example of 
these is the subfamily designated the "HER" RTKs, which 
include EGER (epithelial growth factor receptor), HER.2, 
HER.3 and lIER4. These RTKs consist of an extracellular 
glycosylated ligand binding domain, a Iransuiembrane 
domain and an intracellular cytoplasm catalytic domain that 
can phosphorylate tyrosine residues on proteins. 

[0008] Another RTK subfamily consists of insulin recep-
tor OR), insulin-like growth factor I receptor (IGF-1R) and 
insulin receptor related receptor (IRR). IR and IGF-1R 
interact with insulin, IGF-I and lOP-fl to form a heterotet-
ramer of two entirely extracellular glycosylated a subunits 
and two fi subunits which cross the cell membrane and 
which contain the tyrosine kinese domain. 

Jul. 15, 2004 

[0009] A third RTK subfamily is referred to as the platelet 
derived growth factor receptor ("PDGFR") group, which 
includes PDGFR, PDOFRP, CSFIR, c-kit and c-fins. 
These receptors consist of glycosylated extracellular 
domains composed of variable numbers of immunoglobin-
like loops and an intracellular domain wherein the tyrosine 
kinase domain is interrupted by unrelated amino acid 
sequences. 

[0010] Another group which, because of its similarity to 
the PDGFR subfamily, is sometimes subsumed into the later 
group is the fetus liver kinase ("Ok") receptor subfamily. 
This group is believed to be made up of kinase insert 
domain-receptor fetal liver kinase-1 (KL)R/FLK-1, VEGF-
Q, fik-111, 1lk4 and fins-like tyrosine kinase 1 (Et-1), 

(0011] A further member of the tyrosine kinase growth 
factor receptor family is the fibroblast growth factor 
("FGF") receptor subgroup. This group consists of four 
receptors, FGFR4, and seven ligands, FGF1-7. While not 
yet well defined, it appears that the receptors consist of a 
glycosylated extracellular domain containing a variable 
number of immunoglobin-like loops and an intracellular 
domain in which the tyrosine kinase sequence is interrupted 
by regions of unrelated amino acid sequences. 

[0012] Still another member of the tyrosine kinase growth 
factor receptor family is the vascular endothelial growth 
factor (VEGF") receptor subgroup. VEGF is a dimeric 
glycoprotein similar to PDGF but has different, biological 
functions and target cell specificity in vivo. In particular, 
VEGF is presently thought to play an essential tale is 
vasculogenesis and angiogenesis. 

[0013] A more complete listing of the known RTK sub-
families is described in Plowman at al.,DN&.1 7(6):334.339 
(1994) which is incorporated by reference, including any 
drawings, as if fully set forth herein. 

[0014] In addition to the RTKs, there also exists a family 
of entirely intracellular PTKs called "non-receptor tyrosine 
kinases’ or "cellular tyrosine kineses." This latter designa-
tion, abbreviated "CM’ will be used herein. CTICs do not 
contain extracellular and transmembrane domains. Al 
present, over 24 CTKs in 11 subfamilies (Src, Frk, Btk, Cek, 
Abi, Zap7O, Fes, Fps, Fak, Jak and A.ck) have been identi-
fied. The Src subfamily appear so far to be the largest group 
of CIXs and includes Src, Yes, Fyn, Lyn, Lck, Blk,Hck, Fgr 
and Yrk. For a more detailed discussion of CrKs, see Bolen, 
Oncogene, 8:2025-2031 (1993), which is incorporated by 
reference, including any drawings, as if fully set forth 
herein. 

[0015] The serinefthreonine kinases, SIXs, like the CI’Xs, 
are predominantly intracellular although there are a few 
receptor kinases of the SIX type. STKs are the most 
common of the cytosolic kineses, i.e., kinases that perform 
their function in that part of the cytoplasm other than the 
cytoplasmic organelles and cytoskelton. The cytosol is the 
region within the cell where much of the cell’s intermediary 
metabolic and biosynthetic activity occurs; e.g., it is in the 
cytosol that proteins are synthesized on ribosomes, 

[0016] RTKs, CrKs and STKs have all been implicated in 
a host of pathogenic conditions including, significantly, 
cancer. Other pathogenic conditions which have been asso-
ciated with F1’Ks include, without’ limitation, psoriasis, 
hepatic cirrhosis, diabetes, angiogencsis, restenosis, ocular 
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diseases, rheumatoid arthritis and other indammatory disco- [0021) wherein 
ders, immunological disorders such as autoimmune disease,r(J1ji R U 1t. I cte F L is aryl or roary, 
cardiovascular disease such as atherosclerosis and a variety .1 

of renal disrders. [00231 each 1t is independeefly alkyl, cycloaflryi, 

With regard to cancer, two oldie major hypotheses 
nitro, aryl0017] aloalkyl, R, �Co R8 or �NqQadvanced to explain the excessive cellular proliferation that 

’ ’ 

’’7’ drives tumor development relate to functions known to be -� 

PK regulated. That is, it has been suggested that malignant [00243 R or R5 is independently selected from H and 
cell growth results from abreakdownin the, mechanismthat alkyl, 
central all division and/or dlerentiation. It has been shown ’ [0025] R fron te&ouP onsrsi of 
that the protein products o a number of proto-oncogenes alkyl

 
e eroaiy a nd 

involved in the signal transduction pathways that regulate 
2 ’’ cell growth and differantiation. These protein products of 

proto-oncogcnes include the cxtracelluiar growth factors, [002$] R5 is selected from the group consisting of 
transtoerobrano growth factor FIX receptors (RTKs), cyto- alkyl, cyoloalkyl, aryl, heteroaryl, �OR6 and, 
plasmic FIKs (CTKs) and cytosolic STKs, discussed above, �NR6R7; 

[0018] In view of the apparent link between PK-related [0027] R6 and R are cacti independently H, alkyl, 
cellular activities and wide variety of huatan disorders, it is cycloalkyl, aryl, arylalkyl, alkylaryl, beteroatyl, nr 
no surprise that a great doe of effort is being expended in an heteroalicylic, wherein said alkyl group can be sub-sub-
attempt to identify ways to modulate BK activity. Some of

 
stituted with heteroaryl or heteroalicyclic; 

Fthis effort has involved biomiroetic approaches using  large 002$) provided that, when R is �NR R R and 
molecules patterned on those involved in the actual cellular   Zn1tugeR, together W-ti the n to which they are  

. processes e.g, mutant an  . a. 4
 attached, may form a 5- or 6-membered heteroali-

soluble receptors and antibodies (App. No. WO 94/10202, .jeic rin ’ " 
Kendall and Thomas Prce, NaeiAcacL SaL, 9010705-09 �’ 

� (1994), Kim, or at,, Nanny, 362:841-844 (1993)) RNA [0029] L is a linker selected from the group consist-
Uganda (lelinek, et el., Biodtemtm 33:10450-56),iakano, ing of CHC(0)NR8(CH),,, 
et at., Mot ma. Cell 4:358A (1993 Kinsella, etaL, C(0)(CHNR5, 

CeliRes. 1956-62(1992), Wright, at al.,  CalMer Plays., �(CHNR5C(0)(Cl,�,--NHC(0)NkI---- and 
152448-57) and tymsiare kinase inhibitors (WO 94/03427 �0�; 
W0 92!21660 WO 91/15495; WO 94/14505; U.S. Pat. No, [00303 a is an integer from 0 to 5’ 5,330,992; Maiiani, ci al., Proc. Am. Aswc. Cascei’ Res,,  35:2268 

(1994)). [0031] to is an integer from 0 to 3; and 

L00191 In addition to the above, attempts have been made [0032) A and B are each independently cycloalkyl, 
to identify small molecules which act asPIC inhibitors. For aryl or bereroaryl, 
example, bis-monocylic, bicyclic and heterocyclic aryl corn- 

- [0033J or aprodrug or pharniacauticefly acceptable 
pounds (PCT WO 92/20642), sunyleneazaindole derivatives salt thcreo 
(PCc WO 94/14508) and 1-cycloprnpyl--4-pyiidyiquinolo- - 
nes (U.S. Pat. No. 5,330,992) have been described [0034) Inanotheraspect,thcpreferredembadimentsofthe 
tyrosine kinase inhihitore Styryl compounds (US. Pat. No, present invention relate to a compound of the Formula U: 
5,217,999), styryt -gubstituted pyridyl compounds (U.S. Pat. 

: 

No. 5,302,6116), quinazoline derivatives (EP App No.0 566  
266 Al), selenaindoles and selenides (PCfl"WO 94/03427)9

 

tricyclic polyhydroxylic compounds OICT WO 92/21660)  
and beozyiphosphotric acid compounds PCT WO - .. 
91,15495) have all been described as P1K inhibitors useful 

 

in the treatment of cancer.  

’ SUARY OF ll 0N / 

N  
� [0020] In one aspect, the preferred embodiments of the I 

present invention relate to a compound of the Formula I: . ’ 

[0035] wherein: 

Rell R1, R and R5 are each independently 
H or 

alkyl; a � ) .’ -. -- [0037] each Ec is 

independently alkyl, halo, tribe-
loalkyloraryl, 

- 0 -[0038) R4 is selected front the group consisting of 
H, - , - alkyl, cycloalkyl, 

aryl, heteroaryt, ---OR, end �SOR 
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[0337) (4-Carbozy-phenyl)-3,5-dimethyl-1H-pyrrole-2-
carboxylic acid ethyl ester (110 nag, 0.4 naniol) was con-
verted to acid chloride using oxalyl chloride (1.2 eq.) and 
DM} (1 drop) in 0CM (20 niL). It was then coupled with 
3-methoxy-beozylamine (137 nag, 1 mmci) in the presence 
of sodium bicarbonate (500 nag) to give 61 nag (30%) of the 
titled compound. 

[0338] 1IINMR (400 MHz, DMSOde) 811.53 (hr s, 111, 
NH), 10.41 (a, 11-f, NH), 789 (d, 211), 7.32 (d, 211), 7.22 (t, 
U-I), 6.88 (na, 211), 6.79 (na, 11-I), 4.45 (ci, 211), 4.22 (q, 3-7 
Hz, 211), 3.72 (a, 311, OCR3), 2.21 (a, 311, CR3)1 2.19 (a, 31-1, 
CH,), 1.28 (t, .1-7 lIz, 31-I). MS m/z 407 [14+1]. 

Example 22 

4-[4-(4-Metboxy.benzylcarbamoyl)-phenyl]-3,5-
dirnethyl-l1-1-pyrrole-2-carboxy]ic Acid Ethyl Ester 

[0340] 4-(4-Carboxy-phenyl)-3,5.’dimethyl-l11-pyrmle-2-
carboxylic acid ethyl ester (100 nag, 035 mmci) was con-
verted to acid chloride using oxalyl chloride (1.2 eq.) and 
DMF (1 drop) in DCM (20 niL). To the reaction was added 
4-metboxy.bea2ylaniinc (96 nag, 0.7 namol) and sodium 
bicarbonate (500 nag) to give 61 nag (30%) of the titled 
compound. 

[0341] HNMR (400 MHz, DM8043). 8 11.5 (hr s, 1H, 
NH), 8.9 (t, 111, NH), 7.88 

(ci, 2H), 7.31 (ci, 211), 7.23 (d, 
21-1), 6,87 (d, 211), 4.40 

(ci, 211), 4,22 (q, .1’7 Hz, 211), 3.07 
(a, 311, OCH3), 2.21 (s, 311, CH,), 2.18 (a, 311, CR3), 1.28 
(t, 3-7 Hz, 311). MS ni/z 407 [M+1]. 

Example 23 

3,5-Diaictbyl-4-[4-(2-methyl-benzylcarbamoyl)-
pbenyl]-1R-pyrrole-2-carboxylie Acid Ethyl Ester 

Jul. 15, 2004 

[0343] 444-Carboxy-pbenyl)-3,5.dimethyl-1H-pyrmle-2-
carboxylic acid ethyl ester (100 nag, 0.35 mmol) was con-
verted to acid chloride using oxalyl chloride (1.2 eq) and 
DMF (1 drop) in 0CM (20 ml..). To the reaction was added 
2-methyl-benzylamine (85 nag, 0.7 namol) and sodium bicar-
bonate (500 nag) to give 28 nag of the titled compound. 
[0344] 1HNMR (400 MHz, DMSO-d3) 811.49 (hr a, IH, 
NH), 8.9 (a, 11-I, NH), 7.91 (ci, 211), 7.32 (ci, 24 7.23 (ni, 
111), 7.12 (in, 311), 4.45 (d, 21-), 4.22 (q, 3-7 Hz, 24 2.31 
(a, 311, CH,), 2.22 (a, 311, CH), 2.19 (a, 311, CH3), 1.28 (t, 
3-7 Hz, 311). MS in/z 391 [M+1]. 

Example 24 

3,5-Dimethyl-4-{4-(4-xnethyl-bcnzylcarbamoyl)-
pheuyl]-1H-pyrrole-2-carboxylic Acid Ethyl Ester 

[0345) 

[0346] 4-(4-Carboxy-phenyl)-3,5-dumethyl-1H-pyrrole-2-
carbnxylic acid ethyl ester (100 nag, 0.35 mmci) was con-
verted to acid chloride using oxalyl chloride (1.2 eq.) and 
DMF (1 drop) in 0CM (20 roL). To the reaction was added 
4methyl-benzylamine (85 nag, 0.7 namol) and sodium bicar-
bonate (500 nag) to give 32 nag (15%) of the titled com-
pound. 
[0347] 1HNMR (400 MHz, DMSO-d5) 811.53 (hr a, 111, 
NH), 8.9 (t, 111, NH), 7,89 (d, 211), 7.31 (ci, 211), 7.19 (ci, 
211), 7.11 (ci, 211), 4.42 (ci, J6 Hz, 211), 4.22 (q, 3-7 Hz, 211), 
2.25 (a, 311, C14),2.21 (a, 311, CR3), 2.18 (s, 311, C113), 1,28 
(t, 3-7 l-1z 311). MS rn/z 391 [M+1]. 

Example 25 

1,3,5-Trimethyl-4-[4-(4-trifluoromethyl-phenylcar-
bamoyl)-phenyl]-1H-pyrrole-2-carboxylic Acid 

Ethyl Ester 
[0348] 

0 

n3c 
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1211), 6.54 (a, 1H, Nil), 6.37 (a, III, NH), 5,2 (a, 211), 2.92 
(ro, 111, CLI), 2.42 (a, 311, CH), 1.25 (d, J=7 Hz, 61-1, 
2xCI-13). MS m/z 606 [M-1]. 

Example 37 

4.(3Amino.pheoyl)-1(toluene-4.suhfonyl>.1H.pyr-
role-2-carboxylic Acid l3enzyl Ester 

[0393] 

ct-ti 

[0394] A solution of sodium carbonate (2.3 g, 21 roniol) in 
10 niL of water was added to a mixture of 4-iodo-14toluene-
4-sulfonyl)-IH-pyrrole-2-carboxylic acid benzyl ester (2 g, 
4 mmcl; from Example 31) and 3-arninophenylboronie acid 
hemisulfate (1.2 g, 6.3 mmci) in DMF (40 mL) under 
nitrogen. After stirring at room temperature for one hour, to 
the mixture was added Pd(OAc)2 (94 mg, 0.42 minol). It 
was then heated to 70° C. under nitrogen for overnight. The 
reaction was filtered through celite, washing with ether. The 
aqueous layer was acidifled with 6N HO (dropwise) at 0°C. 
to p112. The precipitate was collected by vacuum filtration 
and dried to give the titled compound as a brown solid. 
[0395] IHNMR (400 MHz, DMSO-d5) 68.09 (d, 1=2 Hz, 
I H), 7.91 (d, 1=8 Hz, 214), 7.41 (d, 1=8 Hz, 21-1), 7.37 (d, 1=2 
Hz, 11-1), 7,34 (m, 6H), 7.02 (m, 114), 6.87 (ni, 114), 6.49 (m, 
111), 5.19 (a, 214), 5.09 (br a, 211, NH2), 2.37 (a, 3H, Cl-i3). 
[0396] MS m/z 445 fM-i]. 

Example 38 

1-(Toluene-4..sulfonyl)-4.{3-[3-(2-trMuoromethyl-
phenyl)-ureido]-phenyl}-1H-pyrrole’2-carboxylic 

Acid Benzyl Ester 
[0397] 

Jul. 15, 2004 

[0398] A mixture of 4-(3-amino-phenyl)-1-(tohiene-4-sul-
fonyl)-1H.pyrrole-2-caxboxylic acid benzyl ester (150 mg, 
0.336 nirnoli from Example 37) and trifluoro-o.1olyl isocy. 
anate (1.5 eq.) in DCM (4 mL) was stirred at room tem-
perature for 5 hours. The reaction was concentrated to give 
155 mg (7317b) of the titled compound as an off-white solid. 

[0399] 1HNMR (400 MHz, DMSO-d6) 89.48 (a, 114, Nil), 
8.22 (d, 1=2 Hz, 114), 8.15 (a, 1H, Nil), 7,95 (d, J.8 Hz, 211), 
7.77 (m, 114), 7.65 (m, 414), 7.48 (d, 1=2 Hz, 114), 7.44 (d, 
1=8 Hz, 214), 7,37 (m, 811), 5.22 (a, 211, OCH3), 5.40 (a, 31-I, 
CH3). MS m/z 635 [M+1]. 

Example 39 

1.(Toluene4’sulfonyl)-4-{3-[3-(4-trifluoromethyl-
phenyl)-ureido]-phenyl}-1H-pyrrole-2-carboxylic 

Acid Benzyl Ester 
[0400] 

Or,Q 
o=s=o 

[0401] A mixture of 4-(3.amino-phenyl).l-(toluene4-sul-
fonyl)-1H-pyrrole-2-carboxylic acid benzyl ester (150 mg, 
0.336 mmol from Example 37) and trifluoro-p-tolyl isocy-
anate (1.5 eq.) in 0CM (4 niL) was stirred at room tem-
perature for 5 hours. The reaction was concentrated to give 
156 mg (73%) of the titled compound as an off-white solid. 

[0402] 11-INMR (400 MHz, DMSO-d6) 89.48 (a, 111, Nil), 
9.12 (a, III, NI), 8.22 (d, 1=2 Hz, 11-7), 7.95 (d, 1=8 Hz, 211), 
7.81 (m, 111), 7,65 (in, 411), 7.48 (d, 1=2 Hz, 111), 7.44 (d, 
3-8 Hz, 211), 7.37 (in, 811), 5.23 (a, 211, CH21 2.40 (a, 31-I, 
CH3). MS m/z 634 [M+1]. 

Example 40 

4.{3-(3-Biplienyl-4-yl-uroido)-pbenyl]-1-(toluene-4-
sulfonyl)-1H-pyrrole’2-carboxylic Acid Beuzyl 

Ester 
[0403] 

o=so 
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cornposiciones farmacØuticas 

P20O7O79188 lerArt ’4;5X  
I 

-1 

7 -- - 



SUSTTUYENTE SOPORTE EN LA DESCRIPCION 

RI, R3 y Ra Hidrógeno 
Ar y A Feno sustituido 
-L NH-CO-NH 
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Los sustitUyentes RI, Ra, R3, Ar, L . y A de Is formulas (I) de Is reivindicaciOn 
independiente generan un gran nCimero de compuestos.que no corresponden a Is 
invenciOn de acuerdo a. Jo sustentad.o en Is descripción.  

Se sugiere al soficitante que limite los compuestos. de fOrmula (I) a aquellos que 
evidentemente correspondan a Is invencl6n y demuestren tener Is actividad 
rnodu[adora de quinasas mencionada en Is descripciOn. 

6 Determlnaclôn del Estado de la TØcnlca .. 

El estado de Is tØcnica so deterrninO con base en Is fecha do presentaciOn do Ia 
solicitud de pnondad 03/02/2005 y se encontraron los siguientes documentos que 
anticipan el objeto do esta .solicitud: . 

N° � Documento . �. Titulo 
. 

Fecha de 

Dl US 2004138269 Substituted pyrroles as kinase inhibitors 15/07/2004 
Dl Divulga compuestos derivados de 3-fenil-I1-1-pirrol moduladores do protelnas quinasas 

I AnÆllsls de patentablhdad (articulo 14,D 486) 

Se procediO a evaluar losl requisitos do novedad, nivel inventivo y� aplicaciOn 
industrial pars establecer Is patentabilidad de Is invenciOn reMndicada en Is solicitud 

Nivelinventivo: (’artIculo 18 D 486) 

La solicitud reclarna compuestos derivados de pirrot moduladores de quinasas de 
fOrmula general (I) Compuestos preferidos tienen Is fOrmula (Ejemplos 19, 22 y 34) 

� 
O((0 0 

El documento DI divulga derivados de pirrol moduladores do quinasas y SUS 
proceØosde sintesis. Entre etlos los cpmpuestos ejempIos 22,. 25 y 40): 

Los compuestos de Is solicitud Solo so diferencian de los divulgados por DI en el 
� grupo 2carboxamido en lugar do m til en Is posiciôn 2 del anillo de 11-pirrol 

� (recuadro). . . 
EXP 2007 079188 1 o A. 46 

IL 
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No se evidenclaen Ia descripción un efecto tØcnico asociado a dicha diferencia ya 
que los valores de C150 de afinidad a proteinas quinasas indicados en Ia descripciôn 
(del orden nanomolar), no superan a los divulgados para los compuestos de Dl 
(pÆginas 38 - 40). - 

Por 10 tanto, el problema tØcnico objetivo que pretende resolver esta invención se 
pUede formular as!: "coma modificar compuestos derivados de pirrol inhibidores de 
quinasas FAK y TIE-2 conocidos en Dl para conseguir compuestos mÆs potentes 
y/o selectivos". 

Sin embargo, compuestos inhibidores de quinasas con este ntcleo estructural y los 
procesos de sintesis para modificar sus sustituyentes ya eran divulgados en Dl. 

Asi las cosas, el tØcnico media, enfrentado al problema de encontrar nuevos 
compuestos derivados de pirrol con propiedades inhibidoras de quinasas,. encuentra 
en Dl los procesos para sintetizarlos y Ia motivación a modificar los sustituyentes de 
dicho nücleo esencial, entre ellos el metit de Ia posición 2, obteniendo asi 
compuestos que no ostentan ningün efecto tØcnico sorprendente 0 inesperado (Cl50 

., 
nanomolar), par 10 tanto los compuestos de Ia solicitud se derivan de manera 

� evidente de las enseæanzas de Dl, por 10 cual carecen de nivel inventivo. 

8 Conclusion. 

Los requisitos de patentabilidad de Ia presente solicitud se encuentran afectados asi:  �

No Documento Reivindicaciones Afectadas Requisito que Afecta 

Dl US 2004138269 - I a 21 Nivel Inventivo 

En cumplimiento del articulo 45 de Ia DecisiOn 486 de Ia ComisiOn de Ia Comunidad 
Andina, se le indica que debe dar respuesta dentro del tØrrnino de sesenta dias 
contados a partfr de Ia fecha de notificaciOn de Ia presente comunicaciOn. En caso 
de no dar respuesta al presente requerimiento, o si 

a 

pesar de Ia respuesta 
subsistieran los impedimentos para Ia concesiOn, se denegarÆ Ia patente. 

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), del 
cäpitulo quinto del tItulo primero de Ia Circular Unica No 10 de 2001. 

JOSE LUIS SALAZAR LOPEZ 
Director de Nuevas Creaciones (C) 

El anterior requerimiento fue notificado par fijación  en lista, de fecha 
01 A1 

CONCEPTO TECNICO No. 516 EXAMINADOR TECNICO 
� COdigo No. 202077 
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