
I 

El  

my, 

P556 

SUPERINTENDENCIA DE IND 
DIVISION DE NUEVAS CR 
E S. 

Re: Expediente 
Solicitud de 
KGAA 

No. 04.041.831 
patente a 

Yo, DILIA RODRIGUEZ D’ALEM 
firma, domiciliada en la carrera 11 N 
de la sociedad MERZ PHARM) 
Frankfurt Main, Alemania, solicitante 
al oficio No. 10906 notificado por 
relacionado con el concepto tØcnico d 

1. Altura Inventiva 

El examinador objeta la altura inven 
pot las anterioridades US 6.031.134 ( 
D2). Segün el examinador "La d?ftren 
inesperado ya que los compuestos conth 
NMDA". Prosigue el examinador 
comparativos, en la tabla suminisi 
Colombia "[..]el efec.to deinostrado no 
reportados se encuentran en ci mismo ord 
(2005/2021/2026/2053) j en otros 
ajinidad do la anterioridad, de inanera que 
extensible a todos los compuestos de ki inven 

En primer lugar, el solicitante quisi 
un anÆlisis erróneo de la altura in 
i’tnicamente a las diferencias exis ten 
prop orcionar argumentos tØcnicos 
Andino de Patentes establece, en la 
es si la invención reivindicada es o no ei’ü 

reconocer o no an nivel inventhro. 
de nivel inventivo existe. El nivel inventivo e. 

wa 
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COMERCIO 

de MERZ PHARMA GMBH Co. 

N, idenrificada como aparece al pie de mi 
86-53, piso 6, obrando como apoderada 
GMI3H CO. KGAA, domicillada en 

[e la patente de la referenda, en respuesta 
jación, en lista el 29 de agosto de 2008, 
fondO No. 2298 me permito manifestar: 

Lva de la solicitud a la luz de lo divulgado 
a adelate Dl) y US 6.071.966 (en adelante 
ia inencionada no Jarece conceder tin efecto ticnico 
Nn teniendo actividad antagonista al receptor 
t1rmado que "En cuanto a los datos 
ada ’Comparative Data, Merz 33 PCT 
es sorftendente, ja quo los valores de afinidad 
t de mgnitud, j en aigunos casos son majiores 
nores (2/759/2057/2061) quo los vaiores do 
to se observa una tendencia quo pudiera suponerse 

anotar que el examinador esta realizando 
riva de la presente solicitud, limitÆndose 
entre las anterioridades y la invención sin 
te sustentes sus objedones. El Manual 
ina 74, que: "L.a cuestión para ci examinador 
para an tecnzco en lantateria Laexistencia 

W examinador no debe determinar que’ "cantidad" 
iste o no, no bay respuestas interinedial’. 
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Es evidente para el examinador que 
contienen enlaces insaturados no divul 
habilidad ordinatia en la materia no pc 
alguna que lo motive a modificar los 
enlaces insaurados y el examinado 
suficientemeite sólidos que demuestre 
de dichos eiiIaces es algo obvio par 
materia. 

De becho, el anÆlisis del examinador d 
cabo un estudio comparativo retrosp 
anÆlisi, el examinador no enfoca st 
solicitante plantea un problema con ci 
en los productos convencionales de u 
enfoca en la soiución dada al prol 
documentos con conceptos anÆlogos ei 

A este respecto dirijo la atención del 
Solidiudes de Patentes de Invencidn en hs Of 
Consunidad Andina, publicado en la pÆgi 
se establece en la pÆgina 74 en cuanto 
anterioridades se efectÆa a posteriori, to. 
invención,.. . ei exaniinador debe realia 

invención".(el subtayado es mb) 

En ci presente caso, para ci examina 
la presente solicitud se derive de la 
como referencia Dl y D2, sin dat m 
capacidad inventiva del solicitante p 
planteado. Es decir, que ci exam 
problerna mismo que existla en la ti 

Volviendo nuevarnente al Manual Andi 
establece lo siguiente: "El examinador th 
nivel invendvoy no solo linsi/arse a establecer 
la tIcnicd’. La anterior significa que el e 

no 
mÆs 

iala 

de 

otros 

uestos de la presente solicitud 
ci arte previo. El tØcnico con 

itrar en Dl o en D2 sugerencia 
tos all ensefiados para agregar 
porciona argurnentos tØcthcos 
i de toda duda, que la inciusión 
r tØcnico con habilidad en la 

ación de que se esta ilevando a 
la solicitud. En este tipo de 
en ci momento en ci que ci 
icionar fallas tØcnicas existentes 
tØcnico especifico, sino que se 
iteado y en la büsqueda de 
ipos de la tecnologia. 

:ami4iador a! "Manual para Examen de 
is de Propiedad Industrial de los Palses de hi 
Wei de la Comunidad Andina, donde 
aive inventivo ". . . que la bisqueda de 
ndo como punto de partida la misma 

es decix antes de la 

ede resultar "obvio" que ci objeto de 
[a objeto de los documentos citados 
portancia al trabajo dcsplcgado y a la 
rar ilegar a la soiución del probiema 
n bace su an1isis partiendo del 

en ci momento en que Cl solidtante 

de ntes, pgina 74, vemos que se 
de probar que la invenciOn carece de 
s en/re hi solidtudj dicho es/ado de 
debe demostrar de que manera 

2 
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puede ci tØcnico con habilidad ordi 
insaturados a pattir del arte previo 
encuentran indicios o apartes que sugi 
los enlaces pot enlaces insaturados, 
mejora en los compuestos divulgad 
evidencia sólida requerida  para. negar la 

Si, pot ci contrario, nada en Dl yb 

. 

S estarlamos frente a un caso de anÆlisis 
obvio a la 1u2 de lo divulgado pot la 
introducción de un enlace insatun 
estereoquimicos que son evidentes pai 
materia, 

n la materia derivar los enlaces 
Si en dichos documentos se 

laposibilidad de sustituir algunos de 
ardo que con do Se logre alguna 
nonces ci examinador tendrIa la 
itd pot carecer de altura inventiva. 

2 suiere enlaces insaturados entonces 
trosjecüvo donde el arte previo resulta 
)lid tLd y no al revØs. Es claro que la 
) en la rnolØcula conileva cambios 
el tØico con habilidad ordinaria en 15a 

Dichos cambios han sido recoriocilos v5 

alteraciones en ci perl de actividad de a estn 
Junta TØcnica de Apelación de la EPO n sus 
donde establecen que: "En el canpo del d4ceilo de 
de an comptiestO farmacoidgicamente activo es de ep 
establecida en/re kis caradetislicas esrnóira/es  
aI/eraiidn en el petfil de adizildad farmacogica a 
significa que en ausencia de evidencia que -

1

determinada pot su estr.ictura 
cuaiquier carnbio en dicha estructura tndrÆ 
actividad de lit molØcula. 

Puesto que ni Dl ni D2 proporcionan 
la molØcula depende de su estructura y 
tal becho, el n.ecesario pues aceptar q 
resulta evidente a pattir del arte pre 
ordinaria en la inateria no seria obvioi 
una molØc la con una actividad biológi  

Cuaiquier tØcnico con habilidad ordina 
insaturados puede set altamente reactivo 
en ci almacenamiento o alterar la aEnida 
arte previo cItado pot el examinador 
ordinaria en la materia a incluir enlace 
Øxito. Menos aun, algo que sugiera al 
inclusion de enlaces instaurados en la i 

la i 
y 

tal 

a en 
y oc 
del 

que 

ias veces como causantes de 
tura inicial, segÆn lo establece La 
ecisiones T0548/91 y T 0643/96 
rogas cualquier mod?/icacidn esfrtictaral 
rse que, en ausencia de una conexión 
la actiz’idad, a priori exisla irna 
k estructura iniciat’. Lo anterior 
muestre que la actividad de la 

debe darse pot descontado que 
otno resultado un cambio en la 

demuestren que la actividad de 
.ador tampoco esta dernostrando 
LISIOn de enlgcŁs insaturados no 

para el tØcnico con habilidad 
)dlftcaclón dicta como resultado 
a las ya conocidas. 

materia sabe que los enlaces 
Mar problemas de inestabifidad 
clicamento. No hay nada en el 
tive al tØcnico con habilidad 
dos con alguna esperanza de 
aja o inejora obtenida por la 
lo que significa que lo que ci 

93 
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examinador ye como obvio no lo es 
bÆsicos del tØcnico con habilidad ordina. 

En resumen, me permito decir que 
mencionados, la presente solicitud cun 
inventivo respecto a los compuestos ex 
lo tanto, solicito comedidamente a 
requisitos y conceder ci privilegio de 
estudio, 

Seæor Superintendente, 

F41.654J.88de
UE D’ EMAN 

TP 20824 
Cod. 008 

CHR/str 

Vi 

nto considerando los conocimientos 
en la nterit. 

cias a los argumentos anteriormente 
cabalmente con el requisito de nivel 

:stos en ci capitulo reivindicatorio. Por 
despacho se sirva reconocer estos 

tente i,de invenciOn a la solicitud en 

4 
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ABSTRACT 

1.azinoalkylcyclobexanes are systemically-active 
4titive NMDA receptor antagonists having rapid 
ig/uablocking kinetics and strong voltage-
ncy and are therefore useful in the alleviation of 
ns, resulting from disturbances of glutaniatergic 
ssion’giving them a wide range of utility In the 
at of .CNS disorders involving the same, as well as in 
WA indications, due to their imxnunomodulatr 
ir3,1 anti.Borna virus, and anti-Hepatitis C activities 
Utica. Pharthaceutical compositions thereof and a 
.ofhtreatlng conditions which are alleviated by the 
meat of an NMDA receptor antagonist, as well as the 
¶ntioned non-NMDA indications, and a method for 
aration of the active 1-aminoalkylcyclohexaric corn-
involved. 

22 Claims, 2 Drawing Sheets 



1 
1-AMINO-ALKYLCYCLOREXANE NMDA 

RECEPTOR ANTAGONISTS 

The present application is a continuation-in-part of 
prior-flied copencling application Set. No. M/885,9441 
Sun, 30, 1997, now abandoned. 

BACKGROUND OF THE INVENTION 
1. Field of the Invention 
1-Amino-alkylcyclohexane compounds which a 

systemically-active as NMDA receptor antagonists, pharni 
ceutical compositions comprising the same, method 
preparation thereof, and method of treating CNS disordt 
which involve disturbances of glutamatergic transznissi 
therewith. 

2. Prior M S 

Antagonism of glutamate receptors of the N-methyl. 
aspartate (NMDA) type has a potentially wide range 
therapeutic applications [19]. Punctional inhibition 
NMDA receptors can be achieved through actions at diff 
ant recognition sites such as the primary transmitter si 
strychniue-inseizsitiveglycine site (glycine), polyanif 
site, and phencyclidine site located inside the cation ebanu 
The NMDA receptor channel blockers act in an 
tive "use-dependent" manner, meaning that they usual 
only block the channel in the open state. This w 
dependence has been interpreted by many to mean tI 
stronger activation of the receptor should lead to a great 
degree of antagonism. Such a mode of action has furtI 
been taken to imply that this class of antagonist may 
particularly useful when overactivation of NMDA recept 
can be expected, such as in epilepsy, isebasmia, and traun 
However; initial clinical experience with the selective, hi 
affinity, strongly use-dependent uncompetitive NML 
receptor antagonist (+)-5.metbyl-l0,11 -dihydro-SI 
dibenzocyclohepten-5,10-imine maleate ((+)-ML801) l 
been disappointing. Namely, therapeutic efficacy in epilep 
was poor while some psychotropic side effects were appi 
ant at therapeutic doses, These observations, together w 
the fact that phencyclidine abusers experience similarp 
chotropie symptoms, has led to the conclusion that uncoi 
petitive antagonism of NMDA receptors may not be 
promising therapeutic approach. 

However, the use of more elaborate electropbysiolôgl 
methods indicates that there is no equality betwen difi’er 
uncompetitive antagonists since factors such as the speed 
receptor blockade (on-off kinetics) and the �vOlta 
dependence of this effect may determine the pharmacod 
namic features in vivo, i.e., therapeutic safety as wc 
Paradoxically, agents with low to moderate, rather than hi 
affinity may be desirable. Such findings triggered 
sideration of the concept of uncompetitive thitagonism 
NMDA receptors in drug development [19, 22]. At prose: 
many such agents are at different stages of devalopme 
e.g., carveditol, ADCI, ES 242S, retnacemide, felbama 
and budipine. On the other band, uncompetitive NMt 
receptor antagonists, such as ainantadine and memaritine 
which fulfill the above criteria�have been used clinica 
for several years in the treatment of Parkinson’s disease a 
dementia respectively, and do indeed rarely produce si 
effects at the therapeutic doses used in their respocti 
indications. 

In view of the above mentioned evidence, we ha 
developed a series of novel uncompetitive NMDA recep 
antagonists based on the 1-aminoalkylcyclobexane stn 
ture The present study was devoted to compare the NME 

34,134 
5 

5 

2 
receptor antagonistic properties of these 

� 1-aninoalkylcycl’obexane derivatives in receptor-binding 
assays, patch clamp experiments, excitotoxicity in vitro, 

�
 

three convulsion models, and two models of motor Impair-
.s mezt. The substitutions of these 1-arninoslkylcyclohexanus 

are detailed in Table 6. 

MPRESENT INVENTION 

4 has now been found that certain � 
10 1-alninoaikylcyclohexanes have pronounced and unpredict-able

 NMDA receptor antagonistic activity. Owing to the 
aementioned property, the substances are suited for the 
treatment of a wide range of CNS disorders which involve 

I,: disttrbancesof the glutamatergic transmission, preferably in 
the Iform of a pharmaceutical composition thereof wherein 

� they are present together with one or more 
pba’maceuticaUy-acceptable diluents, carriers, or excipi-

20 �. OWECTS OF THE INVENTION 

� I is a object of the present invention to provide novel 
.b4.r.maceutical compounds which are 
.i-aoallrylcyclóhexane  NMDA receptor antagonists and 

25 ph’ ceuticiconipositions thereof. It is.a further object of 
the I invention to provide a novel method of treating, 
eliniinathag, alleviating, palliating, or ameliorating undesir-
abl. Cr45 disorders which involve disturbances of 
gluamatergic transmission by the employment of such a 

30 coppound of the invention or a pharmaceutical composition 
con sig the same. An additional object of the invention is 
the provision- of a process for producing, the said 
1-aninoa1kylcyelohexaue active principles. Yet additional 
obj4ets will become apparent hereinafter, and still further 

35 objcts will be apparent to one skilled in the art. 

SUMMARY OP THE INVENTION 

SIhat we therefore believe to be comprised by our inven-
tior may be summarized inter ails in the following words: 

40 � A 1-aminoalkylcyclohexane compound selected from the 
groVo consisting of those of the formula 

a 

45. 

50. 

60 
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’S 

ItS 

RI 

S 

S 

�  

ttereitiR*is 4c�(CRR’),,,�NR5R9  

berein n+m=0, i or 2 
herein ft1 through IV are independently selected from 
the group consisting of hydrogen and loweralkyl 
(1-6C), at least R1, R, and ft5 being lower-alkyl, and 
wherein R8 and R" are independently selected from 
hydrogen and lower-alkyl (1.-6C) or together represent 
loweralkylene �(CH2)� wherein x is 2 to 5, 
inclusive, and enantiomers, optical isomers, hydrates, 
and pharmaceutically-acceptable salts thereof; 
such a compound where ft through RI are methyl; 
such a compound wherein R1 is ethyl; 
such a compound wherein R2 is ethyl; 
such a compound wherein R3 is ethyl; 
such a compound wherein ft4 is ethyl; 
such a compound wherein ft5 is ethyl; 
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cont 
TABLE 6 

Basic StrucWro of the amino and eniicoa&ylcyclobeunca 

RJ LR4 

_(CHl_(CR6R_< 
n+m-0,1,2 

lower akvl -. 

Mxz 
/ Compel R R2 R’ R4 R’ - 

5 

10 

15 

625 5-1a H H H Me Me NR  
- 

20 
631 5-1b H H Me H Me NEI I’,, 

629 5-2a H H H t Me NE2 

630 5-2b H H Pi if Me NH2 ce 

627 5-3a if H H Pr ?4 NIT,N  
pa 62$ 5-3b H 

H 
H 
H 

Pr 
Me 

H 
Me 

Mc 
Me  NRg  

so 

621 
620 

5-4 
5-5 Ii H Me (Pt) Et (Me) Me N141 St 

611 5-6 if IT Me (Pr) Pr (Me) Mc NIT2 ei 
616 $-1 Me TX H (Me) Me (II) Me NH2 

(H) (Me) S 

643 546 Me Me Me H Me t’*12 ad 
607 58a Me Me H Me Me NH, 
622 5-9a Me H El Me Me - N 
624 5-9h H Me Me F1 Me NIT, 

tb 61$ 5-10e Me H Pr Me Me NH, 
619 5-10b H Me Me Pr Me NH, 
633 5-11e Me Me H Et Me NH, 
632 5-11b Me Me El H Me NIT, 35 
635 5.12k Me Me H Pr Me NIT, 
634 5-12b Mc Me Pr IT Me NIT, 
$79 5-13 Mc Me Me Mc Me NH, 
600 $-14 Me Mc Me Mc El NI!, 
601 5-15 Mc Me Me Me Pr NH, 
615 $-a6 Me Me Me (Hi) It (Me) Me NIT, ar 
614 5-17 Me Me Me (Pr) Pr (Me) Me NIT, 40 ta 
623 5-18 Me Me El El Me NE2 

sia 626 5-19 Me Me Pr Pr Me NX, 
640 5-20 Me Me Me Me Ma NHMe hi 
639 5-21 Me Me Me Me Me NIiEI pa 
642 

5-22 

Me Me Me Me Me N(Me), 
645 5-23 Mc Me Me Me B CB2CMe,1 1, 45 
644 5-24 Mc Me Me Me IT 

cH2Cif,t’ , 

662 5-25 Me Me Me Me Me cH2CU,N1 $80 5-26 Me 
Me 

Me 

Me H CH,NH2 tb 
557 $-27 

Me 

Me Me Me IX NIX, ta] 
641 5-28 I! FT H I-I Me 

NFT 706 

infra Me Me Me Me Me 
N pode56 

PHARMACEUTICAL COMPOSITIONS 

The active ingredients of the invention, together with 
or more conventional adjuvants, carriers, or diluents, rn 
placed into the form of pharmaceutical compositions 
unit dosages thereof, and in such form may be employs 
solids, such as coated or uncoated tablets or filled casi 
or liquids, such as solutions, suspensions, emulsiaeii 
or capsules hEed with the same, all for oral use; in the I 
of suppositories or capsules for rectal administration 
the form of sterile injectable solutions for pareni 
(including intravenous or subcutaneous) use. Such phai 
ceutical compositions and unit dosage forms thereof 
comprise conventional or new ingredients in convention 
special proportions, with or without additional active c 
pounds or principles, and such unit dosage forms 

a 
rŁ. a be 55 rid 

asSS 
as, Is, 

011 60 a 
in a 

20 

tin any suitable effective amount of the active ingredi-
omnlen*urate with the intended daily dosage range to 
riplłyed.  TbIeis containing twenty (20) to one hundred 
nilligrams of active ingredient or, more broadly, ten 

to two hundred fifty (250) milligrams per tablet, are 
rdinly suitable representative unit dosage forms. 

METHOD OF TREANG 

Due to their high degree of activity and their low toxicity, 
4her presenting a most favorable therapeutic index, the 
lye principles of the invention may be administered to a 
)j ct, e.g., a living animal (including a human) body, in 
a thereof, for the treatment, alleviation, or amelioration, 
Iliation, or elimination of an indication or condition which 

ceptible thereto, or representatively of an indication or 
a ition set forth elsewhere in this application, preferably 
a urrently, simultaneously, or together with one or more 
amaceuti- cally-acceptable excipients, carriers, or 
Unts, especially and preferably in the form of a pbarma 

nilcomposition thereof, whether by oral, rectal, or 
tal (including intravenous and subcutaneous) or in 

o cases even topical route, in an effective amount. 
I able

 dosage
 ranges are 1-1000 milligrams daily, pref-

ly 10400 milligrams daily, and especially 50-500 
1 igrams.daily, depending as usual upon the exact mode of 

inistr6tiozi, form in which administered, the indication 
v4rd which the administration is directed, the subject 
lsltred ad the body weight of the subject involved, and 
prefàrence and experience of the physician or veterinar-

tin charge. 

EXAMPLES OF REPRESENTATIVE PHARMACEUTICAL COMPOSITIONS 

With the aid of commonly used solvents, auxiliary agents 
carriers, the reaction products can be processed into 

lets, coated tablets, capsules, drip solutions, 
positories, injection and infusion preparations, and the 

can be therapeutically applied by the oral, rectal, 
ónteral, and additipual routes. Representative pharrna-
tical compositions follow. 

a) Tablets suitable for oral administration which contain 
active ingredient may be prepared by conventional 

letting techniques. 

,) For, suppositories, any usual suppository base may be 
plôyedfor  incorporation thereinto by usual procedure of 
active ingredient, such as a polyotbyleneglycol which is 

olid at, normal room temperature but which melts at or 
ut.bdy tempàrature. 

(ó)Eorpareatai (including intravenous and subcutaneous) 
rile sobitirans,the active ingredient together with conven 
nal. ingredients in usual amounts are employed, such as 
example indium chloride and double distilled water q.s, 

rording to conventional procedure, such as filtration, 
aptic, filling into ampoules or TV-drip bottles, and auto-
wing for sterility.  a-

Other Suitable pharmaceutical compositions will be 
ay iixndiately apparent to one skilled in the at. 

or 65 

n The following examples are againgiven by way of lEns-
ay trtion only and are not to be construed as limiting 
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EXAMPLE 1 

Tablet Formulation A suitable formulation for a 
tablet containing 10 milligrams of active ingredient 

is as follows: 

Mg. 

Active Ingredient 10 h 
Lactose 63 
Microcrystalline 21 
Cellulose 
Thlcum 4 
Magnesium atearate I 
Colloidal silicon I 
dioxide 

EXAMPLE 2 

Tablet Formulation 

Another suitable formulation for a tablet containing 1 0 
Mg is as follows: 

Mg. 

Active ingredient 100 
Potato starch 20 : 
polyvinylpyrrolidone 10 
Film coated and colored. 
The film coating material consists of: 

Lactose 100 
Microcryst, Cellulose SO 
Gelatin ’10 
Polyvinylpyrrolidone, 10 
crossj inked 
Thlcum 10: 
Magnesium strarate 2 
Colloidal silicon dioxide 3 
Color pigments 5 

EXAMPLE 3 

Capsule Formulation 

A suitable formulation for a capsule containing 50 miii-
grams of active ingredient is as follows: 

Mg. 

Active Ingredient $0 
Corn starch 20 
Dibasic calcium phosphate 50 
ihlcum 2. 
Colloidal silicon dioxide 2 
flflerl in a gelatin capsule. 

EXAMPLE 4 

Solution for Injection 

A suitable formulation for an injectable solution cłnttin-
ing one percent of active ingredient is as follows: : 

34,134 
’H 22 

Active Ingredient Mg 1 
Sodium chloride mg 8 

S ’

 

Sterile water tomake roll 

�........’�,. EXAMPLE 5 

10 
Liquid Oral Formulation 

A suitable formulation for 1 liter of a liauid mixture 

25 

30 

35 

40 

45 

SO 

55 

containing 2 milligrams of active ingredient in one mill iliter 
of the. mixture is as follows: 

G. 

Active Ingredient 2 
Sacharose 250 
01ucoe 300 
Sorbitol 150 
Orange flavor 10 
Sunset yellow. 
Purified water to make a total 
Of 1000 ML 

EXAMPLE 6 

Liquid Oral Formulation 

.nother suitable formulation for 1 liter of a liquid mixture 
cortammg 20 milligrams of active ingredient in one mdli lite

 of the mixture is as follows: 

0 

Active Ingredient 20 
Tragacanh 7 
Glycerol 50 
Sacoharose 400 

� 

Metliylparaben 03 
Propylparnben 005 
Black currant-flavor 10 
Soluble Bed color 0.02 
Purified water to make a total 
Of 1000 ml. 

tiLV1F L I 

Liquid Oral Formulation 

Another suitable formulation for 1 liter of a liquid mixture 
containing 2 milligrams of active ingredient in one milliliter 
o�fthe mixture is as follows: 

0, 

� Active Ingredient 2 
� Saceharose 400 
Bitter orange peel tincture 20 

� Swet orange peel tincture 15 
S

 

Purified waterto make atotal 
of 11100 ml 
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EXAMPLE 8 

Aerosol Formulation 

180 g aerosol solution contain: 

0. 

Active Ingredient 10 
Cicic acid 5 
Ethanol 81 
Pttfied Water 9 
1bturoathanc 75 

15 ml of the solution are filled into aluminum aerosol ca s, 
capped with a dosing valve, purged with. 3.0 .bar. 

EXAMPLE 9 

TDS Formulation 

100 g solution contain: 

Active Ingredient 10.0 
Ethanol 57,5 
Propyleneglyccl 7.5 
nioxethylsalfoxide 5.0 
iiydroyethy1ceLtu1ose 0.4 
Puxi–led water 19.6 

1.8 ml. of the solution are placed on a fleece covered by an 
adhesive backing foil. The system is closed by a protect’vc 
liner which will be removed before use. 

EXAMPLE 10 

Nanopartiole Formulation 

10 g of polybutylcyanoacrylate nanoparticles contain 

0. 

Active Ingredient1.0 
Eo1oxater 0.1 
Btxtylcyaueaczylate 8.75 
Mannitol 0.1 
Sdiumeh1orido 0.05 

Polybutylcyanoacrylate nanoparticles are prôpared bye W-
sion polymersiation in awater/0.1 N HC1/etham6lrnl*tu as 
polymerisation medium. The nanoparticles in the suspen ion 
are finally lyophilized under vacuum. 

PHARMACOLOGY�SUMMARY 

The active principles of the present invention, and p tar-
maceutical compositions thereof and method of tre leg 
therewith, are characterized by unique advantageous and 
unpredictable properties, rendering the "subject matter as a 
whole", as claimed herein, urxobvious. The compounds 

andpharmaceutical compositions thereof have exhibited in 
standard accepted reliable test procedures, the followingvaluable

 properties and characteristics: 
They are systemically-active, uncompetitive N DA 

receptor antagonists with rapid bloeidngtuublocking kin tics 

p  
24 

and strong voltage dependency and are accordingly of utility 
in ihe treatment, elimination, palliation, alleviation, and 
am4lioration of responsive conditions, by application or 
adiiuistratlon to the living animal host for the treatment of 
a wde range of CNS disorders which involve disturbances 
of Outamatorgic transmission. 

PHARMACOLOGY 
In yitro 
Receptor Binding Studies 

10 !ale Sprague-Dawley rats (200-250 g) were decapitated 
an their brains were removed rapidly. The cortex was 
di$ected and homogenized in 20 volumes of ice-cold 0.32 
M sucrose using a glass-Teflon homogenizer. The homoge-
nat was centrifuged at 1000 xg for 10 minutes. The pellet 
wag. discarded and the supernatant centrifuged at 20,000 xg 
for,

 
1120 minutes. The resulting pellet was re-suspended in 20 

voltimes of distilled water and centrifuged for 20 minutes at 
80(k) xg. Then the supernatant and the bur coat were 
ce?tr.!!?0,0d,f three times (48,000 xg for 20 minutes) in the 
pr   50 mM Trle.HC1, pH 8.0. All centrifugation 

20 ste. were carried out at 40 C. After resuspension in 5 
vqurnes ó 50 imM Tris-FIC1, pH 8.0 the membrane suspen-
siowas fuzen rapidly at -80° C. On the day of assay the 
inbranes were Thawed and washed four times by resus-

sibu in 50 m Tris-UCI, pH 8.0 and centrifugation at 
2$. 

M 
4$CJO0 xg for 20 minutes, The final pellet was suspended in 
asr ay buffer. The amount of protein in the final membrane 
pr paration was determined according to the method of 
Lo ’ry with some modifications. The final protein concen-
tra ion used for our studies was between 250-500 ,rig/ml. 

30 Membranes were re-suspended and incubated in 50 ruM 
Tr -HC1, pH 8.0. Incubations were started by adding [3}]-
(+ -MK-801 (23.9 Ci/rumol, 5 nM) to vials with glyclne (10 
1a1 ),glutamate (10 1uM), and 0.1-0.25 mg protein (total 
vo time 0.5 ml) and various concentrations of the agents 

35 te ted (10 concentrations in duplicates). The incubations 
w re continued at room temperature for 120 minutes, equf-
lii tium always being achieved under the conditions used. 
N n-specific binding was defined by the addition of unla-
hi’ ad MK-801 (10 4uM). Incubations were terminated using 

40 a vlillipore filter system. The samples were rinsed three 

4 es with 2.5 ml ice cold assay butter over glass fiber filters 
oF tamed from Schleicher & Schudll under a constant 
v iim, lltration was performed as rapidly as possible. 
F flowing separation and rinse, the filters were placed into 

45 liquid (S ml; Ultüna Gold) and radio activity 
re tined on the filters was determined with a conventional 
Ii mid scintillation counter (Hewlett Packard, Liquid Scm-
til atien Analyser). 
Ptch Clamp. 

Hippocampi were obtained from rat embryos (E20 to 
ee then transferred to calcium and magnesium 

{ak’s buffted salt solution (Gibco) on ice. Cells were 
n*Øbanicafly dissociated in 0.05% ONAase/0.3% ovomu-
cid (Sigma) following an 8 minute pre-incubation with 

ss 06% trypsin/0.1% DNAase (Sigma). The dissociated cells 
ere then centrifuged at .18 <g for 10 minutes, re-suspended 

irminimum essential medium (Gibco) and plated at a 
dnalty of 150,000 cells cm onto poly-L-lysine (Sigma)-
pecoated plastic petri dishes (Falcon), The cells were nour-

so ished with NaHCO3/UEPES-buftered minimum essential 
medium supplemented with 51%, fetal calf serum and 5% 
horse serum (Gibco) and incubated at 370 C. with 5% COa 
A 95416 humidity. The medium was exchanged completely 
fllowing inhibition of further glial mitosis with cytosine-

as 3D-amabinofuranoside (20 aM Sigma) after about 7 days in 
vtro. Thereafter the medium was exchanged partially twice 
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Como resultado del examen de fondo 
la DecisiOn 486 de la ComisiOn de la 

I. Documentos estudiados 

1.1. DescripciOn: 

1.2. Reivindicaciones: 

1.3. Prioridad: 

/G 

04-041831 
002 
001 
430 

1010 ae LL 

Modelo de Utilidad E 

Cap. 11 lxi 

102/005038 
)re 07 de 2002 

do con fundamento en el articulo 45 de 
dad Andina, se le comunica: 

Folios: 103a 182 como se radicó inicialmente 

Folios: 183 200 como se radicO inicialmente 
Folios: 286 ell 288 modificadas 

US No. 0I350974 del 07 de Noviembre de 2001 
US No. 0I337,858 del 08 de Noviembre de 2001 

1.4 Respuesta del solicitante: A Primer Art. 45: Folios: 267 a 288 
A Oegundo Art 45: Folios: 293 a 296 

2. Objeto de la invenciOn 

Titulo de la solicitud: 

"1-AMINO-ALQUlLClCLcHEXANOS INSATURADOS COMO 
ANTAGONISTAS DE LOS RECEPTORES NMDA, 5HT3 Y NICOTINICO 

NEURONAL" 

El objeto de la solicitud de la presEnte invenciôn consiste en: 

v’ Reivindicaciones I a 2: Compuesto de fOrmula (I) 

Exp. 2004 041831 



I Reivindicaciôn 3: Cornposición famiacØutica que comprende el compuesto de 
formula (I) 

El problema planteado en la preente solicitud es proporcionar compuestos 
ütiles para el tratamiento de onfermpdades neurodegenerativas crOnicas 
seleccionadas entre enfermedad de Alzheimer, demencia vascular, mal de 
Parkinson, enfermedad de Huntington, ósclerosis multiple y otras. 

Para resolver este problema $cnico,i la solicitud en estudlo proporciona 
compuestos de formula (I) y su cmposiciOn farmacØutica. 

El objeto de la invenciOn defin 
IPC: A61  31/13 

3. De la solicitud de Patente 

3.1 Titulo 

Se recomienda ajustar el 
capitulo reivindicatorlo 

3.2 Reivindicaciones (arUculo 30 D 

antericrmente se clasifico de acuerdo con la 

a 10 que se desea proteger a travØs del 

� ReivindicaciOn I y su deperdiente (2); la materia reivindicada en estas 
presentan falta de soporte, dado que los ejemplos de la Descripción solo 
presentan soporte para los si uientes radicales: 

RADICAL SOPORTE DE LOS EJEMPLOS PRESENTADOS 

U-V-W-X-Y-Z Ciclohexano y Ciclohex-2-eno 
Propanmida, -NH2, -NH2-CH3, Piperidina 

Rp   Hidrogeno, CH3 
Rq   Hidrôeno, CH3 
Rr   Hidrógeno, CH3 
Rs  HidrOgeno CH3 
R5   Alit, Vinil, Propinil 

y 

CH3 

Por lo anteriormente expuesto, 
el alcance de su invenciOn. 

4. Determinación del Estado de la 

La fecha que so ha tenido en 

a Fecha de presentaciOn 

Teniendo en cuenta la fecha i 
archivos con que cuenta la 
encontrO el siguiente documei 

Exp. 2004 041831 

preoio requerir al interesado para que seæale 

Øcn ica 

ta para determinar el Estado de la TØcnica es: 

la solicitud prioritaria: Noviembre 07 de 2001 

icada so consultaron las bases de datos y los 
tidad con fecha do publicación anterior, se 
que anticipa el objeto do esta solicitud: 
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NO Documento T TtuIo Fecha de 
1 1 -AMINO-
DI US 6,034134 I ALK’’LYCLOHEXANE NMDA Marzo 07 de 2000 

RECEPTOR ANTAGONIST  

5. AnÆllsis de patentabilidad (articu) 14 D486) 

5.1 Novedad (articulol6 D486) 

I Reivindicaciôn 1: Compuesto de fOrmula (1) 

V ReivindicaciOn 3: Composicin FarmacØutica del compuesto de fOrmula (I) 

CARACTERIST1CA$ ESENC1ALES DELA Dl = US 6,034,134 
SOLICITUD COLOMBIANA No. 04-04 831  

Compuesto do formula (I): Compuesto do 1-aminoalquilciclohexano de 
RS I* formula (I): 

1’ 
Rp R 

z 

M44R4 
RI R3 

Rq Rr (I) (I) 
bonde: Donde: 

U -V-W-X-Y-Z= Ciclohexano Ciclohexano 
R*= -(A)ri-(CRI R2)m-NNR3R , siendo: R*= -(CH2)n-(CR6R7)m-NNR8R9, siendo: 
n+m 0, 16 2 fl+rn 0, 16 2 
RI y R2 independientemente son: Alqilo R6 y R7= independientemente son: Alquilo 
inferior 01-6 6 Hidrogeno inferior 01-66 Hidrogeno 
R3 

y 

R4= independientemente son: Alq.iilo R8 
y 

R9= independientemente son: Alquilo 
inferior C1-6, aiquenilo inferior CI -6 6 Hldrogeno inferior 01-6, alquenulo -(CH2)x donde x= 2 a 

5OHidrogeno 
Rp= Hidrogeno, alquilo inferior C1-6 R1= Hidrogeno, alquilo inferior 01-6 
Rq= Hidrogeno, siguilo  01-6 R2 Hidrogeno alquilo inferior 01-6 - 
RS= Hidrogeno, alguilo inferior 01-6 R3= Hidrogeno, alquilo inferior CI -6 
Rs= Hidrogeno, alquilo inferior 01-6 - R4= Hidrogeno alquilo inferior C1-6 
R5= Alquilo inferior C1-6 R5= Alquilo inferior 01-6 

Pigs. Columna 2 del Documento 
ComposiciOn farmaceutica del comuesto de Composiciones farmacØuticas del compuesto 
fOrmula (I) de fOrmula (I) 

- P69. Columnas 20 a24 del Documento 

Teniendo en cuenta el c 
anterioridad Dl, para la r 
reivindicaciOn 3; no son 
composiciones farmacØul 

6. Respuesta a los argumentos 

En los folios 293 a 296, el soil 
argumentando Ia siguiente: 

Exp. 2004 041831 

9to de  la invenciOn y la materia descrita en la 
indicaciOn independiente 1 y su dependiente y la 
uevos los compuestos de formula (I) ni sus 

solicitante: 

ite da respuesta al concepto tØcnico No. 2298; 



77. 

1. Ally vntiya: 

Que el examinador base su 
siguientes documentos: 

(D1)= US 6.031.134 
(D2)= US 6.071.966 

Y at respecto, el soticitante di  

.( "El examinador realize 
solicitud, ya que Se limits 
anterioridades y Is inver 
sustentes su objeción". 

V "Es evidente Para el � 
solicitud contienen enla 
Por tanto el tØcn too con 
sugerencia alguna". 

’ "El exàminador deja Is  
comparativo retrospecti 

v’ "Para el examinador PUE 
solicitud se derive de Is rr 
no parts el examinador 
momento en que el solic 

Q: Con base en to anterior, 
con base a este nuevo ex 
patØntabilidad al capitulo reivi 
28.); anÆlisis que encuentra 

Tat como se indica en el a 
composiciOri farmacØutic 
por lo que Is materia rely 
pare of caso en que U-V-i 

-. AdemÆs Dl ensefla que k 
donde los radicales de 
comparative punto 5.1,(At 
que no hay diferencla e.n 
es nueva at ester incIuid 

6. ConclusiOn: 

Los requisitos de patentabilid 
asI: 

,Exp. 2004 041831 

anal 

anÆ 

Sin 

de Is 

de Nivel Inventivo con base a los 

errOneo de Is altura inventive de Is 
a las diferencias existentes entre las 
porcionar argumentos tØcnicos que 

’r que los compuestos de Is presents 
irados no divulgados por el arte previo. 
ordinaria no podrª encontraren DI .6 D2 

quo esta Ilevando a cabo un estudlo 

sultar "obvio" que el objeto de Is presents 
objeto de los documentos Dl y D2, es decir 
róblema que existle en Is tØcnica on el 
pesento Is soluci6n". 

sta oficina so permite indicar at solicitante, que 
an tØntco, se realizo un nuevo anÆlsis de 
icatoio que Se encueritra en los folios (286 a 
el puito cinco (5) de Øste concepto. 

Æ.lisis, 61 compuesto de fOrmula (I) solicitado y su 
son u,a selecciOn definidaen of docurnento Dl; 

ndicada se encuentra dentro del alcance de Dl 
VX-Y-= Ciclohexano. 

fOrmula aIll divulgada incluye los compuestos on 
Is solicitud se encuentràn definidos (ver table 
atisis ce patentabihdad-Novedad), to que confirma 
e Is sclicitud y Dl, y que Is matena reclamada no 
ye en 01. 

de Is:  presents solicitud se encuentran afectados 


