OLARTE RAISBECK FRIERI MOURE & CASTRO LTDA.

OLARTERAISBECK

SENORES
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES o £ s Lot SO DL DS TRIA Y COMERCIO

L 3 Fr ;,g gae sw %E%ZEH‘%\!I!\H\HI

i

"63'76 N0a03.0
o 0 e f uau chreEAmom
47y FASENACIONALI
Vo b

A
N(J

Ref.: Expediente N° (6-096.376

Solicitud de Patente de Invencion Titulada: “COMPOSICIONES FARMACEUTICAS
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Solicitante: SMITHKLINE BEECHAM CORPORATION

SOLICITUD DE EXAMEN DE PATENTABILIDAD SEGUN
EL ARTICULO 44 DE LA DECISION 486, GACETA No. 581

CARLOS R. OLARTE, mayor de edad y vecino de Bogotd, D.C., identificado tal como
aparece al pie de mi firma, en mi condicion de apoderado sustituto tal como consta en la

sustitucion adjunta, respetuosamente me permito solicitar que se examine si la invencién

retine los requisitos de patentabilidad previstos en la misma, dando cumplimiento a lo

establecido en el articulo 44 de la Decision 486 de la comisién de la Comunidad Andina.
Adjunto un recibo que de $202.000 pesos para cubrir la tasa correspondiente, segin la

Resolucion 36155 del afio 2006:

Atentamente, -t )

CARLOS R. OLARTE
C.C. 79.782.747 de Bogota
T.P. 74.295

Anexo: Recibo por $202.000 pesos
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Ref.:  Expediente N° 06-096.376

Solicitud de Patente de Invencion Titulada: “COMPOSICIONES FARMACEUTICAS
SECADAS POR ATOMIZACION”

Solicitante: SMITHKLINE BEECHAM CORPORATION
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}

J. TAN RAISBECK LLINAS, mayor de edad y vecino de Bogotd D.C., identificado como
parece al pie de mi firma~en mi ‘Esarécter de apoderado de la sociedad de la referencia,
&\respetuosamente me permito maniféstar que SUSTITUYO el poder a mi conferido por la
mencionada sociedad, en el doctor CARLOS R. OLARTE, mayor de edad, domiciliado en
Bogota D.C., identificado con la Cédu{la de Ciudadania No. 79.782.747 de Bogota y portador de
la Tarjeta Profesional No. 74.295 del Consejo Superior de la Judicatura, para que sea él quien en

adelante asuma el tramite de la presente accion.

El apoderado sustituto conserva las mismas facultades del principal.

Atentamente,

o Gty

J. IAN RAISBECK
C.C. No. 79.376.996 de Bogota
T.P.135.799del C. S.delaJ.

World Trade Center - Torre A, Calle 130 No. 8A - 37, Piso 10, Bogotd D.C., Colombia
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(57) ABSTRACT

NEK, receptor amagoenists of formula (I):
D

R: R

in which:

Ar is an optionally substituted phenyl group, or a naphthyl
or Cs_ cvcloalkdienyl group, or an optionally substi-
luted single or fused ring heterocyeiic group, having
aromatic characler, containing from 5 ¢ 12 ring atoms

and comprising up to four hetero-atoms in the or each
ring selected from S, O, N;

R is linear or branched C,_, alkyl, C5 5 cycloalkyl, C,_;
cycloalkylalkyl, an optionally substituted phenyl group
or a phenyl C,_, alkyl group, an optionally substituted
five-membered heteroaromatic ring comprising up to
four heteroatoms selecled from O and N, hydroxy C,_,
alkyl, amino C,_g alkyl, C,_; alkylamincalkyl, di C,_4
alkylaminoalkyl, C;_, acylaminoalkyi, C, 4

calkoxyalkyl, C,_; alkylcarbonyl, carboxy, C, ;4
alkoxyxcarbonyl, C,_; alkoxycarbonyl C,_, alkyi,
aminocarbonyl, €, . alkylaminocarbonyl, di C,_,
slkylaminocarbonyl, halogeno C,_g alkyl; or is a group
—(CH,),— when cyclized onto Ar, where p is 2 or 3;

R, and R,, which may be the same or different, are
independently hydrogen or C,_, linear or branched
alkyl, or together form a —(CH,),,— group in which n
represents 3, 4, or 5; or R, together with R forms a
group —(CH2),—, in which q is 2, 3, 4 or 5;

R; and R,, which may be the same or dillerent are
independently hvdrogen, C,_; linear or branched atkyl,
C;_s alkenyl, arvl, C,_; alkoxy, hvdroxy, halogen,
nitro, cyano, carboxy, carboxamido, sulphonamido,
C, s alkoxycarbonyl, trifluoromethyl, acyloxy,
phihalimido, amino, meno- and di-C,_, alkylamino,
—O(CH,),—NT,, in which r is 2, 3, or 4 and T is
hydrogen or C,_, alkyl or it forms with the adjacent

nitmgcn a group
M
Nb
v)\(ca N

in which V and V, are independently hydrogen or

(CHz

oxypen and u is 0,1 or 2; —0O{CH,;),—OW., in which
s1is 2, 3, or 4 and W is hydrogen or C;_; alkyl;
hydroxyalkyli, aminoalkyl, mono-or
di-alkylaminoalkyl, acylamino, alkylsulphonylamino,
aminoacylamine, mono- or di-alkvlaminoacylamino;
withh up 10 four Ry substituents being presem in the
quinoline nucleus; or R, is a group —{CH,),— when
cvclized onto Rs as aryl, in which 1 is 1, 2, ar 3;

Ry is branched or lincar C,_g alkyl, Cy_; cycloalkyl, C,_,
cvcloalkylalkyl, optionally substituted aryl, wherein an
optional substituent is hvdroxy, halogen, C;_ alkoxv or
C,_s alkyl, or an optionaily substituted single or fused
ring heterocyclic group, having aromatic character,
containing from 5 to 12 ring atoms and comprising up
to four heiero-atoms in the or each ring selected from
S.0.N;

in which inter alia, Ar is phenyl, optionally substituted by
C,.s alkvl or halogen; thienyl or a C; . cycloalkdienyl
group; R is C, ¢ alkyl, C,_ alkoxvearbonyl, C;_, alkylcar-
bonyl or hydroxy C, . alkyl; R, and R, are each hydrogen
or C, ,alkyl; R3 is hydrogen, hydroxy, halogen, C,_ alkoxy
or C,_; alkyi, R, is hydrogen, C, ¢ alkyl. C,_, alkoxy,
hydroxy, anino, halogen, aminoalkoxy, mono- or
di-alkvlaminoalkoxy, mono- or di-alkvlaminoalkyl,
phthalovlalkoxy, mono- or di-alkylaminoacylarnino or acy-
lamino; R, is phenoyl, thienyl, furyl, pymyl or thiazolyl, and
X is oxygen.
Xis 0, §, or N—C=N.

54 Claims, No Drawings




US 6,608,083 B1

11

Compounds of formula (I1I), (1IId) and (Ille) are com-
mercially available compounds or can be prepared from
known compounds by known methods (for example, com-
pounds of formula (111) in which R' is atkoxycarbonyl, R'
and R', are hvdrogen and Ar' is as defined for the compounds
of formula (1), ate described in Liebigs Ann. der Chemie,
523, 199, 1936).

The activity of the compounds of formula (I) as NK,
receptor antagonists in standard tests indicates that they are
of potential therapeutic utility in the treatment of both the
Primary and Secondary Disorders herein before referred to.
‘The discovery that NK, receptor actagonists have polential
therapeutic utility in treating the Secondary Disorders is
new, and in a further aspect of the present invention there is

provided the use of an WK, recepier antagonist for the -

treatment of the Secondary Disorders, There is also provided
the use of an NK; recepior antagonisi in the manufacture of
a medicament for the treatment of any of the Secondary
Disorders. The present invention also provides a compound
of formula (I}, or a pharmaccutically acceptable salt or
solvate thereof, for use as an active therapeutic substance.

The present Invention furiher provides a pharmaceutical
composition comprising a compound of formula (I), or a
pharmaceutivaily acceplable sall or solvate thereol, and a
pharmaceuticaily acceptable carrier.

The present invention also provides the use of 2 com-
pound of formula (1), or a phammaceutically acceptable salt
or solvate Ihcreof, in the manufacture of @ medicament tor
the treatment of the Primarv and Secondary Disorders.

Such a medicament, and a composition of this invention,
may be prepared by admixiure of a compound of the
invention with an appropriate carrier. Ii may comtain a
diluent, binder, filler, disintegrant, flavouring apgent, colour-
ing agent, lubricant or preservative in conventional manner.,

These conventional excipients mav be emploved for 3

example as in the preparation of composilions ol known
agems for treating the conditions.

Preferably, a pharmaceutical compositicn of the invention
is I unit dosage lorm and in a form adapted for use in the
medical or veterinarial ficlds. For cxample, such prepara-
tions may be in a pack form accompanied by wrilten or
printed instructions for use as an agent in the treatment of the
conditions.

The suilable dosage raage for the compounds of the
invention depends on the compound to be emploved and on
the condition of the patient. Tt will also depend, inter alia,
upon the relation of potency io absorbability and the fre-
quency and roule of administration.

The compound or composition of the invention may be
formulaied for administration by any route, and is preferably
in unit dosage form or in a form that a human patient may
administer to himself in a single dosage. Advantageously,
the composition is suitable for oral, rectal, topical,
parenteral, intravenous or intramuscular administration.
Preparations may be designed to give slow release of the
aclive ingredient.

Compositions may, for example, be in the form of tablets,
capsules, sacheis, vials, powders, granules, lozenges. recon-
stilutable powders, or liquid preparations, for example solu-
1ions or suspensions, or Supposilories.

The composilions, for example those suitable for oral
administration, may contain conventional excipients sach as
binding agents, for cxample syrup, acacia, gelalin, sorbitel,
tragacanth, or polyvinylpyrrolidone; fillers, for example
lactose, sugar, maize-starch, calcium phosphate, sorbitol or
glycine; tablerting lubricants, for example magnesium stear-
ate; disintegrants, for example starch, polyvinyl-
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pyrrolidone, sodium starch glycollale or microcrysialline
cellulose; or pharmaceutically acceptable setting agents
such as sodium lauryl sulphate.

Solid compositions may be oblained by conventional
methods of blending, filling, tabletting or the like. Repeated
blending operations may be used to distribute the active
agent throughout those compositions employing large quan-
titics of fillers. When the composition is in the form of a
tablet, powder, or lozenge, any carrier suitable for formu-
lating solid pharmaceutical compositions may be used,
examples being magnesivm stearate, starch, glucose,
lactose, sucrose, rice flour and chalk Tablets may be coaled
according to methods well known in normal pharmaceutical
practice, in particular with an enteric coating. The compo-
sition may also be in the form of an ingestible capsule, for
example of gelatin containing the compound, if desired with
a carrier or other excipients.

Compositions for oral administration as liquids may be in
the form of, for example, emulsions, syrups, or clixirs, or
may be presented as a dry product for reconstitution with
water or other suitable vehicle before use. Such liquid
compositions may contain conventional additives such as
suspending agenis, for example sorbitol, syrup, methyl
cellulose, gelatin, hydroxyethyleellulose,
carboxymethyleellulose, aluminium stearate gel, hydroge-
nated edible fats; emulsifving agents, for example lecithin,
sorbitan monooleale, or acacia, aquecus oOr nON-agueous
vehicles, which include edible oils, for example almond oil,
fractionated coconut oil, oily esters, for example esters of
glycerine, or propylene glycol, or ethyl alcohol, glycerine,
water or normal saline; preservatives, for example methyl or
propyl p-hydroxybenzoate or sorbic acid; and if desired
conventional flavouring or colouring agents.

The compounds of this invention may also be adminis-
tered by a non-oral route. In accordance with routine phar-
maceutical procedure, the compositions may be formulated,
for example for rectal administration as a suppository. They
may also be formulated for presentation in an injeciable
form in an aqueous or non-aqueous solution, suspension or
emulsion in a pharmaccutically acceptable liquid, ¢.g. sterile

‘pyrogen-free water or a parenterally acceptable oil or a

mixture of liquids. The liquid may contain bacteriostatic
agents, anti-oxidants or other preservatives, buffers or sol-
utes to render the solution isotonic with the blood, thicken-
ing agents, suspending agenis or other pharmaceutically
acceptable additives. Such forms will be presented in unit
dose form such as ampoules or disposable injection devices
or in multi- dose forms such as a botle from which the
appropriate dose may be withdrawn or a solid form or
concentrate which can be used to prepare an injectable
formulation.

The compounds of this invention may also be adminis-
tered by inhalation, via the nasal or oral routes. Such
adminisiration can be carried out with a spray formulation
comprising a compound of the invention and a suitable
carrier, optionally suspended in, for example, a hydrocarbon
propellaut

‘‘‘‘‘ formaulations. compnse micronised co
pound pamclee in'Combination Will*a"Surfaciant! “.olvenl'cTr“’
4 dxspersmg el (o prevent the sedifientation of suspeuded
parncles;_“l’referably,.,tb Eompound{p pamclc sxze 1s froms]

A further modé of administration of the compounds of the
invention compnscs transdermal delivery utilising a skin-
patch formulation. A preferred formulation comprises a
compound of the invention dispersed in a pressure sensitive
adhesive which adheres to the skin, thereby permitiing the
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inflammation, imflammatory pain, eating disorders, allergic
rhinitis, neurcdepgenerative disorders, psoriasis. Hunting-
loa’s disease, and depression in mammals, which comprises
administering to the mammal in need of such treatment
and/or prophylaxis an effective amount of a compound of
formula (1), or a solvate or salt thereof, as defined in claim
23

29, The method according to claim 28, wherein the
pulmonary disorder is asthma.

30. The method according to claim 28, wherein the
pulmonary disorder is chronic abstructive pulmonary dis-
case.

31. The method according to claim 28, wherein the
pulmonary disorder is airway hyperreactivity.

32. The mecthod according to claim 28, wherein the
pulmonary disarder is cough.

33. The metheod according to claim 28, wherein the skin
disorder is atopic dermatiiis.

34. I'he method according (o claim 28, wherein the skin
disorder ix cutaneous wheal and fare.

35. The method according to claim 28, wherein the CNS
disorder is Parkinson’s disease.

36. The method according to claim 28, wherein the CNS
disorder comprises movement diserders.

37. The method according o cluim 28, wherein the CNS
disorder is anxiety.

3R. The methnd according to claim 28, wherein the eating
disorder is food intake inhibition,

3Y. The method according lo claim 28, wherein the
neurodegenerative disorder_is. Alzheimer’s disease. —~ . -

25

07 (2)1(S)-N-(a-eihylbenzyl)-3-hydroxy:2- bo

~phenvlquinoline=t=carboxamide ar 775a)(OF S0lvalé thereof.
e 4] - A -pharmaceutical” composition” comprising“a com-’

pound according to claim 40 or a pharmaceutically accept-
able a salt or salvate thereof and a pharmaceutically accepi-
able currer.

42. A method for the treatmenl and/or prophylaxis of
pulmonary disorders, skin disorders and itch, neurogenic
inflammatice and CNS disorders, convulsive disorders,
epilepsy, renal disorders, urinary inconlinence, ocular
inflammation, inflammatory pain, eating disorders, allergic
rhimits, neurodegencrative disorders, psoriasis, Hunting-
ton’s disease, and depression in mammals, which comprises
administering t¢ the mammal in need of such treatment
and/or prophylaxis an ctfective, pharmaccutically
acceplable, and non-toxic amount of 2 compound of formula
(I}, or a sclvate or salt thereof, as defined in claim 40.

43. The method according o claim 42, wherein the
pulmonary disorder is asthma.

44. ‘Fhe method accerding 10 claim 42, wherein the
pulmonary disorder is chronic obstructive pulmonary dis-
ease.

45. The mcthod according to claim 42, wherein the
pulmonary disorder is airway hyperreaciivity.

46. The method eaccording to claim 42, wherein the
pulmonary disorder is cough.

47. ‘The method according to claim 42, wherein the skin
disorder is alopic dermatitis.

48, The method according to claim 42, wherein the skin
disorder is cutaneous wheal and flare.

49. The methad according to ctaim 42, wherein the CNS
disorder is Parkinson's discase.

50. I'he method according to claim 42, wherein the CNS
disorder comprises movemeni disorders.

51. The method according to claim 42, wherein the CNS
disurder is anxiety.

82. The method according to claim 42, wherein the cating
disorder is food intake inhibition.

53. The method according to claim 42, wherein the
neurodegenerative disorder is Alzheimer's discase.
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54 A compeund, or solvate or salt thereof, of formula (I):
U]
R: R

in which:

Aris an optionally substituted phenyl group, or a naphthyl
or Cs_, cycloalkdienyl group, or an aptionally substi-
tuted single or fused ring heierocyclic group, having
aromatic character, containing from 3 to 12 ring atoms
and comprising up to four ketero-atoms in the or ¢ach
ring selected from §, O, N;

R is linear or branched C,_g alkyl, C,_; cycloalkyl, C,
cyeloalkylalkyl, an optionally substiluted phenyl group
or a phenyl C,_, alkyl group, an optionally substituted
five-membered heteroaromatic ring comprising up to
four heteroatoms selected from O and N, hydroxy C,_,
alkyl, amino C,_g alkyl, C,_4 alkylaminoalkyl, di C,
alkylaminoalkyl, C,_, acylaminoalkyl, C, 4
alkoxyalkyi, C,_¢ alkylcarbonyl, carboxy, C,_4
alkoxyxcarbonyl, C,_; alkoxycarbonyl C,_¢ alkyl,
aminocarbonyl, C,_s alkvlaminocarbonyl, di C, ¢
alkyvlaminocarboayl, halogeno C,_ alkyl; or is a group
—(CH;),— when cyclized onto Ar, where p is 2 o1 3;

R, is hydrogen or C,_; linear or branched alkyl, or
iogether with R, form a —(CH.)n— group in which n
represents 3, 4, or 3; R, together with R forms a group
—(CH,);— inwhichqis 2, 3,4 or 5;

R, is hydrogen;

R, is hydrogen, C,_ linear or branched alkyl, C,_,
alkenyl, aryl, C, s alkexy, hydroxy, halogen, nitro,
cvano, carboxy, carboxamido, sulphonamido, C,_
alkoxvcarbonyl, triffuocromeihyl, acyloxy, phthalimido,
amino, mono- and di-C,_ alkylamino, —O(CH.}—
N1, in which ris 2, 3, or 4 and T is hydrogen or C,
alkyl or it forms with the adjacent gitrogen a group

v, ¥y

~ N
A ’ )\
v v

in which V and V, are independenily hvdrogen or
oxygen and v is 0,1 or 2; —O(CH,)},—OW, in which
$is 2, 3, or 4 and W is hvdrogen or C, 4 alkyl;
hydroxyalkyl, aminoalkyl, mono-or
di-alkylaminoalkyl, acylamino, alkylsulphonylamino,
aminoacviamino, mono- or di-alkylaminoacylamino;
with up to four R, substitucnts being prescnt in the
quinoline nucleus;

R, is hydroxy;

R is branched or linear C,_; alkyl, C;_- cycloakkyl, C, -
cycloalkylalkvl, optionally substituted aryl, wherein an
optional substituent is hydroxy, halogen, C, _; alkoxy or
C,y_s alkyl, or aa opticnally substituted single or fused
ring heterocyclic group, having aromatic character,
containing from 5 to 12 ring atoms and comprising up
o four hetero-atoms in the or each ring selecied {rom
5,0,N;

X 15 O, 8§, or N—(C==N.,

(CH:}U (CHZ)IJ
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57 ABSTRACT

The present invention relates 1o a novel spray drving process
for 1he preparation of pharmaceutical compositions contain-
ing small particles of phospholipid-stabilized fenofibrate.
This invention also relates to spray dried powdered compo-
sitions prepared according to this pracess, and to dosage
forms of fenofibrate {capsules, tablets, powders, granules,
and dispersions) prepared from these powdered composi-
tions. The powdered compositions and dosage forms are
useful in the treatment of dystipidemia and dyslipoproicine-
mia and have the advantage that they provide reduced in
vivo variability in the bipavailability of fenofibrate active
species among fed and fasted patients when administered
orally.

60 Claims, No Drawings
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A spray-dried sotid form of fenofibrate microparticles is
useful in formation of drug delivery compositicns including
capsules, tablets, powders, granules, and formulations with
additional cxcipicnts and drugs.

Compositions of microfluidized fenofibraie stabilized
with a phospholipid surface active agent prepared according
to this invention and formulated according to this invention
provide substantial reduciion o elimination of the food
effect that is observed with other formulations of fenofibrate.

Examples of some suitable surface active substances that
are uselul in the microfluidization process of this invention
include: () naturalesurfactants xsuchvas-casein, pgelatin,
tragacanth, waxes, enteric resins, paraffin, acacia, gelatin,
chelesterol esters and triglycerides, (b) nonionic surfactants
such as polvoxyethvlene fatly alcohof ethers, sorbitan fauty
acid csters, polyoxyethylene faity acid esters, sorbitan
esters, glycerol monostearate, polyethylene glycols, cetyl
alcohel, cetosiearvl alcohol, stearyl aleohol, poloxamers,
polaxamines, methyleellulose, hydroxveellulose, hydroxy
propyleellulose, bvdroxy propylmethyleellulose, noncrys-
talline cellulose, polyvinyl alcohol, polyvinyipyrrolidone,
and synthetic phospholipids, {c}-anionic surfactants such as -
polassium laurate, iriethanolamine stearate, sodium lauryl
sulfate, alkyl polyoxyethylene sullates, sodium alginate,
dioctyl sodium sulfosuccinate, negatively charged phospho-
lipids (phosphatidyl glycerol, phosphatidyl inosite,
phosphatidylserine, phosphatidic acid and Iheir salts), and
nepatively charged glyeeryl esters, sodium
carboxymethvlcellulose, and calcium
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carboxvmethvicellulose, i(d)cationic " surfactan(s "Such “as

guaternary ammonium compounds)benzalkanium chldride,
cetvilrimelhylarnmonium bromide, chitosans and lauryldim-
ethyibenzyvlammonium chloride, (¢} colloidal clays such as
bentoniie and veegum. A detailed description of these sur-
[actanis may be found in Reminglon’s Pharmaceutical
Sciences, and Theory and Praclice of 1adustrial Pharmacy,
Lachman et al, 1986.

More specifically, examples of suitable surface active
substances in addition to a phosphelipid useful in this
invention include one or combination of the following:
polaxomers, such as Pluronic™ F68, F108 and F127, which
are block copolvmers of ethylene oxide and propylene oxide
availahle from BASF, and poloxamines, such as Tetronic™
008 (T908), which is a tetrafunctional block copolymer
derived from sequential addition of ethyleme oxide amd
propylene oxide to ethylene-diamine available from BASF,
Tritan™ X-200, which is an glkv] aryl polvether sulfonate,
available from Rohm and Haas. Tween 20, 40, 60 and 80,
which are polyoxyethylene sorbitan falty acid esters, avail-

abie from ICI Speciality Chemicats, Carbowax™ 3550 and s

934, which are polvethyiene glycols available from Union
Cashide, hydroxy propylmethyleellulose, dimyristoyl phos-
phatidylglycerol sodium salt, sodium dodecylsulfate,
sodium deoxvcholate, and cerylrimethyvlammonium bro-

mide. These are all pharmaccutically acceplable surface s

aciive subslanccs.

Preferred surface active substances are phospholipid sur-
face active subsiances. By phospholipid surface active sub-
stances or phospholipid surface aclive agenls is meant a
single phospholipid or 4 mixture of two or more
phospholipids, for example a mixture of two or three or four
or five or from six o about ten phospholipids. Suitable
phospholipids include animal and plant phospholipids: cpg
phospholipids; soya bean phospholipids; corn phospholip-
ids; wheat germ, flax, cotton, and sunflower seed phospho-
lipids; milk fat phaspholipids; glycerophospholipids; sphin-
gophospholipids; phosphatides; phospholipids containing
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fatty acid esters including palmitate, stearate, oleate,
linoleate, and arachidonaie which esters can be mixtures and
mixtures of isomers in the phospholipids; phospholipids
composed of falty acids conlaining one or more lhan one
double bonds such as dicleoyl phosphatidylcholine and egg
phosphatidylcholine that are not stable as powders but are
hygroscopic and can absorb moisture and become gummy:
phospholipids composed of saturated falty acids that arc
stable as powders and are less amenable to absorption of
moisture; phosphaiidylserines; phosphatidvicholines; phos-
phatidvlethanolamines; phosphatidylinositols; phosphati-
dylglycerols such as dimyristoyl phosphatidylglycerol,
L-alpha-dimyristoyl phosphatidylglycerol alsc koown as
1,2-dimyristoyl-sn-glycero-3-phospho(rac-1-glycerol) and
also known as DMPG; phosphatidic acid; hydrogenated
natural phospholipids; and commereially available phospho-
lipids such as those available from Avanti Polar Lipids, Inc.
of Alabaster, Alabama, USA. In the absence of an intemal
counterion In the phospholipid, a preferred counterion is a
monovalent cation such as sodium ion. The phospholipid
may be salted or desalted, bydrogenated, pariially
hydrogenated, or unsaturated, natural, synthetic, or semi-
synthetic.

Preferred phospholipids include Lipoid E80, Lipoid EPC,
Lipoid SPC, DMPG, Phospholipon 100H a hydrogenated
soybean phosphatidylcholine, Phospholipon 90H, Lipoid
SPC-3, and mixtures thereof. A currently most preferred
phospholipid 1s Lipoid E80.

The concentration of surface active substance added to the
formulations prepared according to this invention can be
present in the range of 0.1 to 50%, preferably 0.2 to 20%,
and more preferably 0.5 to 10%. A currently preferred level
of Lipoid E80 is from about 0.5% to 15%, more preferably
from about 0.5% to about 10%, and most preferably from
0.3 to 5%.

In a preferred aspect, a process is provided for the
preparation of small particles or microparticles containing
fenofibrate and a phospholipid surface stabilizing substance
which compriscs the sieps of:

(2) mixing at high shear an admixture of fenofibrate and

a phospholipid substance in an aqueous carrier in the
absence of an organic solvent and optionally in the
presence of one or more than one surface active sub-
stances within a first temperature range at or above the
melting paint of the dreg to form a heated suspension
containing the drug, then

(b) homogenizing said heated suspension in a first pres-

sure range and within said first temperature range to
form a heated homogenate contaicing the drug, then

(¢) spray drying the heated homogenate to form dned

small particles containing the drug wherein one or more
bulking agents is added at any stage of either of steps
{a) or (b) and wherein at least one surface active agent
is a phospholipid.

In a specific aspect, the present invention is direcled 10 &
composition and a process for the preparation of micropar-
ticles of fenofibrate, which small particles are used to
prepare an orally administered pharmaceutical composition
comprising said microparticles of solid fenofibrate that are
stabilized by a phospholipid surface active substance,
wherein said micraparticles are prepared in the presence of
said phospholipid surface active substance, and wherein a
therapeutically effective amount of said composition pro-
vides a quantity of fenofibrate active species to a fasted
human patient in need of wearment by fenofibrate that is
greater than 80% of the quantity of fenofibraie active specics

Y
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For a combination comprising fenofibrate prepared
according to this invention and atorvastatin, the amount of
atorvastatin in a dosage form of this invention is in the range
of 2 mg 10 100 mg although preferably it will be [rom 5 1o
80 mg, and more preferably from 5 to 20 mg.

For a combination comprising fenofibrate prepared
according 1o this invention and rosuvastatin, the amount of
rosuvaslatin in a dosage torm of this invention is in the range
of 2 mg 1o about 80 mg although preferably it will be from
510 20 mg.

For a combination comprising fenofibrate prepared
according to this invention and fluvastatin, the amount of
fluvastatin in a dosage form of this invention is in the range
of 2 mg to 50 mg although preferably it will be from 20 to
40 my.

For a combination comprising fenofibrate prepared
according to this invention and itavastatin, the amount of
itavastatin in a dosage form of this invention is in the range
of 0.1 10 about 20 mg although preferably it will be from 2
to 10 mg.

For a combination comprising fenofibrate prepared
according 1o this invention and cerivastatin, the amount of
cerivastalin in a dosage form of this invention is in the range
of (.02 my 10 1.2 mg although preferably it will be from 0.2
to 0.8 mg.

An admixture of feacfibrate and a phospholipid surface
active substance can be prepared by adding a phospholipid
substance and fenofibrate to aa aqueous carrier and then
mixing at high shear for up to 30 minutes at a shear rate of
up ta 10,000 rpm. Preferably fencfibrate used to form the
admixture is in the form of a powdcr or small crystals or
small picces thai are less than aboul 5 mm in diameter to
facililate mixing. Larger sized crystals or masses of drug can
be milled to about 5 mm or smaller before forming the
admixture used in (his invention 1o facililale mixing.

Suiiable agueous carriers include waler, sterile water,
waler for igjeciion, and buffered water such as phosphate
buffered water. The pH of the buffer can be in the range of
from 4 10 10, preferably from 7 to 9, and most preferably
from 7.510 8.5. A preferred agueous carrier is 0.01 1o 10 mM
sodium phosphale buffer, The pH of the carrier is preferably
established at room temperature before mixing with the
phospholipid substance and the fenofibrate and before heat-
ing 10 a first temperature, The pH may be adjusied by
addition of an acid or base such as HC] or NaOH 10 a
solution of a phosphate salt. Preferably the aqueous carrier
confains no dissolved oxygen. A currently mosi preferred
agueous cagrier is 10 mM phosphate buffer.

In cne aspect, the aqueous carrier can initially be at a
temperature between about 1° C. to about 100° C., prefer-
ably between 20° . and 90° C., and more preferahly
between 20° C. and 50° C. This is particularly usctul for
fenofibrate. The agueous carrier can be heated to the desired
first temperature tange before or afier the addition of the
admixture.

Afier the [enofibrate and a phospholipid substance are
added to the aqueous carrier, the admixture can then be
heated if not already so, preferably in the absence of oxygen
such as under a niwrogen or argon atmosphere, until the
femperaiure rises to a first temperature range lhat is at or
above the melting point of the drug. In the case of fenofibrate
the admixture in the aqueous carrier can be heated to
beiween 79° C. (the reported lowes! melting point of
fenofibrate) and 99° C., preferably between 79° C. and 95°
C., and most preferably betweeg 80° C. and 90° C. It is
preferred that the temperature is ai or up lo aboui 20° C.
above the melting point of the drug. Thus, the preterred first
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temperature range is in general from the melting point of the
drug to about 20° C. above the melting point of the drug. The
aqueous carrier can be heaied to the first temperature range
before or after the addition of the drug and the surface active
substance. The admixture is maintained at the first tempera-
ture range while high shear mixing is applied. The admixture
when thus prepared comprises a crude emulsion of melted
drug and surfacc active subslance in the heatcd aqueous
carrier.

During the heating of the admixture, high shear mixing is
applied. Suitable shear is derived for example from
propelier-coataining mixers, homogenizers, blenders, soni-
cators or other devices capable of producing a heated
suspension. Suitable shear rates can range between 500 to
10,600 rpm, preferably 2,000 to 5,000 rpm. High shear
mixing can be continued for up to 30 minutes or even longer
if needed to form a heated suspension containing the drug.
High shear mixing of the admixture when the temperature is
below the melting point of the drug provides a suspension ot
the admixture in the aqueous carrier, and such suspension is
useful as an antecedent ic the heated suspension that is
produced when the temperature is increased to or above the
melting poinl of the drug. Continued application of high
shear mixing or application of more vigorous or ultra-high
shear mixing when the temperature is above the meliing
point of the drug can produce a heated homogenate of the
admixture in the agueous carrier. When the temperature is
above the melling point of the drug, the beated suspension
is a suspension of melted drug and surface active substance
in the aqueous carrier. In one aspect, the heated suspension
is an emulsion of melted drug and surface active substance
i the aqueous carrier. High shear mixing and ultra-high
shear mixing can be produced by the input of mechanical
energy for example using a mechanical mixer or stirrer or
mill configured with a mixing blade or propeller that can
mduce eflicient mixing and particle size reduction Lhrough
kigh shear mrbulence, turbulent eddies, transfer of high fluid
kinetic energy, high energy dissipation, pressure induced
cavitation, and similar known mechanisms of hemogeniza-
tion.

In one aspect, devices useful in the preparaticn of a heated
suspension of this inveniion can be employed in the prepa-
ration of the heated homogenate of this invention if sufficient
encrgy is transferred to the particles of the heated suspension
to produce a heated homogenate. In this case, heating of the
admixture to form a heated suspension and then homogeni-
zation of the heated suspension to form a healed homogenate
can be done as a continuous step combining step (a) and step
(b) into a single step wherein a heated suspension is formed
and ‘then converied into a heated homogenate with out
substantial change in apparalus or without substantial
increase in energy applicd to the heated admixture formu-
lation.

Preferably one or more bulking agents is added during
step (a) and/or during step (b).

As _used herein,-homogenization-refers.to.the_creation of
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67 mg

100 mg
102 mg,
104 mg
106 mg
134 mg
150 mg
153 mg
156 mg
159 mg
160 mg
200 mg
213 my
250 mg,
300 mg

EXAMPLE 6

The tollowing tormulations are prepared according 10 1he
method of example 1 leading io a heated homogenate before
drving consisting of:

21-1) 9% fenolibrate, 3% Lipoid E80, 10% sucrose;

21-2) 10% fenofibrate, 3% Lipoid E80, 12% sucrose, 5%
sotbitol;

21-3) 10% fenafibrate, 3.5% Lipoid E80, 12% sucrose, 1%
sorbitol,

21-4) 9% fenofibrate, 2.7% Lipoid E80, 19% sucrose, 4.5%
sorbitol.

The formulations arc spray dried in a commercially avail-
able spray drver consisting of a chamber with inside diam-
eter of 1.22 meters and a cylindrical height of 1.14 meters
wiih a 60° conical bottom. Electrically heated air is used as
the process gas admitied via a ceiling disperser. Each spray
dried formulaiion is isolated initiallv as a dried powder that
can be handled in a drv atmosphere without caking.
EXAMPLE 7

A mixture of Lipoid E8C and fenofibraie is homoge-
neously dispersed in 10 mM pH 8.0+/-0.2 aqueous phos-
phate butfer using a ProScientific 400 high shear mixer at
2,000 to 3,600 rpm at ambient temperature for 30 minutes,
and then heated to 95° C., 15° C. above the meiiing point of
the drug, during continuous high shear mixing at 2,500 to
4,000 rpm. The heated suspension is then batchwise homog-
enized in 3 1o 10 batch volume eycles using a Microfluidizer
M110Y operated at 3,400 to 3,600 psig while maintained at

85° C. 10 99° C. 1o form & heated homogenate containing the s

drug. The heated homogenalte is then trealed with bulking
agenls and excipicnts listed in the table below, mixed al the
moiten fencfibrate temperature, and then dried by spray
drying in the molten state, The following compositions (in
wi %) are prepared by this method.
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Spray dried powders (100 parts) are blended with excipients
Avicel-PH102 (18.5 parts), Ac-Di-Sal (3.95 parts), Cah-0i-
Sil (0.62 parts), and magnesium stearate (0.25 parts), pro-
cessed into 1 mm granules or slugs by preliminary com-
pression of the blend followed by crushing and sieving (USP
Standard #14 sieve), blended with additional magnesfum
stearate, and then compressed into tablet dosage forms.
Hardness of the tablets produced in different batches ranges
from 2 to 9 KPa either in an automatic tableting machine or
by manual compression using a CMS-15 tablet press
(Cadmach Machinaries).

What is claimed is:

1. A _process for the preparation of small parlicles or
microparticles contaimng *fenofibraie™and 2 "phospholipid*
surface stabilizing substance comprising the steps of:

a) mixing at high shear an admixture of fenolibrate and a
phosptiolipid in an aqueous carrier in the absence of an
organic solvent and optionally in the presence of one or
more than cne surface active substances within a tem-
perature range al or above the melting point of the
ferofibrate to form a healed suspension containing the
fenofibrate, then

b) homogenizing-said-heated-suspensiontinra=pressure.a
range and within said temperature range to form a
heated homogenale containing the fenofibrate then

¢}-spray=drvingzihe-heated-homogenatestorformrdricdma
small particles containing the fencfibrate wherein one
or more bulking agents is added at any stage of either
of steps (2) or (b) and wherein at least one surface
active agent is a phospholipid.

2. The process of claim 1 wherein the bulking agent is
sclected from the group consisting of a monosaccharide, a
disaccharide, a trisaccharide, lactose, mannitol, sorbitol,
trehalose, glveerol, dexirose, fructose, xvlitol, and mixtures
thereof.

3. The process of claim | wherein the bulking agent is
selected from the group consisting of sucrose, lactose,
mannitol, sorbitol, trehalose, and mixtures thereof.

4. The process of claim 1 wherein the surface active agent
is a phospholipid selecled from the group consisting of
Lipoid E80, Lipoid EPC, Lipoid SPC, DMPG, Phosphol:-
pon 100H, Lipoid SPC-3, and mixiures thereof.

5. The process of claim 1 wherein the surface active agent
is Lipoid E80.

6. The process of claim I wherein the temperalure range
is from the melting point of fenofibrate to 20° C. higher than
the melting point of fenofibrate.

7. The process of claim 1 wherein the aqueous carrier is
selected from the group consisting of water and buffered
water wherein the pH of the buffer is from 4 1o 10.

8. The process of claim 1 wherein the aqueous carrier is
phosphate buffered water having a pH from 7 10 6.

9. The process of claim 1 wherein the aqueous carrier is
phosphate buffered water having a pH from 7.5 to 8 5.

10. The process of ¢laim 1 wherein the pressure range is
from 2,000 to 30,000 psi.

Suspession Cab-0Q-5il
~o. Fenofibraje  Lipeid E80  Sucrose  Mannitol  Ac-Di-Sel  (colloidal silica)
7-8 10.0 Q2.3 17.5
7k 10.0 0.5 17.5 1.8
g 0.0 .3 17.8 0.5
7d 100 0.5 i 3 0.5
T-e 10.0 0.5 7 3 0.3
7.f 108 0.5 175 1.8 0.5

o
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11. The process of claim 1 wherein the small particles
containing fenofibrate have an average size in the range
from 0.1 (o {0 micrameters.

12. The process of ¢laim 1 wherein the small particles
containing fenofibrate have an average size in the range
from 0.1 to 5 micrometers.

US 6,696,084 B2
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Jd3mlhepprocess-of=claim=l=whercinzthe=smali=particlcs we
conlaining fenofibraie Jhaveran- average=size.in the range.,

from=0-4=10-2-MiCrOMELELS, muyn

14. A composition comprising microparticles containing
fenofibrate and a phospholipid surface stabilizing substance
that is prepared according to the process of claim 1 further
containing from 0.1 o about 5% water.

15. An oraliv administered pharmaceutical composition
comprising microparticles conneining fenofibrate and a
phospholipid surface stabilizing substance prepared accord-
ing to the provess of claim 1, wherein a therapeutically
effective amount of said pharmaceutical composition pro-
vides a quantity of fenofibrate aciive species to a fasted
human paticnt in need of treatment by said fenofibrate that
is greater than 90% of the quantity of said fenotibrate active
species provided by said amount to said patient when fed a
high far meal.

16. A capsule or tablet or powder or granular dosage form
for orai administralion comprising microparticles conlaining
fenofibrate and a phospholipid surface stabilizing substance
prepared according 1o the process of claim 1 wherein said
amount of said dosage form provides a level of fibrate active
species into 1he blood of a patient in a fasted state that differs
by less than 25% of the level of said fibrate active species
that said patiem receives in a fed state.

17. A capsule or tablet or powder or granular dosage form
for aral administration comprising microparticles containing
fenofibrate 2nd a phospholipid surface stabilizing substance
prepared according o the process of claim 1 wherein said
amount of said dosage form provides a level of fibrale active
species iato the blood of a palient in a fasted siate that differs
by less than 20% of the level of said fibrate aciive species
that said patient receives in a fed state.

18. A capsule ar lablet or powder or granular dosage form
for oral adminisiration comprising microparticles containing
fenofibrate and a phospholipid surface stabilizing substance
prepared according o the process of claim 1 wherein said
amount of said dosage ferm provides a level of fibraie active
species into the blood of a paticnt in a fasted state that differs
by less than 15% of the level of said fibrate active species
tha: said patient receives in a fed state.

19. A capsule or tablet or powder or granular dosage [orm
for oral administralion comprising microparticles conlaining,
fenofibrate and a phospholipid surface stabilizing substance
prepared according to the process of claim 1 wherein said
amount of said dosage form provides a level of fibrate active
specics into the blood of a patient in a fasted state that differs
by less than 10% of the level of said fibrate active species
that said patient receives in a fed state,

20. A capsulc or tabler or powder or granular dosage form
[or vral administration comprising microparticles containing
fencfibrate and a phospholipid surface stabilizing substance
prepared according to the process of claim 1 wherein said
amount of said dosage form provides a level of fibrate active
species into the blood of a patient in a fasted state that differs
by less than 5% of the level of said fibrate active species that
said patient receives in a fed state.

21. A tablet dosage form of claim 16 that further com-
prises a dried film-coating formed by application of & water
based solution the dosage form.

22. A tablet dosage form of claim 16 that further com-
prises a pharmaccutically acceptable polvmer in a coating.
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23. A tablet dosage form claim 16 that further comprises
a pharmaceutically acceptable carbohydrate in a coating,

24. The tablet dosage form of claim 23 where the carbo-
hydrate in the coating s a sugar.

25, The dosage form of claim 16 further comprising one
ot mote excipienis selected from the group consisting of
monosaccharides, disaccharides, disaccharides, raffinose,
lactose, mannitol, sorbitol, trehalose, glycerol, dextrose,
maliodextrose, fructose, xvlitol, and mixtures thereof.

26. The dosage form of claim 18 wherein the phospho-
lipid surface stabilizing substance comprises a mixture of
phosphelipids.

27. The dosage form of claim 16 wherein the phospho-
lipid surface stabilizing substance is selected from the group
consisting of egg phospholipid, Lipoid E80, Lipoid EPC,
Lipoid SPC, DMPG, Phospholipon 100H, a hydrogenated
soybean phosphatidylcholine, Phospholipon 90H, Lipoid
SPC.3, and mixtures thereof.

28. The dosage form of claim 16 wherein the fenofibrate
is crystalline.

29. The dosage form of claim 16 wherein the micropar-
ticles are smaller than 5 micrometers.

30. The dosage form of claim 16 wherein the micropar-
ticles are smaller than 4 micromelers.

31. The dosage form of claim 16 wherein the micropar-
ticles are smaller than 3 micrometers.

32. The dosage form of claim 16 wherein the micropar-
ticles are smaller than 2 micrometers.

33, The dosage form of claim 16 wherein the micropar-
ticles are smaller than 1 micrometers.

34, The dosage form of claim 16 to further containing
from 0.1 to about 5% water.

35, The dosage form of claim 16 wherein the therapeu-
tically effective amount is selected from ihe group consisting
of 30 mg of fenofibrate, 51 mg of fenofibrate, 52 mg of
fenofibrate, 53 mg of fenofibrute, 54 mg of fenofibrate, 67
mg of fenofibrate, 100 mg of fenofibrate, 102 mg of
fenofibrate, 103 mg of ferofibrate, 104 mg of fenofibrate,
134 mg of [enofibrate, 150 mg of fencfibrate, 1533 mg of
fenofibrate, 156 mg of fenofibrate, 159 mg of frnofibrate,
160 mg of fenofibrate, 200 mg of fenofibrate, 213 mg of
fenofibrate, 250 mg of fenofibrate, and 300 mg of fenofi-
bratc.

36. An orally adminisicred pharmaceutical composition
comprising microparticles containing feaofibrate and a
phospholipid surface stabilizing substance prepared accord-
ing to lhe process of claim 1 wherein a therapeutically
effective amount of said orally administersd pharmaceutical
composition provides a quantity of fenofibrate active species
ta a fasted human patient in need of treatment by fencfibrate
that is greater than 85% of the quantily of fenofibrate active
specics provided by said amount to said patient when fed at
least 1000 calories 50% of which are from fat,

37. An orally administered pharmaceutical composition
comprising microparticles containing fenofibrate and a
phospholipid surface stabilizing substance prepared accord-
ing to the process of claim 1 wherein a therapeutically
effective amount of said orally administered pharmaceutical
composition provides a quantity of fenofibrate active species
1o a fasted buman patient in need of treatment by fenofibrate
that is greater than 90% of the quantity of fenofibrate active
species provided by said amount to said patient when fed at
least 1000 calories 50% of which arc from fat.

38. An orally administered pharmaceutical composition
comprising microparticles containing fenofibrate and a
phospholipid surface stabilizing substance prepared accord-
ing 1o the process of claim 1 wherein a therapeutically
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la solicitud.
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La reivindicacion 19 se encuentra de forma independiente con respecto a la
reivindicacion 1.

La reivindicacion 30 de formas de dosificacion se encuentra caracterizada por la
composicion.

Las reivindicaciones 31 a 32 se encuentran caracterizadas por la forma de
administracion.

4, Determinacién del Estado de la Técnica
La fecha que se ha tenido en cuenta para determinar el Estado de la Técnica es:

+ Fecha de presentacién de la solicitud prioritaria: 30 de Marzo de 2004

Considerando que la fecha de presentacidon de la primera solicitud de patente de la
cual se reivindica prioridad es: 30/03/2004 se encontraron los siguientes documentos
del estado de la técnica relacionados, gue pueden afectar la patentabilidad del objeto
de la presente solicitud:

. . Fecha de
- N° Documento Titulo oublicacién
D1 US 6,608,083 Quinocline derivatives (2) 19/08/2003
Spray drying process
D2 US 6,696,084 compositions of fenofibrate 24/02/2004

7. Analisis de Patentabilidad (Art 14 D486)
Nivel Inventivo (Art18 D486)
La reivindicacion 1 consiste en:

Un proceso para la preparacion de una composicion secada por atomizacion, la
composicion comprende i) particutas de talnentanto con un D,80 en el rango entre
0.1y 2.0um, ii) uno o mas surfactantes ionicos y iii) uno o mas vehiculos solubles, el
proceso comprende a) la trituracion en himedo de una dispersion de particulas de
¢ talnentanto sélidas hasta Dv90 entre el rango entre 0.1 y 2.0um, cuya dispersion
comprende uno o mas surfactantes ibnicos y uno o mas vehiculos solubles, luego b)
secado por atomizacion o granulacion por atomizacién de la dispersion resultante.

El Estado de la Técnica mas cercano s D1, que da a conocer composiciones del
compuesto tainentanto (Ver columna 113, lineas 30-31) en formulaciones en spray
que comprenden particulas micronizadas en combinacidn con un surfactante,
solvente 0 un agente dispersante para prevenir la sedimentacion de las particulas.
Preferiblemente el tamano de particula, es cerca de de 2 a 10 micrones

La composicién objeto de esta solicitud se diferencia de las composicicnes de D1, en
que el proceso de preparacion no se encuentra descrito, y que las formulaciones
objeto de invencion poseen un D,80 en el rango entre 0.1 y 2.0um

El hecho de incluir el proceso de preparacion para formulaciones de talnentanto que
poseen un D,90 en el rango entre 0.1 y 2.0um por atomizacion que se daban a
conocer en D1, causa la recuperacion completa del tamafio de particulas.

El Problema Técnico Objetivo era “cémo obtener composiciones farmacéuticas de
talnentanto por atomizacién con la recuperacion completa del tamafio de particuias’
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D2 describe una manera de solucionar el problema técnico, un procedimiento de
preparacion para particulas entre el rango de 0.1 y 2.0um (Ver columna 45,
reivindicacion 13), mediante molienda hiimeda del farmaco en medio acuoso (Ver
columna 286, lineas 60-66; ver columna 44, reivindicacién 1; pagina 16, [0165] con el
empleo de surfactantes idnicos (Ver columna 21, lineas 10-35) y un soporte en |a
composicién y donde dicho procesoe comprende la atomizacion de las particulas
(spray-drying) (Ver columna 44, reivindicacién 1)

La reivindicacién es obvia, porque el Experto en la Materia enfrentado al problema de
"obtener composiciones farmacéuticas de talnentanto por atomizacion con la
recuperacion completa del tamarfio de particula”, incluiria “la molienda humeda del
farmaco en medic acuoso y su posterior atomizacion” cémo se revela en D2, con el
fin de obtener el proceso de preparacion de las composiciones que se ensefan en
D1, logrando de esta forma el proceso y la composicidn objeto de esta solicitud. Por
tanto, ia reivindicacion 1 no tiene Nivel Inventivo. Las reivindicaciones dependientes
2-32, no mencionan alguna caracteristica que haga inventiva a la composicion de la
reivindicacion 1, por lo cual se considera que no tienen nivel inventivo.

8. Conclusidn

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

N° Documento Reivindicaciones Requisito que afecta
afectadas

D1 US 6,608,083 1-32 Nivel Inventivo

D2 US 6,696,084 1-32 Nivel Inventivo

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 sesenta 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, iiteral €), del
capitulo quinto del titulo primerg de la Circular Unica N° 10 de 2001.

ALIX CARMENZA CESPEDES DE VERGEL
DirectO(a de Muevas Creacicnes (C)

requerimiento  fue notificado por fijacidn en lista, de fecha

05 MAR. 2010°

El anter

EXAMINADOR TECNICO

CONCEPTO TECNICO No. 0774 Cédigo No. 202070




