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Industria y Comercio 
SUPERINTEND EN CIA 

DIVISION DE NIJEVAS CREACIONES 

RACICACION EXPEDIENTE No. 06-113061 

EL EXTRACTO DE LA PRESENTEE SOLICITUD DE PATENTE DE INVENCION 

� 
FILE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 583 DE 

fl 

FECHA 18 DE DICIEMBRE DE 2007 ELTERMINO HABILSErALADO POR LA 

LEY EXPIRA EL 14 DE MARZO DE 2o0 

NOTA Dentro del plazo de losses (6) meses siguientes a partirde lafecha de publicacion 
an Is gacata de Propiedad Industrial, debera solicitor y canceler el examen de 
patentabilidad so pane de qua la solicitud caiga an abandono de acuerdo con Ic 
establecido an el Articulo 44 de Ia DecisiOn 48812000. 

SE PRESENTARO4 OPOSICIO4ES FOR PARTE DE TERCEROS. 

SI  NO X 
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Description 

Background Of Toe Invention 

0,DO1 This inve nion relat� s to novel C en mbsfifiuued macrolids dl... that are j ,slut as antibacterial ard 
an iprotozoal agents  in mammals, reading man as well as in fish and birds . This invention also relates to p harms-
Ce U icsl compatible containing the novel compounds and to ru II hodu Of treating bacteriai and protooI  infections 
null male fish and bards by administering toe royal compounds to mammals, fisharrobludi,ouquirresummentralment. 
[CCO2 Mac rol ide ar, fib loll Cs are known to be useful in the treatment or a broad s p rectru m of bacterial and protozoa I 

’0 irfeciions in n1arnr,ai. lit) arid binds. Such antiotios include various dedvat?eu at srylhromycin A such as azithro-- 
mean an on is commercially available and is referred 10 in United states paFents 4,474. eyed and 4,517.droR, both of 
we ECh Be  in corpouated herein by reteren 00 10their entirety. Like el ifhromyctn and other macroi e anfiblecas, ha novel 
mac tol ide compounds of the p issenI Invention possess potent activity against vaulous beds rial and protozoa I infections 
as described belowIn  

Summary of the Invention 

It The present invention ma Isles to compounds or the formula 

C 

and to pharmaceuricatly acceptable salts thereof, whale in; 

45 Xt is .oH(.BrsBle)_. -CO-, OHtB9-. -?tB9CH2- 01 C(= fords) ’M-,er an the lilsi dash d Onsm Of The foregoing 
Xl groups is attached toile C_la carbon of the compound of foumu is I and the last dash of each group is attached 
10 the C-B cerbco or the compounD o[formula I 

i and P2 are each independently OH: 
or 2 is 0 and R is X2. and they are laker togel her aa holders 

6�0 

spil0
 

55 
0 

sll 
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tero n X2 is 0. -N(F)-. or N(Nf.. 
ort is oxo. OH. or .NRAIO, H2 isoand Xl is -OH)0), end H2 and Xt are taken together as for :days : 

- 0 ... 
H,C 

’CHer 

orRt is N. by is 0. XI is -C(�N)- or .OH(NHG). and For s taken togetner with both A2 and Xr eslollows: 

0 
of H Cris 

20 

Hl 

or 
25 

Re 

20 

IQ 

2 

26 
H10 

Or A1 is 0 and XI is Of  NA9)�, and they are aker togehe r as 101 low& 

40 

X3 
mill 

H,C 

na 
10 

wherein X’ is H. 0e0� alkyl, or -(0H2)50)C,-C6 alkyl) wherein in is an integer ranging from Ito based the @like  
50 ma isa of the foregoing as groups are optionally substituted by I or 2 Obstituand ndspond ently selected r roni 

halo .NS10 and -0H 
A3 is hydrory or methoxy: 
A4 is (OH 2N A° At 5 wherein n is an i nleger ranging from 0 to 6 and said H4 group is optionally substituted by 1 
to S R’6 grouos our the proviso tnEtt I is not 0 where by is -C(0)(Cr-Cr alkyl). �C(0)tCH8)rlC6-C cry1). or -c 

55 (0){0H21.t4-10 rtembered hetoroi. 
is hydro,.y, 0r .Cs a kyl. C, 06alkos2/, tCHsla(CsCit aryll. -{CH21.I0 niorr!heed eterocyclic). or -CHsla0 

C H2)10 A9, wne rein ni is an integer ranging from 0 10 4 and z is an integer ranging from I to C. and the to ’e going 
Rt groups except hydroxy, are optSially subattuted by 1 to 2 Art groups: 
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O Hp OMe 

(57) Abstract: ’I ’ho presertl invenlion relatci to 14 11 15 moanbered macso] ides sobstimed ST IS 4 patina, of fonnula (II and 
pbanaseeatieai Ly ad’tu pablo salts eald so L"alcc I bc-roof, Lu, processes lot their prepaurelton and their ’sac in therapy or pro phyla a is or 
systemic or Topical bacterial infecltons in a hu]rns.r or wilma] bu,uty. 
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Mncrollde 

The present invention relates to novel semi synthetic marolides having antibaeterial activity. 
Mote particularly this invention relates to4 or 15 membered macrolides substituted at the 4" 

5 position to processes for their preparation, to compositions containing them and to their use 
in medicine. 

Thus, the present invention provides compounds of general ftrmuIa (I) 

wherein. 
A is a bivalent radicar selected from, 
-C(0)-. -C(0)NH- -NEC(0) -, -N(CH3)-CN2-, -CH2-N(0H3)- or 

IS -C(NOCH2OCH2CR20CR3)-; 

RI is OC(OXCH2)nXR7; 
is hydrogen or a hydroxyl protecting group; 

It3 is hydrogen, C   4allcy or CalkenyI optionally substituted by 9 to 10 mentioned fiJeed 
bicyclic heteroaiyl; 

20 R4 is hydroxy or C36alkertyloxy optionally substituted by 9 to 10 membered fused bicyclic 
heteroaryl; 
R5 is hydroxy or 
R4 and Its taken together with the intervening atoms form a cyclic group having the 
following 

structureIs
 

25 H20 

wherein V is a bivalent radical selected from: 
-CH2-, CH(CN)-, -0-, -N(R) and -CH(SR8)-; 

R6 is hydrogen or fluorine; 
R7 is a heterocyclic group having the following structures: 



WO 031042228 
1 

PCTfGBO2J0101 

(RII)JJ 

Rio 
40 

R8 is hydrogen or C1 .4alkyl substituted by a group seleoted from: 

optionally substituted phenyl, 

optionally sabstimtad 5 or 6 rtertbcred hetercexyl, 

optionally substituted 9 to 10 membered fused bicycle heteroaryl; 

is hydrogen C(0)0R12, C(0)Nk{R12 or C(0)CH21,102; 

R10 is hydrogen, C14a1ky1, C37cycloalky4 optionally substituted phenyl or benzyi; 

R11 is halogen, Cj4alkyl, CiathioalIl, Cj4alko,q,, NH2, N}l(Cj4alkyi) or N(C1 

4alkyl)2; 
R12 is hydrogeT’ or Cr4a!lcyI; 
R13 is hydrogen, C 4allq,I, Cs_7cycloallwl; optionally substituted phenyl or benzyi, acetyl 

or benzoyl; 
X is .U(CH2)Z- or X is a group selected from: 

U and Z independently ate a divalent radical selected from: 

-N(R13>, O-, -S(0)q- -N(R3)C(0)-, -C(0)N(R13)-. -N[C(0)Rts}-, 
W is a carbon or a nittogen atom; 

is   or an integer from I to 5; 
25 an isan ’mtegerfrom2tos; 

p is 0, 1 or 
qiso, I or 2; 
and pharmceutical!y acceptable salts and solvates thereof. 
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Example 119 
4"-O- [3.1(2-1(1 -beanl-3-carbory-1 .4-di rid ro-4oxc7-

ulooli nyI)a m mci eth’,II anti no’ proDloy1 .6.OroovP8a.aza-8a-Irnmoe nih rom!cin A 
To a solution of intermediate 35 (100 mg) in -PrOH (5 mL) was added intermediate 2 (70 

S mg). The resulting in return was stirred at 80C for 10 days. The solvent was evaporated under 
reduced pressure, MoOH (3 niL) was added, stirred at 80’C for 3 h, evaporated and the crude 
product was purified by flash chromatography (eluent: MeOWDCMMH1OH 9/90115) 
affording the title compound (6 lug). 
MS; nilz (ES): 1182.5 [MHf. 

10 
BioloEjeal Data 

The MC QtgImI) of test compounds against various organisms was determined including; 
S. aureus Smith ATCC 13709, if pneumoniae 5P030, S pyogenes 3565, E. faeca/is ATCC 

IS 29212, H. h,fiuen,ae ATCC 49247, and Al, carmrha/is ATCC 23246. 

Examples -4, 6-3, 0-11, 315,21-26, 28-39, 41 50, 53-63, 66-81, 85-91, 93, 95-97, 99-
101, 04-107 and 109-115 have an MIC <I rigmil against S. aureus Smith ATCC 13709.8. 
pnn4fnoniae Sf030, S. pyogenes 3565 and E.Jaecahs ATCC 29212, 

20 
Examples 3, 6-7, 17, 25, 28, 32, 34, 36, 3842, 45, 52-53, 75,76, 78, 81-82, 88, 93, 95.111 
and 114-116 have an MrC 52 pWml against H infiuenze ATCC 49247 and M catanhalis 
ATCC 23246, 

Examples 1-5.11-15, 17-I8, 20, 25-28, 32-36, 38-42, 45, 49-53, 56, 55, 62-63, 71, 73-74. 76, 
25 78, 81-82, 85-88, 90-93. 95-97, 99-101, 107, 109 and 112-113 have an MC <0,25 tgIml 

against erythromyctn resistant strains of Streptococcus p.Ieumonias and Srreptococcus 
pyogenes. 

The application of which this description and claims forms part may be used as a basis for 
30 priority in respect of any subsequent application. The claims of such subsequent application 

may be directed to any feature or combination of features described herein. They may take 
the form ciproduct, composition, process, or use claims and may include, by way ofexample 
and without limitation, the following claims: 
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Cap. I Cap. II 

No. Sol. Internacional PCT/132005100186 
Fecha de PresentaciOn Internal. 2-05-2005 

Como resultado del examen de fondo, realizado con furidarnento an el artioulo 45 
de Is DecisiOn 486 de Is Cornision de Is Comunidad Andina, as Is comunica: 

1. Doccnnentos estudiaaos 

� DescripciOn: Folios: 162 a 374 (comb Se radico iniojalmente) 

Reivindicaciones: Folios 375 a 390 (corno as radicO inicialniente) 

Prioridad: Eeoba: 06-05-2004; palsy nUrnero: U8601589402. 
Feoha: 18-06-2004; palsy nimero: U860/581 .118. 

2. Objeto de Is Invencion 

Titulo de Ia invenoiOn: "MACROLIDOS ASOCLADOS A ESTER UTILES PAPA EL 
TRATAMIENTO DE INFECCIONES MICROBIANAS 

--.-.- _J_. - ----- ;___ _J_. ---------------------
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1 

IPC : 461K31/7048; C07H17108; A61K3117042 

3. De Is solicitud do Patents 

a. Reiviridicaciones (arliculo 30 D 486) 

La reivindicaciOn I car900 do concision debido a quo divulga Un numero 
demasiado alto de alternatives posiblos. Los compuestos ensayados quo 
demuestran actividad biolOgica so resunien an los folios 373-374 y son Jos 
ejemplos 348, 11 19! 3033 37, 49, 51! 55-57, 59,64 y 65. Siendo Jos radicales 
qua al parecer can luger a conipuestos farniaceuticamete activos los 

siguientes: 

b 

� <o! -CH3 -OH -OH H

-N(CR)-CHr H -OCR, 

-C(N-O-CA) 

-NHC(0)-

-C<-N-O-CHr 

-%_o 

Se reconlienda & solicitante limitar Ia recLamaciOn a Jos coripuestos sabres 
los qua existe informaciOn qua evidencia quo son una soluoiOn al problerna 
tecnioo planteado. 

La reivindicaciôn 15 caracteriza un campuesto por su uso para terapie. El 
usc no Se considers una caracteristica tecnica de on producto, Se recomienda 
al soLicitante caracterizar adecuadamente Is materia reclamada. 

Las reivindicaciones rnencionadas no curnplen cone’ requisite do concision do 
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4. ExcepciOn a Is patentabilidad (articulo 20 D4e6 literal a) d)) ($egL)n causal) 

La reivindicaciOn 18 reclama un metodo pairs el tratamiento del cuerpo de 
bumano o animal- Eats reivindicaciOn no as patentable, 

5. Reivindicaciones yelafjvas a un uso a  un segundo uso (articuios 14/ 
21 D 486) 

Las reivindioaciones IS y 17 reclarnan el use de un compuesto, Estas 
reivindicaciones no son patentables, 

6. Determination del Estado de Is Tecnica 

La fecha due as he tenido en cuenta para determinar el Estado do Is TØcnica Os: 

Fecha do presentaoiOn do Ia solicitud prioritaria 06 05-2004

S Terilendo an cuenta Is fecha indicada Se realizO Is bisqueda an el estado do Is 
tØcnica de documentos relacionados con la solicitud encontrandose Ids siguientes 
docurnentos rnas relevantes: 

No Documento Titulo 
Fecha 

dobIcaclon* 

Dl EP0895999 C4" SUBSTITUTED 1oM2-1999 -1 MACROLIDE_ANTIBIOTICS  
D2 W003042228 MACROLIDES 22-05-2003 

7. Arialisis de Patentabilidad (An 14 D48&) 

Nivel Inventivo (Artl 8 D486) 

La reivindicaciOn I reclama un derivado de [a formula (I): 

HC_><ACH 

RL 

H#\ 
/CH 

RL. 
R 7 

H]c v---
CH.cHt 

0CH O!4 
CH 

HP OOH 

0) 

Dl divulge niacrolidos substituidos en c4 t1es come antibacteriales 



02 divulge maorOlidos de 14 0 15 miembros substituidos an Is posiclØn 4!’ 

Iti[eEs aorta agentes antbacterisnos, los cuales son derivados de Is formula: 

.t 

a 

frC CM. 

H estado de Is Teonica mas corcano es D2 qua ensefla a presencia do 
radicales tire ester de gran longitud an la posicion 4!, Ia qua mejora Is 
actividad del macralido con resultados de MIC del orden de pg/mi, frente a 
diversas cepas (mr dates biologicos pag. 79) 

La solicitud as diferencia de Dl en qua Se presentan significados alternatives 
pare el radical X. 

El Efecto Tecnico que logra Ia diferenca as Is existence S ma MIC del olden 
de pg/mI de los conipuestos frerite a S. aureus Smith ATOC 0329, S. 
pneumoniae 0541! S. pyogenes 0542, F. faecaLisAlCC 0004, H. influenzaeATCc 
0529 Mcatarrbalis ATCC 0324. 

El Problerna Tecnico Objetivo de esta soiicitud consiste en identificar macrOlidos 
sustiluidos an C-4’ tipo ester alternatives a los conocidos an el estado de Is 
tØcnica. 

D2 describe antibiOticos tipo rnacrolidos substituidos an C-4’, par estereg rnenos 
cornplejos que as de Is presents solicitud, lo cual le indica al experto an Is 
materia qua Is actividad del macroNdo no Se ye seriamente afectada par el 
grupo quo acompana al ester en Is posioion CA’. Es oornn an el campo 
farmaceutico partir de campuestos conocictos quo poseen aotividad 
farmacologica interesante, y a parlir de ellos realizar algOn tipo de niodificaciôn 

..,? 



alternativos. En consecuencia as reivindicaciories I a 15 y ID carecen do 
river inventivo. 

ConcIusiªn 

Los requisites de Patentabiudad de Is presente Solicitud as encuent,an 
afecladas asi: 

Documento I Reivindicaciones afectadas Requisito que afec 

Dl EP089$9$9 I -15 y  19 river Inventivo 

U2 W003042228 I -IS \jl 9 NveI Inventive 

S 
En cumplimiento del articulo 45 de la DecisiOn 486 de la ComisiÆri dale Coniunidad 
Andina, Se Is indica qua debe dar respuesta canto dol terniino do sesenta dias 
contados a paFtirde Ia fecha de notification de Is  preserite comunicaciOn. En case 
do no dar respuesta al presents requerirniento, 0 si a pesar its Is respuesta 
eubsistieran Ids impedimentos pare Is concesiÆn, so denegarÆ la patents. 

Notifiquese el presents oficio conforme a lo dispuesto en el numeral 5.2, literal e), 
del capitulo quinto del titulo prim e la Circular Unite N 10 de 2001. 

ALIX CARMEN ESPEDES DE VERGEL 
Directors de7levas Creaciones (C) 

El anterior -requerimiento tue notificado per fijacion an lista, de fecha 

� ’OW 

CONCERTO TECNICO EXAMINADOR TECNICO 
No 2918 COdigo No. 202073 


