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EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 607 DE
FECHA 31 DE AGOSTO DE 2009 EL TERMINO HABIL SENALADO POR LA

LEY EXPIRA EL 26 DE NOVIEMBRE DE 2009

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicacién
=—en la gaceta de Propiedad Industrial, deberad solicitar y cancelar el examen de
patentabilidad so pena de que la solicitud caiga en abandono, de acuerdo con lo
_establecido en el Articulo 44 de la Decisién 486/2000.
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Tropane derivatives useful in therapy

This invention relates to tropane derivatives useful in the treatment of a
variety of disorders, including those in which the modulation of CCR5
receptors is implicated. More particularly, the present invention relates to 3-
(3-isopropyl-5-methyl-4H-1 ,2,4—triazol-4-y|)-exo—8-azabicyclo[3.2. 1]octéne
derivatives and to processes for the preparation of, intermediates used in the
preparation of, compositions containing and the uses of, such derivatives. |
Disorders that may be treated or prevented by t‘he present derivatives include
HIV and genetically related retroviral infections (and the resulting acquired
immune deficiency syndrome, AIDS), and inflammatory diseases.

The compounds of the present vil'n_v'er)tion'a‘re modulators, especiélly
antagonists, of the activity of '65érﬁokiné CCR5 receptors. Modulators of the
CCRS receptor may be useful in the treatment of various inflammatory
diseases and conditions, and in the treatment of infection by HIV-1 and
genetically related retroviruses. The name “chemokine’, is a contraction of
“chemotactic cytokines". The chemokines comprise a large family of proteins

which have in common important structural features and which have the
ability to attract leukocytes. As leukocyte chemotactic factors, chemokines
play an indispensable role in the attraction of leukocytes to various tissues of
the body, a process which is essential for both inflammation and the body's
response to infection. Because chemokines and their receptors are central to
the pathophysiology of inflammatory and infectious diseases, agents which
are active in modulating, preferably antagonizing, the activity of chemokines
and their receptors, are useful in the‘thvera&geu'tiotr_eatment of such
inflammatory and infectious diseases. g

The chemokine receptor CCR5 ié of particular himportance in the
context of treating inflammatory and infectious diseases. CCR5 is a receptor
for chemokines, especially for the macrophage inflammatory proteins (MIP)
designated MIP-1a and MIP-1B, and for a protein which is regulated upon

activation and is normal T-cell expressed and secreted (RANTES).
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General Example

A formulation of the tablet could tybically contain from 0.01mg to 500mg of
active compound whilst tablet fill weights may range from 50mg to 1000mg.
An example of a formulation for a 10mg tablet is illustrated below:

Ingredient : Y%wiw
Compound of the formula (1) or salt 10.000*
Lactose ' 64.125
‘Starch | 21375
Croscarmellose sodium 3.000

Magnesium stearate . 1.500
* Quantity adjusted in accordance with drug activity.

The tablets are mahufac‘t’uréd by a standard process, for example,
direct compression or a wet or dry g_r;anula;tion‘:ipmcess. The tablet cores may
be coated with appropriate overcoats:

Solid compositions of a similar type may also be employed as fillers in
gelatin or HPMC capsules. Preferred excipients in this regard include
lactose, starch, a cellulose, milk sugar or high molecular weight polyethylene
glycols. For aqueous suspensions and/or elixirs, the compounds of the
formula () may be combined with various sweetening or flavouring agents,
colouring matter or dyes, with emulsifying and/or suspending agents and with
diluents such as water,.ethanol, propylene glycol and glycerin, énd
combinations thereof.

The compounds of the formula (1).can also be administered

~ parenterally, for example, intravenously, intra;arterially, intraperitoneally,

intrathecally, intraventricu‘l‘arly,f.-intraureth.‘rallly, intrasternally, intracranially,
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Biological activity

5 The compounds of Examples 1 5 were tested in the assay for CCRS binding

following the procedures dlsclosed in Combadlere et al., J. Leukoc. Biol. 60,
147-52 (1996) (mentioned above). All of the tested compounds were found to

have an ICy, value of less than 10 nM.
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—where:

~R¥ is a member selected from the group consisting of hydrogen; phenyf; (G, .C)alkyl

5 substituted by 0 or 1 substituent independently selected from (Cy .Cylalkoxy and -CO,R*
(Cs .Ce)cycloalkyl; -CORY; —0; C(=O)(C1-Cg)alky’l;!fr-C.(éO)NR‘,R‘b; -S(=0)(C4-Cy)alkyl; and
(C, .Cp)alkylcarbonyl; where RY, R%, and R*; are-as defined above, but selected on an
independent basis;

—R* is absent or is a member selected from the group consisting of (C, LC.lalkyl

10  substituted by 0 or 1 substituent independently selected from (C,.C)alkoxy and -CO,R*
where R* is as defined above: and —0Q:; it being understood that in the case where substituent
R®' is present, the nitrogen atom is in quaternary form; and

-k, | and m are each an integer selected from 0, 1, 2, and 3;
[Region 8]  is @ member selected from the group consisting of.

15 -A a two-nitrogen-atom-containing five-membered heterocyclic moiety of partial Formulas
(5.0.0) through (5.0.10): ) <

R, 1 R, |
. ’RSO N 65
s~y UTUNT N s . R
N-—. N o N - \« / c
Y=={ H N
Ry R, YR R,
(5.0.0) L BO., o (5.0.2)
Rde $60e R“f
N 61 60 N.
-%\NfR d '\ﬁ»/R e 5 '\QrR t ip—R g
N= N =
61 64 0/ 65
20 R, R R 0 R R,
(5.0.3) (5.0.4) (5.0.5) (5.0.6)
80
R%, R*
N N
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(6.0.7) (5.0.8) {5.0.9) (6.0.10)

—wherein: the symbol: “ * " indicates the point of attachment 6f each of the moieties of partial
Formulas (5.0.0) through (5.0.10), inclusive, 0 Region ¥;

~R%, through R%,, inclusive, Ry, and R% are each a member selected from the group
5 consisting of hydrogen; -CO,R* -C(=0)NR*R"; -S(=0),NR*R*;; where: R*, R%,: and R, are
as defined above but selected on an independent basis; —O; (C .Cj)alkylcarbonyl;
-(Cy.Caalkyl; {CHz)a(Cs .Cy)cycfloalkyl; ~(Cz .Ca)alkenyl; {CHy).(phenyl); and -(CH,)n(HET,),
where n is an integer independently selected from 0, 1, and 2; wherein said (C,.C,)alky!,
alkenyl, cycloalkyl, phenyl, and heterocyclyl groups are independently substituted with 0 to 3

T

i

iE
E
23
23
£
3

10  substituents R®, where:

—HET, is a heterocyclyl group selected from the group consisting of thienyl; oxazolyl;
isoxazolyl; thiazolyl; isothiazolyl; pyrazolyl; oxadiazolyl; thiadiazoly!; triazolyf; pyridyl; pyrazinyl,
pyridazinyl; pyrimidinyl; parathiazinyl; and morpholinyl; where:

—R%® is a member selected from the group consisting of -F; -Cl; -OH; ¢yano; -C(=Q)OR%:
15 -C(=O)NR®R®; -NR®R®; -NR®C(=0)R™; -NR¥C(=0)OR¥; -NR®S(=0),R"; -5(=0),NR*R*®
. (Cy .Cy)atky! including dimethyl, and (C, .Cy)alkoxy wherein said alkyl and alkoxy are each
independently substituted with 0 to 3 substituents independently selected from F and C|,
(C+ .Ca)alkoxycarbonyl; (C1 .Ca)alkylcarbonyt; and (C, .Cp)alkyicarbonyloxy, where:
—R%® and R®  are each a member selected from the group consisting of hydrogen; and
20 (C,.Cpalkyl; and where said:
—R®',: Ry R%,; and R®', through R®, inclusive; R%, through R®, inclusive; R%, through R%,
inclusive; and R%, through R% inclusiveare each a member selected from the group
consisting of hydrogen; -OH; -CFs;. cyano; .-(Cy Cy)alkoxy; -C(=O)OR* -C(=O)NR%R%:;
-NR4RY; -NR%GC(EO)R S -NR*,C(=0)OR",; -NR*S(=0),R%; -5(=0),NR*,R*; where: R RY;
25 and R% are as defined further above but selected on an independent basis; -(C; .Cs)alkyl;
~{CH2)n.(C3 .Cy)cycloalkyt; ‘—(Cz .C,)akkenyl; {CHy)n.(phenyl); and {CH,).(HET), where n is an
integer selected from 0, 1, and 2; wherein said (C, Caalkyl, atkenyl, cycloalkyl, phenyl, and
heterocyclyl groups v'where heterocyclyl groups is as defined above, are independentiy
substituted with 0 to 3 substituents R* where: ™ *Y

30 —R%¥is as defined above, or:

—R™, through R%; inclusive; R™; through R*, inclusive; R%, through R, inclusive; and R®,
through R®, inclusive may be taken together in their same subscript denominated
pairs along with the remaining portions of the moieties of partial Formulas (5.0.0) through
(6.0.2), and (5.0.6) through (5.0.8), to form a fused bicyclic ring system comprising a member
35 independently selected from the group consisting of benzimidazolyl, purinyl, ie.,

T

i

:
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imidazopyrimidinyl, and lmldazopyndmyl wherem sald fused bicyclic ring system is
independently substituted with 0 to 3 substituents R"’6 where R¥ has the same meaning as
set out further above, except that it is mdependently selected therefrom;

-B. a (substituted)-amide, carbamate or urea mmety selected from the group consisting
5 of ‘ :

~1. alkyl-, cycloaliyl-, and alkenyl-(substituted)-amide, carbamate, or urea moieties of partial

Formula (5.1.0):

R?S
'—N/
|
Wi—R"
(5.1.0)
10 —wherein: the symbol “ * " is as defined above;
—R™ is a member selected from the group consisting of hydrogen and (C; .C,)alkyj;

—W° s selected from the group consisting the mmettes of partial Formulas (5.1.1) through

(5.1.12): B o
R75
A ,j\/k |
) . / R’ }/(L O)\*
15 (6.1.1) (612) @13) 3 (5.1.4)

"!"h

I ) Q) (&)}
/Omo/. ’io/\R; /S . / S

(5.1.5) (5.1.6) (5.1.7) (5.1.8)
(? ‘i ‘i 75
N
T Y
" (5.1.9) 61.10) (5111 (5.1.12)
20 —wherein: the symbol: “~ * indicates the point of attachment of the moiety W* represented

by partial Formulas (5.1.1) through (5.1. 12), inclusive, to the nitrogen atom in partial
Formula (5.1.0), and the symbol ‘. mdtcates the pomt of attachment of the moiety W° to
R™ as defined further below; L

242
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™andR™  are each selected from the group consisting of hydrogen; (C; .Cy)alkyl
substituted by 0 or 1 substituent independentiy selected from OH; and (C4 .C,)alkoxy; and

—R" is a member selected from the group consisting of (C,.Cg)alkyl; (C,.Cs)alkenyl;
and -{CH,)n.(C3 .Cy)cyctoalkyl, where n is an integer selected from 0, 1, and 2; and wherein
5 said alkyl, alkenyl, and cycloalkyl groups compﬁsing R” are substituted with 0 to 3

substituents R’ where:

—R' is a member selected from the group consisting of oxo; -OH; -(C, .C,)alky!;
-(C, .Cylalkoxy; -CFa; 4:(—0)01279 C(=OINR"*R®,  -NR*R®, -NR™C(=O)R®;
-NR”°C(=0)OR®; -NR™S(= O)2R°° and -S(=0),NRR®, where:

10 —R" andR¥ are each a member independently selected from the group consisting of
hydrogen; and (Cy .C4)alkyl; and ‘

—2. ary! and heterocyclyl-(substituted)-amide, cartqamate._ or urea moieties of partial Formula
(5.2.0): ' o
73
/R
+—N

V‘VS—' Réz
15 i - (5.2.0)

—wherein: the symbol: * **; R™; and W® have the same meanings as under the definitions of
partial Formula (5.1.0) above, except that they are independently selected therefrom; and
under W the symbols: "— * and * * " are as defined under partial Formula (5.1.0); and

—R%¥ is a member selected from the group consisting of phenyl; cinnolinyl; furyt; thieny!;
20 pyrrolyl; oxazolyl, isoxazolyl; thtazolyi nsomiéquyi; imidazolyl, imidazolinyl, pyrazoly!;
pyrazolinyl; oxadiazolyt; th;adlazolyl tnazolyl - pyridy!; pyrazinyl, pyridazinyl; pyrimidinyi;
parathiazinyl; indoly!; |somdolyt mdollnyl benzo[bjfuranyl;, 2;3-dihydrobenzofuranyl;
benzo[blthiophenyl, 1H-indazoly!; benzxmldazolyl benzthiazolyl quinolinyl; nsoqumohnyl
phthalazinyl; qumazolxnyl quinoxalinyl; wherein:
25 —the aryl or heterocyclyl moiety is substituted by 0't6 3 substituents R™ where R™ is
as defined above, but selected on an mdependent basns or

-C. a (substituted)-heterocyclyl moiety independently selected from the group
consisting of;
—-1.  aheterocyclyl moiety of partial Formula (5.3.0):

'
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The title compound of preparatidné? (86mg, 0.23mmol) in dichioromethane (2.5ml)
was added to tetrahydropyran-4-carboxylic acid (30mg, 0.23mmol), 1-(3-
dimethylaminopropyl)-3-ethyl-carbodiimide hyd‘rb%hloride (53mg, 0.28mmol), N-
diisopropylethylamine (44pl, 0.25 “mmol) ang' 1-hydroxybenzotriazole hydrate (34mg,
0.25mmol) in dichloromethane (2.5ml). The reaction mixture was stirred for 16 hours at room
temperature. The solvent was evaporated under reduced pressure and the residue taken up in
ethyl acetate, washed with water, brine, dried (MgSQ,) filtered and evaporated under reduced
pressure. The residual pale brown solid was purified by column chromatography on silica gel,
using an elution gradient of dichioromethane:methano!:0.88 ammonia (98:2:0.25 to 95:5:0.5)
to afford the title compound as a white solid, 48mg.

Found C, 70.59; H, 7.83; N, 10.94%

CaoHaaN402;1.3H,0 requires C, 70.64; H, 8.02; N, 10.98%

'H NMR (400 MHz, CDCl3): 8 [ppm] 1.65 (2H, bm), 1.71-1.92 (6H, m), 1.96-2.22 (4H,
m), 2.37 (1H, m), 2.46-2.68 (7H, m), 3.39-3.50 (4H, m), 3.98 (2H, m), 4.54 (1H, m), 5.20 (1H,
M), 6.78 (1H, m), 7.13-7.21 (2H, m), 7.23-7.30 (1H, m), 7.30-7.40 (4H, m), 7.42-7.54 (1H, m),
7.62-7.72 (1H, m) | | |

LRMS: m/z 487.3 (MH")

Melting point [°C]: 85-96

¥ ';q;g.'.' 5

oo ?_"3!", o

The compounds of the following tabulaied examples with the general structure:

were prepared using a similar method to Example 4 from the tite compound of

preparation 67 and the corresponding acids.
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Example R Yield (%) Characterization Data §
Number ?é
5 0 41 Found C, 68.66; H, 7.40; N, 13.00%
1-Acetyl-N- /QN CaoHiaNsO,;1.5H,0 requires C, 68.42; H, 7.66;
{(15)-3-[3-exo-(2- ‘:K N, 13.30%
methyl-1H- 'H NMR (400 MHz, CDCly): & [ppm] 1.61-1.84
benzimidazol-1-yl)- (4H, m), 1.84 (3H, s), 1.93-2.20 (4H, bm), 2.44-2.71 (7H,
; 8-azabicyclo[3.2.1] m), 3.24 (1H, m), 3.42 (2H, bs), 4.04-4.15 (3H, m), 4.42
3 oct-8-yl}-1-phenyl (1H, q), 4.56 (1H, m), 5.24 (1H, bm), 7.11-7.21 (6H, m),
4 propyi}-3-azetidine 7.44-7.58 (1H, m), 7.63-7.73 (1H, m) P
! carboxamide ‘ LRMS: m/z 500.7 (MH") » ©
1 5 29 Found C, 7131, H, 7.58, N, 10.87% _
i 1-Hydroxy- : C30H38N4QZ;0.7H20;0.1(;;}12{;(‘3!_2" réquires s C
i N-{(1S)-3-[3-ex0-(2- 71.20; H, 7.86; N, 11.03% :
] methyl-1H- '"H NMR (400 MHz, CDCly): 5 [ppm] 1.47-1.92
) benzimidazol-1-yl)- (10H, m), 1.96-2.14 (5H, m), 2.14-2.28 (2H, m), 2.50
8-azabicycio[3.2.1) (2H, m), 2.53-2.67 (5H, m), 3.41 (2H, bs), 4.52 (1H, m),
oct-8-yl]-1-phenyl 5.20 (1H, m), 7.12-7.23 (2H, m), 7.23-7.30 (1H, m), 7.30-
propylicyclo 7.41 (4H, m), 7.51-7.60 (1H, m), 7.62-7.70 (1H, m), 7.82
pentanecarboxamid (1H, d). | a3
e LRMS: m/z 487.2 (MH") 5
Melting point [°C]: 90-91 §
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7 84 Found C, 74.17; H, 8.04; N, 11.63% 3
2-Methyl-N- /A\ CagH36N40;0.75H,0 requires C, 74.09; H, 8.04; §
Q0
{(1S)-3-[3-exo-(2- N, 11.92% 2
methyl-1H- 'H NMR (400 MHz, CDCly): & [ppm] 0.98-1.26
benzimidazol-1-yl}- (6H, m), 1.32-1.41 (1H, m), 1.62-1.80 (4H, m), 1.93-2.18
8-azabicyclo[3.2.1] (4H, m), 2.43-2.72 (7H, m), 3.38-3.52 (2H, m), 4.54 (1H,
oct-8-yl]-1-pheny! m), 5.20 (1H, q), 7.05 (1H, bd), 7.11-7.22 (2H, m), 7.24-
) propyljcyclo 7.30 (1H, m), 7.32-7.40 (4H, m), 7.47-7.54 (1H, m),
E propanecarboxamid &.62-7.71 (1H, m)
{ e ‘ ~ LRMS: m/z 457.6 (MH")
g = Meiting point [°C]: 105-106
o S
) 8 o N 83 ~ Found C,73.28,H,7.99, N, 11.77% g
| S 2 o : © CyaHagNO;1H,0 reqwresC 7339 H, 807; N, |
- Cyclopropyl-N- : ' 11; 88% ‘ i
i , . ,
: {(15)-3-{3-ex0-(2- "H NMR (400 MHz, CDCl): 5 [ppm] 0.21 (2H,
! methyl-1H- ' ‘ ' m), 0.61 (2H, m), 0.97-1.08 (1H, m), 1.61-1.80 (4H, m),
2 benzimidazol-1-y!)- 1.96-2.14 (4H, bm), 2.21 (2H, m), 2.44-2.68 (7H, m),
8-azabicyclo 3.42 (2H, bs), 4.54 (1H, m), 5.24 (1H, m), 6.88 (1H, d),
(3.2.1]oct-8-yl}-1- 7.16-7.22 (2H, m), 7.24-7.30 (1H, m), 7.32-7.41 (4H, m),
phenylpropyi} 7.47-7.56 (1H, m), 7.62-7.70 (1H, m)
acetamide LRMS: m/z 456.9 (MH") 5
Melting point [°C}: 85-86 =
8
(=)
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SUPERINTENDENCIA DE INDUSTRIAY COMERCIO
DIRECCION DE NUEVAS CREACIONES

2020
Bogota, D.C.,

ASUNTO: Radicacion No. | 06 02 9042

Tramite 011

Evento 379

Actuacion 430

Oficio

Folios . TEO?] 89

. Como resultado del Examen de Fondo, realizado con fundamento en el articulo 45
= de la Decisién 486 de la Comision de la Comumdad Andina, se comunica:

Documentos estudiados:
Descripcion: Folios 67 a 144 como se radicd inicialmente.
Reivindicaciones: Folios 191 a.199 como se radicé inicialmente.
Prioridad: GB 0323236.0 (03-10-2003);
GB 0325020.6 (27-10-2003);
GB 0418566.6 (19-08-2004)
Objeto de la Invencién
Titulo de la invencién: “Derivados de tropano”
Problema Técnico Planteado: “Necesidad de derivados de tropano
procedimientos para su preparacion, de composiciones que los contienen y a su
uso” "
Solucion: “Derivados de 8-azabiciclo”
IPC: CO7D 471/04, AB1K 31/4188; AG1P 31/18
El objeto de la presente solicitud es:
Reivindicacién 1 — 7: Un compuesto de acuerdo a la formula |;
Reivindicacién 8 y 9: Una composumén farmaceutlca que incluye un compuesto de
formula I,

Relvmdlcacmn 10-15: Un compuesto de formula | para uso como medicamento;
Reivindicacién 16: Uso de un compuesto de férmula |;
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Reivindicacion 17: Un procedimiento para preparar un compuesto de formula |I;
Reivindicacion 18: Un procedimiento para preparar un compuesto de formula I, IV
VI, VI, XVI, XV XX o XXIII; ‘

Relvmdlcac:lon 19 Un compuesto de formula

Reivindicacién 20 — 22: Una combinacion.

Reivindicaciones relativas a un uso o a t]rjjs"egundo uso (Art 14y 21 D 486)

La reivindicacion 16 se refiere al uso de los compuestos en mencién. Se requiere
la eliminacion de dicha reivindicacion ya que constituye una excepcion de
patentabilidad.

Analisis de la Solicitud de Patente
Reivindicaciones (Art 30 D 486, Art 22 PCT)

Claridad y Concision: Las reivindicaciones 10 a la 15 no afnaden ninguna
caracteristica técnica esencial a los compuestos que se estan reclamando,

haciendo que el capitulo carezca de claridad. Se requiere al solicitante para que-
elimine estas reivindicaciones del capitulo reivindicatorio.

Determinacion del Estado de la Tecnlca

El Estado de la Técnica se determmo con base en Ia fecha de prioridad 03-10-
2003 y se encontraron los siguientes documentos que anticipan el objeto de esta
solicitud:

item Documento Titulo | Pzgﬁ::(ggn
D1 WO 01/20106 Tropane derivatives useful in therapy 29.11.2001
D2 | WO 00/38680 Azab"cyc,’gjg;alg;srsas CCRS 06.07.2000

Analisis de Patentabilidad (Art 14 D486)

Nivel Inventivo (Art18 D486) .

La reivindicacion 1 dice: “Un Conipdeéto ‘dte""l“ e

que R1 es alquilo folio 191 ®

formula | o una sal, solvato o derivado g} \r
farmaceéuticamente aceptable del mismo en la T 5»/ \ﬂ,

D1 ensefia compuestos de - acuerdo a ‘:Ia-f;ir;
formula |, en donde Ry es Cjs cicloalquilo: xopmonalmente sustituidos por uno o
mas atomos de carbono, o Cq.cs alquilo opcionalmente sustituidos por uno o mas
atomos de flior, o Csg cicloalquilmetil
opcionalmente sustituidos por anillo y R, es
fenil opcionalmente sustituido por uno o mas

rs r 4 M - O $
atomos de fluor, sales farmaceuticamente ﬁ/\ M A 0
aceptables y solvatos de los mismos, procesos R N~ : )ﬂ]‘ ’
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para su preparacion e intermediarios (portada) ‘Esta invencién se relaciona con los
derivados de tropano usados en el tratamiento de una variedad de desordenes
incluyendo esos en los cuales la modulacién de receptores CCRS es implicada
(p.1, lin. 1-5). Presenta ejemplos de composiciones que contienen el compuesto
de formula | o su sal (p.22, lin. 1-15). D1 presenta que todos los compuestos
fueron testeados para obtener un de IC50 de 10 nM.

La solicitud se diferencia de D1 en el sistema heterociclo aromatico fusionado con
un heterociclo que sustituye el grupo central.

El Efecto Técnico que logra la diferencia es una disminucién en el valor IC50, que
para los ejemplos 1y 5 se reportan valores de 130 y 120 pm.

El Problema Técnico Objetivo de esta solicitud es proveer antagonistas del
receptor CCR5 mas potentes y selectivos.

D2 revela compuestos moduladores de la actividad de  r_ o ) H,
CCRS5, con cuatro regiones variables independientes a ") N)%\T\ PN
saber alfa-beta-gama- delta (portada; p. 2, In. 1-10), AN
especificamente D2 revela compuestos (p 108-119) = \ p
como los ejemplos 5 a 16 de acuerdo a la estructura % | :
Dentro de las regtones presentadas, 'se 'llama la

atencioén sobre la region delta, (p.11, In. 15-25; p. 12-15) que es definida como un
heterociclo aromatico de cinco miembros dos de los cuales son nitrégeno, y que
puede formar un sistema fusionado biciclo con los sustituyentes mostrados para
Reo-Res (p.12).

El experto en la materia habria sido sugerido por D2 a modificar las regiones
definidas en D2 (alfa-beta-gama-delta) que son presentadas por los compuestos
presentados por D1, como es el caso de la region delta, la cual es la principal
diferencia entre los compuestos presentados por D1 y por la presente solicitud. De
manera que, D2 le habria sugerido otros sustituyentes para la region en cuestion.

Se concluye que las reivindicaciones 1 y sus dependientes pueden carecen de
nivel inventivo.

Conclusion

Los requisitos de Patentabilidad _d‘e;ila,_,pr'és_'eirjt‘féj Solicitud se encuentran afectados
asi: R ik

Documento Reivindicaciones afectadas Requisito que afecta
D1 WO 01/90106 1-22 Nivel inventivo
D2 WO 00/38680 1-22 Nivel inventivo
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En cumplimiento del articulo 45 de la Decisién 486 de la Comisién de la
Comunidad Andina, se le indica que debe dar respuesta dentro del término de
60 dias contados a partir de la fecha de notificacion de la presente
comunicaciéon. En caso de no dar respuesta al presente requerimiento, o si a
pesar de la respuesta subsistieran los impedimentos para la concesion, se
denegara la patente.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e),
del capitulo quinto del titylg primero de la Circqlar Unica NJ 10 de 2001.

ALIX CARMENZA CESPEDES DE VERGEL
Directora d¢/Nuevas Creaciones (C) =~ - "

rior requerimiento fue notificado por fijacion en lista, de fecha

25 . 200

CONCEPTO TECNICO EXAMINADOR TECNICO
NUMEROQ: 1537 | Codigo:202092
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