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ASUNTO: SOLICITUD ESTUDIO DE FONDO 

DILJA RODRIGUEZ D ’ALEMAN, en ml condición de apoderada de la Soiedad 

soHcitante, por el presente escrito atentamente solicito a Usted que hablØndose surtido 

la publicación de la presente solicitud, en la Gaceta de la Propiedad Industrial No,574 

de fecha Marzo 30 de 2007 y se proceda con el estudio de Fondo. 

Para tal fin me permito anexar la tasa correspondiente. 

Agradezco continuar con el presente trÆmite. 

� 
Seæor Jefe, 

DILIA RODRUEZ ’ALEMAN 
C.C. 41.654.82 Bogota 
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JOSE LLOREDA CAMACHO & CO 
ABOGADOS 

Calle 72 No. 5-83 PIso 5, Bogota, D.C. Tel: 6069700 Fax 6069701 

Se?or 

SUPERINTENDENTE DE INDUSTRIA Y COMERCIO 

DIVISION DE SIGNOS DISTINTIVOS 

E S. 

Re: 2010-001-001-181. -ABBOTT LAQRATOmES.-SolicItud de registro de Ia 

marca A PROMISE FOR LIFE (Nominativa) en la Clase 5.QPOSICION 

presentada oor EDWIN ARNOLD CEVALLOS ARELLANO.-Expediente No, 

2005.096-233.-

1. Me reflero a la solicitud de registro de la marca de la referenda y a mis 

memoriales de fecha 16 de Mayo de 2006 y Enero 14, 2008. 

2. En vista de lo anterior, ruego tener en cuenta 10 siguiente: 

a) El 15 de Diciembre de 2005, el seæor EDWIN ARNOLD CEVALLOS 

ARELLANO, formuló oposición contra Ia solicitud de registro de Ia marca A 

PROMISE FOR LIFE en Clase 5, con fundamento en sus Lemas Comerciales A 

LIFE PROMISE, A LIFE PROMISE FROM THE AMAZON RAIN FOREST, UNA 

PROMESA DE VIDA, en Ecuador, pero NO aportó las pruebas necesarias 

consistentes en [as Copias Certificadas de los Registros marcarios en Ecuador 

dentro del termino Legal. 

b) El 16 de Mayo de 2006, ml representada dio respuesta Ia mencionada 

oposición, haciendo mención a lo anterior. 

C) El 14 de Enero de 2008, se reitera lo mencionado en el memorial 

radicado el 16 de Mayo de 2006 y solicita una pronta decision. 

3. Teniendo en cuenta que han pasado ms de dos aFios sin que se presente 
ninguna actuaciOn y esta demora estÆ causando serbs y graves perjulcios a ml 

poderdante, ruego a ese Despacho a la mayor brevedad posible declarar infundada 

la oposición presentada por el seæor EDWIN ARNOLD CEVALLOS ARELLANO, contra 
la solicitud de registro de la marca A PROMISE FOR LIFE en Clase 5 y conceder el 
registro de la mencionada marca, a nombre de ml representada la sociedad ABBOTT 
LABORATORIES. 
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JOSE LLOREDA CAMACHO & CO. 

ABOGADOS 
Calle 72 No. 5-83 Piso 5, Bogota, D.C. Tel: 6069700 Fax 6069701 

4. Ruego a ese Despacho proceder de conformidad. 

Atentamente, 

TCl/olg. 
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T.P. 53.215 
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(57] ABSTRACT 

Processes for improving the in vivo function of factor VIII 
by shielding exposed targets of the factor VIII comprise a) 
immobilizing the factor VIII by interaction with a group-
specific adsorbent carrying. uganda manufactured by 
organic-chemical synthesis, for preventing polymer cou-
pling to reactive amino acids of the immobilized factor VIII, 
within or adjacent to interaction domains; b) activating a 
biocompatible polymer; c) conjugating the activated bio 
compatible polymer to external sites of the immobilized 
factor VIII; and thereafter d) eluting the conjugate from the 
adsorbent. Processes for administering factor VIII comprise 
subcutaneously, intramuscularly, intradermally or intrave-
nously administering a conjugate of factor VIII and a 
biocompatible polymer, and methods-for treatment of hemo-
philia A comprise subcutaneous, intramuscular, intradermal 
or intravenous administration of a conjugate of factor VIII 
and a biocompatible polymer. 

20 Claims,.2 Drawing Sheets 
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BRIEF DESCRIPTION OF THE DRAWINGS 

In the Drawing: 
FIG. 1 sets forth the Factor VIII activity, as percent 

activation, as a function of time as obtain in the procedure 
described in Example 6; and 

FIG. 2 set forth the Factor VIII activity, in lU/mi, as a 
function of time as obtained in the procedure described in 
Example 7. 

DETAILED DESCRIPTION OF THE 
INVENTION 

In the present invention, the term interaction site relates to 
various sites essential for the biological function of the 
particular polypeptide. 

In the present invention, the term exposed targets relate to 
external sites on the polypeptide at issue liable to unwanted 
reactions in-vivo. Examples of exposed targets include anti-
genic epitopes and sites for protcolytic cleavage. Certain 
sites for protsolytic cleavage are though referred to as 
interaction sites. 

The present invention makes it possible, to a hitherto 
unattainable extent, to reduce the influence of unwanted 
reactions in-vivo, e.g. proteolytic cleavage and possibly 
aggregation, while at the same time leaving the interaction 
sites fundamental to the biological function of the 
polypeptide, unaffected, This has been disclosed in the 
application of mPEG conjugation of (recombinant) factor 
VIII. More specifically, by immobilizing the polypeptide by 
interaction with a group-specific adsorbent carrying ligands 
manufactured by organic-chemical synthesis, the interaction 
sites on the polypeptide are excluded from conjugation to 
the biocompatible polymer. Furthermore, by conjugating the 
activated biocompatible polymer to the polypeptide at the 
desired, external sites, the exposed targets are concealed 
from the action of e.g. proteases. 

In the present application, polypeptides refer to proteins 
and oligopeptides with at least 20 amino acids in the chain. 
The number of amino acids of the polypeptide produced 
according to the present invention suitably lies in the range 
of from 30 up to 4,500 amino acids, and preferably in the 
range of from 40 up to 3,000 amino acids. The polypeptides 
can be of mammalian, more specifically human, origin or 
produced by recombinant DNA techniques. Polypeptides 
which can be conjugated according to the present invention 
include polypeptides exhibiting coagulant activity or having 
a supporting function for coagulation. The polypeptides can 
be full-length, i.e. the sequence of amino acids is identical 
to the corresponding sequence found in mammals in general, 
and in human beings in particular. The polypeptides can also 
be deletion derivatives of the full-length polypeptides, 
where one or more amino acid is missing. The polypeptide 
is suitably coagulation factor VIII, the von Willebrand factor 
(vWt) or a combination thereof, or coagulation factor IX, 
and preferably coagulation factor VIII. 

Full-length factor VIII present in human plasma has a 
molecular mass of about 300 kDa. Factor VIII concentrates 
derived from human plasma contain several fragmented 
fully active factor VIII forms as described by Andersson et 
al (see above). The smallest active form has a molecular 
mass of about 170 kDa and consists of two chains of about 
90 kDa and about 80 kDa held together by metal ion(s). 
Reference is here made to EP-A-0 197 901 to Pharmacia & 
Upjohn AB. The biologically active factor VIII produced 
according to the present invention, therefore, suitably has a 
molecular mass in the range of from about 170 kDa up to 
about 300 kDa. 

6 
Pharmacia AB of Stockholm, Sweden, has developed a 

recombinant factor VIII product which corresponds to the 
170 kDa plasma factor VIII form in therapeutic factor VIII 

� concentrates. The truncated recombinant factor VIII mol-
s 

ectnlc is termed r-VIII SQ and is produced by Chinese 
Hamster Ovary (CR0) cells in a cell culture process in 

� serum-free medium. The specific activity of r-VIII SQ is 
about 15,000 ILl VIII:C per mg of total protein. The structure 
and biochemistry of r-VIII SQ have been described in 

io WO-A-91/09122 assigned to Pharmacia AD. 
In the present invention, factor VIII can be either plasma 

factor VIII or recombinant factor VIII. When factor VIII is 
recombinant it can be full-length factor VIII, or preferably, 
a deletion derivative of full-length factor VIII having coagu-

15 lant activity. More preferably, the deletion derivative is 
recombinant factor VIII SQ (r-VIII SQ). In this context, a 
deletion derivative is defined as a coagulation factor VIII, in 
which the whole or a part of the B domain is missing while 
the coagulant activity is maintained. The remaining domains 

20 are suitably linked by an amino acid linker. Examples of 
various linker constructions are given in P. Lind et al, Eur. 
I. Biochem., vol. 232 (1995) pp. 19-27. 

The present invention can be used advantageously to 
selectively introduce biocompatible polymers in a wide 

25 variety of factor VIII products. Thus, the present invention 
can be used to further stabilize plasma factor VIII in-vivo, 
which is already stabilized by association with its carrier 
protein, the von Wiflebrand factor (vWt). 

It is advantageous that the final product is well defined. 
30 Therefore, the specific factor VIII activity in the coupling 

procedure of the present invention should be at least about 
1,000 ItJ/nng of total protein, and suitably at least 2,000 
lU/mg of total protein. The specific factor VIII activity lies 

35 
preferably in the range of from 5,000 up to 20,000 lU/mg of 
total protein, and more preferably in the range of from 
10,000 up to 17,000 lU/mg of total protein. 

The factor VIII activity in the coupling procedure can be 
at least about 1,000 lU/mi, and suitably at least 2,000 lU/mi. 

40 The factor VIII activity lies preferably in the range of from 
5,000 up to 50,000 I13/ml, and more preferably from 20,000 
up to 40,000 lU/mi. 

The biocompatible polymer of the present invention can 
be selected from the group consisting of bomopolymers, 

45 copolymers or block copolymers of monoaikyl-capped poly-
alkyleneoxides. The biocompatible polymers can be straight 
or branched. The monoalkyl-capped polyalkyleneoxide is 
suitably selected from the group consisting of polyethyl-
eneglycol homopolymers and polypropyleneglycol 

50 homopolymers. The biocompatible polymer is preferably a 
polyethyleneglycol (PEG) homoplymer. The molecular 
weight of the PEG can be in the range of from about 300 up 
to 20,000, suitably in the range of from 1,500 up to 10,000, 
and preferably in the range of from 3,000 up to 5,000. 

.55 The biocompatible polymer should be end-capped at one 
end to avoid cross derivatization. Examples of groups suit-
able for this purpose are straight or branched lower alkoxy 
groups, preferably the monomethoxy group. A particularly 
preferred biocompatible polymer in the present invention is 

60 monomethoxy polyethyleneglycol (mPEG). 
Other biocompatible polymers are also conceivable, e.g. 

dextran, polyvinylpyrrolidone and DL. amino acids. 
The biocompatible polymer must be activated prior to the 

coupling reaction, to make possible the formation of cova-
s lent bonds. .For this purpose, the end of the biocompatible 

polymer facing the polypeptide should have attached a 
hydroxyl group being susceptible to activation. There are 
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followed by treatment with sodium nitrite to obtain an acid 
azide derivative. The active derivative is reacted with Factor 
VIII to be bonded to free amino groups in Factor VIII. 

(CICH2CO�)20  
P�OH P-0--cH2000H 

�0--cucoocn2 
NH1NH2 

NaNO 
P�O---CH2CONHNH2 

P-0�CHCON3 B�NH2P-0�CH2CONH�E 

(4) According to the diazo method, for example, P�OH 
is allowed to react with.isatoic acid anhydride to obtain an 
antbranilic acid ester, which is then treated with sodium 
nitrite to be converted to a diazonium derivative, followed 
by diazo-coupling with Factor VIII. 

H 

09100 

P�OH 

NH2 

N2�C1 

� (5) The terminal hydroxyl group of P�OH can be con-
verted to amino group. According to this method, for 
example, P--OH is allowed to react with tosyl chloride to 
form P�OH-tosylate, which is then reacted with a phthal-
imide salt to obtain a N-P-substituted phthalirnide, followed 
by treatment with hydrazine to obtain ce-amino-P--OH. The 
amino derivative can be directly bonded to carboxyl group 
in Factor VIII with a carbodiimide reagent or Woodward 
reagent K. Alternatively, P�OH-tosylate or P�OHce-
bromide obtained by the reaction with a halogenating agent 
may be converted to P�OHce-azide with sodium azide, 
followed by hydrogen reduction to obtain ce-amino P�OH. 

c12so2___0__cH2 

P�OH 

6 
-continued 

10 

P�N 
NENH8 

PNH2 
Cbe’ 

P�NHCO4 

15

 

reagent 

(6) Other than the methods as described above, the 
carboxylic acid derivative of P�OH can be allowed to react 

zo with a bromacetic acid ester in the presence of potassium 
t-butoxide, followed by ’hydrolysis, to obtain 
P-catboxymethyl ether. The carboxylic acid derivative is 
reacted with N-hydroxysuccinic acid by utilizing a carbo-
diirnide reagent to obtain the corresponding succinimide 

25 ester, which is then reacted with amino groups in Factor 
VU’. 

BrcH2cooc2H3 
P�OH 1BuOt P0CH2cOOC2H, 

30 0 

N--OH 

35 
o 

P�O�cH,COOH 
bod0mde 
reagent 

40 

P�O�CR,clOO P�O�cH2CON�E 

5 
0 

Of the above modified Factor VIII, the modified Factor VIII 
in which the amino groups of Factor VIII are partially 
substituted with the groups of the formula: 

50 

wherein R represents a polyalkylene glycol group having a 
60 hydrophobic group at the terminal end is mentioned for the 

object of the present invention. Mention is also made of 
modified Factor VIII in which there is substituted 2,4-bis 
(methoxypolyoxy-ethylene)-6-triazine of which polyoxy-
ethylene moiety has a molecular weight of 5000 or more. 

65 Thus, suitable coupling agents which can be used in the 
present invention and are adapted to attach a polyalkylene 
glycol to Factor VIII include those capable of reacting with 
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(54) Conjugates of factor VIII and a biocompatible polymer 

(57) The invention relates to a conjugate of factor 
VIII and a biocompatible polymer, said conjugate obtain-
able by a process comprising: 

(a) immobilizing factor Viii by interaction with a 
group-specific adsorbent carrying anionic-ex-
change ligands; 

. (b) activating a biocompatible polymer; 
(o) conjugating the activated biocompatible polymer 
to external sites of the immobilized factor VIII; and 
(d) eluting the conjugate from the adsorbent. 
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at al (see above). The smallest active form has a molecular mass of about 170 kDa and consists of two chains of about 
90 kDa and about 80 kDa held together by metal ion(s). Reference Is here made to EP-A-0 197 901 to Pharmacla & 
Upjohn AB. The biologically active factor VIII produced according to the present Invention, therefore suitably has a 
molecular mass in the range of from about 170 kDa up to about 300 kDa. 

5 [0026] Pharmacia AB of Stockholm, Sweden, has developed a recombinant factor VIII product which corresponds 
to the 170 kDa plasma factor VIII form in therapeutic factor VIII concentrates, The truncated recombinant factor VIII 
molecule is termed r-VIII SO and is produced by Chinese Hamster Ovary (CHO) cells in a cell culture process in serum-
free medium. The specific activity of r-VIII SO is about 15,000 IU VIII:C per mg of total protein. The structure and 
biochemistry of r-VIII SO have been described in WO-A-91/09122 assigned to Pharmacla AB. 

to [0027] In the present Invention, factor VIII can be either plasma factor VIII or recombinant factor VIII. When factor 
VIII is recombinant it can be full-length factor VIII, or preferably, a deletion derivative of full-length factor VIII having 
coagulant activity. More preferably, the deletion derivative is recombinant factor VIII SO (r-Vlll SQ). In this context, a 
deletion derivative is defined as a coagulation factor VIII, in which the whole or a part of the B domain is missing while 
the coagulant activity Is maintained. The remaining domains are suitably linked by an amino acid linker. Examples of 

15 various linker constructions are given In P. Lind et a[, Fur. J. Biochem., vol. 232 (1995) pp. 19-27. 
[0028] The present invention can be used advantageously to selectively introduce biocompatible polymers in a wide 
variety of factor VIII products. Thus, the present invention can be used to further stabilize plasma factor VIII in-vivo, 
which Is already stabilized by association with Its carrier protein, the von Willebrand factor (vWf). 
[0029] It is advantageous that thefinal product is well defined. Therefore, the specific factor VIII activity in the coupling 

20 procedure of the present invention should beat least about 1,000 lu/mg of total protein, and suitably at least 2,000 IU/ 
Mg of total protein. The specific factor VIII activity lies preferably in the range of from 5,000 up to 20,000 lU/mg of total 
protein, and more preferably in the range of from 10,000 up to 17,000 lU/mg of total protein. 
[0030] The factor VIII activity in the coupling procedure can beat least about 1,000 lU/mi, and suitably at least 2,000 
lU/mI. The factor VIII activity lies preferably In the range of from 5,000 up to 50,000 lU/mi, and more preferably from 

25 20,000 up to 40,000 lU/mi. 
[0031] The biocompatible polymer of the present Invention can be selected from the group consisting of homopoly-
mers, copolymers or block copolymers of monoalkyl-capped polyalkyleneoxides. The biocompatible polymers can be 
straight or branched. The monoalkyl-capped polyalkylaneoxide is suitably selected from the group consisting of poly-
ethyieneglycol homopolymers and polypropyleneglycol homopolymers. The biocompatible polymer is preferably a poi-

30 yethyleneglycol (PEG) homoplymer. The molecular weight of the PEG can be in the range of from about 300 up to 
20,000, suitably In the range of from 1,500 up to 10,000, and preferably In the range of from 8,000 up to 5,000, 
(0032] The biocompatible polymer should be end-capped at one end to avoid cross derivatization. Examples of 
groups suitable for this purpose are straight or branched lower alkoxy groups, preferably the monomethoxy group. A 
particularly preferred biocompatible polymer in the present invention is monomethoxy polyethyleneglycol (mPEG). 

35 [0033] Other biocompatible polymers are also conceivable, e.g. dextran, polyvinylpyrrolidone and DL amino acids. 
[0034] The biocompatible polymer must be activated prior to the coupling reaction, to make possible the formation 
of covalent bonds. For this purpose, the end of the biocompatible polymer facing the polypeptide should have attached 
a hydroxyl group being susceptible to activation. There are several ways of activating the biocompatible polymer de-
pending on the amino acid selected for covalent binding. Suitable mPEG derivatives for coupling to amino groups are 

40 mPEG sucelnimidyl succinate, mPEG succinimidyl succinamide, mPEG succinimidyl proplonate, succinlmidyl carbon-
ate of mPEG, succinlmidyl ester of carboxymethylated mPEG, mPEG-oxycarbonylimidazole, mPEG nitrophenyl car-
bonates, mPEG trichiorophenyl carbonate, mPEG tresylate (the latter disclosed by Nilsson K., Macbach K., Methods 
In Enzymology, Vol 104, pp 58-89 (1984)), (all the mentioned reagents marketed by Shearwater Polymers, Inc., Hunts-
ville, AL, USA), mPEG maleic anhydride and mPEG methylmaleic anhydride (Garman A., Kalindjian SB., FEB Vol 

45 223:2, pp 361-365), and mixed anhydrides of mPEG succinate, mPEG acetic acid or mPEG propionic acid, respectively 
(Dreborg S. and Akerblom E., see above). 
[0035] Cystelne residues can be conjugated with mPEG maleimide, mPEG vinylsulfono and mPEG-orthopyridyIdi-
sulfide (marketed by Shearwater Polymers, Inc., Huntsville, AL, USA). Suitable reagents in the case of conjugation of 
the guanldino group of arginine is mPEQ derivatives of phenylgiyoxai (Zalipskl see above). 

50 [0036] Carbohydrates must first be oxidized so that aldehyde groups are present and then they can be conjugated 
with mPEG hydrazide (Zaiipski see above). 
[0037] The coupling procedure is performed at a pH suitable for the amino acid to be conjugated. Consideration 
must also be given to the pH suitable for the polypoptide at large, as well as the pH-dependency of the reactivity of 
the biocompatible polymer. Normally, therefore, the pH for coupling lies in the range of from about 7 up to about 8, the 

55 lower limit being set to avoid an exten-ded coupling procedure and the upper limit to provide mild conditions for the 
polypeptide. The above pH range is suitable In conjugation involving lysines. Therefore, in the examples of the present 
application, we have conjugated a substance having FVIII activity under such mild conditions. pH values outside this 
range may also be suitable in certain oases. Thus, conjugation involving cysteins are suitably performed at a pH below 

5 
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Conjugates containing a substance with 
coagulant activity, such as recombinant fac- 600 
tot VIII,, and non-sthgethc polymers, such as 
poly(ethylene glycol), are disclosed (as shown 
in the figure). Also disclosed are methods of 
forming the novel conjugates of this Invention. 
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polypropylene glycol hontopolymers, other alkyl-polyethylene 

oxides, bis-polyethylene oxides and co-polymers or block 

co-polymers of poly(alkylene oxides) are also useful. In 

those aspects of the invention where PEG-based polymers are 

5 used, it is preferred that they have molecular weights of 

from about 1,000 to about 10,000. Molecular weights of 

about 2,000 to 7,000 are preferred and molecular weights of 

about 5,000 are particularly preferred. 

10 As stated above, covalent modification of the 

protein material is preferred to provide a hydrolysis-

resistant conjugate. The covalent modification reaction 

includes reacting a substance having the desired Factor 

VIII activity with a substantially non-antigenic polymeric 

3.5 substance under conditions sufficient to effect 

conjugations while maintaining at least a portion of the 

Factor VIII activity. 

The polymers may be activated in order to effect 

20 the desired linkage with the protein substance. 

activation, it is understood by those of ordinary skill in 

the art that the polymer is ftrnctionalized to include a 

desired reactive group. Examples of such activation are 

disclosed in U.S. patents 4,179,337 and 5,122,614, which 

25 are hereby incorporated by reference. In the disclosures 

of these patents, the hydroxyl and groups of polyalkylene 

glycols are converted into reactive functional groups and 

thus activated, 

30 According to one preferred embodiment, a Factor 

VIII fraction is modified with SC-PEG such as disclosed in 

the 1614 patent, gMMA. This particularly preferred 
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Via PCT (fase nacional) F7 Capi fl Cap. II El 
No. Sol. lnternaciónal S PCT/U82004/006034 

Como resultado del examen de fondo, realizado con fundamento on el articulo 45 de 
Is Decision 488 de Is ComislOn de Is Comunidad Andina, se le comunica 

1. Documentos estudiados 

DesrjpciOn: Folios: 51 a 148 cômo se radicó in:icialmŁntŁ. 

Reivindicaciones: Folios: 187 a 177 coma se radlcO Ihicialmente. 

Ficurps: 

Prio.rldad: 

2.. Objeto do la lnvención 

Folios: 149 a 186 coma so radióO inicialmente. 

26/02/2003, Estado Unidos, US 60/450,578 

Titulo de la solicitud: "Conjugados do polimero-porci6n del Factor VIII". 

El objeto de Is presents solicitud do patente de invenciOn consiste en suministrar una 
composicion farmacØutica quo comprende una pluralidad de conjugados, 
preferiblemente cada uno con uno a tres polimeros solubles en agua unidos en 
forma covalente a una porciOn del Factor VII 1, donde los polimeros tienen un peso 
molecular en el intervalo do 5.000 haste 150.000 daltons Adicionlmente, so provee el 
mØtodo de preparación de los conjugados y el mØtodo de tratamiento pars pacientes 
quo sufren do hemofihia. 

El problems planteado on esta solicitud Os que las atternativa de composiclones 
farmaceuticas que suministran Factor VIII, tienen poca estabilidad do Is proteins, en 
su forma recombinante pueden producir alergia requieren administraciones 
repetidas. 
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Para solucionar este problema tØcnico la solicitud en estudio proporciona una 
composiciOn farmacØutica que contiene varios conjugados con diversos pollmeros 
unidos al factor VIII, que incrementan su vida media y estabilidad. AdemÆs, podrlan 
disminuir la necesidad de aplicaciones repetidas. 

El objeto de la solicitud definida anteriormente se clasificO en la IPC: A61 K 47/48. 

3. De la solicitud de Patente (segün el caso) 

3.1. Descriłción (artIculo 28 D. 486) 

A 10 largo de todo el capItulo descriptivo no existe soporte para la actividad mejorada, 
eritendida como Ia mayor estabiJidad y vida medio del producto, para los conjugados 
reahzados en la solicitud. A pesar que la descripcion indica como se preparan 
diferentes tipos de conjugado, no realiza ninguna prueba de actividad ni comparación 
de los conjugados alcanzados con los compuestos de Factor VIII disponibles en el 
mercado. La ünica mención sobre la actividad de los conjugados se hace en el 
ejemplo 12, donde ünicamente dicen  que tres de los conjugados son bioactivos, pero 
no se muestra, ni menciona, ni compara esta actividad. 

De esta manera, la actividad de los conjugados y su eficiencia no son divulgados por 
La invención. Per tanto, La descripción presentada no cumple con los requlsitos 
establecidos en el art. 28 de la DecisiOn 486. 

3.2. Reivindicaciones (artfculo 30 D 486) 

El capitulo reivindicatorio presentado carece de concision y claridad por cuÆnto: 

1) La reivindicaciOn 58 que se refiere a un mØtodo para elaborar un conjugado, 
deberia estarenmarcada dentro de Los conjugados elaborados en (a solicitud, 
puesto que tal como esta redactada se refiere a cualquier forma de 
elaboraciOn de conjugados y careceria de sustento; 

2) En la reivindicaciOn I se utilizan tØrminos imprecisos tal coma "pluralidad de 
conjugados" que le quitan claridad y definición a la invenciOn; 

De esta manera, el capItulo reivindicatorlo presentado no cumple con los requisitos 
establecidos en el art. 30 de la DecisiOn 486. 

4. Excepcion a la patentabilidad (articulo 20 D486 literal a)-d)) 

Ten iendo en cuenta que un mØtodo para tratar a un paciente tal como el reclamado 
en las reivindicaciones 59 a 61, se trata es de un mØtodo de tratamiento aplicado a 
animales a humanos; que segün  la norma comunitaria los mØtodos de diagnOstico y 
tratamiento estÆn excluidos de patentabilidad, la materia reclamada en estas 
clÆusulas no podrÆ ser patentada. 

De esta manera y de acuerdo a Jo establecido en el articulo 20 de la Decision 486 el 
contenido de las citadas reivindicaciones deberÆ exeluirse. 



5. Unidad de invenciôn articuIo 25, b486 

Esta oficina esta de acuerdo con el concepto emitido par Ia. Autoridad de Bisqueda 
Intemacional, respecto a� la falta de un ünioo concepto inventivo entre las 
reivindicacionesindependientes 1 y 31. 

As!, a partir del capitulo reivindicatorlo presentado se ericuentras dos grupos 
inveritivos para esta solicitud: 

Grupo I. Reivindicaciones 1-30, 58-61 (parcialmente). 
Grupo II. Reivindlcaciones 31-57, 58-61 (parcialmente). 

Teniendo en cuenta los argurnentos tØcnicos seæalados en la opinion escrita del 
informe de büsqueda internacional, se recomienda restringir la solicitud a un ünico 
concepto inventivo, de manera que cumpla con el articulo 25 de la D486-

6. Deterrninación del Estado de la Thcnlca 

La fecha que se ha tenido en cuenta para determinar el Estado de la TØcnica es: 
Fecha de presentaciOn de la solicitud prioritaria 26/02/2003 

Teniendo en cuenta la fecha indicada se reaflzO la büsqueda en el estado de la 
tØcnica de documentos relacionados con la solicitud encontrÆndose los siguientes 
documentos mÆs relevantes: 

No Documento TituloFecha do 
S 

01 US 6,048,720  "Conjugates of a polypeptide and a 11/0412000 biocompatible_polymer"  

D2 US 6,037,452  "POly(alkylene-oxide-Factor VIII or 14/0312000 
 

EP 1258497 

.conjugatV 
conjugates of Factor VUI and 20/11/2002 

[?N
biocompatible polymer"

 WO 94/15625 "Factor VlII-pymeric conjugates" 21/07/1994 

7 AnÆlisie de patentabllidad (articulo 14 D486) 

7.1. Novedad (art/cub 16 0486 

La solicitud en estudlo reivindica una composición que comprende una pluralidad de 
conjugados en el que cada conjugado tienen -uno a tres polirneros solubles en ague 
unidos en forma covalente a una pardOn de Factor VIII, caracterizada porque cada 
polimero soluble en agua tienen un peso molecular promedio nominal en el intervalo 
de mM de 5.000 daltons hasta 150.000 daltons aproximadamente (ReivindicaciOn 1), 

Adicionalmente, la solicitud reMndica una composiciôn que comprende una 
pluralidad de conjugados de porclOn de Factor VIII mono-sustituidas con PEG. (iJ??) 

En el estado del arte se han divulgado varios documentos cuyo objetivo es producir 
complejos con las mismas caracteristcas. Entre otros estÆn: US 6048720 (Dl), US 
6037452 (D2), EP 1258497 (D3) y WO 94/15625 (D4) 

Todos estos documentos divulgan: 
� Conjugados que contienen Factor VIII, parcial a completo; 
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� El conjugado anterior contiene al menos un polimero soluble; 
� Las dos molØculas del conjugado estn unidas por enlace covalente; 

Respecto a la caracteristica esencial de la invención, de acuerdo con Ia 
reMndicación 1, tenemos: 

Caracteristica 
esenclal solicitud 

Dl 
_____  

02 03 04 

Cada polimero El peso molecular Conjugado con El peso molecular Los poll meros 
soluble en agua del PEG puede Factor VIII del PEG puede basados en PEG 
tier,en un peso estar en el range modificado estar en el range tienen un peso 
molecular promedio de 300 hasta donde el polyoxi- de 300 hasta molecular en el 
nominal en el 20.000, .etileno tiene un 20.000, rango de 1.000 a 
intervalo de mÆs do convenientemente peso molecular convenientemente 10.000. Peso de 
5.000 Da hasta en el rango de do 5.000 o mÆs en el range do 2.000 a 7.000 
150.000 Da, aprox desde 1.500 hasta (columna 6, desde 1.500 hasta son preferidos 
(reivindicaciOn 1) 10.000 (columna lineas 62-64). 10,000, (pÆg 5, (pÆg 8, llnea4-8). 

6, linea 50-54) 1 lineas 30-31) 1

De lo anterior se deduce que todos los documentos se refieren a conjugados de 
Factor VIII con poilmeros, cuyo peso molecular cae en el rango definido en la 
solicitud y por tanto, poseen su caracteristica esencial y hacen que se incumpla el art 
16 de la D486. 

Todos los documentos citados (Dl a D4) afectan de manera independiente la 
novedad de la reivindicaciOn I y dependientes de la invención. 

Ad icionalmente, 
reivindicación 31 
sustituidas con 
caracteristica: 

teniendo en cuenta que Ia caracteristica esencial para la 
as que comprenden conjugados de.porciOn de Factor VIII mono-
PEG, los documentos Dl, D3 y D4, citados divulgan esta 

Caracteristica 
esencial solicitud  

Di 03 04 

Compreriden Conjugado Conjugado de Provee mØtodos para 
conjugados de Factor VIII con Factor VIII con la modificaciôn de 
pardon de Factor PEG (resumen; PEG (todo doe; Factor VIII con 
VIII mono- capitulo reivindicaciones I material polirnŒrico 
sustituidas con PEG reivindicatorio) 

y 5) no-antigØnico, tal 
(reivindicaciOn 31)   porno PEG (resumen) 

De Jo anterior se deduce, que esta caracteristica igualmente habia sido divulgada en 
los documentos DI, D3 y D4 I istados y por tanto, la solicitud en estudio, en su 

reivindicaciOn 31y dependientes carece de novedad, e incumple con el articulo 16 
de la D486. 

& Conclusion: 

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados as!: 

No Documento N° Reivindicaciones afectadas Requisito que 
afecta 

Dl US 6,048,720 1-61 Novedad 02 US 6,037,452 1-30,58-61 Novedad EP 1258497 1-61 Novedad LD4 W094/15625 1 1-61 Novedad 


