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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 

5 intestinal tissues 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 

use of certain macrolides for the treatment of the inflammatory bowel disease. 

Inflammatorybowel disease (IBD) is the generic term for a disease of unknown cause that 

produces chronic inflammation or ulceration of the mucosa of the large and small intestine. 

10 This inflammatory bowel disease includes such diseases as ulcerative colitis and Crohnts 

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 disease, also 

known as regional enteritis or colitis granulomatosa, is most frequently located in the small 

15 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 Crobn’s disease from ulcerative 

colitis may give rise to diagnostic problems. Generally, the inflammation differs from that of 

ulcerative colitis by progressing to layers deeper than the muvosa and affecting the 

epithelium to a lesser degree. Both diseases have become increasingly frequent especially in 

20 the developed countries. Therefore, treatment of IBD has become an important problem of 

modem 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 salieylate 

25 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 IRD can be treated with corticosteroids, such as prednisone and 

30 hydrocortisone, which are more potent and faster-acting than salicylates in the treatment of 

IBD, but are endowed with potentially serious side effects. 
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In IBO patients that do not respond to salicylates or corticosteroids, medications that 

suppress the immune system are used. However, immunosupprcssants cause increased risk 

of infection, rcnal failure, and may increase the need for hospitalization. In severe cases of 

5 disease, the patient may need surgery to remove the affected gut. Drugs like antidiarrheals, 

laxatives, and pain relievers can be also given to help relieve symptoms. 

Since all the available medical treatments for 1110 are rather unsatisfactory and often 

ineffective, there is currently a great need for novel drugs capable of treating 1111) and 

preventing its relapse. 

10 We have now found that some macrolides, encompassed by the general formula (I), 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 

effective in treating intestinal inflammation. 

It is therefore a first object of the present invention the use of a compound of formula (IA) 

15 

20 

wherein 

25 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 

treating TBD. 

Examples of pharmaceutically acceptable salts of the compounds of formula (IA) are salts 

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

(91 
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iodine, 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 pharmaceutically acceptable salt thereof 

5 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) 

10 

15 

namely, (9S)-05-[3-( l-oxoethy1)mcthylainino-J3-D-xylo-3,4,6-trideoxy-hexapyranosyl]-9-

20 hydroxy-9-deoxo-crythronolide-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 need of 

25 treatment according to the invention. 

In IBD, 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 disease and remission. Patients whose discase has 

been quiet have the same risk as those who have more active disease. 

30 For example, patients with prolonged ulcerative colitis are at increased risk for developing 
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colon cancer. The risk of cancer increases with the duration and the extent of involvement of 

colonic mucosa. For example, if only the lower colon and rectum are involved, the risk of 

cancer is no higher than normal. However, if the whole colon is involved, the risk of cancer 

5 may be higher. 

It is therefore a further object of the present invention the use of a compound of formula (IA) 

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 

40 10 comprises administering to a patient 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 (TA) or a pharmaceutically acceptable salt thereof. 

15 The pharmacological activity of the compound of formula (ia), as a representative compound 

of the compounds of the present invention, was evaluated in in vivo models of intestinal 

inflammation, as illustrated in the following EXPERIMENTAL PART. 

Brief description of the dmwingr 

In the Experimental Part below reference is made to the appended drawings on which: 

20 Fig. I 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 

25 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<005 (one way ANOVA 

following by Student-Newman-Keuls test). 

EXPERIMENTAL PART 

Methods 

30 Induction of coliui 
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Albino male Sprague-Dawley rats, 200-250 g body weight, were treated with intrarectal 

DNBS (2,4-dinitroben7ensulfonic acid, 30 mg in 0,25 ml 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 cholmergic and noradrenergic pathways by alpha-2-adrenoceptors in the presence 

of experimental colitis. Br .1 Pharmacol 139, 309-320, 2003). 

JLx ctimental 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 jimoVkg/day for 7 consecutive days. Induction of colitis was performed on day 2 as 

reported above. Animals were subjected to subsequent experimental procedures on day 7, 

four hours later from administration of the last dose of the macrolide or its vehicle (Fig. 1). 

15 Each experimental series 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; 

3) intragastric drug vehicle for 7 days plus intra-colonic DNBS on day 2; 

4) intragastric macrolide for 7 days plus intra-colonic 1)NI3S on day 2. 

20 Each data point represents the mean value of results obtained from at least 6-8 animals. The 

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 chrome colitis. EurJPhar,nacol 431, 103-110,2001). 

25 Dexamethasone was administered once daily following the same time schedule adopted for 

the macrolide. 

Macrosepic and histological assessment of intestinal inflammation 

At the end of treatments, animals were sacrificed and the severity of colonic inflammation 

was macroscopically evaluated in accordance with the criteria previously reported by 

30 Wallace and Keenan (Wallace IL and Keenan CM, An orally active inhibitor of leukotricne 
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synthesis accelerates healing in a rat model of colitis. Am J Phy.cio!, 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-

5 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. 

10 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-treatcd 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 effects both at 100 

15 and 300 pinol/kg (-241/6 and -51%, respectively). Dexametbasonc induced anti-inflammatory 

effect similar to that observed with the macrolide 100 pimollkg. 

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 

20 to be comparable with that of dexamethasone, a well known anti-inflammatory drug. 

It is thus clear from the experimental evidence reported above that a compound of formula 

(IA), 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 

25 acceptable salt thereof will depend on the age and the general physiological state of the 

patient, the route of administration and the pharmaceutical formulation used; 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 

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

10 
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for oral, rectal, sublingual, parenteral, topical, transdermal and inhalational administration. 

It is therefore a further object of the present invention to provide pharmaceutical 

formulations containing a therapeutical effective amount of a compound of formula (IA) or a 

5 pharmaceutically acceptable salt thereof together with a pharmaceutical acceptable vehicle. 

The pharmaceutical formulations of the present invention may be liquid, suitable for oral 

and/or parenteral administration, for instance drops, syrups, solutions, injectable solutions 

ready to use or prepared via dilution of a lyophilizate, but preferably solid, for instance 

tablets, capsules, granules, powders, pellets, pessaries, suppositories, creams, pomades, gels 

10 or ointments; or alternatively solutions, suspensions, emulsions or other forms suitable for 

inhalation and tmnsdermal administration. 

Depending on the type of formulation, these formulations will contain, besides a 

therapeutical effective amount of a compound of formula (IA) or a pharmaceutically 

acceptable salt thereof, solid or liquid excipients or diluents for pharmaceutical use and 

15 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 

20 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. 
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CLAIMS 

1. The use of a compound of formula (IA) 

wherein 

15 R is hydrogen or methyl; 

RI 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. 

2. The use according to claim 1, wherein the compound of formula (IA) is (9S)-05-[3-(l-

20 oxoethyl)-methylamino-J3D-xylo-3,4,6-tndeoxy-hexapyranosyl]-9-hydroXy-9-dCOXO-

erythronolide-A, or a pharmaceutically acceptable salt thereof. 

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

colitis. 

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

25 disease. 

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

cancer. 

6. The use according to claim 5, wherein the compound of formula (IA) is (9S)-05-[3-( I - 

30 erythronolide-A, or a pharmaceutically acceptable salt thereof. 

(11 
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Scheme of drug treatment 

Induction of colitis 
(DNSB, 2-4 dlnitrobenzensulfonic acid 30 mg) 
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Figure 3 

Macroscopic damage score 

9 Control M] DNBS + compound (Ia) 100 !tmol/kg 

go DNBS DNBS + compound (Ia) 300 imol/kg 

Edexamethasono 1 mg/kg 

2 

12 

11 

10 

9 

8 

7 

6 

5 

4 

3 

2 

1 

0 

* p<0.05 vs DNBS 

# p<0.05 vs control 

( 1 

Ic 



INTERNATIONAL 5AFKl1 MLOI1 I 
[int.rntIonaptic - 

I PcT/EP2006/060709 
A. CLASSIFICATION Of SUBJECT MATTER 
INV, A6 7048 A61P1/04 A61P35/00 

According to InternatIonal Patent Classification (IPC) or to both national classification and IPG 

B, FIELDS SEARCHED 

MII1ITTIUITr documentation searched (classification system followed by classification symbols) 

A61k 

Docucrientallon searched other than minimum documentation to the extent that sCot-i documents are Included In the fields searched 

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

EPO�Internal 

C. DOCUMENTS CONSIDERED TO BE RELEVANT  

Galeçicisy Citation of document, with Indication, where appropriate, of the relevant passages Relevant to claim No 

P,X WO 2005/075494 A (ZAMBON GROUP S.P.A; 1-6 
MEREU, ANDREA; NAP0LETAN0 MAURO; ORMAGHI, 
FERNAND) 18 August 2005 (2005-08-18) 
page 15, line 18 
claims; examples 

X WO 2004/013153 A (ZAMBON GROUP S.P.A; 1-6 
NAPOLETANO0 MAURO; MORIGGI, ERMANNO; 
MEREU, ANDREA) 
12 February 2004 (2004-02-12) 
cited in the application 
Compound RN: 654076-73-0 (compound (Ia)) 
page 28, lines 3-13 
examples 
claim 31 

-I--

I1Further documents are tiered in the continuation of Box C. MY See patent family annex. 

Special categories of cited documents 
T’ later document published alter the International tiling date 

or priority date and not In conflict with the application but 
�A document defining the general elate of the aft which Is not cited to undetortand the principle or theory underlying the 

considered to be of particular relevance Invention 
�E earlier document but publiehod on or after the International �xdocument of particular relevance; the claimed Invention 

Ming dale cannot be considered novel or cannot be considered to 
L cloctimenl which may throw doubts on prIolSy, dalm(s) or Involve an Inventive atop when the document is taken alone 

which Is cued to establish the publication date of another ’Y document of particular relevance; the claimed Invention 
ollellon or other special naaenn (as specified) cannot be considered to involve an Inventive step when the 

’O document referring loan oral disclosure, use, exhibition or ciocurnent Is combined with one or mole other such docu�
other means manIa, such combination being obvious to a person skilled 

F’ document published prior to lire International fling date but in the art 
later then the priority dale clitimed & document member of the seine patent fatally 

Data of the actual completion of the international search Date of mailing of the International search report 

19 July 2006 16/08/2006 

Name and mailing address of the ISN AuthorIzed officer 

European Patent Office, PD. 5818 Paientban 2 
NL� 2280 liv Rqswljk 

Tel. (+31-70) 340-’2040, Tx, 31 651 epo nI Veronese, A Fax: (+31-70) 340-3016 

Form PGTIISSJ2IO (oocond st,eet) 1Apr11 2005) 1�6  



S 

INTERNATIONAL SEARCH REPORT
 

international application No 

PCT/E P2006/060709 

C(Continuatlon), DOCUMENTS CONSIDERED TOSS RELEVANT 

Category* Citation of document, with indication, Mare appropriate, at the relevant passages Relevant to claim No, 

V US 2004/198677 Al (MERCEP MLANDEN ET AL) 1-6 
7 October 2004 (2004-10-07) 
claims; examples 
claim 45 

Y "The Merck Manual" 1-6 
1999, MERCK RESEARCH LABORATORIES , USA 
XI’002391025 
pages 302-312 

V US 5 712 253 A (LARTEY El AL) 1-6 
27 January 1998 (1998-01-27) 
column 2, lines 31-45 
column 2, lines 60-67 
claims 

A US 2002/035075 Al (BORODY THOMAS JULIUS) 1-6 
21 March 2002 (2002-03-21) 
See claim 3: cIarithromycin 
paragraphs [0001], [0002]; examples 1,4-8 

A WO 00/42055 A (ZAMBON GROUP 5.P.A; 1-6 
PELLACINI, FRANCO; BOTTA, DANIELA; 
ROMAGNANO, STEF) 20 July 2000 (2000-07-20) 
the whole document 

Fain, PCT/ISAISIO (ccatbivaha, of aund hw.I) (April 20051 

t 



INTERNATIONAL SEARCH REPORT 
Finternational application No 

Information On patent family members 
PCT/E P2006/060709 

Patent document Publication Patent family Publication 
cited In search report date member(s) date 

WO 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 05-10-2005 
EP 1529053 A2 11-05-2005 
HR 20050195 A2 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 02056531 Al 18-07-2002 
HR 20010018 A2 31-12-2002 
JP 2004518670 1 24-06-2004 
PL 363478 Al 15-11-2004 
SK 9792003 A3 08-01-2004 

US 5712263 A 27-01-1998 AT 236185T 15-04-2003 
CA 2257361 Al 24-12-1997 
DE 69720551 Dl 08-05-2003 
DC 69720551 12 26-02-2004 
OK 1021456 13 18-08-2003 
EP 1021456 Al 26-07-2000 
ES 2196331 13 16-12-2003 
JP 2000512653 T 26-09-2000 
PT 1021456 T 29-08-2003 
WO 9748713 Al 24-12-1997 

US 2002035075 Al 21-03-2002 NONE 

WO 0042055 A 20-07-2000 AT 308552 7 15-11-2005 
AU 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 
DC 60023647 Dl 08-12-2005 
EP 1144427 AZ 17-10-2001 
ES 2251966 T3 16-05-2006 
14U 0105105 A2 29-04-2002 
IT M1990061 Al 17-07-2000 
JP 2002534531 1 15-10-2002 
MX PA01007164 A 27-03-2002 
NO 20013517 A 16-07-2001 
RU 2243230 C2 27-12-2004 
SK 9812001 A3 07-01-2002 
US 6455576 BI 24-09-2002 
ZA 200105748 A 14-10-2002 

FonuPQT1SA1210(patent family wieur) (April 2005) 



WO 20061100195 PC I 

USO DE MACROLIDAS PARA TRATAR INFLAMACIdN INTESTINAL 

DESCRIPCION 

La presente invención se ieiaciona con mØtodos riovedosos para 

tratar una respuesta inflamatoria en tejidos intestinales 

asociados con una enfermedad tal corno enfermedad inflamatoria del 

intestino que involucra ci intestino grueso y el intestino 

delgado. En particular la presente invencidn se relaciona con un 

nuevo uso de ciertas macrolidas para ci tratamiento de la 

enfermedad inflamatoria del intestino. 

La Enfermedad inflamatoria del intestino (lED) es ci terminG 

genØrico para una enfermedad de causa desconocida que produce 

inflamación crónica o uiceración de la mucosa del intestino 

grueso y delgado. Esta enfermedad inflamatoria del intestino 

incluye tales enfermedades canto colitis ulcerativa y Enfermedad 

de Crohn. 

La Colitis ulcerativa es un lED crónico, no especIfico que 

involucra una inflamaciOn difusa en la mucasa del intestino 

grueso que origina lesiones ulcerativas del coldn, La Enfermedad 

de Crohn, tambiØn conocida como enteritis regional o colitis 

granulomatosa, se ubica mäs frecuenternente en el intestino 

delgado (intestino delgado) , especialmente en ci Iieo, pero este 

puede afectar cualquier parte del intestino, inciuyendo ci recto. 

En este ditimo caso la diferenciacidn de la Enfermedad de Crohn 

de la colitis ulcerativa puede ocasionar problemas de 

diagndstico. Generalmente, la inflamación se difiere de aquella 

lot 
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de la colitis ulcerativa progresando a capas mas profundas que la 

mucosa y afectando el epiteiio en un menor grade. Zrnbas 

enfermedades han ilegado a incrementarse frecuenternente 

especialmente en los paIses desarrollados. Per lo tanto, ci 

tratamiento del TED ha ilegado a ser un problerna importante de la 

medicina moderna. 

Los tratarnientos m6dicos actualrnente disponibles para el TED 

generalmente involucran terapia de droga dirigida hacia la 

supresidn de la inflamacidn gastrointestinal. Los medicarnentos 

is 

mas comunmente utilizados para tratar TED son drogas anti 

inflarnatorias tales como los salicilatos. Las preparaciones de 

salicilato 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 mÆximo beneficlo 

teraputico. Estas medicinas tienen efectos colaterales que 

incluyen ardor de estdmago, nausea, vomito, diarrea, y jaqueca. 

Personas con TBD mds severos se pueden tratar con 

corticosteroides, tal como prednisona y hidrocortisona, que son 

mÆs potentes y actdan mÆs rÆpido que lea salicilatos en el 

tratamiento de TED, pero estan dotados con potencialmente series 

efectos colaterales. 

En pacientes con lED que no responden a los salicilatos o 

corticosteroides, se utilizan medicamentes que suprimen ci 

sistema inmune. Sin embargo, los inmuno supresores originan 

riesgo incrementado de inteccidn, talla renal, y pueden 
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incrementar la necesidad de hospitalizaci6n. En casos severos de 

la enermedad, ci paciente puede necesitsr cirugia Para remover 

el intestino afectado. Las drogas como anti diarreicos, laxantes, 

y aliviadores del dolor tambiØn se puederi suministrar Para ayudar 

a aliviar los sintomas. 

En razón a que todos los tratamientos medicos disponibles Para ci 

lED son insatisfactorios y frecuenternente inefectivos, subsiste 

actualmente la necesidad Para drogas novedosas capaces de tratar 

ci TED y evitar su recaida. 

Hemos encontrado que algunas macrolidas, abarcadas por la Formula 

general (I), como se reporta en la solicitud de Patente 

Internacional WO 2004/013153 y dotado con actividad 

particularmente inflamatoria en la piel e inflamaciOn de los 

pulmones, tambiØri es sorprendentemente efectivo en ci tratamiento 

de la inflamaciOn intestinal. Es por lo tanto un primer objeto de 

la presente invenciOn utilizar un compuesto de la fOrmula (IA) 

En donde R es hidrOgeno o metilo; 
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R1 es un grupo N- (CI -C4) acil-N- -(Ci -C-) aiquilamino; o una sal 

farmacØuticamente aceptable de estos, en la preparación de un 

rnedicarnento para tratar �1 1811). 

Ejemplos de sales tarmacØuticarnente aceptables de los compuestos 

de la fdrmula (IA) son sales con dcidos minerales u orgÆnIcos 

tales como cloruro de hidrógeno, brornuro de hidrdgeno yoduro de 

hidrÆgeno, dcido nitrico, dcido sulfdrico, dcido fosfdrico, dcido 

acØtico, Æcido tartÆrico, Æcido citrico, Æcido benzóico, dcido 

succinico y dcido glutÆrico. 

En particular, los compuestos de la fdrmula (IA) o una sal 

farmacØuticamente aceptable de esta se puede utilizar pare tratar 

colitis ulcerativa o Entermedad de Crohn. 

Los compuestos particularmente preferidos de la formula (IA) de 

acuerdo con la invencidn es el compuesto de fOrmula (ia) 

A saber, 4,6-

trideoxi-hexapiranosill -9- hidroxi-9-deoxo-eritrOf101ida-A, 0 una 

sal farrnacØuticamente aceptable de esta. 

cLL 
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A menos que se especifica otra cosa, ci tØrmino "tratamiento’ 

como se utiiiza aqul se relaciona con el tratamiento con el fin 

de curar o aliviar una enfermedad o una condiciOn, y para el 

tratamiento con ci fin de evitar ei desarroilo o recaida de una 

enfermedad o una condición. 

El tdrmino "paciente’, como se utiliza aqul, se relaciona con 

cualquier humano o mamifero no humano en necesidad del 

tratamiento dc acuerclo con la invención, 

En IBD, el proceso constante die lesion infiamatoria y reparar ci 

recubrimiento del colOn (mucosa colônica) se considera que hace 

al individuo mae susceptible al cØncer. El cancer die ColØn no 

distingue entre enfermedad activa y remieidin. Los Pacientes cuya 

enfermedad se ha sosegado tienen el rnismo riesgo como aquellos 

que tienen la enfermedad mas act iva. 

Por ejemplo, los pacientes con colitis ulcerativa prolongada son 

estÆn en alto riesgo die desarrollar cØncer de colon. El riesgo de 

� cancer se incrementa con la duraciOn y el alcance de 

involucramiento die la mucosa coidnica. Por ejemplo, si solo estØn 

involucrados el recto y el colOn descendente, el riesgo de cancer 

no es mayor die lo normal. Sin embargo, si el todo ci colOn estÆ 

involucrado, el riesgo dc cancer puede ser mayor. 

Es por lo tanto un objeto adicional de la presente invenciOn ci 

uso de un compuesto die la fOrmula (IA) como se detiniO 

anteriormente o una sal farmacØuticamente aceptable die esta para 

la preparaciOn de un medicamento para evitar el cncer die colOn. 
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En un aspecto adicional, la presente invención se relaciona con 

un mtodo para tratar el IBD, que cornprende administrar a un 

pacierite en necesidad de este una cantidad terapØuticamente 

efectiva de un compuesto d.c formula (TA) o una sal 

farmacOuticamente aceptable de esta. 

En un aspecto aün adicional la presente invenciOn se relaciona 

con un mØtoclo para evitar el cancer de colOn, que comprende 

� administrar a un paciente en necesidad de este una cantidad 

terapOuticamente etectiva de un compuesto de fOrmula (IA) o una 

sal farmacOuticamente aceptable de esta. La actividad 

farmacoidgica del compuesto de la fOrmula (ia), como un compuesto 

representativo de los compuestos de la presente irwenciOn, se 

evalüa en modelos in vivo de inflamaciOn intestinal, como se 

ilustra en la siguiente PARTE EXPERIMENTAL. 

Breve descripciOn de los dibujos 

En la parte experimental adelante se hace referenda a los 

dibujos adjuntos en los cuales: 

La Figura 1 muestra el esquema 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 ci criterio de clasificaciOn de dana 

macroscOpico. La clasif–caciOn final cc obtiene par la suma de 

todos los valores. 
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La Figura 3 muestra valores de clasificación  de daio macroscOpiCo 

que indica la severidad de la colitis inducida por DNBS en ratas. 

Cada columna indica el valor media obtenido de de 6-8 animales – 

E.E.M. (imneas verticales) . Diferencia significativa de valores 

de control *p<0.05 (ANOVA cia una via seguido por ensayo Student-

Newman-Keuls) 

PARTE EXPERIMENTAL 

MŒtodos 

Induccidn de colitis 

Ratas Sprague-Dawley macho Albinas, de peso corporal 200-250 g, 

se tratan con DNBS intrarectal Æcido 2,4-dinitrobenceflosulf6nico, 

30 mg en 0.25 ml de 50% etanol) hajo una anestesia suave con 

dietil Øter. En experimentos de control, los animales reciben 

0.25 ml de solución sauna (NaC1 0.9%) . Los Animales so someten a 

proceclimientos experimentales posteriores 6 dias despuØs de la 

inducción de la colitis con DNBS (Blandizzi at al., la modulación 

� preunión aiterada de las rutas colinØrgicas y no adrenØrgicas 

intestinales por los aifa-2-adrenoceptores en la presencia cia 

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

Diseo Experimental 

El compuesto de formula (ia), de ahora en adelante la macrolida, 

se suspende en 1% metocel y so admiri–stra a los animales mediante 

alimentación forzosa intra gÆstrica en un volumen de 0.5 ml en 

las dosis de 100 o 300 pmol/kg/dia durante 7 dias consecutivos. 

La induccidn de la colitis se desarrolla en ci dIa 2 como se 
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reportó anteriormente. Los Ariimales se someten a procedimientos 

experimentales posteriores en el dia 7, cuatro horas despuØs de 

administraciOn de la ültima dosis de la macrolida a su vehiculo 

(’igura 1) . Cada serie experimental inciuye los siguientes grupas 

de tratainiento: 

1) Controles (veh5iculo de droga intra g&strico durante 7 dias mÆs 

solucidn sauna intra caidnica en el dia 2) 

2) Macrolida intra gAstrica durante 7 dias .ms solución sauna 

. intra colOnica en el dia 2; 

3) VehIculo de droga intra gÆstrica durante 7 dias mâs DNBS intra 

coldnico en el dia 2; 

4) Macrolida intra gÆstrica durante 7 dias mÆs DNBS intra 

coldnico en el dia 2. 

Cada punto de datos representa el valor media de los resultados 

obteriidos 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 par ejercer una buena acciOn anti 

intlamatoria en el moclelo de rata de colitis inducida par TNBS 

Is (Bobin-Dubigeon et al., Effects of tumor necrosis factor -a 

synthesis inhibitors on rat trinitrobenzene sulfonic acid-induced 

chronic colitis. Eur J Pharmacol 431, 103-110, 2001) 

La Dexametasona se adrninistra una vez al dia luego del mismo 

tiempo de programacidn adoptado para la macrolida. 

EvaluaciOn histoidgica y macroscdpica de la inflamaciôn 

intestinal 
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Al final de los tratamientos, se sacrifican los animales y se 

evaida la severidad de la inflamacidn colOnica microscdpicamente 

de acuerdo con, el criterio reportado previamente por Wallace and 

Keenan (Wallace JL y Keenan CM, in orally active inhibiEor of 

leukotriene synthesis accelerates healing in a rat model de 

colitis. Am J Physiol, 259, G527 -G534, 1990) con menores 

modificaciones (Blandizzi et al,, 2003). En resumen, la 

evaluación macroscópica se basa en el siguiente criterio: 

presencia de adhesiones entre el colon y otros ôrgaflos intra 

abdominales; consistencia de materia fecal coidnica (corno un 

marcador indirecto de diarrea); adhesiOn de la pared coidnica; 

presencia y extensiOn de hiperemia y daflo m3crosc6pico de la 

mucosa (evaluado con la ayuda de una regla) (Figura 2) . Todos los 

parmetros de dane macroscOpico se registran y se clasifican para 

cada rata mediante dos observadores independientes segados al 

tratamiento. 

Resul tadoł 

Los resultados obtenidos se ilustran en La Figura 3. Las ratas de 

40  Control exhiben una clasificaciOn de daflo macroscOpico 

insignificante, que cuenta para 1.0–0.2. 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), que indica la ocurrencia de colitis. La macrolida 

ejerce efectos anti inflamatorios significativos en 100 y 300 

pxnol/kg (-24% y -51%, respectivamente) . La Dexametasona induce 

similar efecto anti inflamatorio a aquel observado con la 

macrolida 100 pmol/kg. 
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Conclusiones 

Los datos obtenidos del presente estudio indican un buen patrOn 

de actividad anti ixiflarnatoria de la macrolida contra la colitis 

experimental. En este aspecto, la eficacia de la macrolida parece 

ser comparable con squella de is dexametasona, una droga anti 

intlamatoria bien conocida. Es asi claro a partir de is evidencia 

experimental reportada anteriormente que un compuesto de fOrmula 

� (IA), especialmente el compuesto de fOrmula (is) a una sal 

farmacØuticamente aceptabie de esta, puede ser utilizado 

efectivamente en el tratamiento de lED y en la prevenciOn de 

cancer de colOn. Las cantidades terapduticamente efectivas de un 

compuesto de fOrmula (IA) o uris sal farmacØuticamente aceptable 

de esta dependerâ de la edad y el estado fisiolOgico general del 

paciente, la ruts de administraciOn y la formulaciOn farmacØutica 

utilizada; las Oasis terapØuticas estarÆngeneraimente eritre 

aproximadamente 10 y 2000 mg/diaypreferthlemente entre 

aproximadamente 30 y 1500 rng/dIa. Los compuestos de la presente 

invenciOn pars usa en el tratamiento y/o profilaxis de las 

enfermedades mencionadas anteriormente se utilizarÆn 

preferibiemente en una forms farmacØutica que es adecuada pa ra 

administraciOn oral, rectal, sublingual, parenteral, tOpica, 

trarisdrrnica YpQr ihaaci, 

lEs par 10 tanto un obleto adicional de is presente invenciOn 

suministrar formulaciones farmacØuticas que contienen una 

cantidad terapØuticarnenteefectiva cle un compuesto de fOrmula 
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(IA) a una sal farmacØuticamente aceptable de esta junta con un 

vehiculo farmacØuticameOe. 

Las formulaciones farrnacØuticas de la presente invencidn pueden 

seT liguidas, adecuadas para aclministraci611 oral y/o parenteral, 

par ejemplo gotas, jarabes, soluciones, soluciones .inyectables 

listas para usa a preparadas par dilucidn de un liofilizato, pero 

preferiblemente sdlidas, par ejemplo comprimidos Câpsulas, 

grânulos, polvos, gldbulos, pessaries, supositorios, cremas, 

pomadas, geles a ungüentos; a alternativamente soluciones, 

suspensiones, emulsiones, u atras formas adecuadas para 

inhalación y administracidn transdØrmica. 

Dependiefldo del tipo de formulación, estas formulaciones 

contendrn, a pesar de una cantidad de efecto terapØutico de un 

compuesto de formula (IA) a una sal farmacØuticatflente aceptable 

de esta, excipientes sOlidos a liquidos a diluentes para usa 

farmacØutico y opcionalmente otros aditivos utilizados 

narmalmente en la preparaciOn de formulaciones farmacuticas par 

. ejemplo espesantes, agentes de agregacidn, lubricantes, 

desintegrantes, saborizantes y colorantes. 

Las formulaciones farmacØuticas de acuerdo con la invencidn, se 

pueden praducir de acuerdo con tØcnicas convencionales Coma un 

ejemplo, las cÆpsulas de gelatina dura paraadmin.stración  oral 

que comprenden de 100 mg a 30Q....rug, e lamacrolidayun vehiculo 

farmacØuticamente . aceptable se pueden prepara al ser 

administradas a un paciente ..necsidad de esta. 
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REIVINDI CACI ONES 

1, El uso de un compuesto de f6rmula (IA) 

En donde R es hidrôgeno o metilo; 

R1 es Un grupo N- (C.1 -C4) acil-N-(C1--C) aiquilamino; 

o ui-ia sal farmacØuticamente aceptable de esta, en la 

preparación  de tin medicamento para el tratamieno de 

enferrnedades inflarnatorias del intestino. 

2. El uso de acuerdo con la reivindicación 1, en donde el 

compuesto de formula (IA) es (9S) -05[3--(l-- oxoetil)-

metiloamino--D-xilo-3, 4, 6-trideoxi-hexapiraIiOSill-9-

hidroxi-9--deoxo- eritronolida-A, a una sal farmacØuticarnente 

aceptable de esta. 

3. El uso de acuerdo con la reivindicaciOn 1 a 2, en donde la 

enfermedad inflamatoria del intestino es colitis ulcerativa. 
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4. Eli use de acuerdo con la reivindicacidn 1 o 2, en donde la 

enfermedad inflamatoria del intetio es la Enfermedad de 

Crohn. 

S. El uso de un compuesto de fOrmula (IA) conio se definid en la 

reivindicacidn 1, para la prevenciOn del de cancer de colOn. 

6. El use de acuerdo con la reivindicaciOn 5, en donde el 

compuesto de formula (IA) es (9S) -05-[3-(l- oxoetil)-

meti1oamino-i-D-xi10-3, 4, 6-trideoxi-hexapiranosil] -9--

hidroxi-9--deoxo- eritronolida-A, o una sal farmacØuticamente 

aceptable de esta. 
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Figura 1 

Esquema de tratamiento de droga 

lriducción de colitis 
(DNSB, acido 2-4 dinitrobenzensulfOnico 30mg) 

1. 
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I I F LIH 
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Iniclo de tratamiento 
de droga 

sacrificio despuØs 
de 4 Hr de terminado 

el tratamiento 
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Figura 2 

criteria de clasificación de daft MicroscOpico 

Adicciones Consistencia de UlceraciOn Grosor del lasificadOn 
ntestino final 

as heces  

 *

el colon pude separarse fÆcilmente de otros tejidos 
# espesor mÆximo de intestino en mm se agrega a la clasificación final 



Clasificación de daæo microscópico 
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PCT/EP2006/060709 14 March 2006 (14.03.2006) 

International publication date (day/month/year) Priority date (day/month/year) 

Not yet published 21 March 2005 (21.03.2005) 

Applicant 
ZAMBON GROUP SPA. et al 

- By means of this Form, which replaces any previously issued notification concerning submission or transmittal of priority 
documents, the applicant is hereby notified of the date of receipt by the International Bureau of the priority document(s) relating to 
all earlier application(s) whose priority is claimed. Unless otherwise indicated by the letters ’NR’, in the right-hand column or by an 
asterisk appearing next to a date of receipt, the priority document concerned was submitted or transmitted to the International Bureau 
in compliance with Rule 17.1(a) or (b). 

2. (If applicable) The letters "NR" appearing in the right-hand column denote a priority document which, on Ehedate of mailing of 

lhiEtu:m, had not yet been received by the International Bureau wider Rule 17-1(a)  or (b). Where, under Rule 17.1(a), the 
priority document must be submitted by the applicant to the receiving Office or the International Bureau, but the applicant fails to 
submit the priority document within the applicable time limit under that Rule, the attention of the applicant is directed to Rule 
17-1(c) which provides that no designated Office may disregard the priority claim concerned 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 -

3- (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 received 
alter the time limit prescribed in Rule 17.1(a) or the request to prepare and transmit the priority 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 concerned 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. 

Priority date Priority application No Craintry or regional Office Date of receipt 
or 11C  receiving Office of priority document 

21 March 2005 (2103.2005) 05102244.0 EP 15 June 2006 (15062006) 

The International Bureau of WIPO Authorized officer 
34, chemisi des Colombettes 

Ellen Moyse 1211 Geneva 20, Switzerland 
Facsimile No. +41 22 338 89 75 

Facsimile No. +41 22 338 82 70 Telephone No. +41 22 338 91 54 
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INTERNATIONAL SAKUM HIi’UH I 
application No International 

PCT/EP2006/060709 

A. CLASSIFICATION OF SUBJECT MATTER 
INV. A61K31/7048 A61P1/04 A6135/00 

According to international Patent Classiticetlon (IPO) or to both national classification and IPO 

0. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classlilcation symbols) 

A6 1I( 

Documentation searched other than minimum documentation to the extent that Such documenis are included In the fields searched 

Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

EPO-I nternal 

C. DOCUMENTS CONSIDERED TO BE RELEVANT  

Category* Citation of document, with Indication, where appropriate, of the relevant passages Relevant to claim No. 

WO 2005/075494 A (ZAMBON GROUP S.P.A; 1-6 
MEREU, ANDREA; NAPOLETANO, MALJRO; ORAGHI, 
FERNAND) 18 August 2005 (200-08-18) 
page 15, line 18 
claims; examples 

X WO 2004/013153 A (ZAMBON GROUP S.P.A; 1-6 
NAPOLETANO, MAIJRO; MORIGGI, ERMANNO; 
MEREU, ANDREA) 
12 February 2004 (2004-02-12) 
cited in the application 
Compound RN: 654076-73-0 (compound (la)) 
page 28, lines 3-13 
examples 
claim 31 

-I--- 

[] Further documents are tinted In the continuation of Box C. [jJ See patent family annex 

Special categories of cited documenter T later document published alter the international filing date 

A document defining the general State of the art which is not or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 

considered to be of particular relevance Invention 
’E earlier document but published on or alter the international *X1 document of particular relevance; the claimed invention 

Sling dale cannot be considered Roval or cannot be conekiered to 
L document which may throw double on priottly claim(s) or involve an Inventive step when the document is taken alone 

which is cited to establish the pubitcation dale of another ly, document of particular relevance; the clakeed invention 
citation or other special reason (as specttied) cannot be considered to involve an inventive step when the 

’01 document referring loan oral dlec,tosure, use, exhibition or document in combined with one or more other such docu-
other means meats, elicIt combination being obvious to a person skilled 

P’ document published prior to the international fling date but In the art. 

laterthan the priority dale daitted V document member of the same patent Family 

Date or the actual completion of the international search Data of mating of the international search report 

19 July 2006 16/08/2006 

Name and mailing address of the ISN Authorized officer 

European Patent Office, l’$. 5818 PeJnttaan 2 
NI - 2280 H’! Rawijk 

Tel (+81-70) 340-2040, Tx. 31 651 eponh, Veronese, A Fax: (-i-31-70) 340-3016 

Farm P T/ISAJ2U} feeeond sheet) IAr*l12ou5) 

7?? 



INTERNATIONAL SEARCH REPORT International application No 

PCT/E P2006/060709 

C(ContlflUatlon). DOCUMENTS CONSIOERED TO BE RELEVANT 

Category* Citation Of doQtmeflt. with indication, *ore appropriate, of the relevant passages Relevant to claim No. 

Y US 2004/198677 Al (MERCEP MLANOEN ET AL) 1-6 
7 October 2004 (2004-10-07) 
claims; examples 
claim 45 

V "The Merck Manual’s 1-6 
1999, MERCK RESEARCH LABORATORIES , USA 
XP002391025 
pages 302-312 

V US 5 712 253 A (LARTEY El AL) 1-6 
27 January 1998 (1998-01-27) 
column 2, lines 31-45 

. column 2, lines 60-67 
claims 

A US 2002/035075 Al (BORODY THOMAS JULIUS) 1-6 
21 March 2002 (2002-03-21) 
See claim 3: clarithromycin 
paragraphs [0001], [0002]; examples 1,4-8 

A WO 00/4205 A (ZAMBON GROW’ S.P.A; 1-6 
PELLACINI, FRANCO; BOTTA, DANIELA; 
ROMAGNANO, STEF) 20 July 2000 (2000-07-20) 
the whole document 

Fom, PCT/1SA1210 (ccnlhiuotim at sawnd theet) (April 2006) 

kilo 
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WO 2004013153 A 12-02-2004 AU 2003269861 Al 23-02-2004 
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CA 2493995 Al 12-02-2004 
CN 1678620 A 05-10-2005 
EP 1529053 A2 11-05-2005 
HR 20050195 A2 31-12-2005 
tW 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 1 24-06-2004 
PL 363478 Al 15-11-2004 
SK 9792003 A3 08-01-2004 

Us 5712253 A 27-01-1998 AT 236185 T 15-04-2003 
CA 2257361 Al 24-12-1997 
DL 69720551 Di. 08-05-2003 
DE 69720551 12 26-02-2004 
DX 1021456 13 18-08-2003 
EP 1021456 Al 26-07-2000 
ES 2196331 13 16-12-2003 
JP 2000512653 1 26-09-2000 
PT 1021456 T 29-08-2003 
WO 9748713 Al 24-12-1997 

. US 2002035075 Al 21-03-2002 NONE 

WO 0042055 A 20-07-2000 AT 308552 1 15-11-2005 
AU 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 Dl 08-12-2005 
EP 1144427 A2 17-10-2001 
ES 2251966 13 16-05-2006 
HU 0105105 A2 29-04-2002 
IT M1990061 Al 17-07-2000 
JP 2002534531 T 15-10-2002 
MX PA01007164 A 27-03-2002 
NO 20013517 A 16-07-2001 
RU 2243230 C2 27-12-2004 
SIC 9812001 A3 07-01-2002 
US 6455576 BI 24-09-2002 
ZA 200105748 A 14-10-2002 

FOOn PCTd1SA12I0 (F*tent family air) (AdI 2005) 
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1 This cpinion Gontns initkaWns relating 10 the toIkwing hems; 

t Box No. I Basis of the opinion 
o 6w No. it Priority 
o tk. UI 14 w41, włU to ty, hurvulAvu amp anU kn0urAT1W eppI1cabry 

c 

Box No. IV Llnveflticn 
0 Box No-V Reasoned statement under Rule 43be,1(a)(I) with reysid to novelty, inventive stupor rnduslriei 

ailclIty; citations and explanations supporting uctI statement 
0 Box No, Vi Certaji, documenis cited 

Box No. VII Certain defects In the International application 
O Box No. VIII Certain observations on the International application 

2. FURTHER ACTION 

9  d$nerid for Intemationel prilWnlnary examination Is made, this opinion will usually be considered to be a 
wrrltencprrxoa of the international Pmlltmnaty Examining A*Ahonty ( IPEA ) except that this does not apply where 
the Øcart chooses an thorIty other than title one to be the IPEA and the chosen IPEA has notifad the 

oetivc,& und Rule 99.iwi w4*o opIr,ore of ti..e k*omIoniJ C..rcbr,9 Ath.4fy 

will rat be en considered. 

If this epIion Is, as provided above, considered to hi a writt�n opinion at the IPEA, the applicant 19 Invited to 
submit lath. IP5A a wftn reply together. where appinals, w$h amendments, before the expiration of 3 months 
from the date of mailing of Form POT1SM2O or before the expiration of 22 months from the priority date, 
whichever expires later. 

Fsj, fwIJruv uptlea, ewe rui’u PDT1t,. 

3. For further details, see notes to Form PCTASA220. 

Name and mailing addr99$Of$tI IS& Date of completion of I AJJ$IOOSØ4 Offeur 
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WRITTEN OPINION OF THE international application No. 
INTERNATIONAL SEARCHING AUTHORITY PCTEP2006i060709 

Raw NO I Reqte nf th npnkn 

1 With regard to tno langige, this cpwion has been established on the basis at 

t) the ltemationat application in the language in which it WCS Ided 

CD a translation of the international application into , which is the language of a translation .turnished for the 
PWpO*V of n 50fl31 O’Ch (nulue l2.3(Q) and 02.1 (b)>. 

2. With regard fo any nucleoildo andbr aflilno acid sequence disclosed in the international application and 
necessary to the Claimed invention, this opinion has been established on the basis of: 

a. type of material: 

C3 3 coquonoo toting 

O table(s) related to the sequence hating 

b. format of material: 
 o

on paper 

O In electronic form 

c. time of flli,çiurnlslilng: 

LI contained in the international application as filed. 

LA flea together with the international application in electronic form. 

LI furnished subsequently to this Authority for the purposes of search. 

3. 0 In 
addition, 

In me case that 
more than one veision or copy of 

a sequence ljstinQ andbr table relating thereto has been feed or fumisheil the mauned statements that the infomiatinn in the suheeii met 

rir lihtwd 

copies Is identical to that in the application as filed or does not go beyond the application as filed, as 
apxopriate, were furnished. 

4. Additional comments: 

Form PC$W237 (API 2006) 
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PAY N V flud ekstamont .ndłr Ib.o 16kl(9 with ro9id to 3nvo.Ø, *top or 
lndustdM applicabrny; cItations and explanations suppooting such statement 

1. Statement 

Novelty (N) Yes: Claims 1.6 
No: Claims 

inventive step (IS) Yes: Claims 
No: Claims 16 

industrial a1icab3Iity (IA) Yes: Claims 1-6 
No: Claims 

2. Citations and explanations 

we separate *heat 

Box No, VI Certain documents cited 

1. Certain published documents (Rules 43b5.1 and 7010) 

and/or 

2. Non-written disclosures (Rules Qbm 1 and 10.9) 

see tam 210 

Box Na. VII Certain detects in the International epplication 

The following defects In the form or contents of the international application have been noted: 

see separate sheet 

cvn POTSAt237 (AP* 2005? 



WRITTEN OPINION OF THE Intemational apphcaiion No. 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEIL PCT/EP2006/060709 

Reasoned statement under Rule 66.2(a)(11) 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 tinless otherwise indicated, reference is 
made to the relevant passages indicated in the Search Report: 

01: WO 2005e75494 A (ZAMBON GROUP SPA) 18 August 2005 
D2 W02004/013153 A (ZAM8ON GROUP S.P.A) ’12 Febniary 2004 cited in the application 
03: US 2004/198677 Al (MERGE P MIANDEN El AL) 7 Oc*or 2004 
04: ’The Merck Mapjar 1999, MERCK RESEARCH LABORATORIES, USA, XP002391025 

D5: US-A-5 712 253 (LARTEY El AL) 27 January 1998 
06: US 2002)035075 Al (BORODY THOMAS JUUUS) 21 March 2002 
D7: WO 00/42055 A (ZAMBON GROUP SPA) 20 July 2000 

Novelty 

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 art 
available, the claimed subject matter Is new. 

Nutt;. Use 13A lu* fbI wti5kluieU DI as prier an relevant for we eswullsflmerfl of novelty 
and inventive step, because the claimed subject matter validly claims prionty from the 
earher application N. EP051 02244. 

Inventive step 

D2 is considered the closest prior art. This document discloses the relevant macrolide 
derivatives, their antilnflammatory activity, and their use for the treatment of inflammatory 
disorders. The specific diseases listed in claims 1-5 are however not explicitly mentioned, 
lii vItw uf Lids prier art, we problem urKierlylug Urn present appflcatlon can te seen as the 
provision of new therapeutic applications For the claimed macrolides. 
As the applicant states in the description, the most commonly used medicaments for the 

orn PCT/rSAI231 Spre ieet) 1) (POAprI 2005) 
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WRITTEN OPINION OF THE InternationalappIicaton No. 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) PCT/EP2006/060709 

treatment for inflammatory bowel disease are antllnflarnmatory agents (this is confirmed by 

04, The Merck Manuar). It is also known that patients affected by inflammatory diseases 
often develop colon cancer. 
It would therefore straightforward for a skilled person confronted with the underlying 
problem, to test the clamed macrowe cienvatives as medicaments to treat the 
inflammatory disorders mentioned in the claims. 
03 and 1)5, which teach to use some macrolide derivatives related to the claimed ones to 

treat Crohn’s disease and ulcerative colitis, provide additional pieces of information which 
would have flrnmptPd a 0111PAI narynn to arrive. tn the clelmp1 inventinn withnut the Appei of 

inventive step. 
For this reason, in the absence of an evidence that the claimed compounds produce a new 

unexpected technical effect the claimed subject matter may not be considered to involve 

an inventive step. 

Certain published documents (Rule 10.10) 
),cMtcq No Pfitton Onto Fig date Pfloi$ty dat. (nNdd.ifl) 
Paurd NO ffiosWtIvłw) 

W02005075494 18 August 2005 25 January 2005 29 January 2004 

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

Ftm PCf SA227 EPO- 2DO) 
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SECOND AND SUPPLEMENTARY NOTICE 
INFORMINC3 THE APPLICANT OF flE 

COMMUNICATION OF THE INTERNATIONAL 
APPLICATION (TO DESIGNATED OFFICES 
WHICH AP?LX THE 30 MO(1’14 TIME 

LIMIT’ UNDER ARTICLE 22W) 
Rule 47J(c)) 

of 
26 July 9,007 2&07007) 

oi fi1Cveirnce 
F-40 

WO 20061100195 
CP200t0o07O9 

Frnm the INTEkNATIONAL BUREAU 

Tn 

LONGONI, Aeard* 
Zmbon S,p.A. 4$Q 
PdLeni office 
Via Wb del Utica, 10 47 
JO091 Brow 
ITALE 

In &itinnàI appIiC2UoIa No. Intemaitcsi*i IUti dme  
PCT/EP200S/080709 1 14 March 2006 140O06) 

Appic 
ZAMB$P& et all 

.!V1d’J tf 

Priocly dte(ioe,) 
21 March 2005 (21-012M) 

I, A1TENTi(: For toydetign*t4 OUict(e For whith the lime hmii under Mick 22(1), W In force from I April 2W. (30 IootdM !orn 
the prInrity dÆ), i.ot apply, pkare Form /13110Ir*t NW.) lasoed Previously, a -vt7 xivm Win We fUflowIn1 liertpraind Qfflec, for Wtcb the tflI* linot itod.ç ,i’t*is 

at in feces horn 1 AprIl2002, does y, bat*eie ithisesled thee the cortrn nicaaoe of 

We Internationel 1)phG, = pnretded for in MlicIc 2(k be tulctnd wider Rule 93111*. 1. Ik Womfions) Bnrceo has effected Oint conirnunkatifl on Ow dare led ated beluw; 211 Sepletnber 2006 C2L*19.2006) All AZ, BY, ON, CO. Di EP. KU. KG, KP, KR, MO, MK MZ, NA, 

NO, PG, RU, SY, TM, US to aorordarict wWi 11aIe 4. bfr)(r), those OflIce3 .alfl tepi the present notice as coodWive evIdence that the wurnswnicr4lcin of We intematiosal aIlcatInn hat daly irksn plrire on the dale of millig Indicated abovit and no ccpy of the lrrecitiiinI application is ttqcltod to lic furioehsd by the açptleani to the deaigneiod Officc(sl. 3- The following datignaled Offices, for which the time hnnt wider Article 22(l), 

at in 1ve hour 1 A61 2*X12, deat apply, have eec 

at at the dire of lathhflg Of the preteor i,oOce, that the c melcatlon of the inlornalinnal ipphcatKat be effected wider Rule AE, AG, As,, AM, AP. AT. BA, BE, 8G, BR, 8W, BZ, GA, CR. CU, CZ DE, DK, OM, EA, EC, EE. EG. ES. Fl, GB. Go, GE, GK GM, HR. ID, IL, IN, IS, JP, $1, KK KN, KZ, LC, 1.1<, LR, LS, LT, LV, LY, MA, MG, MN, MW, MX, NI, NO, NZ, OA, Olel, PH. PL, PT, HO. SC, 80, SG. 5K, SI. SM, TJ, TN, TR IT, UA, UZ, VC, VN, VU, ZA. ZK ZW In atcondance wIth lids AT I(cbu)(U), thonit Offices accept 

We present notiwi at coaciselva evidence thai We Contruft Stnc for *rih Wet Office acts 
at 

a deergasted Office dm not nreplire the lbswding. under Article 22. by the eppl=w of it txryy of the vpjfqan 4. I1MI LTh1TT$ fee entry into We nMlotral phi-For the designated oreinc*ed 0IflceCs) hued ebcwe, the vplkabk time limit for entering the national pttatit will, nibjeet to what Iii taM 

he 
the Io0owingj*arpb,bs 90 MON’fltS front the prIority dote, O Ilsat th.iIs vt&e tu the ,nn*iiti woe atatli win ujuntrue 

to 
app’y, rot varasus pertona of rIme. tn 014mo ut ceetitdfl 01 the daftouled or ditcaed Office(S) total ahxwe l’cr regular updates on the a lnahk dens Ikalb 130 or 31 tnonths, or other time limr4 Office by Office, fekrlo the IPCT Gazuw, the PCT Nrwrfrtrermad the MY (*tide, Volume 11. National Chapters, all available froin wyjenuygs ito, at topwwwlpo,nsc$M&indcehnuL It is the applicant’s ask responsibility to tiiOfllk)V all thov lime lintIte The ltlktsrntipfl& HJtee 0. Autb&natcd officer 34, ChenÆri deaCohourhedea Fflor’t MOyG £,LU twva INA itzoroeru J’xlirttilc No. +412211270 c-rtead: pt0pctwpoin1 Fecirt P f/I 3011(Seuitrd and hnppkmenlat Notion (Seusery 2004) 
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Frm the INTERNATIONAL BUREAU 

PCT 
FIRST NO1iC INFORMING THE APPLICANT OF LONGONI, Aesssndrd 
THE COMMUNICATION OF 714E INTERNATIONAL ZAMBON GROUP SPA. 
APPlICATION (TO DESIGNATED OFFICES WHICH tiaI Property Dept. 
DO NOT APPLY THE 30 MONTH TIME lIMIT Via L11c Del Coca, it) 

UNOM) I601 Oro*" (MI) 
ITALIIE 

(PCI Rule 47.Ic) 

of nuiling lda4ioeikezj 

26 October 2006(2610.2006)  

AppJrsflf or agent’s file se1ence 
F410 IMPORT iNT T’OTICE 

Intentond applicaWa No. Irionl hung da’e near Pioriy date (d1nornkeur) 

PCT/EP20061060709 14 March 2006 (14.03.2006) 21 March 2005 (21.03.2005) 

Applicant 
7AMRONfRflUPRPA at  

L ATI’ENTJON  For any desigmted Office(s), for Which the lime linu( under Article 221), as in Mee from I April 2002 (30 nmths from 
the fl°’Y  datek dw apply pleasesveForm 0$(econd and Supplementary Nc) l°  be issued promptly afwr the expiration 
of 28 months from the priority daeL 

2- Noteo iv hereby given that the "lowing deegstatod OtTicee, foe *inch the tune hanS under A1wle 22t). to in force from I sprmt 2002, 
not apjtiv hasl}uve roqne*s) that the communication of the international spplicauon as provided for in Article 20 he cifreird under 

Rule 93blt.l Thit lsnamahonel Bureau has effected that communication on the date indicat44 helow 
28 September 2006 (*($20061 

CH 

In accordance with Rule 47.1(-s)(i, those Offices will accept the present noctee as conclusive evidence that the essmearnication of the 
imemational application hai duly taken place on the clairol mailing indicated above and no cosey of the inteniational apulication is required 
to be furnished by the applicant to the desipated ()ffce(s) 

3. The foHosg deaignaud Olfres for which the time limit wider Aick (1), an in force from I AgnI 200Z does not apply. have not 
as at the time of mailing at the present notice, that the commanteation of the intertiational application be effected under Rule 

93biai 
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Ii. ondne 4th P.uJ. Il. Re ut. thnse Oftu, 0606V the peet ne*tev Q0 eoerle ecw that het. fog Which that office acts 
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* designated Office does not require the fiinilshtng, under AilIde 22, by the applicant of a copy of the internadorail apon. 4. TIME UMITS for entry Into the national phase For 

the 
dCMgnIUCd Office(s) blot above, and tmlesv a demand for 

international prelinisiary cssnthiu!ion has been filed beforn the expiratim of 19 utisnihe from the pnonty date (see Article 39(1)) the appheabk lame hznn for entaing 
the national phase will subject to whit 

le 
anid In the Wkwfw paraitenab. be ZVMONTHS from the nriorilv siate In practice, thee Uhete othir than the 204i*uth time Junk will continue 

to apply, for vasiettis periods of rime, in respect of cenain of the designated OfficeS IIed above, For regs*Ier updates an the a JeaN, time Ihmis (20 or 21 months, or other mime limit), office, by Office,  refet to the. PCT (icatw, die !’Ct Newstelrer and 

the PCT Applkaw’s (3,wide, Volume 115 National Chaptem all available from WU’O’c Internet si ii htp;ilwwwv4po.ictenhindeLbIm1 It is the applicant’s We respon aiWly to monitor all these 

timC limits. The lolerontionsi Bureaus of WIPO -Authorized �ffieff - i4 des Clombctlee EDen Mouse 1211 Geneva 20, $wjhreuhstid 1 Facsitulle No, +4122338a270 naiitpt0wIp0nt - Fonts PcrIlBI3OB(FIrst Notice) (iammeiy 2004) 



TRADtJCCION OFICIAL DEL ITALIANO AL ESPAtOL DE LEGALIZACION DE 

FIRMAS V APOSTILLE DE PODER DE 7AMBON A DILIA MARIA 

RODRIGUEZ DALEMAN y CLAUDIA LUCIA CARD RAMIREZ 

PRIMERA DE CINCO PAGINAS DEL DOCUMENTO: 

- boa oIumnas do texto, a is izquerda en espao1, a la dereł,a en ingles, 

� 
- Sello circular de be Simonet Danlela Di Silvano, Notaria en Bresso. Flmia 

flegible. 

SEGUNDA DE CINCO PAGINAS DEL DOCUMENTO, TEXTO EN ITALIANO: 

REPERTORIO No. 23.058 

REPUBLICA ITALIANA 

AUTENTICACION DE FIRMA 

El veinte de junlo de dos mil slete, en Bresso, en ml oficina,, yo, Ia suscilta 

� DANIELA DE S1MONE. Notasa inscilta en el registro do los Distritos Notariales 

reunidos do Milan, Busto Arsizic, Lodi, Monza y Varese; residente en Bcesso y 

con ofidna an Ia Via Vinotio Veneto N. 28, 

Qua se reglstro an ml pres 

ntj 
rIa 

ThRA PATRICIA CARDOA MEJIA 
TRADUeTOR E INTERPRETE OFICIAL 

ESOLUC1ON No. 0368 MNJUSTICIA 1997 

fhma de: 

OCT 2007 
I y

 1-Z ,j� 
SISSØ1ii  viiivy* orii.i ho 104 � in rt. 74 DSCFtQ UI di I 1OI 



- PAOLA LUCIA CORNA PELLGRIN; SPANDRE, nackla en 8resaa el 9 

de octubre de 1958, en calkiad de Directora (eneral de la ZAMBON 

S.p.A., con sede en Bresso (Ml), en Ia Va lillo del Ouca No)O, 

domicillada por w encargo en Ia sede social 

De cuya identidad personal, calificaciôn  y poderes de firma yo notaia doy fe. 

Firma Uegible y seflo circular de: DE SIMONE DANIELA DI SILVANO - Notarla 

� 
en 

- Eatampilla oficial de �14,82 

TERCERA DE CINCO PAGINAS DEL DOCUMENTO: 

- Texto an Italiano del acts de cesión. 

- Seflo circular de De Simone Daniela Dl Silvano, Notaria en Breeso. Firma 

CUARTA DE CINcO PAGINAS DEL DOCUMENTO 

� 

- Dos columnas de texto, a la lzquierda en espatlol, a Ia derecha en inglØs, de 

certificado notarial. 

- Sello circular de Os Slmona Daniela Di Silvano, Notana en Bresso. Firma 

flegible. 

QUTA DE CINCO PAGINAS EL QOUMENTO, TEXTO EN ITAIJANO: 

J?c(Jra (1rt,too A PA IT,i,11A ’E P4 
F iNTF?1E OflCIAL 

u3 M iuS.r : 0 VT 2007 
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- ’l 
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TMAPOSTiLLE" 

(Convendôn de la Hays del 5 do octubre de 1961) 

t PAlS: ITALIA 

El preBente acto ptibHco 

2. Fue euac3ito por D. DE SIMONE 

3. Agent* en caildad de: NOTARIA EN BRE$O 

4. Tiene el selle fdmbre de: SELLO NOTARIAL 

CERTJFICADO 

5. En MILAN 6. El: 6 de julio de 2007 

7, Por fa Oficina del Mlnlstedo Publico 

S. Bajo el nimero: 8600 AP 

9, Sello /timbre: Seflo de estado. 

10. Firma: El Procurador Sustftuto de la Republica, Dr. Isodoro Palma. Eipa 

ilegible 

Seflo circular. Procuradurla do la Republica � Tribunal Ordinario (W,_  .’ 
r,-1 fT 
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COLOMBIA 
Catera II N’ 86-53 Piso 6 Bogota Colombia Tel: (57 1)6181088 Fax: (57 I) 6350824Email: infoEJclarkemodet.com.co 

1. II) 
o a 

Yo (nosotros), abajo firmante(s) 

en mi (nuestro) carÆcter de representante(s) legales de 
ZAMIION S.p.A. 

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

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

per el presente instrumento confiero (conferiinos) poder especial a favor 
de DILIA MARIA RODRIGUEZ DALEMAN, con Cddula de Ciudada-
nia No. 41654.882 de Bogota, y tp 20824 y CLAUDIA LUCIA 
CARO RAMIREZ, con CØdula de Ciudadanla No. 40017.374 de Tunja, 
y tp. 36448, con domicilio en PogotA, Colombia, para que actuando en 
su orden en nombre del (de la) otorgante le (la) representen ante 
cusiquier entidad, autoridad yin persona, especialmente ante las del 
orden Administrative, Contencioso Administrative, Judicial, Tribunales 
de Arbitramento y/o cualquier otro en lo referente a los siguientes 
asuntos: "Aparato para aerosol, en particular para niflos" 

I) Solicitar, tramitar, obtener y/o registrar cualquiera de las modalidades 
de Propiedad Industrial, tales come: patentes de invención, modelos de 
utilidad; diseflos industriales, variedades vegetales; marcas, lemas, 
nombres y enseæaa comerciales y denominaciones de origen’ant come 
sus renovaciones, prorrogaa, transferencias, cambios de nombre yb 
domicilio, contratos y licencias. 
2) Solicitar, tramitar, obtener yio registrar derechos de autor, en cualquie-
ra de sus presentaciones asi come In protecciôn de secretes industriales y 
know-how. 
3) Solicitar, tramitar, obtener yin registrar registros sanitarios, permitos 
y/o licencias de funcionamiento; asi come sus renovaciones o prorrogas, 
transferencias, cambios tie nombre y/o domicillo, contratos y licencias. 
4) Ejercer acciones de oposición, observación, reclamos, reconsideración, 
reposición, apelacion, cancelación administrativa o judicial, nulidad, 
protección al consumidor, concesitin de licencias, protección de secretes 
industriales y demtn acciones y recursos relacionados con derechos 
derivados de Ins asuntos arnba indicados y en contra de la competencia 
desleal, acciones detivadas de is obtención o explotacitin de licencias, 
acciones de indemnización de peijuicios. TambiØn podrt(n) intervenir en 
juicios civiles, comereiales, pennies, contencioso-administrativos, tutelat 
y de policla; en acciones ojuicios promovidos per el (Ia) mandante o en 
contra ci (ella). 
5) Registrar nombres de dominio ante In entidad competente. 
6) En ci ejercicio de este mandato los mandataries amba mencionados 
quedan facultados pars: coriciliar, cancelar, transigir, comprometer en 
ârbitros, desistir, recibir y tomar posesión de la cosa objeto de iitigio y 
renunciar o desistir a derechot concedidos o en curso de concesitin, 
admitir los hechos del proceso 
7) Ratiticar o no Ia agencia oficiosa. 
8) AsI mismo faculto (facultamos) a los mencionados apoderados pars 
recibir notiticacioncs y designar apoderados judiciales o extrajudiciales, 
sustituir ci presente poder y revocar las sustituciones que hicirren. 

Dadoy firsoadoen 

abs diasde 

POWER OF ATTORNEY 
I (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 Lille del Duca, 10 - 20091 BRESSO (Milan) - Italy 

do hereby grant POWER OF ATTORNEY to DILIA MARIA RODRIGUEZ 
D’ALEMAN, identification card No. 41.654.882 of Bogot.4, 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, assignments, 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, 
Commercial, Criminal or Contentious-Administrative Trials; the actions for 
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)1 (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. 
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Ii ventuno giugno duemilasette, in Bresso e neT mio studio. 

To sottoscritta DANIELA DE SIIONE, notaio iscritto neT ruo-

To dei distretti notarili riuniti di Milano, Busto Arsizio, 

Lodi, Monza e Varese e residente in Bresso con studio alla Via 

Vjttorio Veneto n.28, 

certifico 

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

- Paola Lucia CORNA PELLEGRZNZ SPANDRE, nata a Brescia ii 9 ottobre 

1958, in qualità di direttore generaTe della ZAMBONS.p.A., 

con sede in Bresso (MI) alla Via LU-To Del Duca n.10, domici 

liata per la carica presso la sede sociale. 

Della identitâ personale gualifica e poteri della firmataria 

io notalo sono certo. 

:La N.i.ii to 40 
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TRADUZIONE 

COLOMBIA 
Carrera II N. 86-53 PIso 6 Bogota Colombia Tel (571)6181088.-Fax (57 1)6350824�Email; hfo@clarkemodey.com.co 

PROCURA 
to (fbi), sottoscritto/i 

legate/i rappresentante/i di ZAMBON S.p.A. 

una societâ organizzata ed esistente ai sensi delta legge Italiana 

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

Via LIllo del Duca, 10-20091 BRESSO (Milano) - Italia 

con ii presente documento concedolconcediamo MANDATO a DILIA MARIA RODRIGUEZ D’ALEMAN, carta 
d’identitâ n. 41.654.882 di Bogota, tp 20824, e CLAUDIA LUCIA CARC) RAMIREZ, carta d’identità n. 
40.017.374 di Tunja, tp 36448, resident a Bogota, Colombia, per rappresentare ii concedente dinnanzi a 
qualsiasi autoritâ do persona fisica o giuridica, in particolare dinnanzi alle autorità amministrative, 

amministrative in materia di contenzioso, autoritâ giudiziarie, tribunali deIt’arbitrato c/a qualsiasi altra 

autoritâ, in relazione a quanta segue: 

41 "Apparecchlatura per aerosol, in particolare per bambini" 

1) e a depositare, continuare, ottenere e/o registrare qualsiasi tipo di privativa, vale a dire: brevetti 

d’invenzione, modelli d’utilitâ, disegni industriali, varietà vegetali, marchi, slogan, nomi e insegne 
commerciali, emblemi e denominazioni d’origine nonchØ I rispettivi rinnovi, cessioni, cambi di name do di 
domicilio, accordi e licenze. 

2) e a depositare, continuare, ottenere eta registrare dirith d’autore di qualsiasi tipo nonchØ la protezione di 

segreti industriali o know-how. 

3) e a depositare, continuare, ottenere e/o registrare registrazioni sanitarie, autorizzazioni eta licenze 

operative nonchØ I rispettivi rinnovi a cessioni, cambi di name, c/a di domicilio, accordi e licenze. 

4) e a presentare atti di opposizione, osservazioni, rilievi, riconsiderazioni, appelli, cancellazioni, azioni di 

nullità, per la  difesa del consumatore, licenze, azioni per la protezione di segreti industriali e altre azioni ad 

esse coflegate e contro la concorrenza sleale, azioni derivate dalI’ottenimento a dallo sfruttamento di licenze, 

azioni per ottenere indennizzi. I 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 a azioni legali promosse o subite dal concedente II presente mandato. 

5) e a registrare nomi a dominic dinnanzi alle autorità competenti, 

6) Al sensi del presente mandato, i mandatari sopra citati vengono investiti del potere di conciliare, cancellare, 

risolvere, sottoporre ad arbitrato, ritirare, ricevere e prendere possesso di ciô che funge da oggetto della 

controversial e di nnunciare ai dintti concessi a in corso di concessione, ammettere prove agli atti. 

7) e a ratificare o non ratificare prowedimenti non ufficlali. 

8)10 (fbi) 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 la 

sostituzione. 

Redatto e firmato a 

ii 2007 

Firma 
ZAMBON S.p.A. 



CERTWLCADO NOTARIAL NOTARIAL CERTIFICATE 
(Cuando ci soilcltante es SOCIEDAD) (When the applicant is a CORPORATION) 

(Poderes otorgados en: El Salvador, Estdos tJnidos, Mtxico y Venezuela) (Powers of attorney granted in: El Salvador, Mexico, USA. and Venezuela) 

A lot silas del mci de 
sic This day of 

ci Notario que suscribe DA FE de que: the undersigned Notary CERTIFIES that: 

- (nombre sic la persona que firma ci poder) 

mayor de edad y domiciliado  
firrnO de su patio 

y letra ci documento que antecede. 
2. Conoce al (a Is) otorgante y que este (a) estA legalmente capacitado 
Para ci otorgamiento. 
3. El otorgante ha firmado ci referido documento en su carÆcter 
sic___________________  
de la persona juridica  

4. La citada persona juridica con sede en  

estÆ legalmente 
. constituida, que tiene actualmente 

existencia legal y que ci acto pats ci cual se ha otorgado este 
poder estÆ comprendido entre los que Constituyen su objeto social. 
5. El otorgante tiene efectivamente la representación que ostenta, que 
esta es legitima y que estâ facultado pars otorgar este poder. 
6 las anteriores certificaciones de los puntos 3, 4 y 5, me constan porque 
he tenido a la vista lot documntos autdnticos. 

Notario Püblico 

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

of legal age and domiciled 
in set his hand on 
she 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 executed the foregoing document in his capacity 
of_______________________ 
ofthejuridical person__________  

4. The mentioned juridical person with place of business 

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. 

Notary Public 

NOTA: A continuación de lo anterior, ci Consul de Colombia debe NOTA: Then the Colombian Consul must legalize the signature of the Notary 
autenticar la firma del Notario PUblico, Public. 

CERTIFICADO NOTARIAL (Cundo el solicitante es NOTARIAL CERTIFICATE ( When the applicant Is an 
INDIVIDUO) INDIVIDUALS) 

A los dias del mes de de 
ci Notario que suscribe DA FE de que: 

(nombre de la persona gut firma el poder) 

mayor de edad y domiciliad* en  
finnO en su presencia 

ci documento que antecede, conoce all otorgante y que este estÆ 
legalmente capacitado para of otorgamiento. 

Notario P(iblico 
NOTA: A continuaciOn sic lo anterior, ci COnsul de Colombia debe 
autenticar la firma del Notario PUbiico. 

Pars todes los demla psiacs ci Selior Consul de Colombia o ante 
qulen se otorgue, debe espedlr usa certlfleacjOn dejando constRue/ia 
I) de la existencla legal de Is socledad, 2) de que eatS ejerce actual-
mente su objeto social, y 3)4e que is persona o personas que otorgan 
ci poder estÆn facuitadas pars hacerlo, dejando 
constancia asi mianso de gut tuvo a is vista las pruebas que acrediten 
tales circunstancias. 

LEGALIZACION POR EL CONSUL DE 
0 POR APOSTILLA 

On this day of 
the undersigned Notary CERTIFIES that: 

(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 document. 

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. 
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SUPERINTENDENCIA DE INDUSTRIA Y COMERC,O 

No. 07-105847- .00000.0000 ft 
Fecha2007-10-0916 

1 
10!28 Dep. 2020 NUECREACIONE mnd1t’sr y Comercio 

ra. 11 ATENTLIYJEV�L8: FASENACIONALI SUP E RI NT E N IDE N CIA Act 411 PRESENTACION  55 

REQUISITOS MINIMOS PARA ADMISON A TRAMITE 
PCT 

FATENTE DE INVENCION MODELO DE UTILIDAD [ ] 

� tndicación de quo Se solicita la concssión do una patente 
� Datos de identificack5n del solicitante a do la persona quo presenta la solicitud [ 
� DescripciOn do la invenciOn 
� Dibujos do ser estos pertinentes [ ] 
� Comprobante de pago de las tasas establecidas 11.4 

COMPLETA INCOMPLETA ( 

DISEPO INDUSTRIAL 

� Indicación de que se solicita el registro de Diseæo Industrial 11 
� Datos de identificación  del solicitante o de la persona quo presenta la solicitud ( ] 
� 

Representaoión  grÆfica y fotogrfica del Diseæo Industrial o muestra del 
matŁrai quo incorpora & diseno 

�
 

Comprobante do pago de las tasas establecidas 11 ] 

COMPLETA [ I 

ESQUEMA DE TRAZADO 

INCOMPLETA [ I 

� {ndicacón de quo so solicita el registro do un Esquema de Trazado f 3 
� Datos do identificaciOn del solicitante o do la persona quo presenta la solicitud I 3 
� RepresentaciOn grÆfica del esquema trazado I 1 
� Comprobante de pago de las tasas establecidas [ I 

COMPLETA 

Firma ReonsabIe 

Fecha 

INCOMPLETA 

Carrera 13 No. 27-00 Piso 5, 7 y 10 
Conmutador: 3 82 06 40 

Fax: 350 52 20 
E-mail: info(sic.gov,co 

www.sic.gov.co 
Bogota, D.C., Colombia 


