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en la gaceta de Propiedad Industrial, debera solicitar y cancelar el examen de
patentabilidad so pena de que la solicitud caiga en abandono, de acuerdo con o
establecido en el Articulo 44 de la Decision 486/2000.
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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. (C,-C,)
alkylaminocarbonyl, di (C,-~C,)alkylaminocarbonyl or
hydroxymethyl substituent on the N-acylaminoglucuronyl
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-
cocei and Staphylococei. '

5 Claims, No Drawings



5,750.509
1 2
AMIDE DERIVATIVES OF ANTIBIOTIC A R, and Rgeach independently represent hydrogen.
40926 (C,~C,)alkyl or

This is a continuation application Ser. No. 08/450.037.
filed May 25. 1995, abandoned which is a continuation of $
application Ser. No. 08/370.333. filed Jan. 9, 1995, now
abandoned, which was a continuation of application Ser, No.

08/167.809. filed as PCI/EP92/01594 filed Jul. 14, 1992,

now abandoned. which is herein incorporated by reference,
The present invention is directed to antibiotic A 40926 10
derivatives of formula ()

By @

o]
® %e o

O mz

wherein

R, represents hydrogen or a protecting group of the amino 33
function;

R, represeats (Cy~C,,)alkyl;

M represents hydrogen, o-D-mannopyranosyl or 6-O-
acetyl-t-D-mannopyranosyl;

Y represents carboxy. (C,-C,)alkoxycarbonyl.
aminocarbonyl. (C,~C,)alkylaminocarbonyl,
di(C,~C )alkylaminocarbonyl wherein the alkyl moi-
tety may bear a substituent selected from hydroxy,
amino, (C;~C,lalkylamino and di(C,~C,)alkylamino
or hydroxymethyl; 43

® represents hydroxy or an amino rest of formula

*N“s-"ﬁk:—‘(ﬂnr-amz)p%ﬂms)f—w

wherein: 50
R represents hydrogen or {C,~C,)alkyl;
alk, .alk, and alk, each independeatly represent a Hnear
or branched alkylene of 2 to 10 carbon atoms;
p and g are integers which independently represent zero
or 1;

40

R, and R, taken together represent a (C,~C,)alkylene
moiety connecting the two nitvogen atoms with the
proviso that p is 1; or

R, and Ry taken together represent a (C.~C,)alkylene
moiety connecting the two nitrogen atoms with the
proviso that both p and q are 1;

w represents hydrogen, (C,~C,)alkyl. amino. (C,~C,)
alkylamino, di{C,~C  )alkylamino. amino substituted
with one or two amino-(C,~C,)alkyl moieties or
with one or two (C,~C alkylamino{C,~C,alkyl
moieties or with one or two di(C,~C,)alkylamino.
(Cy~Calkyl moieties, or. when both p and g are
zevo, taken together with the moiety —-NR ;—alk
it may also represent piperazino or
4-methylpiperazino,

with the proviso that when X represents hydroxy Y
represents hydroxymethyl.

2 represents hydrogen or a group

w(,.ij)

wherein A® represents a mineral or organic acid anion
or, when a carboxyacid function is present in the
remaining portion of the autibiotic, it may also
represent the internal anion deriving from said car-
boxyacid function; .

and the pharmaceutically acceptable addition salts
thereof, The number between brackets in the above
formula (1) and in any successive formula indicate
the conventional numbering of the relative carbon
atoms in the molecular structure of antibjotic
A-40926 and its derivatives.

Antbiotic A 40926 is a glycopeptide antibiotic complex
which has been isolated from a culture of Actinomadura,
named Actinomadura sp. ATCC 39727, in a culture medium
containing assimilable sources of carbon. amitrogen. and
inorganjc salts (see EP-177882), According to the procedure
described in the above cited patent the recovery of the
antibjotic complex, whose factors have been named factor
A, factor B. factor B, factor B, factor PA. and factor PB.

includes submitting the fermentation broths. after filtration

or after a preliminary purification, to affinity chromatogra-
phy on immobilized D-alanyl-D-alanine.

The A 40926 factors can be represented by formula (H)
below wherein R, 1s hydrogen. X' is hydroxy, X" is carboxy.
R, represents a (Co~C5)alkyl group. and M’ represents an
o-~-D-masnopyranosyl or a 6-QO-acetyl-a-D-mannopyranosyl
group.

VAV
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~continued

= NH~ (CH,), —~ N[{CH,);N(CH,),],
= NH = (CH,), = N[(CHa)2N(C;Hs), ],

= N(CH;XCHz), = N[{CH,),NH. ], n=230r4

= N(CH,), —~NHC;Hs

and the like.

When R, and R, (or R, and R,) taken together represem
a (C,-C,)alkylenc moiety connecting the two nitrogen
atoms. the saturated heterocyclic mojety formed in combi-
nation with the portions alk, {or alk,) and the two adjacent
nitrogen atoms is preferably a piperazino ring.

For example, when R; and R, (or Ry and Rg) taken
together represent a (C,-C,)alkylene moiety connecting the
two pitrogen atoms or when, both p and q being zero, W
taken together with the moiety —NR;~alk,— represents
piperazino or 4-methylpiperazino. the amino rest of formula:

"'Nka—a]ks-“(NRt‘—a&:)p (Nka—dka)r“w
identifies the following groups:

/N N\
—N N==CH;, ~NH(CHa)N NH,

./ -/

)

—NH(CH;);N NCH;,

(

=~ NH(CHz)2N N{(CHz):NH:

~NH(CH 3N N(CHz)NH;
~NH(CHz)2N

N(CH;):NH;

~NH(CHa);N N(CH;)sNH;

CJC 00

N N(CHz:NH,

/
N—(CHz—N
CH3

!
Z

CJCJIC 0]

-N N—(CHp)3~~NH;
CHa
N—(CHa)y~N
CHs

-—N

10

15

25

30
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-continued

NH =N Ne=(CHz)s-—NH—CyHs

N\
—/

M\ Van
Ne==(CHa)3N

-/ CHs

The scope of this invention comprises the unitary com-
pounds of formula (I) which derive from the single factors
of the precursor antibiotic A 40926 complex as well as the
mixwres of compounds of formula (I) deriving from the
complex A 40926 itself or from the mixtures of two or more
of its factors {n any proportion. Accordingly. the variation of
the mutual proportions of the components of the mixtures of
compounds of formula (T) corresponding to the factors of A
40926 complex can reswlt from applying different conditions
in the fermentation. recovery. isolation and purification
conditions of the precursor antibiotic A 40926 complex or by
mixing the isolated factors of the starting esters of formula
() in the desired proportions before their conversion to
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 (T) are those wherein

R, represents hydrogen or a protecting group of the amino
function;

R, represents (Cyo—C,,)alkyl:

M represents hydrogen. a-D-mannopyranosyl or 6-O-
acetyl-g-D-mannopyranosyl;

Y represents represents carboxy. (C,—C,)alkoxycarbonyl,
aminocarbonyl, (C,-C,)alkylaminocarbonyl.
di(C,-C,)alkylaminocarbony! wherein the alkyl moi-
tety may bear a substituent selected from hydroxy.
amipo, (C,~C,alkylamino and di(C,-C,)alkylamino
or hydroxymethyl;

x represents hydroxy or an amino rest of formula

~-NRy—alk,—~(NR ~alk;), —(NRy—alks;), —W
wherein

RS! RQ

and R, represent hydrogen;

alk,, alk,,

and alk, each independently represents a lmear or
branched alkylene of 2 to 4 carbon atoms,

p and q are integers which independently represent zero
or l;

W represents hydrogen, (C;~C,4)alkyl. amino. (C,~C,)
alkylamino, di(C,~C,)alkylamino. amino substituted
with one or two amino-(C.~C,) alkyl moieties or
with one or two (C,~C,alkylamino-(C,~C,)alkyl
moieties or with one or two di(C,~C,)alkylamino-

Y4




3

5.750.509

27
TABLE IV
Infecting Orgunism
Strep. pyogenes C 203

COMPOUND Adm. route (EDy,)
NO. & (my/kg)
Teicoplenin 0.18
A 40926 cotuplex Q.38
Coupound | RA 0.08
Compound 2 MA-A-1/B, 0.03
Compound 3 RA-A-A/B, 0.03
Compound 4 MA-A-2/B, 0.13
Compound 5 MA-A-3/B, 0.04
Conpound § MA-A-1 0.03
Compound 7 PyMA-A-1 a1t

8 RA-A-1 Q.03
Compound Il A-A-L 0.03
Compound 12 PyA-A-1 0.4
Compound 13 A-A-3/B, 0.08
Conpound 15 ADA-A-1 0.08
Compound 16 PyRA-A-1 0.06

The data represented above show that, although generally
less active against Neisserin gonorrhoeae 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) rnarkedly more active in vitro than teicoplanin and A
40926 against glycopeptide-intermediate or -resistant
staphylococei, in particular coagulase-negative and
methicillin-resistant staphylococci;

b) active in viro against highly glycopeptide-resistant
enterococci. which are highly resistant to teicoplanin
and' vancomycin and somewhat resistant to A-40926
(MIC>64 mcg/mi);

) more effective in vivo than teicoplanin and A 40926 in
the streptococcal septicernia 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 veterinacy medicine for the
prevention and wreatment of infectious diseases caused by
pathogenic bacteria which are susceptible to sald active
ingredients. in particular. for the treatment of infections
caused by Enterococci., Str i and Staplylococci
strains which show low sensitivity to glycopeptide antibi-
otics.

The compounds of the present invention car be admin-
istered orally, topically or parenterally, the parenteral admin-
istration route being preferred.

Depending on the route of administration, these com-
pounds can be formulated {nto various dosage forms. Prepa-
rations for oral administration may be in the form of
capsules, tabiets, liquid solutions or suspensions. As known
in the ast. 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. potyvinylpyrrolidone. gelatin,
sorbitol, tragacanth, acacia, flavaring agents, and acceptable
disintegrating and wetting agents, The liquid preparations.
generally in the form of aqueous or oily solutions or
suspensions. rogy 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 rucons membranes of the nose and throat or
bronchial tissues and may conveniently take the form of
liguid sprays or inhalants, lozenges. or throat paints,

2—‘
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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,

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 polyethylenglycols and their derivatives.

Compositions for injection may take such forms as
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
vehicie. 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 mg 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
single administration per day or divided In 2 to 4 adminjs-
trations per day. Particularly desirable compositions are
those prepared in the form of dosage units containing from
about 30 to about 500 mg per unit.

EXAMPLE 1

Preparation of the starting material (MA) (Compound of
formula (IN) wherein Y’ is —~COOCH,. X' is —OH. R', is
~H. R, is (Co~C, )elkyl corresponding to the factors of A
40926 complex. M’ is ¢t-D-mannopyrancsyl and Z is —H)

Antibiotic A 40926 complex (150 mg; 0.0866 mmole).
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 stitred at room temperature for
26 hours. A precipitate appears when the pH is brought to 6
with 0.15 ml of triethylamine (TEA). After addition of
diethyl ether the precipitate is collected, washed thoroughly
with diethyl ether and dried. Yield: 150 mg (39%).

EXAMPLE 2

Preparation of compound 1 (RA) (Compound of formula
() whegein Y is —CH,OH. X is ~~OH. R, is —H. R, is
{Cy—C,)alkyl comresponding to the factors of A 40926
complex. M is a-D-mannopyranosyl and Z is —H)

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 1 g of sodjum bicarbonate
in 50 mi 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
5° C. dropwise within 15 minutes. After 1 hour at room
temperature, the reaction mixture is adjusted at pH 4 with
IN HC1. Afterwards, 150 ml of water are added and the
resuliting mixture is extracted with n-butanol (2x100 ral).
The arganic layer is separated, washed with 100 mi of water
and then it is concentrated to a small volume(about 25 ml)
at 40° C. under reduced pressure. The solid precipitated by
adding diethy) ether (100 ral) is collected and dried in vacuo
at room tem?e.ramre overnight to yield 1.6 g of the title
compound N*3-(1-BOC)-MA enough pure for the next step.
Step b: preparation of N*3-(t-BOC)-RA

To a stirred suspension of 0.9 g of the compound prepared
according to the step a above in 50ml of water, 30 ml of a
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Bogota, D.C.,

Abogado: CARLOS R. OLARTE

ASUNTO: Radicacion No. 06-106466
Tramite 002
Evento 001
Actuacion 430
Oficio D m . :
Folios 5439

Patente de Invencién

Via Nacional

Cap.! [ Cap. Il

No. Solicitud Internacional: PCT/US2005/014355
Fecha de Presentacion Internacional: 2005-04-26

Via PCT (fase nacional) [

Como resultado del Examen-de Fondo, realizado con fundamento en el articulo 4%
de la Decision 486 de la Comisién de la Comunidad Andina, se comunica:

Documentos estudiados:

Descripcién: Folios 130 a 420 como se radicé inicialmente.
Reivindicaciones: Folios 421 a 452 como se radicé inicialmente.
Dibujos: Folios 454 a 478 como se radic6 iniciaimente.
Prioridad: US200410834395 (2004-04-27)

Objeto de la Invencién

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

Problema Técnico Planteado: Necesidad de compuestos, composiciones estables
a temperatura ambiente y métodos para el tratamiento 6 la prevencion de una
infeccion bacteriana de dosis unica.

Solucién: Composiciones, formas de dosificacién de dalbavancina y factores de

dalbavancina estables a temperaturas de refrigeracion y ambiente de dosis Unica
para el tratamiento 6 la prevencion de una infeccion bacteriana.

IPC: AB1K31/704; AG1K31/7028

Excepciones a la Patentabilidad (Art 20 D 486 literal (d))

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

1er Art 45 — Exp 06-108466




496

Analisis de la Solicitud 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 invencién ya que al establecer
tal termino las posibilidades son amplias. Se sugiere delimitar el objeto de
invencion de mejor manera.

Las reivindicaciones 1, 10 a 19, 27 a 35 no son claras debido a que mencionan un
polvo y una composicion de dalbavancina que comprende un factor BO de
dalbavancina y un factor adicional seleccionado de Ao, A4, Bo, By, Bz, Coy Cy;
posteriormente definen el contenido por la cantidad de isoBg, y dicho factor no
habfa sido enunciado como uno de los componentes del polvo o la composicién.

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 expresion no usada
habitualmente como lo es el porcentaje de distribucion de HPLC, asi mismo se
utiliza el término “aproximadamente” que hace ain menos precisa y clara la
reivindicacion y no permite una comparacién con el estado de la técnica. Para
estas reivindicaciones se deben sustituir estos términos por términos precisos y
asi mismo expresiones de concentracidon o contenido conocidas sin que esto
extienda el contenido de la solicitud original.

Las reivindicaciones 139 a 161 definen la invencion por el resultado a alcanzar y
por parametros por tal razén se sugiere modificarlas o retirarlas del capitulo
reivindicatorio.

Las reivindicaciones que establecen una composiciéon de factores de dalbavancina
(1a35,53a69, 82a87, 129 a 138, 162 y 163) no presentan soporte porque éen la
memoria descriptiva no se presenta una formulacién que contenga la combinacién
de todos y cada uno de los componentes (factores de Dalbavancina Ag, A+, Bo, By,
B2, Co, C1, IsoBy y MAG) lo cual excede el alcance de lo descrito. Se sugiere
modificar, restringir ¢ limitar a una generalizacién razonable.

Analisis de Unidad de Invencién (Art 25 D 486)

La solicitud de patente no tiene unidad de invencién ya que comprende mas de
una invencién o grupos de invenciones descritos a continuacion los cuales no
resuelven el mismo problema técnico y no se relacionan entre si:

1. Reivindicaciones 1 a 35 relativas a una forma de dosificacién en polvo para
reconstitucion y una composicion que contienen factor dalbavancina By y al
menos un factor de dalbavancina adicional (Ao, A4, By, Bz, Co, C1, Aq).

2. Reivindicaciones 36 a 69 relativas a una forma de dosificacién en polvo para
reconstitucion y una composicidon que contienen factor dalbavancina By e
1s0Bg.

3. Reivindicaciones 76 a 87 relativas a una forma de dosificacion en polvo para
reconstitucion y una composicion que contienen factor dalbavancina Bo y By,

4. Reivindicaciones 129 a 138 y 162 a 163 relativas a una forma de dosificacion
en polvo para reconstitucion y una composicion que contienen factor
dalbavancina By y al menos un factor de dalbavancina (Ao, A1, B4, Bz, Co, C4,
A4, 1soBg, y MAG).

5. Reivindicaciones 70 a 75 relativas a compuestos I, 1, 2 analogos a la
Dalbavancina.

1er Art 45 — Exp 06-106466

N6




o F ‘CSJ“!””"’”’

ne’“‘- 9
! \)A.

whwtrin & i cM-m

Compuesto férmula | Compuesto formula 1 ‘Compuesto férmula 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 infeccion
bacteriana en un paciente con aiteraciéon renal gue comprende Ila
administracion de diferentes dosis de dalbavancina

Ya que no hay una caracteristica comun en las invenciones, que se pueda
considerar un elemento técnico particular, no se puede identificar una relacion
técnica entre el contenido de las reivindicaciones anteriormente mencionadas. Por
lo tanto, no hay unidad de invencion.

Determinacion del Estado de la Técnica
El Estado de la Técnica se determind con base en la fecha de la solicitud

prioritaria 2004-04-27 y se encontraron los siguientes documentos que anticipan el
objeto de esta solicitud:

. Fecha de
Item Documento Titulo Publicacién
D1 US5750509 Amide denva%g; 6of antibiotic A 1998-05-12

D1: Describe compuestos derivados del antibidtico glicopeptido A 40926
(Dalbavacina) y composiciones orales, topicas y parenterales estériles que los
contiene; dichos compuestos y composiciones son utilizados para el tratamiento
de infecciones por bacterias.

Andlisis de Patentabilidad (Art 14 D486)
Se realizara el analisis de patentabilidad del primer grupo inventivo.
Novedad (Art 16 D486)

Respecto a la solicitud en estudio:
La reivindicacién 1 dice: “Una forma de dosificacion que comprende:
- Un polvo de dalbavancina estéril, estable, sin particulas adecuado para
reconstitucion con un vehiculo farmaceuticamente aceptable que comprende:
o factor de dalbavancina By y
o al menos un factor de dalbavancina adicional seleccionado entre el
grupo constituido por factores de dalbavancina Ay, A4, B4, By, Co, ¥y C;

Respecto al estado de la Técnica D1 divulga una forma de administracién de
compuestos derivados de A 40926 para el tratamiento de infecciones bacterianas.

Las caracteristicas técnicas esenciales de la formulacién de la reivindicacion 1

ya habian sido divulgadas en D1, es decir:

- Un polvo de dalbavancina (derivado del antibiotico glicopeptido A 40926)
(columnas 3 y 4, compuestos | y 1) estéril, estable, sin particulas adecuado
para reconstitucion con un vehiculo farmacéuticamente aceptable (columna 28,
linea 13 a 15) que comprende:

1er Art 45 — Exp 06-108466

(N




498

o factor de dalbavancina By (columna 2, linea 45 a 50) y
o al menos un factor de dalbavancina adicional seleccionado entre el
grupo constituido por factores de dalbavancina Ag, A4, B4, B2, Co, y C.
(Columna 2, linea 45 a 50; columna 28, linea 16 a 19).
Debido a lo anterior la reivindicacion 1 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 reivindicacion 19 dice: “Una composicion farmacéutica que
comprende: a) Factor de dalbavancina By y b) al menos un factor de dalbavancina
adicional seleccionado entre el grupo constituido por factores de dalbavancina Ao,
Ai, By, Bz, Co, y C1°

Respecto al estado de la Técnica D1 divulga diferentes tipos de composiciones
farmacéuticas que incluyen formulaciones orales, tdpicas, o parenterales de
compuestos derivados de A 40926 para el tratamiento de infecciones bacterianas.

Las caracteristicas técnicas esenciales de la formulacion de la reivindicacion 19
ya habian sido divulgadas en D1, es decir:

Composicion farmacéutica (columna 27, linea 40 a 67) que comprende:

- factor de dalbavancina By (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 Aq, A+, By, B2, Co, ¥ C4; (columna 2, linea
45 a 50; columna 28, linea 16 a 19).

Debido a lo anterior la reivindicacion 19 No es nueva.

Las reivindicaciones dependientes 20 a 35 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.

Conclusién

Los requisitos de Patentabilidad de la presente Solicitud se encuentran afectados
asi:

N° Documento Reivindicaciones afectadas | Requisito que afecta

D1 US5750509 1a35 Novedad

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 60
dias contados a partir de la fecha de notificacion de la presente comunicacién. En
caso de no dar respuesta al presente requerimiento, o si a pesar de la respuesta
subsistieran los impedimentos para la concesion, se denegara la patente.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e),
del capitulo quinto del titulo primero de la Circular Unica N° 10 de 2001.
—

JOSE LUIS'SALAZARLLOPEZ
Director de Nuevas Creaciones (E )

E! anterior requerimiento fue notificado por fijacién en lista, de fechg d dit, 200
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