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Solicitud de patente de invencion titulada:

“COMPUESTOS N-HETEROCICLICOS CONDENSADOS Y SU USO COMO
ANTAGONISTAS DE RECEPTORES DEL FACTOR LIBERADOR DE
CORTICOTROPINA.”,

Solicitante: SB PHARMCO PUERTO RICO y NEUROCRINE BIOSCIENCE INC.

SOLICITUD DE EXAMEN DE PATENTABILIDAD SEGUN
EL ARTICULO 44 DE LA DECISION 486, GACETA No. 576

CARLOS R. OLARTE, mayor de edad y vecino de Bogotd, D.C., identificado tal como aparece
al pic de mi firma, en mi condicién de apoderado del solicitante, respetuosamente me permito
solicitar que se examine si la invencion retne los requisitos de patentabilidad previstos en la
misma, dando cumplimiento a lo establecido en el articulo 44 de la Decision 486 de la comision
de la Comunidad Andina de Naciones. Adjunto recibo por el monto de $202.000 pesos para

cubrir la tasa correspondiente, segun la Resolucion 36155 del afio 2006.

Alentamente,

rd ) s
CARLOS R.OTARTE

.C. 79.782.747 de Bogota
1.P. 74295

Anexo: Recibo por $202.000 pesos
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Industria y Comercio
SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 05-103293

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 576 DE
FECHA 31 DE MAYO DE 2007 EL TERMINO HABIL SENALADO POR LA LEY

EXPIRA EL 31 DE AGOSTO DE 2007

NOTA: Dentro del plazo de los seis (8) meses siguientes a partir de la fecha de publicacion
en la gaceta de Propiedad Industrial, deberd solicitar v 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 Decisidén 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
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in which A and Y may be nitrogen and carbon and B may comespond o an amine derwvative,
There are no specific disclosures of compounds corresponding to this definition,

WO 98/08846 describes compounds of general formula (C) huving CRF antagonistic activity,
B

Ra)\w ?/

RS

wherein A may be carbon, G may be nitrogen or carbon, B may be an amino derivative and
the other groups have the meanings as defined.

Due to the physiological significance of CRF, the development of biclogically-active small
molecules having significant CRF receptor binding activity and whick are capable of
antagonizing the CRF receptor remains a desirable goal. Such CRF teoeptor antagonisis
would be useful m the treatment of endocrine, psychiaine and neurologic conditions or
illnesses, including stress-related disorders in general.

While significan: sirides have been made toward achieving CRF regulation through
administration of CRF receptor antagonisis, there remains a need in the art for effective small
molecule CRF receptor antagonists. There is also a need for pharmaceutical compositions
containing such CRE receptor antagonists, as well as methods relating to the wse thereof 1o
treat, for example, stress-related disorders. The present invention fulfills these needs. and
provides other related advantages.

tion relates to novel compounds which are poienit and specific

mﬁ"gonﬁts of comcotmpm-releaamg factot \CRF) reccptors s

The present invention provides compounds of formula [T} including stereoisomers, prodrugs
and pharmaceutically acceptable salts or soivaes thereof

MR H.

]
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TRy - (CHin
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R
wherein
R is aryl or hetesoaryl, cach of which may be substmuted by 1 to 4

groups sclected fronn
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kalogen, C1-C6 alky., C1-Cé alkoxy, halo C1-C6 alkyl, C2-C6
alkenyl, C2-C6 alkynyl, hale CI-C6 alkoxy, -C{O)Rs nitro,
-NRsR;, cyano, and a group Ry,

R, is hydrogen, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkyny), halo C:-
C6 alkyl, halo C1-Cé alkoxy, halogen, NR R~ or cyano;

R: is hydrogen, C3-C7 cycloalkyl, or & group Ry;

R, is C3-C7 cycloalkyl, or a group Rs; or

Ry and Ra together with N form a 5-14 membered beterocycle, which may be

substituted by 1 to 3 By groups;

is hydrogen, C1-C6 alkyl, halogen or hale C1-C6 allkyl;

is a C1-C4 alkyl, -OR; or —-NR:R+,

is hydrogen or Ci-C6 alkyl;

is hydrogen or C1-C6 alkyl;

is & 5-6 membered heterocycle, which may be saturated or may

contain one to three double bonds, and wizch may be substituted by

1 or more Ry groups;

Rs s a C1-C6 alkyl that may be substituted by one or more groups
selected from: C3-C7 eycloalkyl, C1-C6 alkoxy, haloC1-C6 alkoxy,
hydroxy, haloC1-C6 alkyl,

Ru is a group Rg, C3-C7 cycloalkyl, C1-C6 alkyl, C1-C6 alkoxy, halo
C1-Ch atkyl, C2-C6 alkenyl, C2-C6 allynyl, haio C1-C6 alkoxy,
hydroxy, halogen, nitro, eyano, C{OYNRGR, pheny! which may be
substituted 5y 1 10 4 Ry, groups;

Ry 15 C3-C7 eycloalkyl, C1-C6 alkyl, C1-C6 alkoxy, hale C1-C6 alkyl,
C2-C6 alkenyl, C2-C6 alkynyl. halo C1-C6 alkoxy, hydroxy,
halogen, nitro, cvang, or C{OWNRR,

15 carbon or nitrogen;

EFRPREF

n 1slorZ

Acid addition salts of the free base aminc compounds of the present invention may be
prepared by methods well known in the art, and may be formed from organic and inorganic
acwds. Suitable organic acids include maleic, malic, fumaric, benzoic, ascorbic, succinie,
methanesulfome, p-toluensulfonic, acetic, owalic, propionic, tartaric, salicylic, citric,
gluconic, lactic, mandelic, cinnamic, aspartic, stearic, palmitic, glycolic, glutamic, and
benzentesulfonic acids. Suitable inorganic acids irclide hydrochloric, hydrobromis, sulfuric,
phospharic, and nitric acids. Thus, the term "pharmaceutwaily acceptable salt” of structure
{I) is imended to encompass any and all acceptable salt forms.

I'he solvates may, for exampie, be hydrates.
References hereinafter to 2 compound according to the invention include both compuunds of

formula () and their pharmaceutically acceptable acid addition salts together with
pharmaccutically acceptable solvates.
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In addition, prodrugs are also included within the context of this inventior. Prodrugs are any
covalently bonded carriers that release a compound of structure (I} in vivo when such
prodrug ts administered to a patient. Prodrugs are generally prepared by modifying functional
groups in @ way such that the modification is cleaved, either by routine manigulaton or in
vivo, yielding the parent compound. Prodrugs include, for example, compounds of this
invention wherein hydroxy, amine or sulfhydryl groups are bonded to any group thal, when
administered to a patient, cleaves to form the hydroxy, amine or sulfhydryl groups. Thus,
representative examples of prodrugs include (but are not limited to) acetate, formate and
benzoate derivatives of aleohol, sulfhydryl and amine functional groups of the compounds of
structure (f). Further, in the case of a carboxylic acid (-COOH), esters may be employed,
such as methyl esters, ethyl esters, and the like.

With regard to stereoisomers, the compounds of structure (I} may nave chiral centers and
Ay JCCUr 2% Tecemales, racemic mixiures and as individual enantiomers or diastereomers.
All such isomeric forms are ncluded within the present invenzion, mcluding mixtures
thereof. Furthermore, some of the crystalline forms of the compounds of structure (I} may
exist as polyrnorphs, which are included in the present invention,

The term C1-C6 alkyl as used herein as a group ar a part of the group refers to a linear or
branched afkyl group containing from 1 to 6 carbon atoms; examples of such groups include
methyl, ethyl, propy], isopropyl, n-butyl, isobutyl, tert buryl, pentyl or hexyl.

The term C3-C7 eycloalkyl group means a non aromatic monosyclic hydrocarbon ring of 3 to
7 carbon atom such as, for exampie, cycloprepyl, cyelobuzyl, cyclopentyl, cyclohexyl or
cycloheptyl; while unsaturated cycloallyls include cyclopenitenyl and cyclohexeryl, and the
like,

The term halogen refers to a fluorine, chlorine, bromine or jodine atom.

The term halo C1-C6 alkyl, or hale C1-C2 alkyl means an alkyl proup having one or more
carbon atoms and wherein at least one hydrogen atom 15 repiaced w:th halogen such as for
example a triflueromethy] group and the like.

The term C2-C6 alkeny! defines straight or branched chain hydrocarbon radicals cortaining
one or more doubie bond and having from 2 ta 6 carbon atoms such as, for example, etheryl,
2-propenyl, 3-butenyl, 2-butenyl], 2-penteny), 3-pentenyl, 3-methyl-2-butenyl or 3-hexenyl
and the like.

The tern C1-C6 alkoxy group may be a Imear or a branched chain alkoxy group, for cxample
methoxy, ethoxy, propoxy, prop-2-oxy, buzoxy, but-2-oxy or methylprop-2-oxy and the like.

The term halo C1-C6 alkoxy group may be a C1-C6 alkoxy group as defined before
substituted with at leas one halogen, preferably fluorine, such as OCHF,, or OCF,.

2R

A
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The term C2-C6 alkynyl defines straight or branched chain hydrocarbon radicals containing
one or more triple bond and having from 2 to 6 carbon atoms including acetylenyl, propynyl,
t-burynyl, I-penrynyl, 3-methyl-1-butyny! and the like.

The term aryl me}gs»ﬂ_ammgng_g_a;hgﬂhgmoieg{_sﬁggll as phenyl, biphenyl or naphthyl.

The term heteroaryl means an aromatic heterocyele ning of § to 10 members and having at
least one heteroatom selected from nitrogen, oxygen and sulfur, and containing at least 1
carbon atort, including both meno-and bicyclic ring systems.

Representative heieroaryls include {but are not limited to) furyl, benzofuranyl, thiopheryi,
benzothiophenyl, pyrrolyl, indalyl, isoindolyl, azaindolyl, pyridy], quinelinyl, isoquinciinyl,
oxazolyl, iscoxazolyl, benzoxazoiyl, pyrazelyl, imidazolyl, benzimidazoly, thiazolyl,
benzothiazolyl, isothiazolyl, pyridazinyl, pyrimidiny], pyrazinyt, triazinyl, cimoliny,
phthalazinyl, (riazolyl, tetrazolyl, and quinazolinyl.

The erm 5-14 memibered heterocycle means a § to 7-membered menocyclic, or 7-to 14-
membered polycyclic, heterocycle ring which is either saturated, unsaturated or aromatic, and
which contairs from 1 to 4 heteroatoms independently selected from nitrogen, oxygen and
sulfur, and wherein the nitrogen and sulfur heteroatoms may be aptionally oxidized. and the
nitrogen heteroatom may be optionally quaternized, including bicyclic rings in which any of
the above heterccycles arc fused to a benzene ring as well as tncyelic {and higher}
heterocyclic rings. The heterocycle may be attached via amy heteroatom or carbon aiom.
Heterocycles include hetercaryls as defined above. Thus, in addition o the aromatic
heteroaryls listed above, heterocycles also include (but are net lmited o} morpholing],
pyrrohidineny], pyrrolidinyl, piperidinyl, hydantoinyl, vzlerolactamyl, oxiranyl, oxetamyl,
tetrahydrofuranyl, tetrahydropyranyl, tetrahydropyridinyl, tetrahydropyrimidiny,
tetrahiydrothiophenyl, tetrahydrothiopyranyl, tetrahydropyrimidinyl, tetrahydrothiophenyi,
tetrahydrothiopyranyl, and the like.

The term 5-6 membered heterocycle means, according to the above definition, a S-6
monocyclic helerocyclic Hitg itich 75 ertfier safurared, unsaturated or aromalic, and which
contains from | 1o 4 heteroatoms independently selected from nitrogen, oxygen and sulfur,
and wherein the nitrogen and sulfur heleroatoms may be optionally axidized, and the ritrogen
heteroatom may be optionally quaternized. Heterocycles include heteroarvls as defined
above. The heterocycle may be attached via any heteroatom or carban atom. Thus, the term
include (bl aré ot Tied Yo} TOrpROTYL Py Ry pyTazioyl, pyrazoly. thiazoly:,
mazolyl, imidazolyl, oxadigzolyl, oxazolyl, pytrodidinonyt, i Ey’mﬁginy“l,\ piperidinyl,
hydanioinyl, valerclactamyl, oxiranyl, oxetanyl, tetrahydrofuranyl, tetrahydropyranyl,
remahydropyridingl,  tewrahydroprimidinyl.  tetrahydrothiophenyl,  tetrahydrothiopyraryl,
setrahydropyrimidinyl, tetrahydrothiophenyl, tetrahydrothinpyrany?, and the like.

Representative compounds of this invention include the following sructure {la) and {Ik)

WO 33008412 5 PCT/EP2:07863
3_,';.._&. NF,R,
R I\ EEEE N
RAN’% ‘Jlx' R: |N/ i
R R
tlay (b

In one preferred embodiment in which n is 1, according to the definition: of the compounds of
formula (I} aove, the CRF receptor antagonists of this invention have sucture (1), and,

5  whennis 2, then the CRF receptor antagonists of this mvention have structure {Ih), whereir
R, R,. R; and R, are defined as above.

Further representative sompounds of this mvention include compounds of general formula (T}
in which

R;and B together with N form a 5-14 membered heterocyclic group, which may be
substituted by 1 1o 3 Ry, groups; such Ry, groups are defined as above.

Depending upon the choice of X, the CRF receptor antagonists of this inventior: include
15 compounds of formula (Ia) and (IIt), in which the group NR:R; represents a 3-6 membered
heterocyefic group, which may be substituted by t 1o 3 R, groups.

BR.R NRR,
R/\ N TJ R N¢A\1:l
R R

[E) [{:})

20 In particular compounds of formula {ITa) and (ITTb) are included

o
R,: | \ |
—
s N T
-]

{iny)

m which R, R and Rs have the meanirgs as defired before.
25

Examples of such compounds ai¢ reported 1n the Experimental Purs.
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Compounds of formula (1), and salts and selvates thereof, may be prepared by the general
methods outlined hereirafter. In the following description, the groups R, R, Ry, By, Ry, Rs,
Ry Ry Ra Ry, Ryp, Ry), and n have the meanings as previously defined for compounds of
formule {T) unless otherwise stated.

5
Compounds of formula (Ila) may be conveniently prepared according to the following
Scheme 1:
Scheme 1
NRR, NR,R,
R, COE a Ry COE b R, Y oM

. — i, — 1. {Iv}
RN Ry NI L RN L

{n (i

)

NR R, NR.R, y NRR,
R:(t(‘CHO<____ Rﬁ*\go L—_F{-ﬁbm
ReNOL e Ry L d  R7NL

(Vi (Vi) {V)
f

NR,R, SRR, NR,R,

L. 2
Ry NL RN RN vk

R
{31 {1X) X
l a
NRR, KRR,
Rm ; R, oH
I e —
RONTN Ry N7 A
R R
(Ha) xXn
10 inwhich
step a stands for conversion of the leaving group L, selected in & group
consisting from: halogen or reactive residue of sulphonic acid f{e.g.
mesylate, tosylate), preferably chloride, in the amino group of compounds
15 (LI}, by reaction with the suitable amine WK, in basic conditions;
step b stands for reduction of the ester group with a suitable reducing agent
{such as DIBAI-H) to hydroxy group of compeunds (v,
slep e stands ter oxidation of the hydroxy group with a suitable madising agent

(such as Dess-Martin periodimane) to aléchyde group of compound (V;
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step d stands for formation of the aldehyde group of compounds (Vi) by Wittig
reaction in the usual conditions, through formation of enol ether foliowed
by acid hydrotysis (step €);

step stends for reduction of the aldehyde group with a suitable reducing agent
{such as NaBH,) to hydroxy group of compounds {VILI);

step g stands for conversion of the hydroxy group in the suitable protecting
group of compounds (IX)(such as TBS: tert-butyldimetaylsiiyl);

step h stands for Buchwald reaction by coupling with the suitable amine RNK;;

step stands for depretection reaction to give the hydroxy group of compounds
(XD;
stepl stands for intramolecular cyclisation by heating afier conversion of the

hydroxy group of compounds (XI) in & suitable feaving group (such as
bromide, by reaction with CBr, and PPhs} to give the final compounds
{Tak

Alternatively, compounds of formula (IIa) may be conveniently prepared according to the
following Scheme 2:

Scheme 2
NRR, hRLR, TR
Rj\/\oH ) R, o b’ Rﬁ‘cn
> 1. —_—
RNTL Ry N L Ry K
(v g
o
NRTRE NRZRJ NIRZR:‘
- ——— -—
R; N"‘NR RN RN (X1v]
{ta) {XV)
in whicn
step a’ stands for conversion of the hydroxy group in a suitable leaving group L
of compounds (X, whick, independemly from L, has the same
defimtion {e.g mesylate, by reaction with MsCl in BN,
step b stands for conversion of L' in the cyano derivalive of compounds (Xf11}
by reaction with, e.g. KON in an aprotic dipolar solvent, like DMF,
step g’ stands for reduction of the cyano group with & suitable reducing agent
agent {such as BH,-THF} to the amino group of compound (XIV);
stepd’ stards for intramalecilar cyclisation of compounds (XIV) by heating in a
suilable sobvent {such as WMPFY at high lemperature;
step e’ stands for reduction of the aldehyde group with a suilable reducing agent
(such as WaBH,) to hydroxy group of campounds {VIIT),
step cotresponds to previous step b
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Compounds of formula [1b) may be convementiy prepared according to the following
Scheme 3:

Scheme 3
NRR NRR MR,
R4 : CHO a" Ra PR Chde b* Rl - CHO
‘ = A L XVl
RN Tl RN T RN O xvi)
VI (Xl G"
MR,R, 4R, NRR,
R, " Ry d" A,
Ry W7 N OPg Ry e oPg R Ct "OH
R
(XX} (X1} {XVIy
l f"
NR.R, NRR,
———
Ry” N yH TOH Ry RN
R [
ety b}
in which:
stepa'” corresponds to previous step d;
step b corresponds to previous step g;
stepe’’ correspands to previous step [}
step d°’ corresponds to previous step ¥
step e”’ corresponds to previous step h;
step f*° corresponds to previous step i
step g’ corresponds to previous step 1,

Compounds of formula (TT) are xnown compounds or may be prepared according to known
methods in the literature.

Compounds of formula (Hia} and {IlIb} may be prepared according to the previous Schemes
1, 2 anid 3, once prepared the heterocyelic reactive residue uccording to known methods 1o
the skilled in the art.

Exemples of suitable hydroxy protectirg group include trihydrocaroyl silyl ethers such as the
trimethylsily] ot t-butyldimethylsilyl ether. The hydroxyl protecting groups may be removed
by well-known standard procedures (Such as those described i Protective Groups in Organic
Chemistry, pages 46-119, Edited by J F W MoOmie (Plenum Press, 19733). For example
wher Py is a t-butyldimethyisilyl group, this may be removed by treaiment with triethylamine
trihydrofuoride,
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Pharmaceutical acceptable salts may also be prepared from other salts, including other
pharmaceutically acceptable safts, of the compound of formula (I using conventional
methods.

The compounds of formuta {T) may readily be isolated in association with solvent molecules
by erystallisation or evaporation of an appropriate solvent {o give the corresponding saivates.

When a specific enantiorner of a compound of general formula (I} :s required, this may be
obtained for example by resolution of a corresponding enanziomeric mixture of a compound
of formula (T} using conventional methods. Thus the required enantiomer may be obtained
from the racemic compeund of formula (T) by use of chiral HPLC procedure,

The subject invention also includes isotopically-labeled compounds, which are identical to
those recited in formulas I and following. but for the fact that one or more atoms are replaced
by an atom having an atomic mass or mass number different from the atomic mass or mass
number usually found in nature, Examples of isotopes that can e incorporated ino
compounds of lhe invention include isotopes of hydrogen, carbom, nitrogen, oxygen,
phosphorous, fluorine, iodine, and chlorine, such as °H, ''C, “C, "F, ¥} ana ™1,

Compounds of the present inventon and pharmaceutically acceptable salts of said
compounds thel contain the aforementioned isotopes andfor other isotopes of other atoms are
within the scope of the present invention. Isetopically-labeled compounds of the present
invention, for example those into which radicactive isotopes such as *H, “C are incorporated,
are useful in drug andior substrate tissue distribution assays, Tritiated, i.e., *H, and carbon-
14, 1e., “C, isotopes are particularly preferred for their ease of preparation and detectability.
"'C and °F isotopes are particularly useful in PET fpositron emission tomography), and %[
isotopes are  particularly useful in SPECT (single photon emission computenzed
tomography), atl useful in brain imaging. Further, substitution with heavier isotopes such as
deuterium, i.e., “H, ean afiord certain therapeutic advantages resulting from greater metabotic
stability, for example increased in vivo half-life or reduced dosage requirements and, hence,
may he preferred in some circumstances. Isotop:cally labeled compounds of formula I ard
following of this invention can generally be prepared by carrying out the procedures
disclosed in the Schemes andier in the Examples below, by substituting a readily aveilable
isatopically labeled reagent for 2 non-isotopically labeled reagent.

The CRF recepior antagonists of the present invention demunstrate activity at the CRF
receptor site including CRF 1 and CRY 2 receptors and may be used in the treatment of
conditions mediated by CRF or CRF receptors.

The effectiveress of a compound as a CRF receptor antagonist may be determired by varous
assay methods. Suitable CRF antagonists of this invention are capable of inhibiting the
specific binding of CRF tu iis receptor and antagonizing activities associated with CRF. &
compound of structure {I7 may be assessed for actwity as a CRF entagomst by one or maorg
generally accepted assays for this purpose, including {but not limued (o) the assays disclosed
by Desoura et al. {J. Neuroscience 7: 88,1987) and Battaglia ot al. {Synapse £ $72,1987).
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The CRF receptors-binding assay was performed by using the homogeneous technigue of Claims
scintiliation proximity (SPA). The ligand binds to recombinant membrane preparation
expressing the CRF receptors which in turn bind to wheatgerm agglutinin coated SPA beads. i. Compeunds of formula (§} inciuding Stereoisomers, prodrugs and pharmace.tically
Tn the Experimental Part will be disclosed the details of the experiments, acceptable salts or solvates thereof
5
With reference to CRF receptor binding affinities, CRF receplor antegonists of this invent.on TR‘R’
have a Kiless than 10 pm. N — R W[CHEM
P . - - . : %‘\ i
Compounds of the invention are usefu) in the treatment of central nervous system diserders i

where CRF receptors are invoived. In particular in the ireatment or prevention of major
depressive disorders including bipolar depression, unipolar depression, single or recurrent
major depressive episodes with or without psychotic features, catatonic features, melanchalic '] wfl, each of which may be substituled by | to 4
features, atypical features ot postpartum onset, the treatment of anxiety and the treatment of T groups selected from:

panic disorders. Other mood disorders encompassed within the term major depressive 10 Halogen, C1-C6 alkyl, CI-C6 alkoxy, halo C1-C6 slkyl, C2-C6
disorders include dysthymic disorder with early or late onset and with or without atypical

alkenyl, C2-C6 alkynyl, halo C1-C6 alkoxy, -C{O)Rs, nitro,
features, neurotic depression, post traumatic stress disorders and social phobia; dementia of

“NRgRy, cyano, and 8 group R,

the Alzheimer’s type, with early or late onset, with depressed mood; vascular dementia with R is hydrogen, C1-Cé alkyl, C2-C6 alkenyl, C2-C6 alkynyl, haio C1-
depressed mooed; mood disorders induced by alcohel, amphetamines, cocaine, hallucinogens, Ch alkyl, halo C1-C6 alkoxy, halogen. NR:R or cyano;
inhalants, opioids, phencyclidine, sedatives, hypnotics, anxiolvtics and other subsiances; 15 ): ‘s hydrogen, C3-C7 cycloalkyl, or 2 group Ry}

schizoaffective disorder of the depressed type; and adjustment disorder with depressed moed. R, {s C3-C7 cycloalkyl, or a group Rs: or

Major depressive disorders may also result from a generat medical condition inchiding, bus Ryand Ry . together with N fonn g 514 membered heterocycle, which may be
not iimited to, myocardial infarction, diabetes, miscarriage or abortion, exc. substituted by 1 to 3 Ryp groups;

R: 15 hydrogen, C1-C6 alkyl, hajogen or haio C1-C6 alkyt,
Compounds of the invention are also useful in the treatment or prevention of schizophremc 20 T 15 8 C1-C4 atkyl, -OR, of —NRgR;
disorders :ncluding paranoid  schizophrenia, disorganised schizophrenia, catatomic Ry 1s hydrogen or C1-CE alky’;
schizophrenta, undiflerentiated schizophrenia, residual schizoprenia. R; ts hydrogen or C1-C6 alkyt;

R, s 2 ‘—6 rrembercd heteregyele, which may be saturated or may
Compounds of the invention are useful as analgesics. In particular they are useful in the ccntmr onc to bie bonds, and which may be substituted by
treatmient of traumatic pain such as postoperative pain; traumatic avulsion pein such as 25 1 or more R;. gmups
brachial plexus; chronic pain such as arthritic pain such as occurring in osteo-, rheumatoid or Rs is a CIC6 alkyl that may be substituted by one or mwre groups
psoriatic arthritis; neuropathic pain such as post-herpelic neuralgia, tripeminal neuralgia, selected from: C3-C7 eycloalkyl, C1-C6 alkoxy, 2aloC1-C6 alkoxy,
segmental or intercostal neuralgia, fibromyalgia, causalgia, peripheral newropatny, diabetic hydroxy, haloC1-C6 a'kyl;
neuropathy, chemotherapy-induced neuropathy, AIDS related newropathy, occipital : 3 is a group Ry, C3-C7 eycloalkyl, C1-06 atkyl, C1-Ce alkoxy, halo
neuralgia, gemiculate neuraigia, glossopharyngeal neuralgia, reflex sympathetic dysirophy, 30 T Cézlh], C2-Cé aikenyl, C2-C6 alkynyl, halo C1-C6 alkoxy,

phantom limk pain; various forms of headeche such as migraine, acute or chronic tension

hydroxy, halogen, ritro, cyano, CIOINRR;, phenyl which may he
headache, temperomandibular pain, maxillary sinus pain, cluster headache; odontalgia;

substituted by [ to 4 Ry groups;

cancer pain; pain of visceral erigin; gastroirtestinal pan; nerve entrapment pain; spert's Ry is C3-C7 cycloalkyl. C1-C6 alky., C1-Cé alkoxy, halo CE-C6 alcyl,
mjury pain; dysmennorchoea; menstrual pain; meningits, arachnoiditis; muscuioskeletal C2-Ch alkenyl. C2-Co alkynyl, halo C1-Cé alkoxy, hydroxy,
pain; low back pain e.g. spinal stenasis; prolapsed disc; sciatica; angina; ankylosing 35 halogen, nitra, cyano, or C{OJNR R
spondyolitis; gout, burns; scar pain; itch; and thalamic pain such as post stroke thalamic pain. X is carbon or mitrogen;

n ishor2
Compounds of the mvention are also useful for the treatment of dvsfunction el appetite znd -

food intzke and in circumstances such as anerexia, anorexia nervosa and bulimiz.

[

Compounds, according to claim 1, n whick
40 R; and R, together with N form a 5-14 membered heterocyelie group, which
may be substituted by 1 10 3 Ry groups.



10

20

25

PCT/EPO20786S

WO 03/008412

R
in which R, R), R;. Ry Rqand X are defined as in claim 1.

4, Compounds, according to claim 3, of geners] formula (Ia)
R,
R A

N | Né'l\?) {3}

14
in whick R, R, Rz, Rsand R, are defined as in ¢laim 1.

Compounds, according to claim 4, in which the group NR;R; represents a 5-6
membered heterocyclic group, which may de substituted by 1 to 3 Ry groups.

Compounds, accord:ng to ¢laim 3, of general farmula {11[a) §

G
S lia) .Il
R: NN }

in which R, Ry, Ryand R; are defmed as m claim |,

Compounds, according ta claim 1, of general formula (Iby

8RR,

Ry
| it
e ﬂ//\\

X

{
LY
i which R, By, Ry, R: Ry and X are defined as in claim 1.
Compounds, accordiag 1o claim 7, of general formula (L)

BRR,

Ry N

D—-Z

n which B, Ry, Ra, R, and R, zre defined as in claim 1.
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SUPERINTENDENCIA DE INDUSTRIA'Y COMERCIO
DIVISION DE NUEVAS CREACIONES

2020
Bogota, D.C.,

Abogado
CARLOS R. OLARTE

ASUNTO Radicacion 05103293

Tramite 002

Evento 001

Actuaciéon 430

Folios 013
Patente de Invencion Patente de Modelo de Utilidad D
Via Nacional D
Via PCT (fase nacional) Cap. | |:| Cap. Il
No. Sol. Internacional PCT/1B2004/001350

Fecha de Presentacion Internal. 07-04-2004.

Como resultado del examen de fondo, realizado con fundamento en el articulo 45 de
la Decision 486 de la Comisién de la Comunidad Andina, se le comunica:

Documentos estudiados

Descripcion: Folios: 139 a 353 (como se radicé inicialmente)
Reivindicaciones: Folios: 3564 a 373 (como se radico inicialmente)
Prioridad: Folio 1 (09-04-2003, GB 0308208.8).

(07-07-2003, US60/485,322).

Objeto de la invencién

Titulo de la solicitud: COMPUESTOS N-HETEROCICLICOS CONDENSADOS Y
SU USO COMO ANTAGONISTAS DE RECEPTORES DEL FACTOR LIBERADOR
DE CORTICOTROPINA.

El objeto de la presente solicitud de patente de invencién consiste en:
Compuestos derivados biciclicos.

U
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Reivindicaciones 1-25,30-32 : Un Compuesto de férmula |, "

Reivindicacion 26: Un procediwmiento para preparar los compuestos de formula 1l
AT

Reivindicaciones 27-29: De uso.

Reivindicacion 33: Una composicién farmacéutica que contiene el compuesto |.

Reivindicaciones 34-36: Un método de tratamiento.

El problema planteado en esta solicitud es la necesidad de compuestos
caracterizados por ser antagonistas potentes y especificos de los receptores CRF.

Para solucionar este problema téecnico la solicitud en estudio proporciona
compuestos de formula | |, sus procesos de preparacidén y composiciones
farmacéuticas que las contienen.

El objeto de la invencién definido anteriormente se clasifico de acuerdo con
la Clasificacidén Internacional de Patentes (IPC): C07D471/04, C07D487/04.

De la solicitud de Patente

Reivindicaciones (articulo 30 D 486)

e La reivindicacion 1 no es concisa ya que hay términos muy generales. Por
este motivo se obtienen un numero indefinido de compuestos . Por tal motivo
se obtiene un numero indefinido de compuestos lo cual hace que no se pueda
determinar que todos los que se obtienen finalmente , presenten la actividad
reclamada . Estos téerminos son:

o Un grupo_arilo o heteroarilo para el radical R ya que no se
especifica el numero de carbonos que los conforman , no se define su
tamario y adicionalmente en el caso de heteroarilo no se define el
numero y clase de heteroatomos que lo conforman. Tampoco
especifica si dichos grupos pueden estar sustituidos o no . Para el
grupo heterociclo de 5-6 miembros del radical Z , no se especifica
los heteroatomos que lo pueden conformar.

o Los términos prodrogas y solvatos deben ser eliminados, ya que los grupos
estructurales que los conforman no pueden ser claramente identificados. Y no
encuentran sustento en la descripcion.

» Lasreivindicaciones 30-32, no son claras ya que se reclama el compuesto ya
reclamado anteriormente , sin aportar alguna caracteristica técnica adicional.

Unidad de invencion (articulo 25 D 486)

Se aclara que, de acuerdo al Art 25, en las reivindicaciones 1-26,30-33 ( Folios 354
a 373 ), carecen de unidad de invencion por lo siguiente:
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Se distinguen los siguientes grupos de invencién a posteriori:

1. Compuestos de férmula | donde Y es CR7 (derivados de pirrolo[2,3-b]piridina,
composiciones farmaceéuticas que los contienen y procedimiento para
prepararlos.

2. Compuestos de formula | donde Y es N (derivados de pirrolo[2,3-d)pirimidina.,
composiciones farmaceéuticas que los contienen y procedimiento para
prepararlos.

Cada una de estas invenciones , es una invencion distinta caracterizada por su
propia caracteristica técnica y no se encuentran tan unidas como para formar un
concepto general inventivo Unico, por las siguientes razones.

Se realizd la busqueda de anterioridades , donde se encontrd un documento
relevante para la evaluacion de patentabilidad del grupo que corresponde
especificamente a cuando Y es CR7. Al ser este documento tan especifico para una
de las estructuras reclamadas por el solicitante y observar que dichas estructuras no
cumplen con el requisito de patentabilidad ( nivel inventivo), las caracteristicas
técnicas para cuando Y es N, ya no estan unidas por un concepto inventivo unico
comun,

En consecuencia, esta Dependencia recomienda realizar las modificaciones
correspondientes y/o seleccionar el o los grupos que son relevantes para la
invencion.

Excepcion a la patentabilidad (articulo 20 D486 literal a)-d))

Se aclara que, de acuerdo al Art 20 literal d) el método de tratamiento de las
reivindicaciones 34-36, no es patentable

Reivindicaciones relativas a un uso o a un segundo uso (articulos 14 y 21 D
486)

Se aclara que, de acuerdo con el Art 14, el uso de las reivindicaciones 27-29 , no es
patentable,

Determinacion del Estado de la Técnica

Considerando que la fecha de presentacion de la primera solicitud de patente de la
cual se reivindica prioridad es 09-04-2003, se consultaron las bases de datos y los
archivos con que cuenta la entidad con fecha de publicacion anterior y se
encontraron los siguientes documentos que anticipan el objeto de esta solicitud :

N° ' Documento Titulo Fec.:ha c.'? "
| Publicacién

D1 WO003/008412 | CHEMICAL COMPOUNDS | 30-01-2003

Analisis de patentabilidad (articulo 14 D486)

Nivel inventivo (articulo18 D486)

Para el grupo inventivo 1

Respecto a la solicitud en estudio.
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La reivindicacién 1 dice “ Compuestos de férmula | , incluyendo esteroisémeros,
profarmacos, y sales farmaceulticamente aceptables o solvatos de los mismos
w

s

Respecto al estado de Ia técnica:

D1 ( folios 399-405) divulga compuestos derivados de pirrolo[2,3-blpiridina,
caracterizados por caracterizados por ser antagonistas potentes y especificos de los
receptores CRF.

La solicitud se diferencia de D1 en que el anillo denominado W, se reemplaza un
atomo de carbono por un carbonilo 0 S(O)m, y- de 1 a 4 atomos de carbono se
pueden reemplazar por oxigeno, nitrégeno o NR12, S(O)m, carbonilo.

Esta diferencia no parece conceder un efecto técnico inesperado 6 una ventaja a las

SOLICITUD | D1 |
A R es alquilo C16 ( metilo) ARy R es alquilo Cis (metilo) |
/l\ Yes CRy y | R, ey (CHyn R4 es hidrogeno. f
P! R7eshidrogeno. | | ] | -
e N W Z es un heterociclo de 5-6- | r7 "W ¥ rRz y Rz juntos forman con '
4 miembros. R el nitrogeno que los une un
heterociclo de 5-14 |
(pirazoh | [ X _miembros_ (pirazol) |
W es un anilo de 4-8 i El anillo formado por Rz y |
miembros , el cual puede | i) Rz se encuentra sustituido ‘
estar saturado o puede | _ | e por grupos Rio, ,
contener uno a tres enlaces ' ) Rioces Rgelcual es un I
dobles y en el cual: anillo heterocicio 5-6
- un atomo de carbono se miembros el cual puede
. I reemplaza por un carbonilo o _f__\.m estar saturado o puede ‘
LI $0m, y T contener de uno a tres J
| S -de 1 a4 atomos de carbono v dobles enlaces
J‘ se pueden reemplazar por flf\/
: oxigeno, nitrégeno o NR12, e (imidazolil, pirrolidinil,
j | $Om, carbonilo. A tetrahidropirimidinil,
[ S (imidazolinina, pirrolidinona, L\\‘r“’
’ ir tetrahidropirimidinona) o
' D es CRsRs ) nes . *l
[ e R8 y R9 son hidrogeno,
} Compuesto 1-1 L _
| 2 _'\ G es CR1oR11 0 CR1p . /‘)
( M R1o y Ry1son hidrogeno, 7
| L ;
| XesCo N . | /[,f\/ X esCoN.
m R es arilo o heteroarilo.
l Fenilo sustituido por metilo y Fenilo sustituido por metilo
I metoxi y metoxi
[ 7
o (N
p ﬂ/\A 7
W rytro_'
b |
N
Compuesto 3-1 l N

AT
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compuestos reclamados en esta solicitud ya que no parecen presentar una
actividad mas potente y ser mas especificos como antagonistas de los receptores
CRF ( Ver folio 194, pagina 586, lineas 5-7) en comparacion con los compuestos
del estado de la técnica mas cercano ( Ver folio 40, pagina 12, lineas 6-7).

El Problema Técnico Objetivo de esta solicitud es la necesidad de compuestos
derivados de pirrolo[2,3-b]piridina caracterizados por ser agentes antagonistas de los
receptores CFR alternativos a los ya conocidos en el estado del arte.

El Experto en la Materia, enfrentado al Problema Técnico Objetivo y conociendo el
Estado de la Técnica ( D1) hubiera sugerido sin mucho esfuerzo realizar diferentes
reemplazos sobre el anillo que sustituye al anillo pirazol de D1 para obtener mas
compuestos con la misma actividad .

De manera que la solucidon propuesta por esta solicitud en las reivindicaciones 1-
25,30-32 es obvia y no tiene Nivel Inventivo.

La composicion farmacéutica de la reivindicaciéon 33 no es inventiva, porque el
componente gue la caracteriza no es inventivo.

Para la reivindicacién 26 en donde se reclama un proceso de preparacidén de los
compuestos de fc’armula Il que consiste en:

O e G e el KT

W Hal N Hal R" N THat
il (Vi) (1%) 1 "

(Frw, AVPY P WP

i: ,’-\ oAk e i', :C‘HO
(KN IiIL i J\’tfwc
)L X1

N7 THE! "i KT UHat N Ha
ity (i

=W, Fr-w.,

/[%Lur:no K i DNEL ___l r:.? '3 ),\i:[D o
-
RN "LHF RN

(gﬂ N™ "Hat
xv) ()M) RVl AT

l )
—W. Piw_
) Frw

—_— b, .OH ...,2_ jeI” 0P ’ iID O-F
/”\i:[ "LN b )’L

Re NN N Hal
R -
(o) (XX (1%

(P, w

..

ii/D' ) or 5
PP o) ,‘KI\'G 0
A L

N

No esta conformado por pasos sorprendes para el experto en la materia a la luz de
D1 ( folio 402, pagina 8, reaccion de Scheme 1, lineas 10-19 y , pagina 9 lineas 1-
14) . Por lo tanto carece de nivel inventivo.

Conclusion:

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados asi:

_
\ Reivindicaciones
N° | cumento N°

| Docu 1 afectadas

Requisito que afecta
‘D1, WO0O03/008412 | 1-26,30-33 Nivel inventivo.
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En cumplimiento del articulo 45 de la Decision 486 de la Comision de la Comunidad
Andina, se le indica que debe dar respuesta dentro del término de sesenta dias
contados a partir de la fecha de notificacion de la presente comunicacion. En caso
de no dar respuesta al presente requerimiento, o si a pesar de Ia respuesta
subsistieran los impedimentos para la concesidn, se denegara la patente.

Notifiquese el presente oficig.cgnforme a lo dispyesto en el numeral 5.2, literal ), del
capitulo quinto del titulo pfi'm:;D de la Circular Unica N° 10 de 2001.

///
ALIX CARMENZA CESPEDES DE VERGEL
Jefe de Divisipn de Nuevas Creaciones

or requerimiento fue notificado por fijacion en lista, de fecha

r'[ T
| . .
” CONCEPTO TECNICO No. EXAMINADOR TECNICO
IL 2935 Codigo No. 202075

E s

e
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1 Condeisen N-heferocyole compound= <M theruse ax CPF seoeplor anfagansis en milisla ge petentes

nfsrmacion de publicacidn: AU2004232551 (A1) -
2 CONDENSED N-HETEROCYCLHC COMPOUNDE ““E I
liste de patenias

Informacian de publicacion. BRAHIM0I117
3 COMODENSED M-HETERCYCLIC CO -.ﬁPGLJ 4
usta de patentes

Infarmacion de pusiic =cidn CAZ521829 A1
4 Condensed N-beterocyclic compounds and "‘IE'f u

nformacion de publicaciin: CH1SCHINE {4 —
5 CONPNSED N-HETERDSYCLIC CCMF’(‘UNH NCI [HE:R USE A% CRF RECESTOR ANTAGONISTS eami Fr el e S - S e mm e o - -
lista dm patentes Heterscyclic compounds, 1H-pyrrolof2,3-bipyridine, antagonist of corticotrophin refeasing

I~rormiackon de publiczcion: EPTE11 133 (A1) — 2006004 ‘factor CRE
»  CONDENSZD N-HETEROCYCIC COMPOUNDS AND THE R USE AS CRF RECEPTOR A%TAGONISTS en mi :
isia de patentes

informacién de publicacion: EPT616°07 141 — 2006-01-25
7 CONDENSED N-HETERQCYC_IC COMPOUMNDS ANE FHE-& USE AS CRF RECEPTOR ANTAGONISTS 2n mi
listz de patentes
nformacicn de publicacidn: 1S811% (4] — 2005-11-08
&  CONDENSED N-HETERGCYCLIT COMPTUNDS AN THEIR USE AS CRF RECEPTOR ANTAGUMISTS enmi
Iista de patentes

Informacion de pubficacion: JP200652278E /T, — 2006-10-05
9  CONDENSED MHETERCCYCLIC COMPOUNDS AND THEIR USE AS CRF IECEPTOR ANTAGONISTS en mi
lists de patentes

Informacién de puciicacion: JP200652
13 COMDENSED N-HETEROCYCLIC
lista de patentes

Informacion de puziizscion: KR2CHS0021826 (A1 -— 2038-03-G8
11 CONDENSED N-HETEROCYCULIC COMPOUNDS AND THEIR USE AS CRFF BECEPTOR ANTAGONISTS enmi
Iista de palentes

Informacion de publicacién: MA27796 141) — 2006-03-01

H USE AS CRF RECEFTOR ANTAGONISTS en mi

A3 CHF RECEPTOR ANTASOHISTS 2nomi

GB 0308208 8

09-04.2003

“aoeplr antagon.sts en midista de patentas

Z7EY ¢TI -~ Z00G-10-05
C COMPGUNDS AND THEIR USE AS CRF RECEPTCR ANTAGOMISTS en mi

12 CONDENSED K-HETERGCYCLIC COMPOUNDS AND THEIR USE AS CRF RECEPTOR ANTAGON:STS en " EPOLINE T COLOMBIANA ';ap}'jnesé T Pé{eni_familgr
mi lisla de patenies { X

Informracion de publicacisn: MXPADS012874 (4] — 2006-03-21 ESPACENET SINGAPUR SCirus SURECHEM
13 CONDENSED N-HETEROCYCUC COMPQOUNDS AND THEIR USE AS CRF RECEPTOR ANTAGONISTS en i , uspta depatisnet  Universidad nacional CHEMSPIDER

tista de patentes

Informacion de publicacidn: NO20055239 1A — 2006-01-02
14 CONCENSED N-HETERGCYCLIC COMPOUNDS ANG THEIR USE AS CRF RECEPTOR ANTAGONISTS enmi
isia de patentes

informacion de publicacién: PL3YETS5 (A1) — 2006-05-15 S,

pie NE . SRRy b
! :1.3 iop::gfﬂtﬁsn M-HETEROCY¥CLIC COMPOUNDS ANC THEIR USE AS CRF RECEPTOR ANTAGOMISTS en mi EUROPEA 1 112006 PP
‘nformacitn de publicacidn; RUZG05134652 (4) — 2006-05-10 ! uspto | 26-06-2006 1-52

16  Condensed n-heterocyclic compounds ana thair use as crf receplor anlagonisis en mi disla de patentles
Informacién de puslicacdn: LS2007004708 (A1) — 2067-01-C4

17 Condensed n-heterocyclic compounds and their use as orf recepior antagonists en mi lista de palentes. L T
informacion de publicacidn: US2007024428 (A1} — 2007-01-25 5 Fae s
18  CONDENSED N-HETERCCYCLIC COMPOUNDS ANG THEIR USE AS CRF RECEPTOR ANTAGONISTS en mi - TEE L Dbewmento

lisiz de patentes

‘nfarmacion de publicacidn: WO2004524413 (A1) — 2004-11-04
19 CONDENSED N-HETERCCYCLIC COMPCUNDS AND THEIR USE AS CRF RECEPTOR ANTAGOMNISTS en mi
isia de patentes

‘nfarmacién de publicacian: WOX004064420 (41 — 2004-11-04

Nivel inventivo.
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W003/008412 "1226,30-33
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Industria y Comercio
SUPERINTENDENCIA

S5

REPUBLICA DE COLOMBIA
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
RESOLUCIONWM,__ 1 5’54 G

Por la cual se niega una patente de invencion
Rad. PCT/05-103293

’ EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO
N ejercicio de sus facultades legales, en especial de las que se confirieron en el articulo
3, numeral 30 del decreto 3523 de 2009, y

CONSIDERANDO:

PRIMERO: Que la solicitud de patente de invencion titulada “COMPUESTOS N-
HETEROCICLICOS CONDENSADOS Y SU USO COMO ANTAGONISTAS DE
RECEPTORES DEL FACTOR LIBERADOR DE CORTICOTROPINA", que corresponde a la
solicitud internacional PCT/IB2004/001350 de fecha 07 de abril del 2004, fue radicada en
esta Superintendencia el 10 de octubre del 2005 bajo el nimero 05-103293 -00000-0000,
para que se dé comienzo a la fase nacional en virtud del Tratado de Cooperacion en Materia

de Patentes (PCT).

SEGUNDO: Que efectuado el examen de forma en cuanto a los requisitos que debe llenar la
solicitud y cumplidas las exigencias legales, se ordend publicar el extracto sin que se
hubieran presentado oposiciones por parte de terceros.

TERCERO: Que el articulo 45 de la Decision 486 de la Comisién de la Comunidad Andina
establece que: “Si fa oficina nacional competente enconirara que la invencién no es
patentable o que no cumple con alguno de los requisitos establecidos en esta Decisién para
la concesion de la patente, lo nolificara al solicitante. Este debera responder a la notificacion
dentro del plazo de sesenta dias contfados a partir de la fecha de la notificacion. Este plazo
podra ser prorrogado por una sola vez por un periodo de treinta dias adicionales.(...) Si el
solicitante no respondiera a la nolificacion dentro del plazo sefialado, o si a pesar de la
respuesta subsistieran los impedimentos para la concesion, la oficina nacional competente
denegara la patente”.

CUARTO: Que realizado el examen de fondo, se requirid al solicitante en los términos del
articulo 45 de la Decision 486 de la Comisién de la Comunidad Andina, para que presentara
respuesta a las observaciones de caracter técnico visibles a folios 399 a 411 del cuaderno
administrativo, relacionadas con la patentabilidad o cumplimiento de los requisitos
establecidos por esta Decision para la concesion de la patente. Frente a dicho requerimiento
no hubo pronunciamiento alguno por parte del solicitante, por lo cual es procedente negar el
privilegio de patente solicitado con fundamento en lo dispuesto en el articulo 45 de la
Decision 486,
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Por la cual se niega una patente de invencion
Fad. PCT/05-103293

RESUELVE:

ARTICULO PRIMERO: Negar el privilegio de patente de invencién para la solicitud
correspondiente a “COMPUESTOS N-HETEROCICLICOS CONDENSADOS Y SU USO
©OMO ANTAGONISTAS DE RECEPTORES DEL FACTOR LIBERADOR DE
CORTICOTROPINA”, que entrd en fase nacional en virtud del Tratado de Cooperacion en
Materia de Patentes (PCT).

ARTICULO SEGUNDO: Notificar personalmente el contenido de la presente resolucion al
doctor Carlos Reinaldo Olarte Garcia, en su calidad de apoderado de $SB PHARMCO
PUERTO RICO INC. y NEUROCRINE BIOSCIENCES INC., o0 a quien haga sus veces,
entregandole copia de la misma, advirtiéndole que contra ella procede el recurso de
reposicién interpuesto ante el Superintendente de Industria y Comercio, al momento de la
notificacién o dentro de los 5 dias habiles siguientes a ella.

NOTIFIQUESE Y CUMPLASE
Dada en Bogota, D.C., a los 29 MR Zﬂlfﬁ__

doad

EL SUPERINTENDENTE DE INDUSTRIAYY COMERCIO,

/7

/7

GUSTAVO VALBUENA QUINONES

Doctor

CARLOS REINALDO OLARTE GARCIA
Diagonal 34 No. 5-28

Bogota D.C.

Y. 2 -
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