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(57) Abstract: Compounds of formula (I) in free or salt 
or solvate 

form, where Ar is a group of formula (II)? is carbon or nitrogen 

and R’, R2, 1V, R4, R, R, R", R9, 119, R’°. X, a, p, q and r are as defined in the specifications their preparation and their use as 
pharmaceuticals, particularly for the treatment of obstructive or inflammatory airways diseases. The compounds of formula (1). in 
free, salt or solvate form, have l2-adrenoreceptor agonist activity. 
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Compounds of formula XVIII are novel compounds which may be prepared by reaction of a 

compound of formula 

Ar1�CO� Hal XXIV 

where Ar1 is as hereinbefore defined and Hal is a halogen atom, preferably chlorine or 

bromine, with a compound of formula XVtI as hereinbefore defined. The reaction may be 

carried out using conventional procedures, for example those described by Yoshizaki et al, J. 

Med. Chem (1976),19(9),* 1138-42. 

Where desired, the protection of any reactive group may be carried out at any appropriate 

stage in the above processes. The protecting group is suitably one used conventionally in the 

art and may be introduced and removed using conventional procedure. For example, when 

a hydroxy group in Ar1 is protected by a benzyl group, the latter may be removed by 

catalytic hydrogenation in the presence of palladium on charcoal using conventional 

procedures, such as those used hereinafter in the Examples. 

Compounds of formula i in free, salt or solvate form are useful as pharmaceuticals. 

Accordingly the invention also provides a compound of formula I in free, salt or solvate 

form for use as a pharmaceutical. The compounds of formula-I in free, salt or solvate form, 

hereinafter referred to alternatively as "agents of the invention", have good 02-

adrenoreceptor agonist activir. The 02 agonist activity, onset of action and duration of 

action of the agents of the invention may be tested using the guinea pig tracheal stip in vitro 

assay according to the procedure of R.A. Coleman and A.T. Nials, J.Pharmacol. Methods 

(1989), 21(1), 71-86. The binding potency and selectivity for the 32-adrenoreceptor relative 

to the 131 -adrenoreceptor can be measured by a classical filtration binding assay according to 

the procedure of Current Protocols in Pharmacology (Sj.Enna(editor-in-chief) et al, John 

Wiley & Son, Inc, 1998), or by cAMP deternunation in cells expressing 02- or 131-

adrenoceptor, according to the procedure of B. January et al, British J. Pharmacol. 123; 701-
711 (1998). 

The agents of the invention commonly have a rapid onset of action and have prolonged 

stimulating action on the f32-adrenoreceptor, compounds of the Examples hereinbelow 

having Ki (132) values of the order of 0.1 to 1000 riM, having durations of action of the 
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order of I to greater than 12 hours, and having binding selectivites for the 132-
adrenoreceptor relative to the 131-adrenoreceptor from 1.5 to 500. For example, the 

compounds of Examples I, 2, 4, .5, 6,’S, 27 and 29 have 132 and 131 binding potencies, 

measured by cAMP determination in cells expressing 02- and 131- adrenorcceptors, 

represented by EC50 values (132/131) (in nM) of 0.92/9.52, 0.23/1.25, 6.07/14.5, 0.79/6.10, 

0.3/3.60, 0.57/8.46 and 0.012/0.5 respectively. The compounds of Examples 2, 4, 5, 27 

and 29 have T(50%) times (in minutes) of >400 at 71M concentration, 82 at 100 nM, 444 

at 1 OOnM, 222 at LOW and 279 at I OnM respectively in the guinea pig tracheal strip 

assay, where T(50%) is the time for inhibition of contraction to decay to 50% of its 

91 

maximum value. 

Having regard to their 132. agonist activity, the agents of the invention are suitable for use in 

the treatment of any condition which is prevented or alleviated by activation of the f32-

adrenoreceptor. In view of their long acting selective 132 agonist activity, the agents of the 

invention are useful in the relaxation of bronchial smooth muscle and the relief of 

bronchoconstriction Relief of bronchoconstriction can be measured in models such as the 
in vivo plethysmography models of Chong et a!, J PharmacoLToxicol. Methods 1998, 399 
163-168, Hammelmann et al, Am. J. Respir. Crit. Care Med., 1997, 156, 766-775 and 
analogous models. The agents of the invention are therefore useful in the qatmentof 

obstructive or inflammatory airways diseases. In view of their long duration of action, it is 
possible to administer the agents of the invention once-a-day in the treatment of such 

. diseases. In another aspect, agents of the invention commonly exhibit characteristics 

indicating a low incidence of side effects commonly encountered with 132 agonists such as 
tachycardia, tremor and restlessness, such agents accordingly being suitable for use in on 
demand (rescue) treatment as well as prophylactic treatment of obstructive or inflammatory 
airways diseases. 

Treatment of a disease in accordance with the invention may be symptomatic or 
prophylactic treatment. Inflammatory or obstructive airways diseases to which the present 
invention is applicable include asthma of whatever type or genesis including both intrinsic 
(non-allergic) asthma and extrinsic (allergic) asthma. Treatment of asthma is also to be 
understood as embracing treatment of subjects, e.g. of less than 4 or 5 years of age, 
exhibiting wheezing symptoms and diagnosed or diagnosable as "wheezy infants", an 
established patient category of major medical concern and, now often identified as incipient 
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or early-phase asthmatics. (For convenience this particular asthmatic condition is referred to 

as "wheezy-infant syndrome".) 

Prophylactic efficacy in the treatment of asthma will be evidenced by reduced frequency or 

severity of symptomatic attack, e.g. of acute asthmatic or bronchoconstrictor attack, 

improvement in lung function or improved airways hyperreacthrity. It may further be 

evidenced by reduced requirement for other, symptomatic therapy, i.e. therapy for or 

intended to restrict or abort symptomatic attack when it occurs, for example anti-

inflammatory (e.g. corricosteroid) or bronchxItiatory. Prophylactic benefit in asthma may 

in particular be apparent in subjects prone to "morning dipping". "Morning dipping" is a 

recognised asthmatic syndrome, common to a substantial percentage of asthmatics and 

characterised by asthma attack, e.g. between the hours of about 4 to, 6 am, i.e. at a time 

normally substantially distant form any previously administered symptomatic asthma 

therapy. 

Other inflammatory or obstructive airways diseases and conditions to which the present 

invention is applicable include adult respiratory distress syndrome (ARDS), chronic 

obstructive pulmonary or airways disease (COPD or COAD), including chronic bronchitis, 

or dyspnea associated therewith, emphysema, as well as exacerbation of airways 

hyperreactivity consequent to other drug therapy, in particular other inhaled drug therapy. 

The invention is also applicable to the treatment of bronchitis of whatever type or genesis 

including, e.g., acute, arachidic, catarrhal, croupus, chronic or phthinoid bronchitis. 

Further inflammatory or obstructive airways diseases to which the present invention is 
applicable include pneumoconiosis (an inflammatory, commonly occupational, disease of 
the lungs, frequently accompanied by airways obstruction, whether chronic or acute, and 
occasioned by repeated inhalation of dusts) of whatever type or genesis, including, for 

example, alummosis, anthracosis, asbestosis, chaticosis, ptilosis, siderosis, silicosis, tabacosis 

and byssinosis. 

Having regard to their 132 agonist activity, the agents of the invention are also useful in the 
treatment of a condition requiring relaxation of smooth muscle of the uterus or vascular 
system. They are thus useful for the prevention or alleviation of premature labour pains in 
pregnancy. They are also useful in the treatment of chronic and acute urticaria, psoriasis, 
allergic conjunctivitis, actinitis, bay fever, and mastocytosis. 
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The agents of the invention are also useful as co-therapeutic agents for use in conjunction 

with anti-inflammatory or bronchodilatory drug substances, particularly in the treatment of 

obstructive or inflammatory airways diseases such as those mentioned hereinbefore, for 

example as potentiators of therapeutic activity of such drugs or as a means of reducing 

required dosaging or potential side effects of such drugs. An agent of the invention may be 

mixed with the anti-inflammatory or bronchodilatory drug ina fixed pharmaceutical 

composition or it may be administered separately, before, simultaneously with or after the 

anti-inflammatory or bronchodilatory drug. Such anti-inflammatory drugs include steroids, 

in particular glucocorticosteroids such as budesonide, beclarnethasone, fluticasorie or 

mornetasone, and dopamine receptor agonists such as cabergoline, bromocriptine or 

ropinirole. Such bronchodilatory drugs include anticholiriergic or antimuscarinic agents in 
- 

particular ipratropiurn bromide, oxitropium bromide and tiotropium bromide. 

Combinations of agents of the invention and steroids may be used, for example, in the 

treatment of COPD or, particularly, asthma. Combinations of agents of the invention and 

anticholinergic or antimuscarinic agents or dopamine receptor agonists may be used, for 

example, in the treatment of asthma or, particularly, COPD. 

In accordance with the foregoing, the present invention also provides a method for the 

treatment of an obstructive or inflammatory airways disease which comprises administering 

to a subject, particularly a human subject, in need thereof a compound of formula I, or a 

pharmaceutically acceptable salt or solvate thereof, as hereinbefore described. In another 

aspect, the invention provides a compound of formula 1, or a pharmaceutically acceptable 

salt or solvate thereof, as hercinbefore described for use in the preparation of a medicament 

for the treatment of an obstructive or inflammatàry airways disease. 

The agents of the invention may be administered by any appropriate route, e.g. orally, for 

example in the form of a tablet or capsule; parenrerally, for example intravenously; topically 

to the skin, for example in the treatment of psoriasis; intranasally, for example in the 

treatment of hay fever; or, nreferabl b r* tiinhalation, particularly in the treatment of 

obstructive or inflammatory airways diseases. 

In a further aspect, the invention also provides a pharmaceutical composition comprising a 

compound of formula I in free form or in the form of a pharmaceutically acceptable salt or 

solvate thereof, optionally together with a pharmaceutically acceptable diluent or carrier 

therefor. Such compositions may be prepared üsiæg conventional diluents or excipients and 

techniques known in the galenic art. Thus oral dosage forms may include tablets and 



WO 00/75114 
49 

PCTIEPOO/05058 
ISO

Claims 

1. A compound of formula 

A3 
H� N 

<(CH 2)n 
R6Ar_i"?R 7 

A 

in free or salt or solvate form, where 

Ar is a group of formula 

Aa

 

), 
(R1)q 

R1 is hydrogen, hydroxy, or alkoxy, 

R2 and R3 are each independently hydrogen or alkyl, 

R4, R5, R6 and R7 are each independently hydrogen, halogen, cyano, hydroxy, alkoxy, aryl, 

Salkyl, alkyl substituted by one or more halogen atoms or one or more hydroxy or alkoxy 

groups, alkyl interrupted by one or more hetero atoms, alkenyl, trialkylsilyl, carboxy, 

alkoxycarbonyl, or -00NR11R12, where R11 and R are each independently hydrogen or 

alkyl, or R4 and R5, R5 and R, or R and 17 together with the carbon atoms to which they 

are attached denote a carbocyclic or heterocyclic ring, 

R5 is halogen, -OR, -CH20R13 or -NHR" where R13 is hydrogen, alkyl, alkyl interrupted 

by one or more hetero atoms, -00R14, where is hydrogen, -N(R15)R16, alkyl or alkyl 

interrupted by one or more hereto atoms, or aryl and R and R1’ are each independently 

hydrogen, alkyl or alkyl interrupted by one or more hetero atoms, or R13 is -C(N1-1)R17, - 

S0R11 or -SO2R7 where R17 is alkyl or alkyl interrupted by one or more hetero atoms, and 
R9 is hydrogen, or R is -NHR where -NH1V  and R9, together with the carbon atoms to 
which they are attached, denote a 5- or 6- membered heterocycle, 
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R1° is -OR" or -NHR where R19 is hydrogen, alkyl, alkyl interrupted by one or more 

hetero atoms, or -00R20, where R20 is -N(R21)R22, alkyl or alkyl interrupted by one or more 

hetero atoms, or aryl, and R21 and R22 are each independently hydrogen, alkyl or alkyl 

interrupted by one or more hetero atoms, 

X is halogen or halomcthyl or alkyl, 

Y is carbon or nitrogen, 

n is 1 or 2, 

p is zero when Y is nitrogen or 1 when Y is carbon, 

q and r are each zero or 1, the sum of q+r is I or 2; and 

the carbon atom marked with an asterisk* has the R or S configuration, or a mixture 

thereof, when R1 is hydroxy or alkoxy. 

2. A compound according to claim 1, in which Ar is a group of formula U in which 

Y is carbon, 

R9 is NJ-’8 and NHRu and R9 together denote 

a group of formula -NH-CO-R’- where R23 is an alkylenc, alkenylenc or alkyleneoxy group, 

a group of formula -NH-S02-R24 where R24 is an alkyleneoxy group, 

a group of formula -NH-R25 (C00R26)- where R is an alkylene or alkenylene group and 

R26 is alkyl, or 

a group of formula -NH-CO-NH- or -NH-CO-S-, 

R1° is -OR", where R19 is as defined in claim I, 

X is alkyl, 

pis I,qis 1 and ris zero or 1. 

3. A compound according to claim 2, in which Ar is a group of formula UI, IV, V, VI or VU 

30 

in which R29, R30 and R31 are each independently hydrogen or C1-C4-alkyl 
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7. A compound according to claim 1, in which Ar is a group of formula Ii in which Y is 

carbon, R8 is -N1-3R’3 where R3 is hydrogen, C1-Cio alkyl, C1-C10 alkyl interrupted by 1 to 3 

hetero atoms, co4 where R14 is hydrogen, C1-C,o-alkyl or Cl-C10-alkyl interrupted by I 

to 3 hetero atoms, or R is -C(=NH)R17, -S0R17 or -S02R17 where K17 is C1-C10-alkyl or C1-CIO-alkyl
 interrupted by I to 3 hetero atoms, R is hydrogen, R1° is -OR" where R is 

hydrogen, CI -C4-alkyl or C1-C4-alkoxy-CIC4 alkyl, p and q are each I and r is zero. 

8. A compound according to claim 7, in which At is a group of formula XV 

A13 

H’ 6�   
xv 

9. A compound according to any one of the preceding claims, in which K4, R5, K6 and K7 

are each hydrogen or are such that the benzene ring to which they are attached is 

symmetrically substituted. 

10. A compound according to claim 1, in which Ar is a group of formula III, IV, V, XXI or 
XV, R1 is hydroxy, R2 and R3 are hydrogen, and R and R7 are identical and are each 
hydrogen, C1 -C4-alkyl or CrC4-alkoxy, and either R5 and R’ are identical and are each 
hydrogen, C1 -C4-alkyl, C1-C4-alkoxy or C,-C4-alkoxy-C1-C4-alkyl, or K5 and R’ together 
denote -(CM2)4- or -O(CH2)20-, in free or salt or solvate form. 

ii. A compound according to claim 10, in which the carbon atom in formula I marked 
with an asterisk * has the K configuration. 

12. A compound of formula 
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R4 

A3 (CH2) 

I)# 

H� N 

2 
: CH2)R 

Ar__?LR  

A 

in free or salt or solvate form, 

(A) wherein Ar is a group of formula 

1 30 

in which R29, R30 and R3 are each H, R’ is OH, R2 and R3 are each H and 

(i) n is 1, and R4 and R7 are each CH30- and Rs and R6 are each H; or 

(ii) n is 1, and R4 and R7 are each H and R3 and R6 are each CH3CH2-; or 

(iii) ii is 1, and R4 and R7 are each H and R5 and R6 are each CH3-; or 

(iv) ii is 1, and R4 and R7 are each CH3cH- and R5 and RE are each H; or 

(v) it is 1, and R4 and R’ are each H and R5 and RE together denote -(CH2)4-; or 

48 
(vi) n is 1, and R4 and R7 are each H and R5 and RE together denote -O(CH)20-; or 

(Vii) n is 1, and R4 and R7 are each H and R3 and R6 are each CH3(CH2)3-; or 

(viii) n is 1, and R4 and R7 are each H and Rs and RE are each CH3(CH2)2-; or 

(ix) it is 2, R4, R5, R6 and R7 are each H; or 

(x) it is 1, and R4 and R7 are each H and R5 and R6 are each CH30CH2-; or 

(B) wherein Ar is a group of formula 

,R13 
HN 

HO?b-  xv 
in which R13 is H, R1 is OH, R2 and R3 are each H, R4 and R’ are each H and Rs and R6 are 
each H and it is 1; or 
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Example 10: 1H-NMR (d4-MeOH) ppm; 2.78 (21i, m),2.9.(2H, in), 3.15 (21f, m), 3,28 (6H, 

s), 3.7 (1H, m),4.5$ .(IH, br s), 5.15 (1H.m), 6.58 (1H, d), 6.9 (Iii, d), 7.11 (2H, s),.:7115 

(1-I, s), 8.2S (1H, s). S 

Example 12 . 

8-Hydroxy-5-[1 .hydroxy-2-(indan-2-y1amino)-ethy1-1 H-qulnolin-2-one 

Intermediate 10 (18 mg, 0.054 mrnol) is dissolved in methanol (2 mL) and cooled on ice. 

Sodium .borohydride (6 rug, 0.12 mmol) is added over 2 hours. Concentrated HCI is then 

added until pH reaches 1, and the reaction mixture filtered The filtrate is washed with 

methanol. The combined liquid phases are evaporated and redisolved in methanol twice. 

After removal of the methanol in vacuo, the residue is redisolved in water and the pH 

brought to 12 with IN ICON. The solvent is removed in vacuc and the residue coevaporated 

twice with toluene. The residue is purified by flash chromatography (silica, 

CH2Cl2/methanol 8:2). ES+ MS We 337 (MJj) 

Exmpi 13 

S-2-(5,6-Dimedioxy-indan-2-ylanino)-1.bydroxy-thy11-84iydroxy4H.quinoflri.2.one 

This compound is prepared from Intermediate 11 by a procedure.analogous to that of 

Example 12. FS+MSm/e397(MH’) 

Exaijple 14.� . 

S42-($.6-DiethyI-indan-2-y1anthio)-I-hydroxedy1]-8-bydroxy3*xnethy1-1wqunoJin.2 

one . 

This is. prepared from Intermediate 13 (21mg) by the hydrogenation procedure for removal 
of the benzyl group used in Example 1. 

1H-NMR (d4-cH30H) ppm. 1.11 (t, 6H), 2.11 (s, 38), 258 (q, 4H) 3.01-3.37 (m, 6H), 
4.10-4.16 (rn,IH),.5.31-S.38(m, 1H), 6. 91 (d, IN), 7.00 (s, 2H).  (d, 1H), 8.13 (s 

Ecamp1&i5  
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Como resultado del examen de btsqueda de anterioridades y con fundamento en el 
articulo 46 de la Decision 486 de la ComisiOn de la Comunidad Andina, se le comunica: 

1. SOLICITUD DE SUMINISTRO DE INFORMAC16N 

El arffculo 46 do ía DecisiOn 486 do (a ComisiOn de la Comunidad Andina establece quo: La Oficina Nacional 
competente padre requorir e/ informe do exportos a do organismos cientfficos o tecnolOgicos quo so 
consideren idôneos, pam quo emitan opiniOn sabre Ia patentabilidad do la invenciOn. Asimismo, cuando Jo 
estime convonionte, podre requorir informes do otras oficinas do propiedad industrial. Do ser necesario, a 
ofectos del examen do patentabilidad y a requerimionto do Ia oficina nacional competente, el salicitante 
proporcionarÆ, en tin plaza quo no excederÆn do 3 moses, uno a mÆs do los siguientes documentos relativos 
a una a mÆs do (as solicitudes extranjeras referidas total o parcialmonte a Jo misma invenciOn quo so 
examine: ... b) copia do los resultados do exØmenes do noveclad o do patentabilidad efectuados respecto a 
esa solicitud extranjera; ... Si el solicitante no prosontara los documentos roqueridos dentro del plaza 
sofia/ado on ci presente art(culo (a oficina nocional competente denegare Ia patente" 

Come consecuencia de la btsqueda de anterioridÆdes de materia relacionada con la de la 
presente invenciOn, se determinó que existen enel estado de la tØcnica los siguientes 
documentos, que eventualmente afectarlan los requisitos de patentabilidad de esta 
solicitud: 

CYDULKA R K ET AL: "EFFECTS OF COMBINED TREATMENT WITH 
GLYCOPYRROLATE AND ALBUTEROL IN ACUTE EXACERBATION OF CHRONIC 
OBSTRUCTIVE PULMONARY DISEASE" ANNALS OF EMERGENCY MEDICINE, 
LANSING, MI, US, VOL. 25, April 1995, pages 470-473, XP000979833, ISSN: 0196-
0644. Abstract 

TZELEPIS G ET AL: "COMPARISON OF NEBULIZED GLYCOPYRROLATE AND 
METAPROTERENOL IN CHRONIC OBSTRUCTIVE PULMONARY DISEASE" 
EUROPEAN RESPIRATORY JOURNAL, MUNKSGAARD INTERNATIONAL 



Siendo que las publicaciones referenciadas hacen Parts del resultado del examen de 
b(isqueda reahzado esta solicitud colombiana, y no siendo viable la consecuciôn de dichos 
articulos por sate despacho, Se requiere que el sohcitante, en virtud de Jo establecido on el 
arUculo 46 de la DecisiOn 486 de la ComsiOn de la Comunidad Andina, proporcione las 
publicaciones completas, con to que podrÆ reaflzarse un anÆlisis absotuto de la, 
patentabilidad de la invenciOn �correspondiente a la presente solicitüd. 

Notifiquese of presents oficlo conforme a to dispuesto en el numeral 5.2, literal e), del 
capitulo quinto (5), del tituto primero de la circular unica N° 10 de 2001 

IV-ALIX CARMENZA CESPEDES DE VEFGEL 
Direotora de Nuevas Creaciones (C) 

El anterior requerimiento fue notificado par fijaciOn en hsta, de 
fecha_______________________ 09 JUL 2010 
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707 

*1 

Como resuitado del examen de fondo, realizado con fundamento en el artfculo 45 de. 
Ia DecisOn 486 de Ia Comisiôn de la Comunidad Andina, se le comunica 

1. Docurnentos estudiados 

Descripciôn: Folios: 50 a 98 

Reivindicaciones: Folios 130 a 143 

Prioridad: Fecha: 2004/05/18, pals: GB y nUmero:04110565 

2.. Objeto de Ia, invenciôn 

Titulo de Ia .solicitud: Combinaciones de glicopirrolato. y agonistas del 
adrenoceptor-beta2 y numero de folio I 

El problema planteado en esta solicitud es. Ia necesidad de combinaclones 
(tiles pars Ia enfermedÆd .pUlmonar obstructiva crOnica. 

Para solucionar este problems tØcnico Ia sohctud en estudio proporciona 
combinaciones de glicopirrolato antagonista del receptor muscarinico M3 y 
agonistas adrenoceptores beta 2 de rØpida accón y targa duraciOn que minimice 
o evite dosis diarias a repetictón, preferiblemente una voz por dia 

EXP. 2006.113686 



jr:; 
ClasificaciOn Internacional de Patentes (lPC): A61 K 31/402 

3 De la soflcitud de Patente 

Titulo (articulo 28 D. 486) 

� El titulo no es especfficQ en cuanto a to que realmente se pretende proteger. 
Se requiere a) soticitante realizar los ajustes necesarios. 

Reivindicaciones (atIcuIo 30 D 486) 

Una vez revisado el capitulo reivindicatorlo esta dependencia encuentra: 

� Reivindicación 1: no puede aceptarse tat como estÆ ya que at hacer referenda 
de que el medicamento puede comprender por separado dos compuestos 
estÆ sugiriendo que no es una composiciOn como tat sino un mØtodo de 

, administracin o tratamiento. 
� ReMndicaciôn 1: Se puede deducir que se obtienen mIllones de 

combinaciones que dan como resultado compuestos agonistas 
adrenoceptores beta2 de fOrmula (I). Se requiere restricción del atcance de la 
invenciOn que se desea proteger dada la amphtud de la materia que se 
pretende reivindicar y seæalar inequrvocamente que compuestos prueban su 
superioridad contra las anterioridades. 

� ReivindicaciOn 2: Contiene la misma materia de la reivindicaciOn 1, no aporta 
nada adicional. 

� ReivindicaciOn 8: Se reivindica una "sustancia fÆrmaco" con propiedades 
antlinflamatorias, broncodilatadoras, antihistam inicas, descongestionantes o 
antitusivos, dicho termino no se acepta tat como estÆ por ser demasiado 
ambiguo y general. 

� Reivindicación 11: No es clara ni concisa ya que se reivindica un 
medicamento, sin aportar ninguna caracteristica definida. Un medicamento no 
se caracteriza mediante el tamafo de parficula do sus componentes sino 
mediante los componentes como tat, por Jo tanto no es tenida en cuenta. 

is 

� ReivindicaciOn 19: Se reivindican medicamentos por su posterior uso en 
administraciOn simultÆnea, en secuencia a separada y tratamiento de una 
enfermedad inflamatoria u obstructiva por to cual no puede aceptarse ya que 
un medicamento se caracteriza Unicamente por sus componentes fOrmula. 

El objeto de la solicitud no es claro e incumple asi mismo con el requisito de 
concision, dadas las observaciones esbozadas en los numerates precedentes. En 
este sentido se requiere a) interesado para que realice las modificaciones 
correspondientes a fin de subsanar las no conformidades encontradas par este 
Despacho. 

4. Unidad de invención (artiouIo 25 D 486 

ReivindicaciOn 18: Se refiere a un estuche farmacOutico. Los componentes del 
estuche (frasco, composición, empaque, instrucciones, dispositivos de inhalación, 
formas.de dosificaciOn unitarias, etc) pertenecen a diferentes campos tØcnicos de 
manera que no dan cabida at principio de unidad de invenciOn. 

EXP 2006 113686 



5. Reivindicaciones relativas a un uso o a un segundo uso (attica/os 14y21 D 
486) 

Reivindicaciôn 14-17: Se refieren a usos para la fabricaciOn de medicamentos por 
to tanto estÆn exceptuadas de patentabilidad segUri la legislaciOn vigente 

6. Determinación del Estado de la  TØcnica 

La fecha que se ha tenido en cuenta para determinar el Estado de la TØcnica es: 

Fecha de presentaciôn de la  solicitud prioritaria 2004/05/18 

Teniendo en cuenta la fecha indicada se realizô la bsqueda en el estado de la  
tØcnica de documentos relacionados con la solicitud encontrândose los 
siguientes documentos mÆs relevantes: 

No Docurnento - Titulo Fecha de 
publicación* 

Di WO 00/75114 BETA2-ADRENOCEPTOR 2000/12/14 

7. AnÆllsis de patentabilidad (articuto 14 0486) 

Novedad (articulo 16 D486) 

ReMndicaciones 1: medicamento que comprende (A) glicopirrolato y (B) 
compuesto de formula (I) 0 (II) 

Dl enseæa (ver folio 148 y siguientes) compuestos agonistas adrenoceptores 
beta2 de formula (I) y (II) (folio 149 pag 14, folio 153, pÆg 49) para el tratamiento 

. de EPOC y otras enfermedades obstructivas de vias aOreas, los cuales son de 
acciOn râpida y prolongada estimulaciOn y son dosificados una vez at dia. Pueden 
ser mezclados (folio 152 pagina 17) en forma de composiciOn con 
antiinflamatorios o broncodilatadores que incluyen anticolinØrgicos o agentes 
antimuscarinicos (folio 152 pÆgina 17). 

� Los elementos caracteristicos medicamento de la reivindicaciOn I, es decir: 
compuestos agonistas adrenoceptores beta2 de fOrmula (I) o (II) y un 
agents antimuscarmnico hablan sido divulgados previamente en el Estado de 
la TØcnica. 

De manera que el objeto de esta solicitud, tal como aparece en las 
reivindicaciones I - 13, no es nuevo. 
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6 ConclusIon 
Los requisitos do patentabiidad de Is preseAtersoilcitud Se encuentran afectados asi: 

Dócurnento N°. Roivlldicadcio.nes Requlslto que afecta 

Di WO 00175114 1-13 NOVEDAD 

En cumplimiento del articulo 45 do Is Decision 486 do Is Comisiôn de Is  Comunidad 
Andina, se le indica quo debe dar respuesta dentro del tØrmino do 60 dies contados 
a partir doIa fecha do nottftcaciOn de Is presente comunicaciOn En caso do no dar 
respuesta al presente requenmiento, o si a poser de Is respuesta subsistieran los 
impedimentos pare Is concesiôn, so denegarÆ Is  patente. 

Notifiquese el presente oficio conforme a Jo dispuesto en el numeral 52, literal e), del 
capitulo 

q)deevas

tub primero de Is Circular Unica No 10 do 2001 

MiX CAESPEDES DE VERGEL 
Directors  Creaciones:(C) 

El anterior requenmiento fue notificado por fijacion en lists, de fecha 

O9 AL, 2OtU 
- 

CONCEPTO TECNICO EXAMINADOR TECNICO 
No. 1133 COdigo Na. 202087 
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