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JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al
pie de mi firma, abogado en ejercicio, titular de la tarjeta profesional nimero 44655
del Consejo Superior de la Judicatura, obrando en calidad de apoderado de la
sociedad TECNOQUIMICAS S.A., dentro del tramite de la referencia, en ejercicio
de lo dispuesto por el articulo 42 inciso 2° de la Decision 486 de 2000, por medio
del presente escrito, procedo a sustentar y complementar la oposicidn presentada
el 28 de Marzo de 2007, en los siguientes términos:

L RATIFICACION -

Comedidamente me permito insistir en los argumentos planteados en la oposicion,
los cuales demuestran que la solicitud de la referencia incumple los requisitos de
patentabilidad establecidos por los articulos 14, 16 y 18 de la Decision 486 de

2000 y que por ello no merece recibir ¢l beneficio patentario.
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Me permito ratificar los argumentos expuestos, con el fin de justificar la razén por

la cual debe negarse la solicitud que nos ocupa:

» En primer término, la patente europea EP 0 415 850, publicada el 06 de Marzo
de 1991 y titulada "NOUVEAUX SELS DE METAUX BIVALENTS DE L'ACIDE
N,N-DI(CARBOXYMETHYL) AMINO-2 CYANO-3 CARBOXYMETHYL-4
CARBOXY-5 THIOPHENE, LEUR PROCEDE DE PREPARATION ET LES
COMPOSITIONS PHARMACEUTIQUES LES RENFERMANT", revela
compuestos dentro de los cuales se encuentra el ahora reivindicado en la
solicitud colombiana en tramite, y hace referencia al empleo de los mismos en
el tratamiento de enfermedades bseas, en la misma forma pretendida en la

solicitud colombiana en tramite.

» Por su parte, la patente europea EP 0 813 869 publicada el 29 de Diciembre de
1997 vy titulada “"UTILISATION DE SELS DE STRONIUM POUR LE
TRAITEMENT DE L' ARTHROSE", revela la utilizacion de ranelato de estroncio
y composiciones farmacéuticas que lo contienen en el tratamiento de artrosis,

al igual que ocurre en la solicitud colombiana en tramite.

» De igual manera la publicacion internacional WO 2004/029036 del 08 de abril
de 2004 vy ftitulada “THE NOVEL METHOD FOR THE INDUSTRIAL
SYNTHESIS OF STRONTIUM RANELATE AND THE HYDRATES THEREOF”,
revela un método para la sintesis industrial de ranelato de estroncio e hidratos
del mismo, también menciona el uso del ranelato de estroncio en el tratamiento
de osteoporosis y otras enfermedades dseas, al igual que ocurre en {a solicitud

colombiana en tramite.

» Diversas las publicaciones cientificas demuestran con anterioridad a la fecha
de prioridad de la solicitud en curso el conocimiento del uso de esta sustancia

en el tratamiento de enfermedades 6seas, en especial osteoporosis y/o artrosis

tal y como se pretende reivindicar en la solicitud colombiana en tramite.'®% 47

' Strontium ranelate increases cartilage matrix formation. (eng; includes abstract) By Henrotin Y,
Journal Of Bone And Mineral Research: The Official Journal Of The American Society For Bone
And Mineral Research [J Bone Miner Res], 2001 Feb; Vol. 16 (2), pp. 299-308; PMID: 11204430



» El hecho de obtenerse una nueva forma cristalina de ranelato de estroncio no
otorga a la solicitud el indispensabl2 Nivel Inventivo, pues es bien sabido que la
formacion de una forma cristalina no implica en si misma un esfuerzo o aporte
al arte previo, en tanto dichas forrnas son diferentes posibilidades en las que
intrinsecamente pueden presentarse las sustancias en el estado solido® siendo
el habito cristalino la descripcién del aspecto externo de los cristales, mientras
que la estructura interna es la disposicion de los elementos dentro del sélido,
razén por la cual una sustancia con una misma estructura cristalina interna
puede presentar diversos habitos cristalinos, en funcién de las condiciones
bajo las cuales ha cristalizado.

> Frente a idénticas solicitudes (relacionadas a formas cristalinas “novedosas”),
es necesario tener en cuenta que: este Despacho ha resuelto la negacion de
dichas solicitudes relacionadas con formas cristalinas de algunos compuestos
por incumplir el requisito de nivel inventivo’; y si bien es cierto que ila forma
cristalina descrita en la solicitud en tramite no pertenece a las mismas
sustancias que se revelaban en las solicitudes que fueron negadas, lo
importante es el hecho de que se trata del mismo tema, referido a

manifestaciones cristalinas especificas de una molécula ya conocida.
Il. COMPLEMENTO DE INFORMACION

» La patente estadounidense US 2004/0059135 publicada el 25 de Marzo de
2004 vy titulada “PROCESS FOR THE INDUSTRIAL SYNTHESIS OF THE
METHYL DIESTER OF 5-AMINO-3-CARBOXYMETHYL-4-CYANO-2-

1 Strontium ranelate: dose-dependent effects in established postmenopausal vertebral
osteoporosis--a 2-year randomized placebo controfled trial. (eng; includes abstract) By Meunier PJ,
The Journal Of Clinical Endocrinology And Metabolism [J Clin Endocrinol Metab), 2002 May; Vol. 87
£5). pp. 2060-6; PMID; 11994341

* Strontium Ranelate in Osteoporosis Current Pharmaceutical Design, September 2002, Vol. 8
Issue: Number 21 p1907-1916, 10p; (AN 4257876)

1 Osteoporosis: A Pharmacotherapy Update Journal of Pharmacy Practice, January 01, 2003, Vol.
16 Issue: Number 3 p164-169, 6p; (AN 4875227)

* Design and methodology of the phase 3 trials for the clinical development of strontium ranelate in
the treatment of women with postmenopausal osteoporosis. (eng; includes abstract) By Meunier PJ,
Osleoporosis international: A Journal Established As Resuit Of Cooperation Between The
European Foundation For Osteoporosis And The National Osteoporosis Foundation Of The USA
[Osteoporos Int], 2003; Vol. 14 Suppl 3, pp. 366-76, PMID: 12730769

® Vila Jato José Luis. Tecnologia Farmacéutica, Vol. |, Parte |, Cap. | “Preformulacién” Veiga D.,
Alegre E., Torrado J., Editorial Sintesis S.A. Madrid 2001. Pag. 44 y 45.

7 Solicitud Colombiana 96-037-513 y Solicitud Cotombiana 96-037-514,
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THIOPHENECARBOXYLIC ACID, AND APPLICATION TO THE
SYNTHESIS OF BIVALENT SALTS OF RANELIC ACID AND THEIR
HYDRATES", revela:

L3 ABSNTRACT
Pracess foor tha drcdustrial synthesis of the componmd of
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Applcaiiog 10 the synthesis of Bivalemn salis of ranelic acid
fand more especiatly stecatimmn canatate el ius hydrates.

|(III1H_| The (..urnpnundnl formula (1) obtained .u.\.urdlm_, [
the process of the_iovention is wsclul in the synthesis of
ranclic acid, its|strontium, calcium or magnesium salts of
foarmula (11):

(L

COz. 2MY,

COx

| [(0004]  whercin M represents strontivm, caleism or mag-
aesinm, and hydrates ol the said salls.

[0843] The ¢compound of {ormula (1) thereby abiained is
especially wselul in the synthesis of ranelic acid. its stiron-
livm., calcium or grxaun-.slum_g,il_!a and hydrates of the said
<1l|sl moere wpbuallv strontium ranelate and its hydrates,
wherein il is reacled Wilhin S$EF T Dromoacetic skl o
vickl the correspunding tctracster, which is then converiad
ino ranelic acid or into a strenium, calcivm or magnesivm
sult theneot,



8. Process for the svinhesis of steastivn ranclate and s
hydrates. starting from a compound of formula {I):

0
FERCOn(C

H O $ Nl

which Is reacted with an ester of bromoacetic acid (o yicld
the correspumling tetraester, which is converted into stron-
tivm ranclaie,

wherein the compond of Tormula (1) s obbnoed by
synthesis process according 1o claim 1.

Este documento permite observar la obtencién del acido ranélico asi como
varias de sus sales, especialmente la obtencién de ranelato de estroncio.

> La publicacion internacional WO 2004/029034 del 08 de abril de 2004 y
titulada "SYNTHESE D'ESTERS D’ ACIDE THIOPHENECARBOXYLIQUES
POUR LA FABRICATION DE SELS L'ACIDE RANELIQUE" revela
compuestos de la formula:

Donde M representa estroncio, calcio o magnesio, y en donde dichos
compuestos son Utiles en el tratamiento de trastornos osteoporoticos y
relacionados, lo anterior permite demostrar nuevamente la obtencién de esta
sal del acido ranélico, asi como su utifidad en el tratamiento de enfermedades

de este tipo.

En conclusion, como se ha demostrado a través de todos estos argumentos, la
obtencion de una, en gracia de discusién, nueva forma cristalina de ranelato de
estroncio no entrafia nivel inventivo como para acceder a ia concesion del

privilegio de patente solicitado.
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Cabe anotar, por ultimo, que en tanto los documentos mencionados en este
escrito y en la oposicion inicial revelan procesos de obtencion de acido
Ranélico o sus sales, entre las que se encuentra Ranelato de Estroncio en
forma solida, resulta razonable concluir que por no hacerse referencia en los
mismos a que el producto obtenido sea amorfo, en los mismo se anticiparian

las formas cristalinas ahora reivindicadas.

Por todo lo anterior, ruego se analicen los argumentos expuestos con el rigor y
detenimiento habituales, y que en consecuencia el Despacho decrete, ademas de
la negacién de la solicitud en comento, el archivo del expediente que lo contiene.

lll. ANEXOS

> La patente americana US 2004/0059135 publicada el 25 de Marzo de 2004 y
titulada “PROCESS FOR THE INDUSTRIAL SYNTHESIS OF THE METHYL
DIESTER OF 5-AMINO-3-CARBOXYMETHYL-4-CYANO-2-THIOPHENE
CARBOXYLIC ACID, AND APPLICATION TO THE SYNTHESIS OF
BIVALENT SALTS OF RANELIC ACID AND THEIR HYDRATES."” Paginas 1 a
3.

» La publicacion internacional WO 2004/029034 del 08 de abril de 2004 y
titulada “SYNTHESE D'ESTERS D' ACIDE THIOPHENECARBOXYLIQUES
POUR LA FABRICATION DE SELS L'ACIDE RANELIQUE" paginas 1y 2.

Seiior Superintende

JOSE L EYES VILLAMIZAR
C.C. 79.152.473 de Usaquén
T.P. 44655 det C. Sde la J.
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(e ABSTRACT

Process for the industrial synthesis of the compound of
formnla (I):

(3]
HACOLL

L,C0o:C s NIz

Application 1o the synthesis of bivalent salts of ranclic acid
and more espeeially strontivm ranclate and its hydrates.
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PROCESS FOR THE INDUSTRIAL SYNTHESIS OF
THE METHYL DIESTER OF
5-AMINO-3-CARBOXYMETHYL-4-CYANO-2-
THIOPHENECARBOXYLIC ACII, AND
APPLICATION TO THE SYNTHESIS OF
BIVALENT SALTS OF RANELIC ACID AND THEIR
HYDRATES

[0001] The present invention relates to a process for the
industrisl synthesis of the methyl diester of 5-amino-3-
carboxymethyl-4-cyano-2-thiophenecarboxylic acid and 10
the application thereof in the industrial production of biva-
lent salts of ranelic acid and their hydrates.

[0002] More specifically, the present inveation relates 10 a
new process for the industrial synthesis of the compound of
formula ¢I):

m
HyCO.C N

H3C0C S NH;.

[0003] The compound of formula (1) obtained according to
the process of the invention is useful in the synthesis of
ranelic acid, its strontium, calcivm or magnesivm salls of
formnla (TT):

oc” s P(\CO:'. 2%,

Oy

[0004] whercin M represents strontivm, calcium or mag-
nesium, and hydrates of the said salts.

BACKGROUND OF THE INVENTION

[0005] The bivalent salts of ranelic acid have very valu-
able pharmacological and therapeutic properties, especially
pronounced anti-osteoporotic properties, making these comi-
pounds uscful in the treatment of bonc discases.

DESCRIPTION OF THE PRIOR ART

[0006] The bivakent salts of ranelic acid, and more espe-
cially strontium ranelate, the preparation thereol and the
therapeutic use thereof have been described in the European
Parent Specification EP 0 415 850.

[0007] That Patent Specification describes the synthess of

strontium ranclate starting from the cthyl tetracster of for-
mula {TII}:

Mar. 25, 2004
ai
0. N
acoc” N7 SN Ncog,
COCally

[0008] which is itrelf obtainable starting from the ethyl
diester of formula {I1V):

)
CN

HsC, [ NH2.

[0009] Syathcsis of the intermediate of formula (IV) has
been described in the publication Bull. Soc. Chim. France
1975, pp. 1786-17Y2 and in the publication J. Chem. ‘lech.
Biotechnol. 1990, 47, pp. 39-46, by reaction between dicthyl
3-oxoglutarate, malononitrile and sulphur in ethanol, in the
presence of morpholine or diethylamine.

[0010] That process has the advantage of using readily
accessible starting materials and of being simple to put into
practice; however, when transferred to the scale of several
bundred kilograms, it does not allow the compound of
formula {IV) to be abtained in a yicld greater than 70%.

[0011] In view of the pharmacewtical interest of aroninm
ranclatc and the tonnages produced, it has becn important to
be able to synthesise a diester of 5-amino-3-carboxymethyl-
4-cyano-2-thiophenecarboxylic acid of excellent purity, in a
yield of at least 77%, which is reproducible on an industriat
scale.

DETAILED DESCRIPTION OF THE
INVENTION

[0012] The Applicant basx now developed an cffective
industrial synthesis process allowing the methyl diester of
formula (I) to be obtained in a yield of at least 77% and with
a purity greater than 97%.

[013] The compound of formula {T) (hereby oblained is
especially uscful in the synthesis of ranelic acid. its stron-
lium, calcium or magnesium salts and hydrates of the said
salts, more especially strontium ranelate and its hydrates,
wherein it is reacted with an ester of bromoacetic acid
yicld the comresponding tetraester, which is then converted
into ranclic acid or inte a strontium, calcium or magnesium
salt thereof.

[0014] More specifically, the present invention relaies to a
process for the industrial synthesis of the compound of
formula (I).
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[0015] which process is characterised in that dimethyl
Ioxoglutarate of formula (V):

v
H,l:'o_c/\r\co;cﬂ,
0
[0016] is reacted with malonitrile of formula (VI):
N o
NC N

[0017] io methanol,

[0018] in tbe presence of marpholine in an amount
greater than 0.95 mol per mol of compound of
fonnula (V),

[0019] 10 yicld the compound of farmula (VII):

ano OCH,
\n_/

Vi

NC CN

{0020] which is then reacted with sulphur in an amount
greater than 0.95 mol per mol of compound of formula (V);

[0021] the reaction mixture is then healed at reflux;

[M¥22] and the compound of formula (T) thereby
obtained is isolated by precipitation in the presence
of water, followed by filtration.

[0023] The process, accordingly improved by the use of
these very specific conditions, and especially by the inter-
metliale [urmation of the compound of rmuls (VI), which
cun, if desired, be isolated, allows the compound of formula
(1) to be obtained with excellent purity and in a yield of a1
lcast 77% which is reproducible on the scale of seversl
hundred kitograms, which represents a major gain in yicld in
view of the large tonnages of strontium ranelale prodiced.

((024] ‘Fhe amount of methanc! is preferably from { to 3
ml per gram of compound of formula (V).

{0025] The emperature of reaction between the zom-
pounds of formulae (V) and (V1) is preferably less than 50°
C.

[0026] °The reaction time at reflux afier addition of the
sulphur is preferably from | hour 30 minuies 1o 3 hours.

[0027] Methyl 5-amino-4-cyano-3-(2-mcthoxy-2-oxoct-
hyl)-2-thiophenecarboxylale of formuta (I) and the inte:rme-
diate of formula (VII) are new compounds which are vseful
as synthesis intcrmediales in the chemical or pharmaceutical
industry, especially in the synthesis of strontium ranzlate,
and accordingly form an inteyral part of the present inven-
tion.

Mar. 25, 2004

[0028] The Examples hereinbelow illustrate the invention
but clo ot limit it in any way.

EXAMPLE 1

[0029] Methyl S-amino-4-cyano-3-(2-methoxy-2-oxaet-
hy1)-2-thiophene-carboxylate

[0030] Introducc into a rcacior 400 kg of dimethyl 3-oxa-
glutarate, 158 kg of malononitrile and 560 litres of methanol
and then, whilst maintaining the temperature of the neaction

mixture below 40° C., 199.6 kg of morpholine.

[0031] ‘Then introduce 73.6 kg of sulphur and subse-
guently bring the mixture to reflux.

[0032]} After reacting for 2 hours, stop refluxing and add
waler vntil precipitation occurs. Filter off the precipitate
oblained, wash it and dry it.

[0033]) Mecihyl S-amino-4-cyano-3-(2-methoxy-2-oxoei-
hyl)-2-thiophenccarboxylate is thereby oblained in a yield of
77% ond with a chemical purity of 98%.

EXAMPLE 2

[M034] Moyl  S-amino-4-cyano-3-2-methoxy-2-oxoel-
byl)-2-thiaphene-carboxylate

[0035] Introduce inlo a reactor 400 kg of dimethy! 3-oxo-
glutarate, 158 kg of malononitrile and 560 Litres of methanol
ancl then, whilst rmaintaining the temperature of the reaction
mixturc helow 40° C., 199.6 kg of morpholinc.

[0036] The compound of formula (VII) thercby obtained,
or the addition salt of methy] 3{dicyanomethylene)-5-hy-
droxy-5-methoxy-4-pentenaate with morpholine, is isolated
by filtration afier cooling of the mixturc and is then reacted
with 73.6 kg of sulpbur in methanol.

[0037] The mixture is then broughi to reflux.

[OU38] Adfter reacting for 2 hours, stop refluxing and ndkd
waler unlil precipitation occurs. Filter off the precipilate
oblained, wash it and dry it.

We claim:
1. A process for the industrial synthesis of the compound
al formula (1):

. M
HCOLC CN

HyCOLC S NHi.

whercin dimethyl 3-oxoglutarate of formula (V):

H ’CO’C/\"/\CO CH,
0

v
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is reacted with malononitrile of formula (VI):

vy

NC/\CN

in methanol,

in the presence of morpholine in an amount greater “han
0.95 mol per mol of compound of formula (V),

1o yield the compound of formula (VII)

HaN \_/O,

which is then reacted with sulphur in an amount greater
than 0.95 mol per mol of compound of formula (V);

the reaction mixture is then heated at refiux;

and the compound of formula (I) thereby oblained is
isolated by precipitation in the presence of water,
followed by filtration,

2. Synthesis process according to claim 1, whercin the

amount of methanol is from 110 3 m] per gram of comprund
uf formula (V).

3. Synthesis process according to claim 1, wherein the
temperature of reaction betwecen the compounds of formulac
(V) and (V1) is less than 50° C.

4. Synthesis process according to claim 1, wherein the
reaction time a1 reflux afier addition of the sulphur is from
1 hour 30 mimtes to 3 hoors.

5. Mcthyl 5-amino-4-cyano-3-(2-methoxy-2-oxocthy?:)-2-
thiopheoecarboxylate.

6. The compound of formula (VII):

(viD

cHy oct,

“w %
YONS

7. Process for the synthesis of ranelic acid, its strontium,
calcium or magnesium salts and hydrates of the said salls,
starting from a compound of formula (I):

Hj g NHa,
which is reacted with an esler of bromoacetic acid to yield
the corresponding tetraester, which is converted into ranelic
acid ur a strontium, calcium or magnesium sali thereol,
wherein the compound of formula (I) is obtained by a
synthesis process according to claim 1.

8. Process for the syathesis of strontium ranelate and its
hydrates, starting from a compound of formula (I):

m

m
HsCOL

HCOL s NHz,

which is reacted with an ester of bromoacetic acid to vicld
the corresponding tetraester, which is converted inte stron-
tium ranclate,
wherein the compound of formuly (T) is obtained by a
synthesis process according to claim 1.

* % & &
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(57) Abstrucl: The invention relaies to method for the industrial
synthesis of compounds having formula (I}, wherein R and R'.
which may be idendcal or different, each represent a lincar or
branched alkyl gronp (C,-C,). The invention is intended for the
synthesis of the divelent salts of ranelic acid and. more specifi-
cally, of strontium ranelate and the hydmtes thereof.

(57) Abrégé : Procédé de svmhbdse indusiric] des composés de
formule (1), dans laquelle R et R’, identiques vu diffénents. repné-
senient chueun un groupement akyle (Cp-Cg) linxire ou rmifié.

Application & la synthise des scls bivalenls de 1'acide ranélique, et plus particulitrement du ranélate de strontium el de ses hydrates.
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SYNTHESE D'ESTERS D'ACIDE
THIOPHENECARBOXYLIQUE POUR LA FABRICATION DE SELS DE
L'ACIDE RANELIQUE

La présente invention concerne un procédé de synthése industriel des tétracsters de 'acide
5-[bis(carboxyméthyl)amino]-3-carboxyméthyl-4-cyano-2-thiophénecarboxylique, et leur
application & la production industrielle des sels bivalents de I'acide ranélique et de leurs
hydrates.

Plus spécifiquement, la présenie invention concerne un nouveau procédé de synthése
industriel des dérivés de formule (I) :

RO,C CN

ROC™ g

dans laquelle R et R', identiques ou différents, représentent chacun un groupement alkyle
(C1-Cq) linéaire ou ramifié.

Les composés de formule (I) obtenus selon le procédé de linvention sont utiles dans la
synthése de l'acide ranélique, dc scs scls de strontium, de calcium ou de magnésium de
forrule (TI) :

! N\ ~co-
“0,C N/ €0, » 2M* (ID

2 S k u

co, "

7,



[ ]
I L™
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15

20

WO 2004/029034 PCT/FR2003/002775

2

dans Jaquelle M représentce le strontium:, le calcium ou le magnésium,

et des hydrates desdits sels.

Les sels bivalents de I'acide ranélique possédent des propriétés pharmacologiques et
thérapeutiques trés intéressantes, notamment des propriétés anti-ostéoporotiques
remarquables, qui rendent ces composés utiles dans le traitement des maladies osseuses.

Les sels bivalents de l'acide ranélique, et plus particuliérement le ranélate de strontium, sa
préparation et son utilisation en thérapeutique ont ét€ déerits dans le brevet européen EP
0415 850.

Compte tenu de l'intérét pharmaccutique de ce composé, il était important de pouvoir
accéder A l'intermédiaire de formule (I) avec un procédé de synthése industriel performant,
permettant l'obtention du composé de formule (I) avec un bon rendement et une excellente
purcté, mais également facilement transposable A I'échelle industriclic.

Le journal Bull. Soc. Chim. France 1975, pp. 1786-1792, décrit I'obtention d'un dérivé de
formule (I) (R = R' = éthyle) par réaction dc ['acide 5-amino-3-(carboxyméthyl)-4-cyano-2-
thiophénecarboxylique avec le bromoacétate d'éthyle, en présence de carbonate de

potassium, suivie d'un isolement en milieu hydro-organique trés dilué.

Cependant, le faible rendement de cette réaction (65 %), la grande quantité de rejets
aqueux salins générée par cette réaction, et surtout le temps de réaction trés important (5
jours), étajient totalement disswasifs quant 3 J'utilisation de cette réaction a I'échelle

industrielle.

La Demunderesse a présentement mis au point un procédé de synthése industriel simple,
permettant d'obtenir le composé de formule (I) avec un trés bon rendement, un temps de
réaction considérablement plus court et une pureté excellente, et dans lequel les rejets

aqueux salins sont complétement supprimés.
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Doctor: , Oficio N°: 3841
Gustavo Adolfo Palacio Correa
Apoderado
ASUNTO: Radicacion N° 05-58754

Tramite 002

Evento 001

Actuacion 440

Folios 033

Con fundamento en lo previsto por el articulo 43 de la Decisién 486 de la Comisién de
la Comunidad Andina, se le comunica que la oposicion presentada por el doctor José
Luis Reyes Villamizar, en su calidad de apoderado de Tecnoquimicas S.A., reune los
requisitos formales exigidos por la ley al momento de su presentacion.

En cumplimiento de lo dispuesto en la citada norma, se le concede el término de
sesenta (60) dias habiles siguientes a la fecha de notificacion del presente oficio, para
que haga valer sus argumentaciones y presente pruebas.

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.

ALIX CARME CESPEDES ) E VERGEL
Jefe de la Division de Nuevas Creaciones.

El anterior oficio fue notificado por fijacién en lista de fecha, " 6 AG0. 207 .
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