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Use of macrolides for treating intestinal inflammation™

DESCRIPTION
The present invention relates to novel methods of treating an inflammatory response in
intestinal tissucs associated with a disease such as inflammatory bowel disease involving
either or both the small and large bowel. In particular the present invention relates to a new
usc of certain macrolides for the treatment of the inflammatory bowel discase.
Inflammatory bowel disease (IBD) is the generic term for a diseasc of unknown causc that
produces chronic inflammation or ulceration of the mucosa of the large and small intestine.
This inflammatory bowel disease includes such diseases as ulccrative colitis and Crohn's
disease.
Ulcerative colitis is a chronic, non-specific IBD which involves a diffuse inflammation in the
mucosa of the large intestine causing ulcerative lesions of the colon. Crohn's diseasc, also
known as regional enteritis or colitis granulomatosa, is most frequently located in the small
intestine (small bowel), especially in the ileum, but it can affect any part of the bowel,
including the rectum. In the latter case the differentiation of Crohn's disease from ulcerative
colitis may give rise to diagnostic problems. Generally, the inflammation differs from that of
ulcerative colitis by progressing to layers decper than the mucosa and affecting the
epithelium to a Icsser degree. Both discascs have become increasingly frequent especially in
the developed countries. Therefore, treatment of IBD has become an important problem of
modemn medicine.
The presently available medical treatments for IBD generally involve drug therapy directed
towards the suppression of gastrointestinal inflammation. The most commonly used
medicaments to treat IBD are anti-inflammatory drugs such as the salicylates. The salicylate
preparations may be effective in treating mild to moderate disease. Examples of salicylates
include sulfasalazine, olsalazine, and mesalamine. All of these medications are given orally
in high doses for maximal therapeutic benefit. These medicines are not without side effects
including heartburn, nausea, vomiting, diarrhea, and headache.
People with more severe IBD can be treated with corticosteroids, such as prednisone and
hydrocortisone, which are more potent and faster-acting than salicylates in the treatment of

IBD, but are endowed with potentially serious side effects.

PCT/EP2006/060709
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In IBD paticnts that do not respond to salicylatcs or corticostcroids, medications that
suppress the immunc system are uscd. However, immunosuppressants cause increascd risk
of infection, renal failure, and may increasc the nced for hospitalization. In severc cascs of
disease, the patient may need surgery to remove the affected gut. Drugs like antidiarrheals,
laxatives, and pain relievers can be also given to help rclieve symptoms.

Since all the available medical treatments for IBD are rather unsatisfactory and often
ineffective, there is currently a great need for novel drugs capable of treating IBD and
preventing its relapse.

We have now found that some macrolides, encompassed by the general formula (1), as
reported in the International patent application WO 2004/013153 and endowed with anti-
inflammatory -activity particularly in skin and lung inflammation, are also surprisingly
cffective in treating intestinal inflammation,

Tt is therefore a first object of the present invention the use of a compound of formula (1A)

Ry
H HOy,
HO i,
HO”"& ‘ ) “‘\\\\0 O
HO.
" (1a)

wherein

R is hydrogen or methyl;

R, is an N-(C;-Ca)acyl-N~(C;-C;)alkylamino group;

or a pharmaceutically acceptable salts thereof, in the preparation of a medicament for
treating TBD.

Examples of pharmaccutically acceptable salts of thc compounds of formula (IA) arc salts

with organic or mineral acids such as hydrogen chloride, hydrogen bromide, hydrogen

PCT/EP2006/060709
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jodine, nitric acid, sulphuric acid, phosphoric acid, acetic acid, tartaric acid, citric acid,
benzoic acid, succinic acid and glutaric' acid.

In particular, the compounds of formula (IA) or a pharmaccutically acceptable salt thercof
can be used for treating ulcerative colitis or Crohn’s disease.

Particularly preferred compound of formula (IA) according to the invention is the compound

of formula (ia)
(o]
L
H HO,
11O ‘ o,
1gy, . ‘\\\\\0 (&)
HO.
- (ia)
(0}
namely, (98)-05-[3-(1-oxoethyl)-methylamino-B-D-xylo-3,4,6-trideoxy-hexapyranosyl]-9-

hydroxy-9-deoxo-erythronolide-A, or a pharmaceutically acceptable salt thereof.

Unless otherwise specified, the term "treatment” as used herein relates to both treatment in
order to cure or alleviate a disease or a condition, and to treatment in order to prevent the
development or relapse of a disease or a condition.

The term "patient”, as used herein, relates to any human or non-human mammal in peed of
treatment according to the invention.

In TBD, the constant process of inflammatory injury and repair of the lining of the colon
(colonic mucosa) is believed to make the individual more susceptible to the cancer. Colon
cancer doesn't distinguish between active discase and remission. Paticnts whosc discase has
been quiet have the same risk as those who have more active disease.

For example, patients with prolonged ulcerative colitis are at increased risk for developing

PCT/EP2006/060709
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colon cancer. The risk of cancer increases with the duration and the cxtent of involvement of
colonic mucosa. For example, if only the lower colon and rcctum are involved, the risk of
cancer is po higher than normal. However, if the wholc colon is involved, the risk of cancer
may be higher.

It is therefore a further object of the present invention the use of a compound of formula (TA)
as defined above or a pharmaceutically acceptable salt thereof for the preparation of a
medicament for preventing colon cancer.

In a further aspect, the present invention relates to a method for treating IBD, which

comptises administering to a paticnt in need thereof a therapeutically effective amount of a '

compound of formula (IA) or a pharmaceutically acceptable salt thereof.
In a still further aspect the present invention relates to a method for preventing colon cancer,
which comprises administering to a patient in need thereof a therapeutically effective amount
of a compound of formula (IA) or a pharmaccutically acceptable salt thereof.
The pharmacological activity of the compound of formula (ia), as a representative compound
of the compounds of the present invention, was cvaluated in in vive modcls of intcstinal
inflammation, as illustrated in the following EXPERIMENTAL PART.
Brief description of the drawings
In the Experimental Part below reference is made to the appended drawings on which:
Fig. 1 shows the scheme of drug treatments. Oral drugs were suspended in 1% methocel and
given in a volume of 0.5 ml,
Fig. 2 shows the macroscopic damage score criteria. The final score is obtained by the sum
of all values.
Fig. 3 shows values of macroscopic damage score indicating the severity of DNBS-induced
colitis in rats. Each column indicates the mean value obtained from 6-8 animals + S.E.M.
(vertical lines). Significant difference from control values *P<0.05 (one way ANOVA
following by Student-Newman-Keuls test).

EXPERIMENTAL PART
Methods

Induction of colitis

PCT/EP2006/060709
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Albino male Spraguc-Dawley rats, 200-250 g body weight, were treated with intrarectal
DNBS (2,4-dinitrobenzensulfonic acid, 30 mg in 0.25 mi of 50% ethanol) under a light
anaesthesia with diethyl ether. In control experiments, the animals received 0.25 ml of saline
5 (NaCl 0.9%). Animals were subjected to subsequent experimental procedures 6 days after
induction of colitis with DNBS (Blandizzi et al, Altered prejunctional modulation of
intestinal cholinergic and noradrenergic pathways by alpha-2-adrenoceptors in the presence
of experimental colitis. Br J Pharmacol 139, 309-320, 2003).
Experimental design
. 10  The compound of formula (ia), from now on the macrolide, was suspended in 1% methocel
and administered to animals by intragastric gavage in a volume of 0.5 ml at the doses of 100
or 300 pmol/kg/day for 7 consccutive days. Induction of colitis was performed on day 2 as
reported above. Animals were subjected to subscquent experimental procedures on day 7,
four hours later from administration of the last dose of the macrolide or its vehicle (Fig: 1).
15  Each cxpetimental serics included the following treatment groups:
1) controls (intragastric drug vehicle for 7 days plus intra-colonic saline on day 2);
2) intragastric macrolide for 7 days plus intra-colonic saline on day 2;
i 3) intragastric drug vehicle for 7 days plus intra-colonic DNBS on day 2;
4) intragastric macrolide for 7 days plus intra-colonic DNBS on day 2.
20  Each data point represents the mean value of results obtained from at least 6-8 animals. The
f effect of the macrolide was compared with that of dexamethasone (1 mg/kg/day, by oral
| . route), known to exert a good anti-inflammatory action in the rat model of TNBS-induced
colitis (Bobin-Dubigeon et al., Effects of tumor necrosis factor-a synthesis inhibitors on rat
trinitrobenzene sulfonic acid-induced chronic colitis. EurJ Pharmacol 431, 103-110, 2001).
25  Dexamethasonc was administcred once daily following the samc time schedule adopted for
the macrolide.
Macroscopic and histological asscssment of intestinal inflammation
At the end of treatments, animals were sacrificed and the scverity of colonic inflammation
was macroscopically evaluated in accordance with the criteria previously reported by
30  Wallace and Keenan (Wallace JL and Keenan CM, An orally active inhibitor of leukotricne
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synthesis accelerates healing in a rat model of colitis. 4m J Physiol, 258, G527-G534, 1990)

with minor modifications (Blandizzi et al., 2003). Briefly, the macroscopic evaluation is

based on the following criteria: presence of adhesions between the colon and other intra-

abdominal organs; consistency of colonic faccal material (as an indirect marker of diarrhea);
thickening of the colonic wall; presence and extension of hyperemia and macroscopic
mucosal damage (assessed with the aid of a ruler) (Fig. 2). All parameters of macroscopic
damage were recorded and scored for each rat by two independent observers blinded to the
treatment.

Results

The obtained result are illustrated in Fig. 3. Control rats exhibited a negligible macroscopic
damage score, accounting for 1.0+0.2. In DNBS-trcatcd animals, the extent of inflammatory
lesions was significantly higher than that observed in control rats (10.7+0.4), indicating the
occurrence of colitis. The macrolide exerted significant anti-inflammatory cffects both at 100
and 300 pmol/kg (-24% and -51%, respectively). Dexamethasonc induced anti-inflammatory
effect similar to that observed with the macrolide 100 pmol/kg.

Conclusions

Data obtained from the present study indicate a good pattern of anti-inflammatory activity of
the macrolide against experimental colitis. In this setting, the efficacy of the macrolide seems
to be comparable with that of dexamethasone, a well known anti-inflammatory drug.

1t is thus clear from the experimental evidence reported above that a compound of formula
(1A), especially the compound of formula (ia) or a pharmaceutically acceptable salt thereof,
may be effectively used in the treatment of IBD and in the prevention of colon cancer.

The therapeutical effective amounts of a compound of formula (IA) or a pharmaceutically
acceptable salt thereof will depend on the age and the general physiological state of the
paticnt, the routc of administration and thc pharmaceutical formulation uscd; the therapeutic
doses will generally be between about 10 and 2000 mg/day and preferably between about 30
and 1500 mg/day.

The compounds of the present invention for use in the treatment and/or prophylaxis of the

above mentioned diseases will preferably be used in a pharmaceutical form that is suitable

PCT/EP2006/060709
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for oral, rectal, sublingual, parenteral, topical, transdermal and inhalational administration.

It is therefore a further object of the present invemtion to provide pharmaccutical
formulations containing a therapeutical effective amount of a compound of formula (IA) or a
pharmaceutically acceptable salt thereof together with a pharmaccutical acceptable vehicle.
The pharmaceutical formulations of the present invention may be liquid, suitable for oral
and/or parenteral administration, for instance drops, syrups, solutions, injcctable solutions
ready to use or prepared via dilution of a lyophilizate, but preferably solid, for instance
tablets, capsulcs, granules, powders, pellets, pessaries, suppositories, creams, pomades, gels
or cintments; or alternatively solutions, suspensions, emulsions or other forms suitable for
inhalation and transdermal administration.

Depending on the type of formulation, these formulations will contain, besides a
therapeutical cffective amount of a compound of formula (IA) or a pharmaccutically
acceptablc salt thereof, solid or liquid excipients or diluents for pharmaceutical use and
optionally other additives normally used in the preparation of pharmaceutical formulations,
for instance thickeners, aggregating agents, lubricants, disintegrants, flavourings and
colourings.

The pharmaceutical formulations according to the invention, may be produced according to
conventional techniques. As an example, hard gelatine capsules for oral administration
comprising from 100 mg to 300 mg of the macrolide and a pharmaceutically acceptable
vehicle may be prepared to be administered to a patient in need thereof.

PCT/EP2006/060709
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CLAIMS

. 'The use of a compound of formula (1A)

wherein

R is hydrogen or methyl;

R1 is an N-(C1-C4)acyl-N-(C1-C3)alkylamino group;

or a pharmaceutically acceptable salts thereof, in the preparation of a medicament for the
treatment of inflammatory bowel diseases.

. The use according to claim 1, wherein the compound of formula (1A) is (98)-05-[3-(1-

oxoethyl)-methylamino-B-D-xylo-3,4,6-trideoxy-hexapyranosyl]-9-hydroxy-9-deoxo-
erythronolide-A, or a pharmaceutically acceptable salt thereof.

. The use according to claim 1 or 2, wherein the inflammatory bowel disease is ulcerative

colitis.

. The use according to claim 1 or 2, wherein the inflammatory bowel disease is Crohn’s

discase.

. The usc of a compound of formula (IA) as defined in claim 1, for the prevention of colon

canccr.

. The usc according to claim 5, whercin the compound of formula (IA) is (98)-O5-[3-(1-

oxoethyl)-methylamino-B-D-xylo-3,4,6-trideoxy-hexapyranosyl]-9-hydroxy-9-deoxo-
erythronolide-A, or a pharmaceutically acceptable salt thereof.

PCT/EP2006/060709
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Figure 1

Scheme of drug treatment

Induction of colitis
(DNSB, 2-4 dinitrobenzensulfonic acid 30 mg)

Day 0 1 2 3 4 5 6 7
| ] ] i | ] ] |
| | | | | | | |
Onset of drug Sacrifice
treatment 4 hr after the end
of the treatment
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Figure 3

Macroscopic Damage Score
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USO DE MACROLIDAS PARA TRATAR INFLAMACION INTESTINAL

DESCRIPCION

La presente invencién se relaciona con métodos novedosos para
tratar una respuesta inflamatoria en tejidos intestinales
asociados con una enfermedad tal como enfermedad inflamatoria del
intestino que involucra el intestino grueso y el intestino
delgado. En particular la presente invencidn se relaciona con un
nuevo uso de ciertas macrolidas para el tratamiento de la

enfermedad inflamatoria del intestino.

La Enfermedad inflamatoria del intestino (IBD) es el término
genérico para una enfermedad de causa desconocida que produce
inflamacién crénica o ulceracién de la mucosa del intestino
grueso y delgado. Esta enfermedad inflamatoria del intestino
incluye tales enfermedades como colitis ulcerativa y Enfermedad

de Crohn.

La Colitis ulcerativa esg un IBD crénico, no especifico que
involucra una inflamacién difusa en la mucosa del intestino
gruesc que origina lesiones ulcerativas del colén. La Enfermedad
de Crohn, también conocida como enteritis regional o colitis
granulomatosa, se ubica mis frecuentemente en el intestino
delgado (intestino delgado), especialmente en el ileo, pero este
puede afectar cualquier parte del intestino, incluyendo el recto.
En este Gltimo caso la diferenciacidn de la Enfermedad de Crohn
de la colitis ulcerativa puede ocagionar problemas de

diagnéstico. Generalmente, la inflamacidén se difiere de aquella



[

WO 2006/100195 PCT/EP2006/060709

de la colitis ulcerativa progresando a capas mas profundas que la
mucosa y afectando el epitelico en wun menor grado. Ambas
enfermedades han l1legado a incrementarse frecuentemente
especialﬁente en los paises desarrollados. Por lo tanto, el
tratamiento del IBD ha llegadoc a ser un problema importante de la

medicina moderna.

Los tratamientos médicos actualmente disponibles para el 1IBD
generalmente involucran terapia de droga  dirigida hacia la
supresién de la inflamacién gastrointestinal. Los medicamentos
més comGnmente utilizados para tratar IBD son drogas anti
inflamatorias tales como los sgalicilatos. Las preparaciones de
gsalicilato pueden ser efectivas en el tratamiento de enfermedades
suaves a moderadas. Ejemplos de salicilatos incluyen
sulfasalazina, olsalazina, y mesalamina. Todos estos medicamentos
se dan oralmente en dosis altas para mdximo Dbeneficio
terapéutico. Estas medicinas tienen efectos colaterales que

incluyen ardor de estdmago, ndusea, vomito, diarrea, y jagqueca.

Personas con IBD mas severos se pueden tratar con
corticosteroides, tal como prednisona y hidrocortisona, dque son
mds potentes y actiian mas rapido que loa salicilatos en el
tratamienﬁo de IBD, pero estan dotados con potencialmente serios

efectos colaterales.

En pacientes con IBD que no responden a los salicilatos o
corticosteroides, se utilizan medicamentes que suprimen el
sistema inmune. Sin embargo, los inmuno supresores originan

riesgo incrementado de infeccidn, falla 1renal, vy ©pueden
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incrementar la necesidad de hogpitalizacidn. En casos severos de
la enfermedad, el paciente puede necesitar cirugia para remover
el intestino afectado. Las drogas como anti diarreicos, laxantes,
y aliviadores del dolor también se pueden suministrar para ayudar

a aliviar los sintomas.

En razén a que todos los tratamientos médicos disponibles para el
IBD son insatisfactorios y frecuentemente inefectivos, subsiste
actualmente la necegidad para drogas novedosas capaces de tratar

el IBD y evitar su recaida.

Hemos encontrado que algunas macrolidas, abarcadas por la Foérmula
general .(I), como &e repeorta en la sclicitud de Patente
Internacional WO 2004/013153 Y dotado con actividad
particularmente inflamatoria en la piel e inflamacién de los
pulmones, también es sorprendentemente efectivo en el tratamiento
de la inflamacién intestinal. Es por lo tanto un primer objeto de

la presente invencidn utilizar un compuesto de la férmula (IA)

I

(1A)

En donde R es hidrégeno o metilo;



WO 2006/1001935 4 PCT/EP2006/060709

R: es un grupc N-(C;-Ca) acil-N-(C3-Cs) algquilamino; o una sal
farmacéuticamente aceptable de estos, en la preparacidén de un

medicamento para tratar el IBD.

Ejemplos de sales farmacéuticamente aceptables de los compuestos
de la férmula (IA) son sales con acidos minerales u organicos
tales como clorurc de hidrégeno, bromuro de hidrdgeno, yoduro de
hidrégeno, &cido nitrico, &cideo sulfdrico, dcido fosfdrico, acido
acético, &cido tartérico, &cido citrico, acido benzdico, Aacido

succinico y acido glutarico.

En particular, los compuestos de la férmula (IA) © una sal

farmacéuticamente aceptable de esta se puede utilizar para tratar

colitis ulcerativa o Enfermedad de Crohn.

Log compuestos particularmente preferidos de la formula (IA) de

acuerdo con la invencién es el compuesto de férmula (ia)

g
§

A saber, (98) -05~[3- {1-oxoetil) -metilamino-#-D-xilo-3, 4,6-
trideoxi-hexapiranosil] -9- hidroxi-9-deoxo-eritronolida-A, o una

sal farmacéuticamente aceptable de esta.

W
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A menos que se especifica otra cosa, el término "tratamiento”
como se utiliza agui se relaciona con el tratamiento con el fin
de curar o aliviar una enfermedad ¢ una condicién, y para el
tratamiento con el fin de evitar el desarrollo o recaida de una

enfermedad o una condigidn.

El término "paciente", como ge utiliza aqui, se relaciona con
cualguier humano o mamifero no humano en necesidad del

tratamiento de acuerdo con la invenciém.

En IBD, el proceso constante de lesidn inflamatoria y reparar el
recubrimiento del colén (mucosa coldnica) se considera gue hace
al individuo més susceptible al cédncer. El cancer de Colén no
distingue entre enfermedad activa y remisién. Los Pacientes cuya
enfermedad se ha sosegado tienen el mismo riesgo como aguellos

que tienen la enfermedad mas activa.

Por ejemplo, los pacientes con colitis ulcerativa prolongada son
estdn en alto riesgo de desarrollar cdncer de colén. El riesgo de
cdncer se incrementa con la duracién y el alcance de
involucramiento de la mucosa colénica. Por ejemplo, si solo estdn
jinvolucrados el recto y el coldn descendente, el riesgo de céncer
no es mayor de lo normal. Sin embargo, si el todo el colén esta

involucrado, el riesgo de cancer puede ser mayor.

Es por lo tanto un objeto adicional de la presente invencién el
uso de un compuesto de la f£oérmula (IA) como se definid
anteriormente o una sal farmacéuticamente aceptable de esta para

la preparacién de un medicamento para evitar el cancer de coldn.

a,
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En un aspecto adicional, la presente invencidn se relaciona con
un método para tratar el IBD, que comprende administrar a un
paciente en necesidad de este una cantidad terapéuticamente
efectiva de un compuesto de férmula (TA) o una sal

farmacéuticamente aceptable de esta.

En un aspecto ain adicional la presente invencién se relaciona
con un método para evitar el céancer de coldén, que comprende
administrar a un paciente en necesidad de este una cantidad
terapéuticamente efectiva de un compuesto de férmula (IA) © una
sal farmacéuticamente aceptable de esta. La actividad
farmacolégica del compuesto de la férmula (ia), como un compuesto
representativo de los compuestos de la presente invencidn, se
evalila en modelos in vivo de inflamacidén intestinal, como se

ilustra en la siguiente PARTE EXPERIMENTAL.

Breve descripcidn de los dibuijos

En la parte experimental adelante se hace referencia a los

dibujos adjuntos en los cuales:

La Figura 1 muestra el esqguema de tratamientos de droga. Las
drogas orales se suspended en 1% metocel y se dan en un volumen

de 0.5 ml.

La Figura 2 muestra el criterio de clasificacién de dafio
macrogcdpico. La clasificacidén final se obtiene por la guma de

todos los valores.
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La Figura 3 muestra valores de clasificacidn de dafio macroscoplico
que indica la severidad de la colitis inducida por DNBS en ratas.
Cada columna indica el valor medio obtenido de de 6-8 animales I
E.&E.M. (lineas verticales). Diferencia significativa de valores
de control *P<0.05 (ANOVA de una via seguido por ensayo Student-

Newman-Keuls) .

PARTE EXPERIMENTAL

Métodog

Induccidén de colitis

Ratas Sprague-Dawley macho Albinas, de peso corporal 200-250 g,
se tratan con DNBS intrarectal acido 2,4-dinitrobencenosulfénico,
30 mg en 0.25 ml de 50% etanol) bajo una anestesia suave con
dietil éter. En experimentos de control, los animales reciben
0.25 ml de solucidn salina (NaCl 0.9%). Los Animales se someten a
procedimientos experimentales posteriores 6 dias después de la
induccidn de la colitis con DNBS (Blandizzi et al., la modulacidn
preunién alterada de las rutas colinérgicas y no adrenérgicas
intestinales por los alfa-2Z-adrenoceptores en la presencia de

colitis experimental. Br J Pharmacol 139, 309-320, 2003).

Disefio Experimental

El compuesto de férmula (ia), de ahora en adelante la macrolida,
ge sugspende en 1% metocel y se administra a los animales mediante
alimentacidén forzosa intra géstrica en un volumen de 0.5 ml en
lag dosie de 100 o 300 umol/kg/dia durante 7 dias consecutivos.

La induccidn de la colitis se desarrolla en el dia 2 como se
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reportd anteriormente. Los Animales se someten a procedimientos
experimentales posteriores en el dia 7, cuatro horas después de
administracién de la dltima dosis de la macrolida o su vehiculo
(Figura 1). Cada serie experimental incluye los siguientes grupos

de tratamiento:

1) Controles (vehiculo de droga intra géstrico durante 7 dias mas
solucién salina intra colénica en el dia 2);

2) Macrolida intra cistrica durante 7 dias .més solucién salina
intra coldénica en el dia 2;

3) Vehiculo de droga intfa gastrica durante 7 dias wmés DNBS intra
coldénico en el dia 2;

4) Macrolida intra gastrica durante 7 dias mas DNBS intra

colénico en el dia 2.

Cada punto de datos representa el valor medio de los resultados
obtenidos de al menos 6-8 animales. El efecto de la macrolida se
compara con aquella de la dexametasona (1 mg/kg/dia, mediante
ruta oral), conocida por ejercer una buena accién anti
inflamatoria en el modelo de rata de colitis inducida por TNBS
(Bobin-Dubigeon et al., Effects of tumor necrosis factor-a
synthesis inhibitors on rat trinitrobenzene sulfonic acid-induced

chronic colitig. Bur J Pharmacol 431, 103-110, 2001).

La Dexametasona se administra una vez al dia luego del mismo

tiempo de programacién adoptado para la macrolida.

Evaluacién  Thistoldgica vy macroscodpica de la inflamacidn

integtinal
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2l final de los tratamientos, se sacrifican los animales y se
evalila la severidad de la inflamacidn coldnica microscopicamente
de acuerdo con el criterio reportado previamente por Wallace and
Keenan (Wallace JL y Keenan CM, An orally active inhibitor of
leukotriene synthesis accelerates healing in a vrat model de
colitis. Am J Physiol, 258, @G527-G534, 199%0) con menores
modificaciones (Blandiz=zi et al., 2003) . En resumen, la
evaluacién macroscdpica se basa en el siguiente criterio:
presencia de adhesiones entre el coldén y otros organos intra
abdominales; consistencia de materia fecal coldnica (como un
marcador indirecto de diarrea); adhesidén de la pared coldnica;
presencia y extensidén de hiperemia y daflo macroscépico de la
mucosa (evaluado con la ayuda de una regla) (Figura 2). Todos los
parametros de dafioc macroscodpico se registran y se clasifican para
cada rata wmediante dos observadores independientes segados al

tratamiento.

Resultados

Los resultados obtenidos se ilustran en La Figura 3. Las ratas de
Control exhiben una clasificacidén de dafio macroscdpico
insignificante, gue cuenta para 1.050.2. Los animales tratados
con DNBS, el alcance de las lesiones inflamatorias fue
significativamente mayor que el observado en las ratas de control
(10.7£0.4), gue indica la ocurrencia de colitis. La macrolida
ejerce efectos anti inflamatorios significativog en 100 y 300
pmol/kg (-24% y -51%, respectivamente). La Dexametasona induce
similar efecto anti inflamatorio a agquel observado con la

macrolida 100 umol/kg.
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Conclusiones

Los datos obtenidos del presente estudio indican un buen patrdn
de actividad anti inflamatoria de la macrxolida contra la colitis
experimental . En este aspecto, la eficacia de la macrolida parece
ser comparable con aqguella de la dexametasona, una droga anti
inflamatoria bien conocida. Es asi claro a partir de la evidencia
experimental reportada anteriormente que un compuesto de £6rmula
(IA), especialmente el compuesto de £f£érmula (ia) o© una sal
farmacéuticamente aceptable de esta, puede ser utilizado
efectivamente en el tratamiento de IBD y en la prevencidn de
céncer de coldn, Las cantidades terapéuticamente efectivas de un
compuesto de férmula (IA) o una sal farmacéuticamente aceptable
de esta dependerd de la edad y el estado fisiolégico general del

paciente, la ruta de administracidén y la formulacidén farmacéutica

+*

utilizada; las dosis terapéuticas estardn generalmente entre

aproximadamente 10 y 2000 mg/dia y preferiblemente entre

aproximadamente 30 y 1500 mg/dia. Loz compuestos de la presente

invencién para uso en el tratamiento y/o profilaxis de las

enfermedades mencionadas ~anteriormente se utilizaran

preferiblemente en una forma farmacéutica que es adecuada para

administracién oral, rectal, sublingual, parenteral, tdpica,

transdérmica y por inhalacidn,

§Es por lo tanto un objeto adicional de la presente invencidn

suministrar formulaciones farmacéuticas que contienen una

cantidad terapéuticamente efectiva de un compuesto de fdrmula

23



WO 2006/100195 T PCT/EP2006/060709

(I8) o una sal farmacéuticamente aceptable de esta junto con un

vehiculo farmacéuticamente aceptable..

Lags formulaciones farmacéuticas de la presente invencidn pueden
ser liquidas, adecuadas para administracién oral y/o parenteral,
por ejemplo gotas, jarabes, soluciones, soluciones inyectables
listas para uso o preparadas por dilucidn de un liofilizato, peroc
preferiblemente sélidas, por ejemplo comprimidos. Capsulas,
granulos, polvos, glébulos, pessaries, supositorios, cremas,
pomadas, geles o unglentos; o alternativamente soluciones,

suspensiones, emulsiones, u otrag formas adecuadas para

inhalacién y administracidén transdérmica.

Dependiendo del tipo de formulacién, estas formulacicnes
contendrén, a pesar de una cantidad de efecto terapéutico de un
compuesto de férmula (IA) o una sal farmacéuticamente aceptable
de esta, excipientes sdlidos o ligquidos o diluentes para uso
farmacéutico v opcionalmente otros aditivos utilizados
normalmente en la preparacidén de formulaciones farmacéuticas por
ejemplo espesantes, agentes de agregacién, lubricantes,

desintegrantes, saborizantes y colorantes.

Lag formulaciones farmacéuticas de acuerdo con la invencidn, se
pueden producir de acuerdo c¢on técnicas convencionales Como un

ejemplo, las cépsulas de ge

que comprenden de 100 mg a 300.mg. de la macrolida y un vehiculo

farmacéuticamente . aceptable .se  pueden prepara al ser

administradas a un paciente en necesidad de esta.

S—

29
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REIVINDICACIONES
1. El uso de un compuesto de £&rmula (IRA) T

(A}

En donde R es hidrégeno o metilo;

R; es un grupo N- (C;-C) acil-N-(C;-Ci;) alguilamino;

o una sal farmacduticamente aceptable de esta, en la
preparacién de un medicamento para el tratamiento de

enfermedades inflamatorias del intestino.

El uso de acuerdo con la reivindicacién 1, en donde el
compuesto de férmula (IA) es (98)-05-[3-(1- oxoetil)-
metiloamino-R-D-xilo-3, 4,6-trideoxi-hexapiranosill]-9-

hidroxi-9-deoxo- eritronolida-A, o una sal farmacé&uticamente

aceptable de esta.

El uso de acuerdo con la reivindicacién 1 o 2, en donde la

enfermedad inflamatoria del intestino es colitis ulcerativa.

2
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El uso de acuerdo con la reivindicacidén 1 o 2, en donde la
enfermedad inflamatoria del intestino eg la Enfermedad de

Crohn,

El uso de un compuesto de férmula (IBA) como se definid en la

reivindicacién 1, para la prevencidn del de cancer de coldn.

El uso de acuerdo c¢on la reivindicacidén 5, en donde el
compuesto de férmula (IA) es (98)-05-[3-(1- oxcetil)-
metiloamino~-f#-D-xilo-3, 4,6-trideoxi-hexapiranogil]-9-
hidroxi-9-deoxo- eritronolida-A, ¢ una sal farmacéuticamente

aceptable de esta.
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Figura 2
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Clasificaciéon de dafio microscopico
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(If applicable)An asterisk (*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b) (the priority document was reccived
after the time limit prescribed in Rule 17.1(a) or the request to prepare and transmit the prionty document was submitted to the
receiving Office after the applicable time limit under Rule 17.1(b)). Even though the priority document was not furnished in
compliance with Rule 17.1(a) or (b), the International Bureau will nevertheless transmit a copy of the document to the designated
Offices, for their consideration. In case such a copy is not accepted by the designated Office as the priority document, Rule 17.1(c)
provides that no designated Office may disregard the priority claim concemned before giving the applicant an opportunity, upon entry
into the national phase, to furnish the priority document within a time limit which is reasonable under the circumstances.

N Priari lication : ! ol Tic ‘ of .
21 March 2005 (21.03.2005) 05102244.0 EP 15 June 2006 (15.06.2006)
The International Bureau of WIPO Authorized officer
34, chemin des Colombettes M
1211 Geneva 20, Switzerland Ellen Moyse

Facsimile No. +41 22 338 B9 75

Form PCT/IB/304 (October 2005)

Y

Tacsimile No, +41 22 338 82 70 Telephone No. +41 22 338 91 54 i
1/CWEDG5070 3 |



PATENT COOPERATION TREATY
PCT

INTERNATIONAL SEARCH REPORT

{PCY Atticle 18 and Rules 43 and 44)
Applicant’s or agents fits refarsnce FOR FURTHER se@ Form PCTASARI0
Fo410 ACTION as well as, wner\e applicable, Itam 5 beiow,
international appiication No. intemational ﬁ‘mg date (day'monthisear} (Hanksl) Friodty Date (daymonttvyearn
PCT/EPIO06/060709 14/03/2006 21/03/200%

Applicant

ZAMBON GROUP S.P.A.

This inemational search report has been prepared by this intemational Searching Authorlty and is ransmittad ¥ the appliicant
according 10 Aficie 18, A copy s being ransmitied (o the. Intametional Bureau.

This intematonal search report consistsofatiaied ____ 4  ° shoots.
[£]  itisaiso accompanied by a copy ot each prior &t document cited I this report

1. Basis of e repont
& With regard to the lsnguage, the inteinclicnal saarch was casried out on tha basis of
e ninational appcation in the language i which it was Bed

[]  avansiation of the intsmasionat apphcaios into . which s G b
of & tranation fumished 1o the mrposes of Inematonal search (Fies 12, 3(&) and 23.40))

2. [] Cosinclaims wers tound unsearchable (See Box No. 1)
3. [_'J Unily of Mvention 1s lecking (see Box No 1it)

4. With 16gar 10 the ttle,
[X]  thetextis approvad as submised by the appiicant
X E] the text has been established by this Authority 1 rend as Ioliows:

5. With regard to the sbotract,
{X] e extis approved as submitiod by the appiicant

the taxt has been established, acconding to Fluis 38.2b), by this Authorty 42 it appears in Box No. IV, The applicant
D iy, withint one month from ma date of makling of this Ftemations anr31 repost, submit comments 0 this Althority

6. With regard 10 e drawings,
& theflgure of the drawings to be published with the abstract is Figure No. __
(]  assugneswd by the applicant
an solocied by this Authority, because the appcant talied 10 suggest & Rgure
&8 SHOCtAC by this Authority, because this Qe batter charkctarizes tha invention
b [X]  noneof he ngures is 10 b pubished with the abstract

b [} wimregard o any nucleotide and/or smino ackd sequence disciosed in the intmational application, see BoxNo. !,

Form PCT/ISA/ZL0 (fest shoat) {April 2008}




INTERNATIONAL SEARCH REPORT

Internationat application No

PCT/EP2006/060709

A, CLASSIFICATION OF SUBJECT MATTER

INV. A61K31/7048  A61P1/04

A61P35/00

8. FIELDS SEARCHED

According to International Patent Classlification (1PC) or to both national classification and IPC

A61K

Minimum documentation searched (classification systesn followed by classilication symbols)

Documentation ssarched olher than minimum documentation to the exent thai such documents are Included In the fields searched

EPO-Internal

Electronic data base consulted during the International seaych (name of dala base and, where practical, search lerms used)

€. DOCUMENTS CONSIDERED TO BE RELEVANT

Gategory* | Citation of doctment, with Indicalion, where appropriate, of the relevant passages

Aelevant to claim No.

page 15, Tine 18
claims; examples

MEREU, ANDREA)
cited in the application
page 28, Vines 3-13

examples
claim 31

e e

12 February 2004 (2004-02-12)
Compound RN: 654076-73-0 (compound (ia))

P,.X WO 2005/075494 A (ZAMBON GROUP S.P.A; 1-6
MEREU, ANDREA; NAPOLETANO, MAURO; ORNAGHI,
FERNAND) 18 August 2005 (2005~08-18)

X Wo 2004/013153 A (ZAMBON GROUP S.P.A; 1-6
NAPOLETANO, MAURO; MORIGGI, ERMANNO;

Further documents are Yislad In the continuation of Box C.

E See patent family annex.

* Special calegories of cited documents :

A" document defining the general state of the ant which is nat
considered to be of particular relevance

*E* eariier document but published or or after the infernational
Tiling date )

*.* document which may throw doubts on prietity claim{s) or
which is ciled 10 establish the publication dale of another
citation or other special reason (as specified)

*()* document referring to an oral disclosure, use, exhibition or
olher means ’

*P* document published prior 1o the intemational fiing date but
later than the priority dale claimed

T later document published after the international filing date
or priority date and not in conflict with the application but
cited 10 understand the principle or theoty underlying the
invention

=" document of particular relevance; the claimed invenlion
cannol be considered nove! or cannot be considered o
involve an inventive gtep when the documant Is taken alone

*y* document of panicular relevance; the claimed invention
cannot be considered 10 invoive an invantive siep when the
docament ls combined with one or more other such docu-~
me;;usbﬁ‘uch combination being obvicus lo a person skifled
in the

2 document maember of the same patent family

Date of the actual completion of the international search

19 July 2006

Date of mailing of the international search report

16/08/2006

Name and malling address of the 1SA/
European Patent Office, 1.8, 5818 Patentiaan 2
NL - 2280 RV Rijswijl
Tel, (+81-70)340-2040, Tx. 31 651 epo nl,
Fax: (-31~70) 340~3016

Authorized officar

Veronese, A

Form PCT/SA/210 {sacond sheat) (Aprl 2005)
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International application No

PCT/EP2006/060709

C(Contlnuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category”

Chation of docurant, with indicatlon, where appropriale, of the relevant passages

Relovant to claim No.

Y

US 2004/198677 Al (MERCEP MLANDEN ET AL)
7 October 2004 (2004~10-07)

claims; examples

claim 45

"The Merck Manual"

1999, MERCK RESEARCH LABORATORIES , USA ,
XP002391025

pages 302-312

Us 5 712 253 A (LARTEY ET AL)

27 January 1998 (1998-01-27)

column 2, lines 31-45

column 2, Tines 60-67

claims

Us 2002/035075 A1 (BORODY THOMAS JULIUS)
21 March 2002 (2002-03-21)

See claim 3: clarithromycin

paragraphs [0001], [0002]; examples 1,4-8
WO 00/42055 A (ZAMBON GROUP S.P.A;
PELLACINI, FRANCO; BOTTA, DANIELA;
ROMAGNANO, STEF) 20 July 2000 (2000-07-20)
the whole document

1-6

1-6

Fom PCT/ISA/240 (continuation of sacond sheet) (April 2005)
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Information on patent family members

International application No

PCT/EP2006/060709
Patent document Publication Patent famlly Publication

cited In search report date member(s) date

W0 2005075494 A 18-08-2005  NONE

WO 2004013153 A 12-02-2004 AU 2003269861 Al 23-02-2004
BR 0313162 A 05-07-2005
CA 2493995 Al 12-02-2004
CN 1678620 A 05-10-20056
EP 1529053 A2 11-05~2005
HR 20050195 Az 31-12-2005
JP 2005538998 1 22-12-2005
Us 2006058246 Al 16—-03-2006

US 2004198677 Al 07-10-2004 BG 108073 A 31-05-2005
BR 0206347 A 10-02-2004
CA 2434009 Al 18-07-2002
CN 1491230 A 21-04-2004
CZ 20031825 A3 12-11-2003
EE 200300293 A 15-10-2003
EP 1351973 Al 15-10~2003
WO 02055531 Al 18-07-2002
HR 20010018 A2 31-12-2002
JP 2004518670 T 24-06-~2004
PL 363478 Al 15-11-2004
5K 9792003 A3 08--01-2004

US 5712253 A 27-01-1998 AT 236185 T 15-04-2003
CA 2257361 Al 24~12-1997
DE 69720551 D1 08-05~2003
DE 69720551 T2 26-02-2004
DK 1021456 T3 18-08-2003
EP 1021456 Al 26—-07-2000
ES 2196331 T3 16-12-2003
JP 2000512653 T 26—09-2000
PT 1021456 T 29-08-2003
WO 9748713 Al 24-12-1997

US 2002035078 Al 21-03~2002 NONE

WO 0042055 A 20-07-2000 AT 308552 T 15-11-2006
Al 769006 B2 15-01-2004
AU 2663600 A 01-08-2000
BR 0007514 A 20~11-2001
CA 2368400 Al 20-07-2000
CN 1336932 A 20-02-2002
DE 60023647 D1 08-12-2005
EP 1144427 A2 17-10~2001
ES 2251966 T3 16—~05-2006
HU 0105105 A2 29-04-2002
I7 Mi990061 Al 17-07-2000
JP 2002534531 7T 15-10-2002
MX  PAQ1007164 A 27-03-2002
NO 20013517 A 16-07-2001
RU 2243230 C2 27-12-2004
SK 9812001 A3 07-01-2002
Us 6455576 B1 24-09~-2002
ZA 200105748 A 14-10-2002

Fofm PCTASA210 (patert family annex) (Al 2005)
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From the :
INTERNATIONAL SEARCHING AUTHORITY

menational Patent Ciassifcation (IPC) or bath natianal clesslication and PG
INV. ASTKS1/7048 AB1P104 ABP3S00

ZAMBON GROUP S.PA.

WRITTEN OPINION OF THE
see form PCTASAZ20  INTERNATIONAL SEARCHING AUTHORITY

(PCT Rule 43bis.1)
i rDMu n' mﬂﬁm o
! : {caytnanthyear) soe form PCTASAZ1O (Second sheet)

- [ — F S A VPRI | : .

‘Applum‘sﬂawﬂ%ﬁkmhum T i RE

see form PCTASAZ20 | Seaperapapnzonan |

Temations appkcaton No. T insemational Mg date daymonahyeer) "1 eriority date (dapiontiysar)

 PCTAP2006080700 14.032.2008 l £1.03.0006

1. This opinion cortains indications relating 10 the tollowirg items.

[ BoxNo.i  Basis of the opinion

1 BoxNo. i Priotity

) Doa Mo 1 Nonsestabliminmesd uf upi o with sugaid 62 nGveity, ivwriivie step and Woustial appicabiity

{3 BoxNo. IV Lack of unity of invention

BosNo.V  Reasoned statement under Rule 43bis, 1{a)(l) with regard to noveity, inventive step or industrial
: applicabiRy; clations and explanations supporting such statemant

BoxNo. Vi  Certain documents cited

B BoxNo. Vil Certaindefects in the interrational application

(3 BoxNo. Vil Certain obsarvations on the international application

2. Fﬂﬂﬂﬁnm

¥ & demand for inemationsl preliminary examination is made, this apinkn will ugusl tgau consiceredtobe g
Wi of the intemationai Preliminary Examining Authom {“PEA"} except that this does not apply where
the applicant chooses an Authorlty other than this one i be the | EAand chosan IPEA has notfed the
ntermational Bureaw undor FRuls 68,1 o) that writhon spiniens of this Intomationel Dearehing Autharity

wil r_dbu 50 considered.

if this apinion is, as provided above, considesrd 1 bie a witten opinion of the IPEA, the applcant is invited to
subrmit ko the IPEA a writien reply together, where approprinie, with amercdments, bafore the expiration of 3 months
from tha date of mailing of Form PCTASARZ20 or betore the expiration of 22 montha from the priorty date,
whichaver expires later.

Fur furwe uptons, see Foun POTISAZEG.
3. Forturher details, see notes to Form PCTASAZ20.

Form (PCTASARIT) (Cover Sheet) (Aprit 2005)

Nemme 2 malking sodress of the I5A: [ Daw of compietion of | Autharized Oficer .
- ! this opinion e
B Patwnt Ofice 3 N
3 0-80298 Munich 10 Veroness, A i
Tel. 49 89 2099 - O Tu: 523656 spmu d | %
Fa: +49 B9 299 . 4485 I Tolwphone Mo +43 89 2390-7824 oy




WRITTEN OPINION OF THE ' intemational application No.
INTERNATIONAL SEARCHING AUTHORITY PCTEP2006D80709

Reve Nin | Ranin o the apinian

3

. With regard to the language, this opinion has been established on the basis of

1 the intemational application in the fanguage in which it was tiled

{1  a transiation of the international application into |, which is the language of a translation furnished for the
purposes of internatienal coarch (Rulae 12.8(a) and 28.1 (b)),

. With regard ©© any nucleotide andior amino acid gequence disclosed in the imernational application and

necassaty to the claimed invention, this opinion has bean establishad on the basis of:
a. type of material.
1 o esgquanoo listing
O  tableis) related to the sequence listing
b. format of material:
£ on peper
03 in clectronic form
<. time of flingfurnishing:
[ containad in the international application ag filed.
{1 med together with the international application i elecronic lorm.
{1 tumished subsequently fo this Authority for the purposes of search.
3  In addition, in the case that mare than ohs version or copy of 4 sequence listing andor tabla relating theveto

has been filed of furrished. the récuirad statements that the iniormation in tha subsaquent nr arkditinnal
copies {8 identical to that in the application as filed or does not go beyond the application as filed, as

appropriate, weére furnished,

4. Additional comments:

Farm PCTASA/23T (Ap 2005)

(™
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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY PCTEP2006/060709
AnxNo V A A wtal t undear Rusle 495404 {(m){f) with mgawd te novalty, invontive stop or
\ndustrial applicability; chations and explanations supporting such statement
1. Statement
Novelty (N) Yes: Clams 18
No:  Claims
inventiva step (1S) Yes: Claims

No:  Cliims 16
Inchusirial applicability (IA) Yes: Claims 16
No:  Claims

2. Citations and sxplanations
see separate sheet

Box No. Vi Certain documents cited

1. Cenain published documents (Rules 435is.1 and 70.10)
and /or

2. Now-written disclosures (Rules 43,1 and 70.9)
see form 210

Box No. Vi Certaln defects in the international application

The following defects in the form or contents of the international application have been noted;
s80 ssparate sheet

Form PCTASA 287 (Aprk 2005}

4



WRITTEN OPINION OF THE intematianal apphication No.
INTERNATIONAL SEARCHING

AUTHORITY (SEPARATE SHEET) PCT/EP2006/060709
BallemV

Reasoned statement under Rule §6.2(a)(ii} with regard to novelty, inventive step or
industrial applicability; citations and explanations supporting such statement

The documents listed below have been cited in the search report. Where reference is
made to them, the following numbering is used; unless otherwise indicated, reference is
made to the relevant passages indicated in the Search Report:

WO 2005075494 A (ZAMBON GROURP S.P A) 18 August 20056

WO2004/013153 A (ZAMBON GHOUP $.P.A}12 February 2004 cited in the- application
US 2004/198677 A1 (MERCEP MLANDEN ET AL) 7 October 2004

*“The Merck Manual® 1999, MERCK RESEARCH LABORATORIES , USA , XP002391025

US-A-5 712 253 (LARTEY ET AL) 27 January 1998
US 2002/035075 A1 (BORODY THOMAS JULIUE) 21 March 2002

WO 00/42055 A (ZAMBON GROUP 5.P.A} 20 July 2000

S8FEBRZ

Noveity

None of the documents retrieved in the search discloses the use of the claimed macrolide
derivatives for the treatment of the diseases listed in the claims. In view of the prior ant
available, the claimed subject matter is new.

Nuies. Ui i__aA Hias nulL cunsiuered D1 as pror @ retevant 1or the estapisnment of novelty
and inventive step, because the claimed subject matter validly claims priofity from the
earlier application N. EP05102244,

inventive step

D2 is considered the closest prior ant. This document discloses the relevant macrolide
darivatives, their antiinflammatory activity, and their use for the treatment of inflammatory
disorders. The specific diseases listed in claims 1-5 are however not explicitly mentioned.
i view Of Wis piior dit, the probied underying the present dppacation can be seen as e
provision of new therapeutic applications for the claimed macrolides.

As the appiicant states in the description, the most commonly used medicaments for the

Form PCTASA/237 (Separate Shoet) (Shaet 1) (EPO-Aprit 2005)




WRITTEN OPINION OF THE imernational application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/EP2006/060709

treatment for inflammatory bowel disease are antiinflammatory agents (this is confirmed by
D4, "The Merck Manual™). it is also known that patients affected by inflammalory diseases
often develop colon cancer.

it would theretore straightforward for a skilled person confronted with the underlying
probiem; 10 1est the claimed macrolide derivaives as medicaments 1o treat the
inflammatory disorders mentioned in the claims.

D3 and D5, which teach to use some macroiide derivatives related to the claimed ones to
treat Crohn's disease and ulcerative colitis, provide additional pieces of information which
would have prompted a skilled person 1o arrive 1o tha claimed invantinn withont the neerd of
inventive step.

For this reason, in the absence of an evidence that the clalimed compounds produce a new
unexpected technical eflect the claimed subject matter may not be considered (o involve
an inventive step.

Raltém Vi

Certain published documents (Rule 70.10)

Apphcation No Publication date Filing dats Frionty date (vakd cleim)
Patent No {dapinonthyea:} {fdayimorntyysa} foay monhvyeis)

WO02005075494 18 August 2005 25 January 2005 29 January 2004

Re Rem VI

It appears that figure 2 is not complete. (the table contains no data),

Form PCTASAIZEY (Separate Sheef) (Shuet 2) (EPO-April 2005)




PATENT COOPERATION TREATY

PCT

SBECOND AND SUPPLEMENTARY NOTICE
INFORMING THE APPLICANT OF THE
CQOMMUNICATION OF THE INTERNATIONAL
APPLICATION (T0O DESIGNATED OFFICES
WHICH APPLY THE 30 MONTH TIME

WO 2006/100185
POIEFRGOOOO0TOD

From the INTERNATIONAL BUREAU

Ton:

LONGONL, Alessanca 0 2
Zambon S.p.A.

Patent Office

Vig Lifo del Duca, 10

“ 200y

LIMIT UNDER ARTICLE 22(1)) L Bresso
(PCT Rule 47 1))

Dhaie of matling {daginonth/vear)

26 July 2007 (26.07.2007)
Applicant's or agent’s file reformes

F-410 IMPORTANT NOTICE
imernational apphication No. Entsmational Bling dute {daymonth/vear} Priovity dine {dayimontivyear)

PCTIEP2008/080700 14 March 2008 (14.03.2008) 21 March 2005 {21.03.2005)
Applicant

ZAMBON SF A lal

ATTENTION: Fox fery designated Officeds), Gor which the time timit under Artiche Z2(( 3, #s in force from 1 April 2002 {30 months Irom
the- privrity date), dows not apply, please see Form PCTAR08(First Notice] issued previously,

Notive s lorehy givest i e olfowing designasd (0Ce(s), for witich the time liseit andae Artaéie T2(1), & it force from 1 Aprit 2002,
does spply, baee puestad th the commenication of te memationad spplication, ay pmvided for i Artlele 20, be cflocted under
Rude 93bix. 1. The Iatermtionsl Burdens has ¢ fecied that communicetion on the date indicated bebhw:

2K Septenyber 2006 (28.409.2006)

AU, AZ, BY, ON, GO, DZ, EP. HU. KG, KP, KR, MD, MK, MZ. NA, NG, PG, AU, SY, TM, US

in socordance with Ruls 47 1(c-bisiE), those Offices will accept the present novice ax concingive evidence that the commmpication of the
imematicnnk b dhuly uken place on the date of muiling indicsed sbove aod po copry of the invernasiona) application is roguimed
w5 b furnisbed by the applisant to the designutcd Offiveis),

The: {ollowing desigiaied Officer. for which the time limit under Articlz 22(1), s in forve from 1 April 2002, dose apply, bave not
mepaesiod, as at e time of nisiting of the presers potice, that the commwmication of the internationsl appheation be effected wader Rule
93biv.1

AE, AG, AL, AM, AP, AT, BA, BB, BG, BR, BW, BZ, CA, CR. CU, CZ, DE, DK, DM, EA, EC, EE, EG, ES, FI, GB, GD,
GE, GH, GM, HR, 1D, IL, IN, 18, JP, KE, KM, KN, K2, LG, LK, LR, LS, LT, LV, LY, MA, MG, MIN; MW, MX, NL NO, N2,
OA,OM, PH, PL, PT, RO, 8C, 8D, SG, 3K, 5L, SM, TJ, TN, TR, TT, UA UZ, VG, VN, YU, ZA, ZM, ZW

v acoordance with Rale 47. He-bix)(R), those Offices sccept the pressnt notics a3 conclusive evidence tha the Conlracling Suie for which

ihwt Office aeis s & designated Office does ot require. tee fermisting, uDder Anticie 22, by the spplicsst of 2 copy of the inlcmationat
spplication.

TIME LIMITS Iot entry It (he naional phwee

mwmwwWs)BMMn,Mmkmhnmhmnﬁwmwﬂngth:mﬁmdphmwm wobject to whut is sald in
the followieg paragraph, be 36 MONTRS from the prioity dase,

Tt promting, har laao wibics thanr fhes M-I UG AR WETL CUTUBAE 10 BPRY, 1OF VEOOUS PEfoas Of Tioe, 1 fespect ol certamn of the

dovignaad or elocied Office(s) listed above, For repulsr updaios on the spplicable tiwe Hmlts (30 or 31 months, or sther ime imit),

Office by Office, refer to' the PCT Ganeter, the PCT Newstermer and the PCT Applicant’s Gueide, Yolome 1), National Chapters, alf available

froen WIPD' & Tatesnes site, ot htspi/fwanw wipa.invpci/ensindex. bl

It % the spplicant's sele Tesporadbility 1w montior all these time iy,

Fasitile Mo, +41 22 338 82 70

The Iscrnations! Buresa of WIPO Authorized officer

39, ehentn des Colombeties

LRLN Lenievn 24, SWHICTIROND Ellon Moyee

e-mail prOs, peidreipo.in

Form PCT/B/S0N Second wid Supplemeniary Notice) (Jamary 2004)

(/,/




2 5 ATV WO 2006/100195
PATENT COOPERATION TREATY D o206

From the INTERNATIONAL BUREAL

PCT
FIRST NOTICE INFORMING THE APPLICANT OF LONGON!, Alessand -
THE COMMUNICATION OF THE INTERNATIONAL ZAMBON GR&S,‘?" S_'S A 8 ”ﬂy
APPLICATION (TQ DESIGNATED OFFICES WHICH Itetlecual Property Dept. < 2005
DO NOT APPLY THE X MONTH TIME LIMIT Via Lillo Del Duca, 10 )
IMDER ARTICLE 32¢1)) 1 2000 Drosow (M) oy
{TALIE {’B‘f"
) (PCT Rule 47.1{ch R
Drates of rvatling 1 day/monthyeart
26 October 2006 (26.10.2008)
Applicant’s or agent's fike reference
F-410 IMPORTANT NOTICE
Intentational application No, International fling due. fdaymonthyear) Priosity date {daymonttiiyear)
PCT/EP2006/060700 14 March 2006 {14.03.2006) 21 March 2005 (21.03.2005)
Applicant

ZAMBON GROIIP S P A ot o

r— ——— - Ao e el
» —

- PPN

1. ATTENTION: For any designated Office(s), for which the: time limir under Anicle 22/ 1), & in force from | April 2002 (30 months from
the prianty date), does apply, please see Form PCTARZ0K Second and Supplementary Notice) (o be issued prompty after the expiration
of 28 months from the priociry date).

2. Notiee i herchy givon that the following deaignated Offies(s), for which the time Yimit andor Artcks 220, as in fored from 1 Apal 2002,
does ot apply, has/have regiestied that the cofmunication of the ntemational application, as provided for in Article 20, be effectad under
Rule 93bix.i. The internasional Bureau has effected that communication on the dame indiested bejow:

28 Septenber 2006 (28.09.2006)

CH

in accordance with Rale 47.1(c-bix)(i). those Offives will accept the presémt potice w conclusive evidence that the comumanication of the
imsemational apphication his duly taken place on the dale of mailing indicated above and 1o Copy of the intemational application is required
10 be farnished by the applicant 10 the designaed Officefs).

3. The following designated Offices, for which the time Bmit under Article ﬁ( I}, as in Jorce from 1 Apnil 2002, does pot apply, have not
recuested, a5 o the time of mailing of the preserst natice, That the communication of the intermational application be cifected under Rule

93bis.) -

LU, SE, TZ, UG, ZM
In secordunce with Rula 47, 1{e Firl(ah thoce Officon t MOtiee. fm Tusive svidenes that thoe Controciing Statc fix which
that Office scts a5 2 designined Office does not require thc ﬁmﬁunng, ander Article 27, by the applicant of a copy of the imemations]
application,

4. TIME LIMITS for entry into the national phace

For the designated Office(s) listed above, and unless & demand for imemational preliminary examination hss been filed before the
axpiration of 19 wwonilis from the priority date (see Article 3N(1Y), the spplicable time fimit for entering the nations! phase will, subject o
whil ks sald in the Sollowing paragraph, be 20 MONTHS from the priority date.

In practice, time Hunite sther thun the 20-month Hine limit will continne to apply, for variogs periods of ime, in respect of cenain of the
designated Offices ligted shove. For regular updates on the applicshie time limity (20 or 7t monibs, or other time limith, Office by
Office, refer to the PCT Gazente, the PCT Newsletrer and the PCT Appliciint's Guide, Yolurge 11, National Chapiers, all available from
WIY's Internet site, st htip://www. wipo.inpeten/indes himl.

it is the applicant’s sele respensidility w monitor al) these time timits.

The International Burean of WP AVINONZE0 OLTCer
34, chemin des Colombeties
1211 Geneva 20. Switzerhind Ellen Moyse

Facsimile No. +41 22 338 82 70 e-mail: pOS @ wipo.int

Form PCT/IB/308(First Notioe ) { Jannary 2004)




TRADUCCION OFICIAL DEL ITALIANO AL ESPAROL DE LEGALIZACION DE ?
FIRMAS Y APOSTILLE DE PODER DE "ZAMBON S.p.A." A DILIA MARIA
RODRIGUEZ D'ALEMAN y CLAUDIA LUCIA CARO RAMIREZ

PRIMERA DE CiNCO PAGINAS DEL DOCUMENTO:

- Dos columnas de texto, a ia izquierda en espaiiol, a la derecha en inglés,
sobre el poder en mencidn firmado.

- Sello circular de De Simona Danlela Di Silvano, Notaria en Bresso. Firma

ilegible.

SEGUNDA DE CINCO PAGINAS DEL DOCUMENTO, TEXTO EN ITALIANO:
REPERTORIO No. 23.058
REPUBLICA ITALIANA
AUTENTICACION DE FIRMA

El veinte de junio de dos mil siete, en Bresso, en mi oficina,, yo, a suscrita
DANIELA DE SIMONE, Notaria inscrita en e registro de los Distritos Notariales
reunidos de Mildn, Busto Arsizio, Lodi, Monza y Varese; residente en Bresso y
con oficina en la Via Vittorio Veneto N. 28,

ERTIFICO

Que se registrd en mi cia Ja antarior firma de:

Moéa QZW a/azz)

DRA PATRICIA CARDONA MEJIA
TRADUCTOR E INTERPRETE OFICIAL
RESOLUCION No. 0368 MINJUSTICIA 1997
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- PAOLA LUCIA CORNA PELLEGRIN] SPANDRE, nacida en Brescia e 9
de octubre de 1958, en calidad de Directora General de fa ZAMBON
S.p.A., con gede en Bresso (MI), en ja Via Lillo del Duca No.10,
domicliiada por su encargo en la sade sociaf

De cuya identidad personal, calificacién y poderes de firma yo notaria doy fe.

Firma Hlegible y sello circular de: DE SIMONE DANIELA DI SILVAND - Notarda
#n Bresso.
- Estampilla oficial de €14,62

TERCERA DE CINCO PAGINAS DEL DOCUMENTO:

- Texto en italiano del acta de cesién,

- Sello circular de De Simona Daniela Di Silvano, Notaria en Bresso. Fima
llegible.

CUARTA DE CINCO PAGINAS DEL DOCUMENTO:

- Dos columnas de texto, a la izquierda en espafiol, a fa derecha en ingiés, de
certificado notarial.

- Selio circular de De Simona Daniela Di Silvano, Notaria en Bresso. Firma
ilegible.
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“APOSTILLE®
{Convencién de 1a Hava del 5 de octubre de 1861}
1. PAIS: ITALIA
Ei presente acto pablico
2. Fue suscrito por: D. DE SIMONE
3. Agente en calidad de: NOTARIA EN BRESSO
4. Tiene &l sello fiimbre de: SELLO NOTARIAL
CERTIFICADQ
5. En MILAN 8. El 8 de julio de 2007
7. Por fa Oficina del Ministerio Publico
8. Bajo el nGmero; 8600 AP
9. Sello Aimbre: Selio de estado.

Hegible.
Selio circular: Procuradurfa de fa Republica — Tribunal Ordinario de' Bl

nszabocw NTO |
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COLOMBIA

Carrera 11 N° 86-53 Piso 6 Bogotd Colombia Tel: (57 1) 6181088 ‘Fax: (57 1) 6350824-Email; info@clarkemodet.com.co

PODER

Yo (nosotros), abajo firmante(s)

en mi (nuestro) caracter de representante(s) legales de
ZAMBON S.p.A.

una sociedad organizada y existente de acuerdo con las leyes de Ktalia

y en actual cumplimiento de su objeto social, con domicilio en
Via Lillo del Duca, 10 - 20091 BRESSO (Milano) - Italia

por ¢l presente instrumento confiero (conferimos) poder especial a favor
de DILIA MARIA RODRIGUEZ D'ALEMAN, con Cédula de Ciudada-
nfa No. 41,654,882 de Bogotd, y tp. 20824 y CLAUDIA LUCIA
CARQ RAMIREZ, con Cédula de Ciudadania No. 40.017.374 de Tunja,
y tp. 36448, con domicilio en Bogota, Colombia, para que actuando en
su orden en nombre del (de !a) oforgante ‘le (1a) representen ante
cualquier entidad, autoridad y/o persona, especialmente ante las del
orden Administrativo, Contenciosoe Administrativo, Judicial, Tribunales
de Arbitramento y/o cualquier otro en lo referente a los siguientes
asuntos: “Aparato para aerosol, en particular para nifios”

1) Solicitar, tramnitar, obtener y/o registrar cualquiera de las modalidades
de Propiedad Industrial, tales como: patentes de invencion, modelos de
utilidad; disefios industrizles, variedades vegetales; marcas, lemas,
nombres y ensefias tales y d in de origen; asi como
sus renovaciones, prorogas, transferencias, cambios de nombre y/o
domicilio, contratos y licencias.

2) Solicitar, tramitar, obtener y/o registrar derechos de autor, en cualquie-
ra de sus presentaciones asi como la proteccion de secretos industriales y
know-how,

3) Solicitar, tramitar, obtener y/o registrar registros sanitarios, permisos
y/o licencias de funcionamiento, asi como sus renovaciones o prérrogas,
transferencias, cambios de nombre y/o domicilio, contratos y licencias,

4) Ejercer acciones de oposicion, observacion, reclamos, reconsideracion,
reposicion, apelacion, cancelacién administrativa o judicial, nulidad,
proteccion al consumidor, concesion de licencias, proteccion de secretos
industriales y demas acciones y recursos relacionados con derechos
derivados de los asuntos arriba indicados y en contra de la comp i

POWER OF ATTORNEY

1 (we), the undersigned

legal representative(s) of
ZAMBON S.p.A.

an organization existing under the laws of Italy

and in present execution of its business activity, domiciled at
Via Lillo del Duca, 10 - 20091 BRESSQ (Milan) - ltaly

do hereby grant POWER OF ATTORNEY to DILIA MARIA RODRIGUEZ
D'ALEMAN, identification card No. 41.654.882 of Bogot4, and tp. 20824
and CLAUDIA LUCIA CARO RAMIREZ, tp. 36448, identification card No.
40.017.374 of Tunja, residing in Bogota, Colombia, to act in the order of their
appointment in behalf of grantor before any entity, authority and/or natural or
juridical person, specially before those Administrative, Administrative-
Contentious, Judicial, arbitration courts, and/or any other, in all matters
concerning the following:

“Aerosol apparatus, in particular for children”

1) To apply, process, obtain and/or register any of the modalities of Industrial
Property, such as: Patents of Invention, Utility Models; Designs, plant
varieties; Marks, Slogans, Trade Names and emblems and appellations of
Origin; as well as their renewals, ig ts, changes of name and/or
domicile, agreements and licenses.

2) To apply, process, obtain and/or register copyrights of any kind as well as
protection of industrial secrets or know-how.

3) To apply, process, obtain and/or register sanitary registrations, operating
authorizations and/or licenses, as well as their renewals or assignments,
changes of name and/or domicile, agreements and licenses,

4) To bring actions of opposition, observations, claims, reconsideration,
appeal or legal remedies, cancellations, nullity, protection to the consumer,
granting of licenses, protection of trade secrets and other actions related with
rights derived from the above- mentioned matters and against the unfair
competition, actions resulting from the obtaining or exploitation of licenses,

-recovering damages actions. They can also intervene or participate in Civil,

Co ial, Criminal or Contentious-Administrative Trials; the actions for

desleal, acciones derivadas de la obtencién o explotacién de licencias,
acciones de mdemmzaclén de peqmclos También podra(n) intervenir en
juicios civiles, ¢ , P t >-adninistrativos, tutelas
y de policia; en acciones o juicios promovndos por el (Ja) mandante o en
contra el (ella) .

5) Registrar nombres de dominio ante la entidad competente,

6) En el gjercicio de este mandato los mandatarios arriba mencionades
quedan facultados para: conciliar, cancelar, transigir, comprometer en
Arbitros, desistir, recibir y tomar posesion de la cosa objeto de litigio y
renunciar o desistir a derechos concedidos 0 en curso de concesion,
admnitir los hechos del proceso.

7) Ratificar o no la agencia oficiosa.

8) Asf mismo faculto (facul ) a los ionados apoderados para
recibir notificaciones y designar apoderados judiciales o extrajudiciales,
sustituir el presente poder y revocar las sustituciones que hicieren,

Dado y firmado en

alos dias de

writ mandamus, police actions; in actions, lawsuits or litigations instituted by
the grantor or against him.

5) To register domain names before the competent entity.

6) To the effect of this mandate the above-named proxy are empowered to:
conciliate, cancel, settle, submit to arbitration, withdraw and to receive and
take possession of the litigation related objet and waive or renounce the rights
granted or in ‘process of granting, admit the facts of the case,

7) To ratify or not the officious agency.

8) I (we) hereby appoint the afore mentioned attorneys with powers to receive
notifications and to designate judicial and extrajudicial attorneys, substitute
this Power of Attorney and to revoke such sustitutions.

Granted and signed at

on this day of

Firma / sighatus
ZAMBON S.p.A.

et a




Il ventuno giugno duemilasette,
Io sottoscritta DANIELA DE SIMONE,

lo dei distretti notarili riuniti di Milano,

Lodi,

Vittorio Veneto n.28,

Repertorio n. 23.058

REPUBBELICA ITALIANA

Autentica di firma

certifico

in Bresso e
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nel mio studio.

notaio iscritto nel ruo-

to Arsizio,

Monza e Varese e residente in Bresso con studio alla Via

che & stata apposta in mia presenza la precedente firma da:

- Paola Lucia CORNA PELLEGRINI SPANDRE, nata a Brescia il 9 ottobre

1958, in qualita di direttore generale della ZAMBON S.p.A.,

con sede in Bresso (MI) alla Via Lillo Del Duca n.l10,

liata per la carica presso la sede sociale.

domici-~

Della identitd personale qualifica e poteri della firmataria

io notaio sono certo.
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TRADUZIONE
COLOMBIA
Carrera 11 N. 86-53 Piso 6 Bogota Colombia Tel: (57 1) 6181088 — Fax (57 1) 6350824 — Email; hfo@clarkemodey.com.co
PROCURA

lo (noi), sottoscritto/i

legale/i rappresentante/i di ZAMBON $.p.A.
una societa organizzata ed esistente ai sensi della legge Italiana

e in presente esecuzione del suo oggetto sociale, con sede in

Via Lillo del Duca, 10 - 20091 BRESSO (Milano) - italia

con il presente documento concedo/concediamo MANDATO a DILIA MARIA RODRIGUEZ D’ALEMAN, carta
didentita n. 41.654.882 di Bogota, tp 20824, e CLAUDIA LUCIA CARO RAMIREZ, carta d'identita n.
40.017.374 di Tunja, tp 36448, residenti a Bogota, Colombia, per rappresentare il concedente dinnanzi a
qualsiasi autoritd e/o persona fisica o giuridica, in particolare dinnanzi alle autorita amministrative,
amministrative in materia di contenzioso, autorita giudiziarie, tribunali dell'arbitrato e/o qualsiasi altra
autoritd, in relazione a quanto segue:

“Apparecchiatura per aerosol, in particolare per bambini”

1) e a depositare, continuare, oftenere efo registrare qualsiasi tipo di privativa, vale a dire: brevetti
diinvenzione, modelli d'utilith, disegni industriali, varietd vegetali, marchi, slogan, nomi e insegne
commerciali, emblemi e denominazioni d'origine nonché i rispettivi rinnovi, cessioni, cambi di nome e/o di
domicilio, accordi e licenze.

2) e a depositare, continuare, ottenere elo registrare diritti d'autore di qualsiasi tipo nonché la protezione di
segreti industriali o know-how.

3) e a depositare, continuare, oftenere ef/o registrare registrazioni sanitarie, autorizzazioni elo licenze
operative nonché i rispettivi rinnovi o cessioni, cambi di nome, efo di domigilio, accordi e licenze.

4) e a presentare atli di opposizione, osservazioni, rilievi, riconsiderazioni, appelli, cancellazioni, azioni di
nullita, per la difesa del consumatore, licenze, azioni per la protezione di segreti industriali e altre azioni ad
esse coliegate e contro la concorrenza sleale, azioni derivate dall'ottenimento o dallo sfruttamento di licenze,
azioni per oftenere indennizzi. | mandatari di cui sopra potranno altresi prendere parte a e intervenire in
procedimenti di natura civile, penale, commerciale o contenzioso-amministrativo, in azioni di tutela, di polizia,
cause 0 azioni legali promosse o subite dal concedente il presente mandato. -

5) e a registrare nomi a dominio dinnanzi alle autorita competenti,

6) Ai sensi del presente mandato, i mandatari sopra citati vengono investiti del potere di conciliare, cancellare,
risolvere, softoporre ad arbitrato, ritirare, ricevere e prendere possesso di cid che funge da oggetto della
controversia e di rinunciare ai diritti concessi o in corso di concessione, ammettere prove agli atti.

7} e aratificare o non ratificare provvedimenti non ufficiali.

8) lo (noi) con la presente nomino/nominiamo i mandatari sopra citati con potere di ricevere notificazioni e
nominare legali per provvedimenti giudiziali e extragiudiziali, sostituire questo mandato e revocarne Ia
sostituzione.

Redatto e firmato a

il 2007

Firma
ZAMBON S.p.A.




CERTIFICADO NOTARIAL
(Cuando el selicitante es SOCIEDAD)
(Poderes otorgados en: El Salvador, Estados Unidos, México y Venezuela)

Alos dias del mes de de

, el Notario que suscribe DA FE de que:

(nombre de la persona que firma el poder)

mayor de edad y domiciliado
firm6 de su pufio

y letra el documento que antecede.
2. Conoce 2l (ala) otorgante y que este () estd legalmente capacitado
para el otorgamiento.
3. El otorgante ha firmado el referido documento en su cardcter
de
de la persona juridica

4, La citada persona juridica con sede en
esta  legalmente

constituida, que tiene actualmente

existencia legal y que el acto parm el cual se ha otorgado este
poder estd comprendido entre los que constituyen su objeto social

5. El otorgante tiene efectivamente la representacion que ostenta, que
esta es legitima y que estd facultado para otorgar este poder.

6. las anteriores certificaciones de los puntos 3, 4 y 5, me constan porque
he tenido a la vista los documentos auténticos.

Notario Pablico
NOTA: A continuacion de lo anterior, ¢l Consul de Colombia debe
autenticar la firma del Notario Pablico.

CERTIFICADO NOTARJIAL (Cuando el licitante es
INDIVIDUIO)

Alos dias del mes de de
. €} Notario que suscribe DA FE de que:

1

(nombre de la persona que firma el poder)

mayor de edad y domiciliado en
firmé en su presencia
el documento que antecede, conoce al otorgante y que este esta

- legalmente capacitado para ¢l otorgamiento,

Notario Pablico
NOTA: A continuacién de lo anterior, el Consul de Colombia debe
autenticar la firma del Notario Plblico.

Para todos los demis paises el Sefior Cénsul de Colombia o ante
quien se otorgue, debe expedir una certificacién dejande constancia
1) de la existencia legal de la sociedad, 2) de que esta ejerce actual-
mente su objeto social, y 3) de que la persona o personas que otorgan
¢l poder estin facultadas para bacerlo, dejando

constancia asi mismo de que tuvo a la vista las pruebas que acrediten
tales circunstancias,

LEGALIZACION POR EL CONSUL DE COLOMBIA
O POR APOSTILLA

NOTARIAL CERTIFICATE
( When the applicant is a CORPORATION)
(Powers of attorney granted in: El Salvador, Mexico, U.5.A. and Venezuela)

This day of s
the undersigned Notary CERTIFIES that:

1.

(name of the person who signs the power of attorney)

of legal age and domiciled
in set his hand on
the foregoing document,
2. The grantor is to him personally known and that he/she has legal capacity to
execute the document.
3. The grantor has exccuted
of
of the juridical person

the foregoing document in his capacity

4. The mentioned juridical business
in

is duly organized, has actual legal existence and that the purposes for
which the power of attorney is granted are within the scope of its corporate
purposes.

5. The grantor has in fact the referred quality and that his/her representa-
tion is legal and that he/she is empowered to grant this power of
attorney.

6. I have based the above certifications 3, 4 and 5, on the authentic documents
which for such purpose were exhibited to me,

person  with place of

Notary Public
NOTA: Then the Colombian Consul must legalize the signature of the Notary
Public.

NOTARIAL CERTIFICATE ( When the
INDIVIDUALS)

applicant is an

On this day of
the undersigned Notary CERTIFIES that:

i.

(name of the person who signs the Power of Attorney)

of legal age and domiciled at

signed in his presence the foregoing
document, the grantor is to him personally known and that he/she has legal
capacity to execute the docurment,

Notary Public
NOTA: Then the Colombian Consul must legalize the signature of the Notary
Public,

For all other countries the Colombian Consul or before who it is granted
must issue a certification stating 1) the legal existence of the corporation,
2) that the corporate purposes are actually being accomplished , 3) that
the person or persons who grant this Power of Attorney are empowered
to do it. The Consul will certify also that the documents evidencing those
circumstances were exhibited to him.

LEGALIZATION BY THE COLOYR
APOSTILLE. i
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

L T

- 07-105847- .00000-0000 . 'y
Fecha: 2007 1009 16:10:28 _ Dep. 2020 NUEGREACIONE Industria y Comercio

Tra. 11 PATCNTEIYY Eve: 378 FASENAC
Act 411 PRESENTACION  Folice: 55 0 O AL! SUPERINTENDENCIA

—————e

REQUISITOS MINIMOS PARA ADMISION A TRAMITE

PCT
PATENTE DE INVENCION [/ MODELO DE UTILIDAD [ ]
)
4 indicacién de que se solicita la concesidn de una patente [/}/
€ Datos de identificacion del solicitante o de la persona que presenta la solicitud /]‘/
¢ Descripcién de la invencion . [»}/
¢ Dibujos de ser estos pertinentes : []
4 Comprobante de pago de las tasas establecidas M/
COMPLETA { ' INCOMPLETA [ 1

DISENO INDUSTRIAL [ ]

¢ Indicacion de que se solicita el registro de Disefio Industrial [ ]

4 Datos de identificacion del solicitante o de la persona que presenta la solicitud [ ]

¢ Representacion grafica y fotografica del Disefio Industrial o muestra del [
matérial que incorpora el disefio

4 Comprobante de pago de las tasas establecidas [ ]

COMPLETA [ ] , : INCOMPLETA [ ]

ESQUEMA DE TRAZADO [ ]

€ Indicacidn de que se solicita el registro de un Esquema de Trazado

€ Datos de identificacion del solicitante o de la persona que presenta la solicitud
¢ Representacion gréfica del esquema trazado

4 Comprobante de pago de las tasas establecidas

Lo B e B e B e |
et e md i

COMPLETA [ ] INCOMPLETA [ ]

Firma Resif)onsable "’

Fecha Carrera 13 No. 27-00 Piso 5, 7 y 10
Conmutador: 3 82 08 40
Fax: 350 52 20
E-mail: info@sic.gov.co
www sic.gov.co
Bogota, D.C., Colombia




