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SOLICITUD DE EXAMEN DE FONDO SEGUN EL ARTICULO 44 DE LA
DECISION 486, GACETA No. 527

ALVARO CORREA ORDONEZ, mayor de edad y vecino de Bogoti, DC,
identificado segun aparece al pie de mi firma, en mi1 condicién de apoderado sustituto, de la
sociedad Pfizer Products Inc , respetuosamente me permito solicitar, dando cumphmiento a
lo establecido en el articulo 44 de 1a Decisi6n 486 de la Comisién de la Comumidad Andina
de Naciones, que se examine si la invencién retine los requisitos de patentabilidad previstos
en la misma Ad_u;nto recibo por el monto de $ 335000 pesos para cubnr la tasa
correspondiente, segtn la Resolucion 41687 del aflo 2002

Anexos Sustitucién de Poder
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Ref Solicitud colombiana de patente No 00 097.924
Solicitante  PFIZER PRODUCTS INC

“PROCEDIMIENTOS DE TRATAMIENTO DE
CARDIOMIOPATIA UTILIZANDO INHIBIDORES
DE LA GLUCOGENO FOSFORILASA”

SUSTITUCION DE PODER

CARLOS R. OLARTE, mayor y v’ecmo‘de Bogotd. D C, 1dentificado como
aparece al pie de m1 firma, actuando en mi caracter de apoderado de la sociedad de
la referencia, respetuosamente me permita manifestar que SUSTITUYO el poder a
m: confenido por la mencionada sociedad en el doctor ALVARO CORREA
ORDONEZ, dentificado con la Cédula de Ciydadanfa numero 79 143 366 de
Usaqtfén y con la Ta;jeta Profesional numero 20 281, para que sea él quien en
adelante, asuma el trémite de la presente solicitud

El apoderado sustituto queda con las mismas facultades del principal

Atentamente,

CARLOS R OLARTE
C C No 79 782 747 de Bogota
T P No 74 295 del Consejo Supenor de la Judicatura
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SUPERINTENDENCIZ

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No 00-97924

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 527, DE

FECHA 30 DE ABRIL DE 2003, EL TERMINO HABIL SENALADO POR LA LEY

EXPIRA EL 29 DE JULIO DE 2003

NOTA Dentro del plazo de los seis (8) meses siguientes a partir de la fecha de
publicaclén en la gaceta de Propledad Industrial, deberd solicltar y cancelar el
examen de patentabiidad so pena de que la solicitud caiga en abandono, de
acuerdo con lo establecido en el Articulo 44 de la Decisiéon 486/2000

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS

Sl NO X

Canera13No. 2700 Fiso 5 ¥y10
mcmmu 21-2-54
Santa Fe de Bogots D .C. - Colonhia
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401/12, 417112, 401114, 41312 (43) Internationsl Publiestion Date: 12 December 1996 (12.12.96)
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(71) Applicant (v all designated Siates except USy PFIZER, INC, | Prhlehed
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(57) Abstract

Comprunds of Farnmila (1) whemin Rg Is corboxy (Ci-CodaBonxyearbonyl, benxyloxyearbonyl, C{ONRgRy or C(OR glocogen
mmwm&mmmmuudmw&mgm

hyperglycemia, hypercholestcroleenia, hyperteasion, hyperinsulinamia, hypertipidem’s, stheroscierosis and myocardial ischemts in mammals
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CLAIMS
1 A compound of Formula |
0 R,
RMRS
N R
R15 NR, 3 N6
R10
11
Formula |

and the pharmaceutically acceptable salts and prodrugs thereof
wherein

the dotted line (—) Is an optional bond,

A Is -C{H)=, -C{(C,-C,)alkyl)=, -C({halo)= or -N=, when the dotted fine (~) Is
a bond, or A is methylene or -CH((C,-C,)alkyl)-, when the dotted line (—) ls not a
bond,

R,, R, or R,, are each Independently H, halo, cyano, 4-, 6-, or 7-nitro, (C,-
CJalicyl, (C,-C, )alkoxy, fluoromethyl, diffiuoromethyl or trifluoromethyl,

R,is H,

R, Is H or (C,-Cy)alkyl,

R, is H, methyl, ethy!, n-propyl, hydroxy(C,-C,)alkyl, (C,-C;)alkoxy(C,-
C,)alkyl, phenyi(C,-C,)alkyl, phenyihydroxy(C,-C,)alkyl, (phenyl)(C,-C,)-elkaxy}(C,-
C.Jakyl, thien-2- or -3-y1(C,-C,)alkyl or fur-2- or -3-i(C,-C Jalkyl wherein sald R,
rings are mono-, di- or tri-substituted independantly on carbon with H, halo, (C,-
C,)alkyl, (C,-C,)alkoxy, trifiluoromethyl, hydroxy, amino, cyano or 4,5-dihydro-1H-
imidazo}-2-yl, or

R, Is pyrid-2-, -3- or 4-yi(C,-C,)alkyl, thiazol-2-, 4- or -5-yi(C,-C,)alkyi,
imideazol-2-, 4- or -6-41(C,-C,Jalkyl, pymrol-2- or -3-y1(C,-C Jalkyl, oxazol-2-, -4- or -6-
Y{C,-C,)alkyl, pyrazol-3-, 4- or -5-yi(C,-C,)alkyl, lsoxazol-3-, 4- or 5-1(C,-C,Jakyl,
Iscthlazol-3-, 4- or -5-y1{C,-C,)alkyl, pyridezin-3- or 4-y1(C,-C,)alkyl, pyrimidin-2-, 4-,
-5~ or -8yi(C,-C,)alkyl, pyrazin-2- or -3-yi(C,-C, Jalkyl, 1,3,6-triazin-2-yi(C,-C,)alkyl or
indol2-{C,-C,)alkyl, wherein sald preceding R, heterocycies are optionally mono- or

260
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The machanism{s) responalble for the myocardial injury observed after
ischemia and reperiusion is not fully understcod It has been reported (M F Allard,
etal Am J Physiol 267, H88-H74, 1994) thet "pre lschemic glycogen reduction Is
associated with improved post lschemic left ventricular functional recovery in
hypertrophled rat hearls"

Thus, although there are a varisty of hyperglycemia, hypercholesterolemia,
hypertension, hyperinsulinemia, hyperiipidemia, atherasclerosis and myocardial
ischemia theraples there Is a continuing need and a continuing search in this fleld of
art for altemative theraples

summexy of the Inyention

This invention Is directed to a glycogen phosphorylase Inhibltor compound of
Formula | useful for the treaiment of diabetes, hyperglycemia, hypercholesterolemia,
hyperinsulinemia, hypertension, hyperilpidemia, etherosclerosis and myocardial
lachemia.

The compotnds of this invention have the Formula |

0 Ra
2Ry
.y Ra ‘
Rl 5 NRa
Rio
Ryy
Formula |
and the pharmaceutically acceptable salts and prodrugs thereof

wherein

the dotted line (—) is an optional bond,

A Is -C(H)=, -C((C,-C,)alkyl)=, -C(halo)= or -N=, when the dotted line (—) Is
a bond, or A Is methylene or -CH{{C,-C,)alkyl)-, when the dotted fine (—) ls not a
bond,

R,, R,, of R,, are each Independently H, halo, cyano, 4-, 6-, or 7-nitro, (C,-
Calky}, (C,-C,)alkoxy, fluoromethyl, difiuoromethyl or trifluoromethyl,

R,Is H,

R, I8 H or (C,-Cyalioyl,
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According to Reaction Scheme | the Formula | compounds, wherein R,, R,,,
R, A, Ry Ry, R,, Ry and R, are as defined above may be prepared by elther of two
genaral processes In the first process the desired Formula | compound may be
prepered by coupling the sppropriate Formula Il indole-2-carbaxyllc acid, indoline-2-
carboxyllo acld or benzimidazole-2-carboxylic acld with the appropriate Formula Ili
amine (1 ¢, acyiating the amine) in the second process the desired Formula |
compound may be preparsd by coupling the appropriate Formuia IV compound
(i @, a Formula | compound whereln R, is carboxy) with the appropriate alcohol or
formula R,A,NH or R,,H amine, wherein R,, R, and R,, are as defined above (e,
acylating the amine or aloohol) The first process (coupling Formula Il compounds
with Formula lil compounds Is typlcally preferred when R, ls not Hand R; Is H

Typically, the Formuta Il compound Is combined with the Formula lli
compound (or Formula [V compound Is combined with the appropriate amine (e g,
R,,;H or R;R,NH)) or alcohol In the pressnce of a sultable coupling agent A sultable
coupiing agent is one which transforms a carboxylic acld imo a reactive species
which forms an amide or ester linkage on reaction with an amine or alcohol,
respectively

The coupling agent may be a reagent which eflects this condensation in a
one pot process when mixed together with the carboxylic acid and amine or alcohol
i the acid Is to be condensed with an alcohol It is preferable to employ a large
excess of the alcohol as the rsaction solvent, with or without 1 0 to 1 8 equivalent
added dimethylaminopyridine Exemplary coupling reagents are 1-(3-
dimethylaminopropyl)-3-ethyicarbodiimide hydrochloride-hydroxybenzotriazole
(DEC/HBT), carbonyldiimidazole, dicyclohexylcarbodiimide/hydroxybenzotriazole
(HBT), 2-sthoxy-1-sthoxycarbonyi-1,2-dlhydroquinoline (EEDQ),
carbonyidilmidazole/HBT, propanephosphonic anhydride (propanphosphonic acld
anhydride, PPA) and disthylphosphoryicyanide The coupling Is performed In an
Inert solvent, preferably an aprotic solvent at a tempsrature of about -20°C to about
50°C for about 1 to about 48 hours, In the optional presence of a tertiary amine
base such as triethylamine Exemplery solvents include acetonitrile,
dichioromethane, ethyl acetate, dimethytformamide and chioroform or mbdures
thereof An example of a suitable coupling procedure Is Procedure A, contained
herein (Just prior to the EXAMPLES)
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(S)-2-Amino-N, MMMHWMMMVMMdO(OMMmd
§,6-dichloro-1H-ndole-2-carboxyllc acld (008 mmol) were coupled according to
Procedure A (0 - 25 *C reaction temperature, 88 hour reaction ime) The crude
product was triturated with 1 1 ether-hexanes and dried Yield 24 mg, 868 %, HPLC
(60/40) 8 05 minutes (97 %), PBMS 406/407 (MH+, 100 %),

Anal Caled for CyoH,,C1,N,0, + 026 H,0 C, 6876, H, 4.81, N, 1028
Found C, 5888, H,4.89, N, 990
Example 71a

(1-Dlmnﬂ1yloubumoyl-2-phenyi-¢thyl)-wbamlo acld hn-bulyl ester (8.6 g, 20
mmol) was dissolved In 4 M HCI - dioxane (110 mli) at 0 °C and the mbcture stired et
25°C for 1 hour The mixhure was concentrated and the solids triturated with ether

Yield, 62 g, 92 %, PBMS 183 (MH+, 100 %)
Example 71b

Mdun(a.&g.&mol)maddoddoﬁyblwmmma.&
dichloro-5-nitrophenylpyruvic acid (1 6 g, 5.4 mmol) In acetic acld (16 mL) After a few
minutes, a vigorous reaction ocourred (axothermic) The resulting solution was hested
to 80 *C and the reaction appeared compiets (TLC} The mbdure was filtered, the
filtered solids washed with acetic acid and the filtrate concentrated The residue was
dissolved in 2 N NaOH, the resulting solution washed with ether (3x), dichloromethane
{2x) and acidified to pH 1 with 8N HCI and extracted with ethyl acetate The eidracts
were dried and concentrated giving a fight brown solid (458 mg, 34 %) HPLC (80/40)
5.31 (83 %)

Example 71¢
4-dichloro-&-nitrophenyipyruvic acid

Absolute ethanol (26 mL) was added at 3 - 16 °C to a stimed mbdure of
potassium metal (2.67 g, 68 mmol) in ether (100 mL) The resulting solution was
treated at 3 *C with a solution of diethyl oxalate (10 0 g, 62 mmol) over 5 - 10 minutes,
and the resuiting soiution stimed 30 minutes at 3 °C and 25 °C for 18 hours The

26>
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(57) Abstract

‘This invention rlates to cextain indole-2-carboxamides of formula () sod the pharmaceutically accoptable slts and prodrugs thereof,
whesein Rs Is earboxy, (C-Codalkoayearbonyl, CO)NReRy or C{O)i2. mecful as inhibitors of giycogen phosphorylase, mothads of
treating glycogen phosphorylase dependent disesses ar conditlons with such compomds snd pharmaceatical compositions comprising such
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SUBSTITUTED N-( INDOLE-2-CARBONYL-) AMIDES AND DERIVATIVES AS GLYCOGEN
PHOSPHORYLASE INHIBITORS
Background of the invention

This inverdion relates bLegoomn phosphorylase inhbitors, pharmaceutioal
compositions containing such inhibitors and the use of such inhibitors to treet diabetes,
hyperglycemia, hypercholesterolemia, hypertension, hyperinsulinemias, hyperiipidemia,
atheroscierosis and myocardial ischemia in mammals

in spite of the early discovery of instlin and s subsequent widespread use in
the treatment of diebetes, and the later discovery of and uss of sulfonylureas (e.g
Chlorpropamide™ (Pfizer), Tolbutamide™ (Upjohn), Acetohaxamide™ (E| Lily),
Tolazamide™ (Upjohn))andbiguanides (e g Phenformin™ (Ciba Geigy), Metformin™ (G
D Searie)) as oral hypoglycemic agents, the treatment of dlabetes remains less then
safisfactory The use of insulin, necsssary in about 10 % of diabetic patients In which
synthetio hypoglycemic agents are not effective (Type | diabetes, insulln dependent
diabetes meliitus), requires muttiple dally doses, usually by selif (njection Determination
of the proper dosage of insulin requires frequent estimetions of the sugear in urine or
blood The administration of an excess dose of Insulin causes hypogiycemla, with
effects ranging from mid abnormalities in blood giucose to coma, or even death
Treatmant of non-insulin dependent diabetes meliitus (Type !l diabetes, NIDDM) usually
conalsts of a combinabon of diet, exercise, oral agents, e g sulfonylureas, and In more
sovera cases, Insulin Howevar, the clinically avallable hypoglycemics can have other
side affects which iimit thelr use In any event, where one of thase agents may fall in
an individual case, ancther may succeed A continuing need for hypoglycemic agents,
which may have fewsr side effects or succeed where others fall, ls clearly evident.

Atheroscierosis, a disease of the arteries, Is recognized 1o be the leading cause
of death in the United States and Westem Europe The pathological sequance leading
to atheroscierosis and occlusive heart disease Is well known The earllest stage in this
sequence Is the formation of “faity streaks” In the carotid, coronary and cerebral arterles
and In the aorta. These lesions are yellow in color due to the presence of lipld deposits
found principally within smocth-muscle cells and In macrophages of the intima layer of
the arterles and aorta. Further, it is postulated that most of the cholestsrol found within
the faity streaks, in tum, give rise to development of the “fibrous plaque®, which consists
of accumulated intimal smooth muscle cells laden with lipid and surrounded by extra-
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pyrol-2- or -3-yi(C,-C,)akyl, oxazol-2-, 4- or -&-y-{(C,-C,)alkyl, pyrazol-3-, -4- or 5
YI(C,-C,)alkyl, lsoxezol-3-, -4- or -5-y1(C,-C,)alkyl wherein sald preceding R,
heterocycies are optionally mono- or di-substituted Independently with halo,
trifluoromethyl, (C,-C,)alkyl, (C,-C Jalkoxy, amino or hydroxy and said mono- or di-
substituents are bonded to carbon,
R, I8 hydroxy,
Rs Is C{O)NR,R, or C(O)R,,, and
R,sH

3 A compound as recited in claim 2 wherein
the carbon atom a has (S) stereochemistry,
the carbon atom b has (R) stereochemistry;
R, Is phenyl(C,-C,)alkyl, thien-2-y}-(C,-C,)alkyl, thien-3-yi-{C,-C,)alkyl, fur-2-yHC,-
C,)alkyl or fur-3-yi-(C,-C,)alkyl wherein sald rings are mono- or di- eubstituted
independently with H or flucro,
R, s C{OINR,R,,
Ry I8 (C;-Cy)alkyl, hydroxy or (C,-C,)alkaxy; and
R, Is H, (C,-Cy)elicyl, hydroxy, hydroxy(C,-C,)alkyl, (C,-Cj)alkaxy, pyridyl,
morpholinyl, piperazinyl, pymolidinyl, piperidinyl, imidezolyl or thiazolyl or (C,-C,)alkyl
mono-substituted with pyridyl, morpholinyl, piperazinyl, pymolidinyi, piperidinyl,
imidazolyl or thiazolyl

4 A compound as recited in claim 3 selected from

5-Chioro-1H-Indole-2-carbaxylic acld [(1S)-{(R)-hydroxy-dimethylcarbamoyl- }\
methyl)-2-phenyl-ethyl]-amide,

5,8-Dichioro-1H-indole-2-carboxyllc acid {(1S)-[(R)-hydroxy-{methoxy-methyl-
carbamoyl)-methyl]-2-phenyl-ethyl}-amide,

6-Chloro-1H-ndole-2-carboxylic acld {(1S)-{(R)-hydraxy-(methoxy-methyl-
carbamoyl)}-methyl]-2-phenyl-ethyi}-amide,

&-Chloro-1H-ndole-2-carboxyllc acld {(1S)-{(R)}-hydraxy-{(2-hydroxy-sthyl)-
methyl-carbamoyl]-methyl}-2-phenyt-sthyl)-amide,

8-Chloro-1H-indole-2-carboxylic acld {(1S)-[(R)-hydroxy-{methyl-pyridin-2-yi-
carbamoyl)-methyl]-2-phenyl-ethyl}-amide or

6-Chloro-1H-ndole-2-carboxylic acld ({1S)-{(R)-hydroxy-[methyl-{2-pyridin-2-yi-
ethyl)-carbamoyi]-methyi}-2-phenyt-ethyi)-amide



