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(571 . ABSTRACT 

The present invention is directed to novel antibiotic A 40926 
derivatives characterized by having a carboxy. (C,-C.) 
alkoxy-carbonyl. aminocarbonyl. (C1 -C4) 

aikylaininocarbonyl. dl (C4-’r4)alkylaininocarbonyl or 
hydroxymethyl substituent on the N-acylarninoglucuronyl 
moiety and a hydroxy or a polyamine substituent in position 
63 of the molecule. The compounds of the Invention show 
high In vitro activity against glycopeptide resistant Entero-
cocci and Staphylococci. 

S Claims, No Drawings 
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AM1DE DERIVATIVES OF ANTIBIOTIC A 

This Is a continuation application Set No. 08/450.037. 
tiled May 25. 1995. abandoned which is a continuation of 
application Set No. 08/370.333. filed Jan. 9, 1995. now 
abandoned. which was a continuation of application Set No. 
081167.809. filed as PCF/EP92/01594 tied Jul. 14, 1992. 
now abandoned. which Is herein incorporated by reference. 

The present invention is directed to antibiotic A 40926 
derivatives of formula (1) 

0 (1) 

N  

0 

Cl I 

wherein 
R represents hydrogen or a protecting group of the amino 

function; 
R. represents (C-C)alkyl; 
M represents hydrogen. ct-D-mannopyranosyt or 640. 

acetyl-a-D-mannopyranosyl; 
Y represents carbox y. (C3 -C4)alkoxycarbonyl. 

aminocarbonyl. (C5-C4)alkylamlnocarbonyl. 
di(C1-C4alkylaininocarbonyl wherein the alkyl moi. 
tety may bear a substituent selected from hydroxy. 
amino. (C1-C4)alkylantin0 and dl(C5-C4)4lkyla1Wn0 
or hydroxynsethyl; 

x represents hydroxy or an amino rest of formula 

wherein: 
R3 represents hydrogen or (C1-C4)alkyl; 
alk,.aIk2 and aik3 each independently represent a linear 

or branched alkylene of 2 to 10 carbon atoms; 
p and q are Integers which independently represent zero 

art; 

2 
R4 and R.each Independently represent hydrogen, 

(C1-C4)alkyl or 
R3 and R4 taken together represent a (C2-C4)alky1ene 

moiety connecting the two nitrogen atoms with the 
proviso that p is 1; or 

R.4 and R5 taken together represent a (C2-C4)alkylene 
moiety connecting the two nitrogen atoms with the 
proviso that both p and q are 1; 

w represents hydrogen. (C-C4)alkyl. amino. (C1-C4) 
10 alkylamino. dl(C-C4)alky1amino. amino substituted 

with one or two amino-(C2-C4)alkyl moieties or 
with one or two (C-C4)alkylanlino.(C.-C4)alkyI 
moieties or with one or two di(C,-C4)alkylamino-

15 (C2-C4)alky1 moieties. or. when both p and q are 
zero. taken together with the moiety �NR3�alk3�
it may also represent piperazino or 
4-methylpiperazino, 

with the proviso that when X represents hydroxy Y 
so 

represents hydroxymethyL 
z represents hydrogen or a group 

25 

wherein AO represents a mineral or organic acid anion 
or, when a carboxyacid function is present in the 

30 remaining portion of the antibiotic, it may also 
represent the Internal anion deriving from said car-
boxyacid function; 

and the pharmaceutically acceptable addition satin 
thereof. The number between brackets in the above 

35 formula (I) and in any successive formula indicate 
the conventional numbering of the relative carbon 
atoms in the molecular structure of antibiotic 
A40926 and Its derivatives. 

40 
Antibiotic A 40926 is a glycopeptide antibiotic complex 

which has been isolated from a culture of Actinornadura, 
named Actinomadura sp. ATCC 39727. in a culture medium 
containing assimilable sources of carbon. nitrogen, and 
Inorganic salts (see EP-177882). According to the procedure 

45 described in the above cited patent the recovery of the 
antibiotic complex. whose factors have been named factor 
A. factor B. factor N. factor B. factor PA. and factor PB. 
rncludes submitting the fermentation broths. after filtration 
or after a preliminary purification, to affinity chromatogra-

50 phy on immobilized D-alanyl-D-alanine. 
The A 40926 factors can be represented by formula (II) 

below wherein R’1 Is hydrogen. X Is hydroxy. Y iscarboxy, 
R’2 represents a (Cg-C32)alkyl group. and M represents an 
a-D-mannopyranosyl or a 6-O-acetyl-ct-D-mannopyranosyl 

group. 
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-continued 

- NH� (H3� NH2)3N(dR3) 

- NH - (CHN[(CEN(C2HJ2 N(CH2)g. NHC2H5 

- N(cH3)(3Nl(CHNU n =2,3, or 4 

and the like. 

When R3 and R, (or a4 and l) taken together represent 
a (C2-C4)alkylene moiety connecting the two nitrogen 
atoms. the saturated heterocyclic moiety formed in combi-
nation with the portions elk1 (or elk,) and the two adjacent 
nitrogen atoms is preferably a piperazino ring. 

For example. when R3 and R4 (or R.4 and R5) taken 
together represent a (C2-.C4)alkylene moiety connecting the 
two nitrogen atoms or when, both p and q being zero. W 
taken together with the moiety �NR�aIk1� represents 
piperazino or 4-methylpiperazino. the amino rest of formula: 

NR3-4lk3.<NR4alk2)p (NR--aIk3)q_W 

identifies the following groups: 

F’ 

�N N�tB3, N}E(CHzhN NX 

1 

�NE(CH)2N NCR 

I’ 
�NWCH3)3N N(CH2)2NE2 

�NH(CHj)3N  

I’ 

�NX(CH2)N N(CU2)NK2 

�N11(C113)3N N(Hz)3NTh 

I’ 
�N N(CH2)3N112 

’�I 
,cH3 

�N 

CR3 

�N N�(cR3)3�NH2  

\�J 
,C113 

�N N�(C1h)�N 

cR3 

10 

-continued 
_ I’ 

10 �N NH �N N�(CH--N11�C2H5 

\_J 

N�C2H3 

15 

/ 

�NH�(cH2)3N  N_(cR2)IN 
CH\
 

20 CR3 

The scope of this invention comprises the unitary com-
pounds of formula (1) which derive from the single factors 
of the precursor antibiotic A 40926 complex as well as the 

25 mIxtures of compounds of formula (1) deriving from the 
complex A 40926 Itself or from the mixtures of two or more 
of its factors In any proportion. Accordingly. the variation of 
the mutual proportions of the components of the mixtures of 
compounds of formula (1) corresponding to the factors of A 

30 40926 complex can result from applying different conditions 
in the fermentation, recovery, isolation and purification 
conditions of the precursor antibiotic A40926 complex or by 
mixing the isolated factors of the starting esters of formula 
(II) In the desired proportions before their conversion to 

35 compounds of formula (I) or by mixing the pure individual 
factors of the invention compounds of formula (I) in the 
desired proportions. 

Preferred compounds of formula (I) are those wherein 
R2 represents hydrogen or a protecting group of the amino 

40 function; 

R2 represents (C9-C12)alkyl; 
M represents hydrogen. u-D-mannopyranosyl or 6-0. 

acetyl-ct-D-mannopyranosyl; 
45 Y represents represents carboxy. (C1.-C4)alkoxycarbonyl. 

aminocarbonyl. (C3-C4)alkylaminocarbonyl. 
di(C1-C4)a1ltylaminocarbonyl wherein the alkyl moi-
tety may bear a substituent selected from hydroxy. 
amino. (C1-C4)alkylamlno and dl(C 1-C4)alkylamino 

so or hydroxyn2ethyl; 
x represents hydroxy or an amino rest of formula 

�NR3�’1k1(1’I1t4--a1k2) �(NR5---aIkA �w 

53 wherein 
R3. R4 

and R.5 represent hydrogen; 
elk1. elk2, 

and elk, each Independently represents a linear or 
60 branched alkytene of 2 to 4 carbon atoms. 

p and q are integers which Independently represent zero 
on; 

W represents hydrogen. (C1-C4)alkyL amino. (C1-C4) 
alkylamino. di(C1-Càalkylaznino.  ammo substituted 

65 with one or two amino-(C2-C,,) alkyl moieties or 
with one or two (C1-C4)alkylarr1no-(C2-C4)alkyl 
moieties or with one or two di(C1-C4)alkylarn1tio-
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TABLE 1V 

Infccthig Organism 
S#r. py’gew C 203 

COMPOUND Mm. mute (D) 
O. so (mg/kg) 

TeicopIa.nui 0,16 
A 40926 complex 0.35 
Couzpoimtl I RA 0.08 
Compumd 2 MA-A-I/1]0 0.03 
Cneound 3 RA..A-AIB0 0.03 
Compound 4 MA-A-2/B, 0.13 
Compound 5 MA.A-3/B0 0.04 
Compo 6 MA-A-I 0.03 
Compound 7 PyMA.A.I 0.11 
Compound S RA-A-1 0.03 
Compound 11 A-A-I 0.03 
Compound 12 PiA.A.1 0.04 
Compmwd 13 A.A.3/B 0.05 
Compound 15 ADA-A-i 0.05 
Compound 16 PyRA-A-1 0.06 

The data represented above show that. although generally 
less active against Neisseria gonorthoeae than the percursor 
A 40926. the compounds of this invention have better 
activity against clinical isolates of Staphylococci and 
EnterococcL if compared with the reference compounds. In 
particular, they are: 

a) markedly more active In vitro than teicoplanln and A 
40926 against glycopeptide-intermedlate or -resistant 
staphylococci. In particular coagulasc-negative and 
methiciilin-resistant staphylococci; 

b) active in vitro against highly glycopeptide-resistant 
enterococci. which are highly resistant to teicoplanin 
and vancomycin and somewhat resistant to A-40926 
(MIC>64 rncg/ml) 

c) more effective in viva than teicoplanin and A 40926 in 
the streptococcal septicemia In mice. 

In view of the above reported antimicrobial activity, the 
compounds of the present invention can effectively be 
employed as the active ingredients of the antimicrobial 
preparations used In human and veterinary medicine for the 
prevention and treatment of infectious diseases caused by 
pathogenic bacteria which are susceptible to said active 
ingredients. In particular. for the treatment of Infections 
caused by l3nterococci. Streptococci and Staplylococci 
strains which show low sensitivity to glycopeptide antibi-
otics. 

The compounds of the present Invention can be admin-
istered orally, topically or parenteraliy. the pareateral adnila-
Istration route being preferred. 

Depending on the route of administration, these com-
pounds can be formulated Into various dosage forms. Prepa-
rations for oral administration may be in the form of 
capsules. tablets, liquid solutions or suspensions. As known 
in the art. the capsules and tablets may contain In addition 
to the active ingredient, conventional excipients such as 
diluents. e.g. lactose, calcium phosphate. sorbitol and the 
like. lubricants. e.g. magnesium stearate. talc, polyethylene 
glycol, binding agents. e.g. polyvinylpyrrotidonc. gelatin. 
sorbitol. tragacanth. acacia. flavoring agents. and acceptable 
disintegrating and wetting agents. The liquid preparations. 
generally in the form of aqueous or oily solutions or 
suspensions may contain conventional additives such as 
suspending agents. 

For topical use the compounds of the present invention 
may also be prepared in suitable forms for absorption 
through the mucous membranes of the nose and throat or 
bronchial tissues and may conveniently take the form of 
liquid sprays or inhalants. lozenges, or throat paints. 

For medication of the eyes or ears. the preparation may be 
presented in liquid or semi-liquid form. Topical applications 
may be formulated in hydrophobic or hydrophilic bases as 
ointments. creams. lotions, paints. or powders. 

5 For rectal administration the compounds of the Invention 
are administered in the form of suppositories admixed with 
conventional vehicles, such as. for example. cocoa butter. 
wax. spermaceti or polyethylcnglycols and their derivatives. 

Compositions for Injection may take such forms as 
10 suspensions. solutions, or emulsions in oily or aqueous 

vehicles, and may contain formulatory agents such as 
suspending. stabilizing and/or dispersing agents. 

Alternatively, the active ingredient may be in powder 
form for reconstitution at the time of delivery with a suitable 

15 vehicle, such as sterile water. 
The amount of active principle to be administered 

depends on various factors such as the size and conditions of 
the subject to be treated, the route and frequency of 
administration, and the causative agent involved. 

The compounds of the invention are generally effective at 
a dosage comprised between about 1 and about 40 rag of 
active ingredient per Kg of body weight. Depending on the 
characteristics of the specific compound. the Infection and 
the patients. the effective dose can be administered in a 

s 

single administration per day or divided in 2 to 4 adminis-
trations par day. Particularly desirable compositions are 
those prepared In the form of dosage units containing from 
about 30 to about 500 rag per unit. 

30 EXAMPLE 

Preparation of the starting material (MA) (Compound of 
formula (if) wherein ? is 

�CO(CH3. c 

is �.OH. R’1 is 
�H, R2 is (C9.-C)alkyl corresponding to the factors of A 

35 
40926 complex. 14’ is ct-D-mannopymanosyl and Z is �H) 

Antibiotic A 40926 complex (150 rag; 0.0868 rumole). 
obtained according to EP-A-177882. is dissolved In metha-
nol (30 ml) and the pH adjusted to 2 with concentrated 
sulfuric acid. The mixture is stirred at room temperature for 

40 26 kours. A precipitate appears when the pH is brought to 6 
with 0.15 ml of trLethylanrine (TEA). After addition of 
diethyl ether the precipitate Is collected, washed thoroughly 
with diethyl ether and dried. Yield: 150 rug (99c). 

EXAMPLE 45 

Preparation of compound 1 (RA) (Compound of formula 
(1) 

wherein Y is �C}120H. X is �OH, R is �H. R2 is 

(C9-C)a1kyl corresponding to the factors of A 40926 
complex. M Is cz-D-mannopyranosyl and Z is �H) 

so Step a: preparation of N-(t-BoC)-MA 
To a stirred solution of 1.8 g of the compound prepared 

according to Example 1 (MA) and I g of sodium bicarbonate 
in 50 rut of a dioxane/water 1/1 solution. a solution of 0.25 
g of di-tert-butyl-dicarbonate In 5 ml of dioxane is added at 

55 50 C. dropwise within 15 minutes. Alter 1 hour at room 
temperature, the reaction mixture is adjusted at pH 4 with 
IN HCl. Afterwards. 150 tnt of water are added and the 
resulting mixture Is extracted with n-butanol (2>100 ml). 
The organic layer Is separated. washed with 100 ml of water 

60 and then It Is concentrated to a email volume(about 25 nil) 
at 40° C. under reduced pressure. The solid precipitated by adding diethyl ether (100 ml) is collected and dried in vacuo 

at room temperature overnight to yield 1.6 g of the title 
compound N 5-(t-BOC)-MA enough pure for the next step. 

65 Step b: preparation of N-(t-BOC)-RA 
To a stirred suspension of 0.9 g of the compound prepared 

according to the step a above in SOmI of water. 30 ml of a 
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Patente de lnvenciôn JJ 
Via Nacional El 
Via PCT (fase nacional) Cap.I El Cap. ii El 
No. SoHcitud Internacional: PCT/US2005/0 14355 
Fecha de Presentaciôn I ntemacional: 2005-04-26 

Como resultado del Examende Fondo, realizado con fundamento en el articulo 45 
de la Decision 486 de la ComisiOn de ía Comunidad Andina, se comunica: 

Documentos estudiados: 

DescripciOn: Folios 130 a 420 como se radicO inicialmente. 
Reivindicaciones: Folios 421 a 452 como se radicó inicialmente. 
Dibujos: Folios 454 a 478 como se radicO inicialmente. 

Prioridad: US20041 0834395 (2004-04-27) 

1. Objeto de la Invencift 

Titulo de la invenciOn: Composiciones de Dalbavancina para el tratamiento de 
infecciones bacterianas 

Problema TØcnico Planteado: Necesidad de compuestos, composiciones estables 
a temperatura ambiente y mØtodos para el tratamiento 0 la prevenciôn de una 
infecciOn bacteriana de dosis ünica. 

Soluciôn: Composiciones, formas de dosificaciôn  de dalbavancina y factores de 
dalbavancina estables a temperaturas de refrigeraciOn y ambiente de dosis Onica 
para el tratamiento 0 la prevenciOn de una infecciOn bacteriana. 

IPC: A61 K31/704; A61 K31/7028 

Excepciones a ía Patentabilldad (Art 20 D 486 literal (d)) 

Las reivindicaciones 88 a 128 establecen un procedimiento para tratar una 
infecciOn bacteriana en un paciente con alteraciôn renal que comprende la 
administraciOn de diferentes dosis de dalbavancina. De acuerdo al articulo 20 
D486 estas reivindicaciones no son patentables. 

ler Art 45.- ExpO6-106468 



Anâlisis de  la Soilcitud de Patente 

Reivindicaciones (Art 30 D 486, Art 22 PCT) 

Las reivindicaciones 1, 3, 6 a 9, 12 a 18, 19, contiene el termino "al menos un" el 
cual es impreciso y no define de manera concisa la invención ya que al establecer 
tal termino las posibilidades son amplias. Se sugiere delimitar el objeto de 
invenciOn de major manera. 

Las reivindicaciones 1, 10 a 19, 27 a 35 no son claras debido a que mencionan un 
polvo y una composiciôn de dalbavancina que comprende un factor BO de 
dalbavancina y un factor adicional seleccionado de Ao, A1, Bo, 131, B2, CO , Cl; 
posteriormente definen el contenido por la cantidad de isoB0, y dicho factor no 
habla sido enunciado como uno de los componentes del polvo o la composiciOn. 

Las reivindicaciones 1, 5, 7 a 19, 24 a 36, 41 a 53, 58 a 69, 76, 78 a 80, 82, 83 a 
87, 129 a 138, 155 a 160 y 162 reivindican diferentes composiciones las cuales 
son definidas por el contenido de sus componentes en una expresión no usada 

410 
habitualmente como lo es el porcentaje de distribuciôn de HPLC, asi mismo se 
utiliza el tØrmino "aproximadamente" que hace aCm menos precisa y clara la 
reivindicaciOn y no permite una comparaciôn con el estado de  la tØcnica. Para 
estas reivindicaciones se deben sustituir estos tØrminos por tØrminos precisos y 
asi mismo expresiones de concentraciOn o contenido conocidas sin que esto 
extienda el contenido de la solicitud original. 

Las reivindicaciones 139 a 161 definen la invención por el resultado a alcanzar y 
por parÆmetros por tal razón se sugiere modificarlas o retirarlas del capitulo 
reivindicatorio. 

Las reivindicaciones que establecen una composiciOn de factores de dalbavancina 
(1 a 35, 53 a 69, 82 a 87, 129 a 138, 162 y 163) no presentan soporte porque en la 
memoria descriptiva no se presenta una formulación que contenga la combinaciôn 
de todos y cada uno de los componentes (factores de Dalbavancina A0, A1, B, 131, 
B2, CO, C1, IsoBo y MAO) lo cual excede el alcance de lo descrito. Se sugiere 
modificar, restringir O limitar a una generalizacion razonable. 

AnÆlisis de Unidad de Invenclôn (Art 25 D 486) 

La soticitud de patente no tiene unidad de invención ya que comprende mÆs de 
una invención 0 grupos de invenciones descritos a continuaciOn los cuales no 
resuelven el mismo problema tØcnico y no se relacionan entre si: 
I Reivindicaciones I a 35 relativas a una forma de dosificaciôn en polvo para 

reconstituciôn y una composiciOn que contienen factor dalbavancina 130 y al 
menos un factor de dalbavancina adicional (Ao, A1, B1, B2, Co, C1, A1). 

2. Reivindicaciones 36 a 69 relativas a una forma de dosificación en polvo para 
reconstituciOn y una composición que contienen factor dalbavancina 130 e 
lsoB0. 

3. Reivindicaciones 76 a 87 relativas a una forma de dosificaciOn en polvo para 
reconstituciOn y una composiciOn que contienen factor dalbavancina B0 y B2. 

4. Reivindicaciones 129 a 138 y 162 a 163 relativas a una forma de dosificaciOn 
en polvo para reconstitución y una composición que contienen factor 
dalbavancina B0 y al menos un factor de dalbavancina (Ao, A1, 131, B2, CO, C1 

A1, lsoB0, y MAO). 
5. Reivindicaciones 70 a 75 relativas a compuestos I, 1, 2 anØlogos a la 

Dalbavancina, 

1er Art 45-Exp06106466 
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1oQIf 

Compuesto fOrmula I Compuesto fOrmula I Compuesto fOrmula 2 Dalbavancina 

6. Reivindicaciones 139 a 161, relativas a un procedimiento para secar 
dalbavancina. 

7. Reivindicaciones 88 a 128 relativas a procedimiento para tratar una infecciôn 
bacteriana en un paciente con alteraciOn renal que comprende la 
administraciOn de diferentes dosis de dalbavancina 

Ya que no hay una caracteristica comün en las invenciones, que se pueda 
considerar un elemento tØcnico particular, no se puede identificar una relación 
tØcnica entre el contenido de las reivindicaciones anteriormente mencionadas. Por 
Ic tanto, no hay unidad de invención. 

61, Determlnación del Estado do la TØcnica 

El Estado de la TØcnica se determinó con base en la fecha de la solicitud 
prioritaria 2004-04-27 y so encontraron los siguientes documentos que anticipan el 
objeto de esta solicitud: 

[Item Documento Titulo Fecha de 
Publicación 

DI US5750509 Amide derivatives of antibiotic A 1998-05-12 40926 

Dl: Describe compuestos derivados del antibiótico glicopeptido A 40926 
(Dalbavacina) y composiciones orales, tOpicas y parenterales estØriles que los 
contiene; dichos compuestos y composiciones son utilizados para el tratamiento 
do infecciones por bacterias. 

0 Anªlisls do Patentabilidad (Art 14 13486) 

Se realizarÆ el anÆlisis de patentabilidad del primer grupo inventive. 

Novedad (Art 16 1)486) 

Respecto a la solicitud en estudio: 
La reivindicación I dice: "Una forma de dosificación que comprende: 
- Un polvo de dalbavancina estØril, eatable, sin partIculas adecuado para 

reconstitución con un vehlculo farmacØuticamente aceptable que comprende: 
o factor do dalbavancina B0 y 

o al menos un factor de dalbavancina adicional seleccionado entre el 
grupo constituido par factores de dalbavancina A0, A1, 191, 82, CO, y Cl; 

Respecto al estado do la TØcnica Dl divulga una forma do administraciôn de 
compuestos derivados de A 40926 para el tratamiento de infecciones bacterianas. 

Las caracterIsticas tØcnicas esenciales de la formulación de la reivindicación 1 
ya habian side divulgadas en Dl, es decir: 
- Un polvo de dalbavancina (derivado del antibiotico glicopeptido A 40926) 

(columnas 3 y 4, compuestos I y II) estØril, estable, sin partIculas adecuado 
para reconstitución con un vehiculo farmacØuticamente aceptable (columna 28, 
linea 13 a 15) que comprende: 
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o factor de dalbavancina B0 (columna 2, linea 45 a 50) y 
o al menos un factor de dalbavancina adicional seleccionado entre el 

grupo constituido por factores de dalbavancina A0, A1, 131, B2, CO3 y C1 
(Cotumna 2, lInea 45 a 50; columna 28, lmnea 16 a 19). 

Debido a lo anterior la reivindicaciôn I No es nueva. 

Las reivindicaciones dependientes 2, 5 a 18 no mencionan alguna caracteristica 
que haga nueva a la forma de dosificaciOn de la reivindicaciOn 1, por lo cual se 
considera que no son nuevas. 

De igual manera la reivindicación 19 dice: "Una composición farmacØutica que 
comprende: a) Factor de dalbavancina 130 y b) al menos un factor de dalbavancina 
adicional seleccionado entre el grupo constituido por factores de dalbavancina A0, 
A1, 131, B2, CO, y Cl" 

Respecto al estado de la TØcnica Dl divulga diferentes tipos de composiciones 
farmacØuticas que incluyen formulaciones orales, tOpicas, o parenterales de 
compuestos derivados de A 40926 para el tratamiento de infecciones bacterianas. 

Las caracteristicas tØcnicas esenclales de la formuiaciOn de la reivindicaciOn 19 
ya habian sido divulgadas en Dl, es decir: 
Composiciôn farmacØutica (columna 27, linea 40 a 67) que comprende: 
- factor de dalbavancina B0 (columna 2, linea 45 a 50; columna 28, linea 16 a 19) y 
- al menos un factor de dalbavancina adicional seleccionado entre el grupo 
constituido por factores de dalbavancina A0, A1, 131, B2, CO, y Cl; (columna 2, linea 
45 a 50; columna 28, lmnea 16 a 19). 
Debido a lo anterior la reivindicaciôn 19 No es nueva. 

Las reivindicaciones dependientes 20 a 35 no mencionan alguna caracteristica 
que haga nueva a la forma de dosificaciOn de la reivindicaciôn 1, por lo cual se 
considera que no son nuevas. 

Conclusion 

4p as!:
requisitos de Patentabilidad de la presente Solicitud se encuentran afectados 

asi: 

N° Documento Relvindicaciones afectadas Reguisito quo afecta 
Dl I US5750509 I a 35 Novedad 

En cumplimiento del artIculo 45 de la Decision 486 de la Comisión de Ia 
Comunidad Andina, se le indica que debe dar respuesta dentro del tØrmino de 60 
dias contados a partir de la fecha de notificaciôn  de la presente comunicaciOn. En 
caso de no dar respuesta al presente requerimiento, o si a pesar de la respuesta 
subsistieran los impedimentos para la concesiOn, se deriegara la patente. 

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), 
del capitulo quinto del titulo primero de Ia Circular (mica NO 10 de 2001. 

JO$SLOPEZ 
Director de Nuevas Creaciones (E) 

El anterior requerimiento fue notificado por fijaciOn en lista, de fech  3 BIG, 
r LUm 1D 

CONCEPTO TECNICO EXAMINADOR TECNICO 
NUMERO: 3853 C6digo:202093 
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