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Señora Jefe, 

DIVISIÓN DE NUEVAS CREACIONES 

Superintendencia de Industria y Comercio 

E. S. D. 

Referencia 

Asunto 

Solicitante 

Opositora 

:Expediente N° 05067473 

: Oposición a la solicitud de patente de Invención titulada 

"BROMHIDRATO DE ESCITALOPRAM Y UN MÉTODO 

PARA SU PREPARACIÓN". 

: H. LUNDBECK A/S. 

: PROCAPS S.A. 

Publicada en la Gaceta de la Propiedad Industrial 

N° 575 del30 de Abril de 2007 

Yo, LAURA CATALINA SILVA BARRERA, abogada con tarjeta profesional No 

147399 del Consejo Superior de la Judicatura, en mi condición de apoderada de la 

sociedad PROCAPS S.A. conformada bajo las leyes de la República de :Colombia y 

domiciliada en la ciudad de Barranquilla, Colombia, atentamente manifiesto que 
. . 
estando dentr.o del término de ley y por orden expresa de mi representada, preseJrto 

oposición a la concesión del registro de la patente de Invención titulada 

"BROMHIDRATO DE ESCITALOPRAM Y UN MÉTODO PARA SU 

PREPARACIÓN;: solicitada por H. LUNDBECK A/S, y pido a Usted declarar 

fundada esta oposición y en consecuencia negar el registro de la patente solicitada. . 
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l. INTERÉS PARA ACTUAR 

Conforme a lo dispuesto en el artículo 4 2 de la Decisión 486 de 2000 de la 

CAN, estando dentro del término estipulado por la ley, manifiesto el legitimo interés 

de nuestra representada para oponerse al registro de la patente de la referencia, 

atendiendo a q~e la solicitud pretendida no cumple con los requisitos disptilestos eri la ., 
ley como .. se analizará mrdelante y de ser concedida afectaría' directamente la 

comercializacil' de ·~~~s productos de mi representada, que contienen, en 

particular escitalopram .. Por lo tanto, solicito respetuosamente a ese Despacho se sirVa 

tener en cuenta la presente oposición dentro del trámite administrativo que se surte en 

esta Superintendencia. 

2. FUNDAMENTOS DE HECHOS 

2.l.La solicitud objeto de la presente fue presentada el 8 e de'' )ulio de 2005, 

, ~eivindicando prioridad bajo las solicitudes DK7PA/200:W200S del· 2001.12-23 y 
< ,' ( 0 

fue publicada en Colombia, en la Gaceta de la Propiedad Industrial No 57 5 del 30 

de Abril de 2007, página 516, No publicación 1425, cuya publicación internaciopal 

corresponde a la W02004056791 del 08-07-2004. 

-~1 

2.2.La solicitud colombiana 05067473 objeto de la present:e·oposiciÓn, se refiere a 

.escitaloP'ram (S-citalopram) en la forma de su bromhid.rato, en formá sólida, en 

Jorma.cristalina. De igual forma este se refiere a una composición farmacéutica que 

contiene escitalopram bromhidrato conforme a cualquiera de las reivindicaciones 1 

a 3 y portadores y diluye~tes farmacéuticamente aceptables. Ad~á§ se refiere al 

uso del mismo. 
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2.3.En primera instancia, se debe advertir que la reivindicación 5 se refieren al uso y 

según la legislación, decisión 486 de la Comunidad Andina de Naciones, Artículo 
' e • 

14.- "Los Países Miembros otorgarán patentes para las invenciones, sean de producto o de 
(. 

procedimiento ( ... )",,¡los usos no están contemplados como patentables. Solo serán 

patenta~les los productos o procedimientos . 

2.4~hora bien, con base en el artículo 14 de la Decisión 486 de la CAN consagra lo 

'siguiente: "Los países miembros otorgarán patentes para las invenciones, sean de producto o 

proeedimi~'Q:to, en todos los campos de la tecnología, siempre que sean n~, tengan ni~el 
o 

inventivo y ,~ean suscePfibles de aplicación industrial". Asi las cosÚ; las invenciort'es 

objeto 1\e patente deben ser nuewas y tener nivel inventivo. Hien, ppes ~ntes de la 

fecha. de prioridad de esta solicitud se encuentran los sigui~ntes documentos que 

afectan la novedad y el nivel inventivo de la presente solicitud: 

• D1: EP0347066. 20-12-1989. 

• D4~W00103694,18-01-2001. 

• D3: W002087566. 7-11-2002 . 

• D4: EP1152000. 07-11-2001. 

2.5.Ahonfbien, el documento D1, define particularmente en la página 9, lineas 54 

hasta h\ página 10 línea 4 menciona las sales de escitalopram como un ,potencial ., 

. antidepresivo y de uso en el tratamiento de desordenes neuróticos. Este documento 

D 1, deflne que aislando los enantiómeros de citalopram en forwa de una sal de 

adición ácida, el ácido preferentemente es seleccionado' para co~er un anión 
~t5·· . 

como un no tóxico y farmacológicam~nte aceptable, al menos en 4'?sis habitual~s 

terapéuticas. Las sales representativas que son incluidas en esté gr\l,Po pr~ferido son 
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los bromhidratos entre otros. Por lo tanto, a los ojos de este documento, el 

escitalopram (S-citalopram) en la forma de su bromhidrato, no es novedoso. 

2.6.Por su parte el documento D2, se refiere al empleo del esci.talopram (S-(+)-
e e ~C ' 

enan~ero de citalol(ram) o una sal farmacéuticamente aceptable para l,a 
' ' :>o 

e prepar¡l.t:ipn de un medicamento útil en el tratamiento- de desórdenes neuróticos, 

incluyendo estados la ansiedad. Particularmente en la página 3 línea 2 7 ,, revela que 
' ' 

las sales del compuesto usado en esta invendón son sales formadas con ácidos 

orgánicos e inorgánicos no tóxicos. 'El documento D3, relacioné! ~1 empleo de un 

enantióme~i~o puro de escitalopram de dosis bajas pani eel trata~iento de la 

depresión. El documento D4, revela la forma de síntesis del citalopram 

bromhidrato, particularmente en el ejemplo 1, página 7 pa,rágrafo 51. De igual 
;' 

forma 'en, el párrafo 2 de este documento D4, define ~ iuso del citalopram 

broml:ñdrato como u~t antidepresivo. Pór lo ,tanto, a partir de estos documentos 
., L -

D2 a D4', e~ combitiáción con el documento Dl, es posible COfi: añte>fioridad 

,derivar de manera evidente y obvia la materia aquí reivindicada. Así las, cosas a los 

ojos ~e estos documentos, la presente solicitud carece de altuta o nivel inventivo., , 

2. 7 .En consecuencia y de acuerdo a lo descrito anteriormente, se deriva que la solicitud 
o 

col()mbiana 05067473 no puede pretender un monopolio por patente toda vez que 

lo que 'pretende no cumple con dos de los tres requisitos necesarios para su 

protección. 

2.8.Que por consiguiente, respecto a la solicitud pretendida se tiene que: 
," 

;¡' 

2.S.l. CAR~CE DE NOVEDAD: Según la decisión 486 de la Comunidad Andina de 
' 

Naciones, Artkulo 16.- "Una invención se considerard 'nueva cuando no estd 
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comprendida en el estado de la técnica. El estado de la técnica comprenderá todo lo que 

haya sido accesible al público por una descripción escrita u oral, utilización, 

comercialización o cualquier otro medio antes de la fecha de presentación de la solicitud 
()~ 

de patente o, en su caso, de la prioridad reconocida.". A la fecha de prioridad, 23 de 

didembré de 2"002, y,a era conocido tal y como lo revela el arte anterior con 

base . en el documento D 1, el escitalopram (S-citalopram) en la forma de "su 

bromhidrato, sobre el cual busca protección en el capítulo reívíndicatorio. P¿r 

lo tanto la presente solicitud no es novedosa. 

2.8.2. CA¡ENCIA''HDE ALTURA INVE~TIVA. Según la Decisión, 486 de la 

Comunidad Andina de Naciones, Artículo 18.- "Se considerará que una invención 

tiene nivel inventivo, si para una persona del oficio normalmente versada en la materia 

técnica correspondiente, esa invención no hubiese resultado obvia ni s~ hubiese deriva.do 
e' 

' ' 
de manera evidente del estado de la técnica.". A la fecha de· prio~.dad, el 23 de 

' 
diciembre de 2002, a partir de los documentos D 1 a D4 en. combinación, es 

ppsible deducir el escitalopram (S-citalopram) en la forma de su bromhidrato, 

~egun lo definido en las reivindicaciones de la presente sólicitúd. De esta 

forma, la presente solicitud tampoco comprende altura.o nivel inventivo 

2.9. Dado lo anterior, es posible deducir que la solicitud y lo reivindicado no es 

objeto de patentabilidad pues es contrario a lo que dicta la Decisión 486 de la 

Cooiuí\ldad Andina de Naciones, Artículo 14.- "Los Países Miembr~s otorgarán 

. patentes para las invenciones, sean de producto O de procedimiento,·en todO.$ los campos de la 

tecnología, siempre q~e sean 'nuevas, tengan nivel inventivo y sean susc;eptibles de aplicación 

industrial.". La solicitud pretendida no cumple con dos de los tres requisitos de 

patentabilidad. 
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2.10. Por todo lo anterior, atentamente solicito a usted que se sirva declarar fundada 

la presente oposición y negar el registro Patente de invención den()minada 
~ '~ 

, '73RO!t:fHIDRATO DE ESCITALOPRAM Y UN MÉTODO PARA 'SU 

PREPARACIÓN,~ solicitada por H. LUNDBECK A/~ solicitud Colombiana 

que apareció publitada~n la Gaceta dé la Propiedad Industrial No 575 . 

J. PRUEBAS 

De conformidad con lo dispuesto por las normas vigentes, solicito, il usted tener 

como prveqa en este asunto los siguientes: 

• Dl: EP9M70Q6. 20-12~1989. 
e 

• D2: W00103694. 18-01-2001. 

• D3: W002087566. 7-11-2002. 

• D4: EP1152000. 07-11-2001. 

4. FUNDAMENTO DE DERECHO 

F\lndamento esta observación en las normas legales siguientes: 

4.1. Numerall del artículo 586 del Código de Comercio. 

4.2. · Artículo 42 de la Decisión 486 de l,a Comisión del Acuerdo de Cartagena. 

,,( 

4.3. En fas demás normas concordantes. 

5.ANEXOS 
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Para los efectos correspondientes anexo al presente escrito los siguiente~ docunleritos: 

l. Poder para actuar en el presente. 

2. Documento que acredita al representante legal de PROCAPS S.A. 

3. Recibo de caja de!respectivo pa~ de tasa. 

4. Copias de los documentos: 

• .. Dl: EP0347d66,20-12-1989. 

• ,D2: W00103694. 18-01-2001. . . 
• D3: W002087566. 7-11-2002. 

• D4: EP1152000. 07-11-200 l. 

6. NOTIFICACIONES 

•O 

Para efectos de notificaciones que por disposición del artículo 50 del· Decreto 

O 1 de 1984 . debe hacer su Despacho, informo que mi representada' y la suscrita 
\( .- ~ 

recibireJ:?OS noti{icaciones en la Secretaría de su Despacho o e~ mis ,oíicinas' situadas 

eri la C~ttrera·13 No 119-9 5, Of. 104 de esta ciudad de Bogotá . 

Señor Superintendente, 

LAURA CATALINA SILVA BARRERA 

C.C. 5Zt455.803 de Bogotá 

T.P.A. 147399 del C.S. de la J. 

;: 
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Europaisches Patentamt 

European Patent Office 

Offlce européen des brevets 

E) Publication number: o 347 066 
A1 

EUROPEAN PATENT APPLICATION 

0 Application number: 89305532.7 

@ Date of filing: 01.06.89 

® Priority: 14.06.88 GB 8814057 

@ Date of publication of applicatíon: 
20.12.89 Bulletln 89/51 

@ Designated Contracting States: 

AT BE CH DE ES FR GB GR IT Ll LU NL SE 

@_ New enantiomers and thelr lsolation. 

@ lnt Cl.4 C070 307/87 , A61K 31/34 , 
//C07857/00,C07C121/80, 
C07C143/68 

0) Applicant: H. LUNDBECK A/S 
Ottlllavej 7·9 

DK-2500 Kobenhavn·Valby(DK) 

@ Inventor: Boegesoe, Klaus Peter 
15, Moelleaaparken 
OK·2800 Lyngby(DK) 
Inventor: Perregaard, Jens 
22, Thyrasvej 
DK-3630 Jaegerspris(DK) 

@ Representativa: Wllkinson, Stephen John et al 
c/o Stevens, Hewlett & Perklns 5 Ouality 
Court Chancery Lane 
London WC2A 1HZ(GB) 

@) The novel ( + )·enantiomer of 1·(3-dimethylaminopropyl)-1-(4, -fluorophenyl)-1 ,3-dihydroisobenzofuran-5-car­

bonitrile as well as acid addition salts thereof are described as valuable antidepressants, geriatrics or in the 

treatment of obesity and alcoholism. 
Novel intermediates and a method for the preparation of the ( + )-enentiomer as well as the racemic mixture 

are described. 

Xerox Copy Centr:a 
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II 

The enantiomers of the intermediate of formula 11 as well as monoesters fall likewise within the scope of 
the present invention. 

Furthermore. it was shown to our surprise that almost the entire 5-HT uptake inhibition resided in the 
( + )-citalopram enantiomer. 

The present inventíon also includes a new method of synthesizing 1 from the diol compound 11 by 
esterification of the primary alcohol group into a labile ester, which in the presence of a base undergoes 
spontaneous ringclosure lo citalopram or, if enantiomerically pure 11 is esterified, the corresponding 

20 
citalopram enantiomer is produced with fully conservation of stereoconfiguration. 

According to the invention, 11 is reacted with: 
a) an enantiomencally pure acid derivativa as an acid chloride. anhydride or labile ester as eg. 

examplified in reaction scheme 1 by ( + )- or (-)-a-methoxy-a-trifluoromethylphenylacetyl chloride. The 
reaction is preferably performed in an inert organic solvent as eg. toluene, dichloromethane or 

25 
tetrahydrofuran. A base (triethylamine, N,N-dimethylaniline, pyridin or the like) is added to neutraliza 
liberated HCl. The diastereoisomers are subsequently separated by HPLC or fractional crystallization. The 
thus purified diastereoisomers are finally separately treated with strong base (eg. alkoxide) in an inert 
organic solvent as eg. toluene, tetrahydrofuran, or dimethoxyethane yielding the pure citalopram enan­
tiomers respectively. The ríngclosure reaction is preferably performed at relatively low temperaturas (-20°C 

30 
to room temperatura). 

35 
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REACT!ON SCHEME l 

1) CF"J O 
1 JI 

(+) Ph-C -C Cl 
1 
OCIIJ 

1) CF"3 O 
[ JI 

Ph-C -C Cl 
1 (-) 
OCHJ 

2) IIPLC ~cparotlon 2) IIPLC ::;cp:~rutlon 

tclucnc toluenc 

NC 

F (+) 

b) the enantiomers of an optically active acid successively affording the pure diastereomeric salts. 
Optically antipodes of tartaric acid, di-benzoyltartaric acid, di-(p-toloyl)tartaric acid, bisnaphthylphosphoric 
acid, 10-camphorsulphonic acid and the like are conveniently used. 

e) Stereoselective ringclosure of the pura enantiomers of 11 preparad as in b) is performed via a labíle 
estar as ag. methansulfonyl. p-toluenesulfonyl, 1 0-camphorsulfonyl, trifluoroacetyl or trifluoromethansulfonyl 
with símultaneous addition of a base (triethylamine, dimethylaniline or pyridin) in an inert organic solvent at 
0°C. The ringclosure reaction is examplified in reaction scheme 11: 

4 
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RE.ACTION SCHEME II 

5 

10 

15 

20 

25 

30 

NC 

35 

Qo 

40 
f 

(-) or (+) 

45 

EXAMPLE 1 

Resolution by method ~ 
50 

To 11 g of ( + )+methoxy·a·trifluoromethylacetic acid dissolved in 25 mi of chloroform were added 50 
mi of thionylchloride and a few drops of dimethylformamide. The reaction mixture was refluxed for 2 hours. 
Excess of thionylchloride was evaporated with toluene leaving the ( + )·a·methoxy·a·triflt~oromethylacetyl 
chloride as a liquid. This liquid díluted with 50 mi of dichloromethane was added dropwise te an ice cooled 

55 solution of 17 gr of 4·{4-dimethylamino)-1-(4'·tluorophenyl}·1·hydroxybutyl)·3·(hydroxymethyl}·benzonitrile, 
11, and 8 mi of triethylamine in 150 mi of dichloromethane. The reaction mixture was further stirred for 
another hour at room temperatura, subsequently washed with brine, dried (MgS04) and the solvent 
evaporated below 30°C in vacuo affording 29 gr of the aster as a diastereomeric mixture. By repeated 

5 







Compoün 20 5 mg 
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Potato starch 27 rrig 
Saccharos 8 
Sorbfto 3 rng 
Talcurr 5 rng 

2 mg 
Poviijone I mg 
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2) Tablets cantaining 50 
milligrams af ( + )·citalapram 
calculated as the free base: 

S ( + )-citalapram 50 mg 
Lactase 16 mg 
Patato starch 45 mg 
Saccharose 106 mg 
Sorbitol 6 mg 

10 Talcum 9 mg 
Gelatina 4mg 
Pavidone 3 mg 
Magnesium stearate 0.6 mg 

75 

3) Syrup containing per 
milliliter: 

20 
( + )·citalopram 10 mg 
S orbital 500 mg 
Tragacanth 7 mg 
Glycerol 50 mg 
Methyl-paraben 1 mg 
Propyl-paraben 0.1 mg 
Ethanol 0.005 mi 

25 

Water ad 1 mi 

30 
4) Solution for injection 
containing per mifliliter: 

( + )·citalopram 50 mg 
Acetic acid 17.9 mg 

35 Sterile water ad 1 mi 

5) Solution ter injection 
40 containing per milliliter: 

( + }·citalopram 10mg 
Sorbitol 42.9 mg 
Acetic acid 0.63 mg 
Sodium hydroxide 22 mg 
Sterile water ad 1 mi 

45 

Any other pharmaceutical tableting adjuvants may be used · provided that they are compatible with the 
active ingredient. and additianal compositions and dosage forms may be similar to those presently used for 

so neuroleptics, analgesics or antidepressants. 
Also combinations of ( + )·citalopram as well as its non-toxic acid salts with other active ingredients, 

especially other neuroleptics, thymoleptics, tranquilizers, analgetics or the like, fall within the scope of the 

present invention. 
As previously stated, when isolating the enantiomers of citalopram in the form of an acid addition salt 

55 the acid is preferably selected so as to contain an anion which is a non·toxic and pharmacologically 
acceptable, at least in usual therapeutic doses. Representativa salts which are inctuded In this preferred 
group are the hydrochlorides, hydrobromides. sulphates. acetates , phosphates, nitrates, methanesul­
phonates, ethane·sulphonates, lactates, citrates, tartrates or bitartrates, pamoates and maleates of the 

9 . 
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amines of formula I Other acids are likewise su4bte and may be employed, if dosireth For exarylpla 
fumaric, benzoic. escorc, succinic, sailcyclic, b methy esalicylic, propionio gluconie, malit, malonic, 
mandelic canamic raconic. steeric. palmItic ftaonIc. glycolic, b asulphenic, and suiptiamic 

acids nay also 

be empfoye as acid addition sad orming cld, 
S Wisdesired slateacompomidct the invsnonictheform of the free base, this may bodone 

apcording to conventional procedure as by dissoMng the lsolated or wilsolated salt in water, treating with a 
sitble aticailne material, extracting the liberated free base with ’a 

SuitalDie organic 

sotvent drybig the extract 
and evaporaihig to dryness or fractionally distilling to effect Isolation of the free basic emhie, 

The invention also comprises a method for the- alle’’iatiori, palliation, mitigation or irthibition of the 
to manifestations of certain phyelological-psychoioglcsl abriormaties of animals, espeofally depression by 

edmkstering to a Iivmg animal bOdy, including human beings, an adsquato quanft of (+)citatopram or .a 
acid addfon salt tJireof. An adequate -quantity would be from about q.00l mg to about tO mg 

per cg of body weight in oath unit dosage, and from about o.00 milligrams to about 7 mIlligrams/kg of 
body weight per day. 

is 

It 
is 

to be understood that thern invention is not limited to the exact details 
qf operation or exact compound or coOpOSitions shown -and described, as O1Mu ni eationS and equivalents will be apparent tpone skilled in the art. ... -ftydroiso arbonitrile end none acid addItion saltS thereof- 2- The amoic acid salt of (4 )-t-( methylamliwpropyl}-1-(4 $luorophenyl)-1 ,-dihydroteobenoMan-.25 5crbonIUila. - A liarrnaceutical ompotliOn hr wilt dosage rm comprising as an active ingredient, a compound t a$definedinciaim 1. . -4’ A 

r 
pharmaceutical contpositionin unit dosage form comprising,. as an active ingredient’ the compound ofc1aim2 � en -M in unit *age fbrt. accord ag tt tWm a or 4, wha-. ingrediert is Pment in an amountftm 0i to 100 milligram per unit dose. - + A method for the preparation of a compound as defined 

in claim 1 which comprises, converting (C )-4-(4-dimethylÆmino)-1-(4 -fluorophen 1-(hydro utyl hydroxymetiyli-benzonttthe or a monoester thereof in a stersoselecthie way to s dihydroisobanz carborritri{e which is lactated as Such Or as a non-toxic acid addon salt thereofNC � :-. 5, Olf5 45 F S 

S 

whenRlhydrcgonofF,labtiesstorgreu -8- A method for the - preparation of i-ethyleminoprópyO-1-4’4luorophenyl)-i,3-dihydrelsobenaoluran5csrbonitrfle in the form 

of 
a racemic mixture which comprises treatIng

 4* 

s 

’ dirnathmilfluorop-(hydro-3-Qiydrcxymethyl) benonittils, etar1fled 

at the prlrfrary ss alcohol group with an acid, forming a labile -ester, with an agent causing 
ri cids.je and isolating the oompound formed as tiieiree base or a pharmaceutically acceptable acid atiditioti salt thereof. , �- .5. 

-S 

5 �. 
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European Patent 

Office 
EUROPEAN SEARCH REPORT 

DOCUMENTS CONSIDERED TO BE RELEVANT 

Category 

A 

Citation of document with indication, where appropriate, 
of rele' ant passages 
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WOfl/O64 - PCI?ØXOWD77 

TREATMENT OF NUROT1CVIMOOpRS 

Field of invention 

5 The Feserit inventi rirelates to the use f The compound escitalopram 
( 

N-azie) which is 

the -enantiome of the’-well  iowriantdepiessant drug citatopram i.e. fS)-h3-.(dimethy1’ 

or aphanna 

eutically acceptable salt thereof for the prepaationof medicaients forihe treatruent of 

neurotic disorders, including anxiety states and pÆic attac, 

JO-  
Background of the Jnventio - 

H .. 

CItlopr-am. is a wclfknown an&Iepressaot drug tbatJas b on th markel ftr some 
years and has the fo1loing stntc*ure: 

15 

: . $ 

jt a seIecti, entrai1y acting serotonin (5-hydroxytiyptaiwe; reuptakeiphibitor> 
acordmgiy having antidepressant activities Tile antidepressant ictrvtty -iii the enpound 

20  has been repctted in several publicaiions, g. J. Hy114 Prog. NeUro phanzca 
& 

Bid. Aychiat., 18Z t fl7-295 -and k Graven, Acta Psyckia. Scand., 181, 75, 47486, arid 
it. is now ma*-cted for the treatment of depression sad.panie discdcr The eompound 
ljrt been disclosedo show effects in the treatment of dementia sid ebrovascular rde 

PA 41458O  

- 

Escitolopram and a niethnd fr its preparation arediac1osed in UStent No 4,940 The 
- - ereo selectivity o1citakprarn Le. the 5-HTreuptake inhibition in the S aritiorer, and 

accordingly, =the -atttidepressał effect of said enantiOmer is also disclos S-oitalopi-an is 

-- now in devlopment as an- antidepressant - 

.3 - 

CONE UtA11 O COPY 

- 
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WOOÍ/03694 PCf/DK00/0~77 
8 

10:00 on the non-test days. The water intake was presented as a percentage of the pre-dosing 

(baseline) level. 

Results: 

5 Escitalopram produced a significan! reduction in water intake, whereas citalopram was 

without effect. 

' 

All these studies show that escitalopram has potent anti neurotic dise~es-effects, in 

particular an.xiolytic efff!cts and effects on panic attacks and obsessive compulsive disorder. 
" 

f < 

,. 
< ' 

,-¡;, 
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9 

Claims 

l. Use of escitalopram ora phannaceutically acceptable salt thereof for the preparádon of a 

medicament useful in the treatment of neurotic disorders. 

2. The use according to Claim 1, characterised in, that the medicament is for 

3. The. use according to Claim 1 or 2, cbaracterised in, that the unit dose is containing the 

10 , active ingredientin an amount from l. O mg to 50 mg, preferably 5 mg/day to 40 mg/day, 

md'St pref~~ably 10 mg/day to 20 mg/day. 

15 

··. 20 

4., Use of any of Claims 1 to 3, characterised in, that the medicament is forJhe ~tment 

of generalised anxiety disorder. 

5. Use,ofany ofClaim&.l\to 3, cha~acterised'D:,'ihat the medicament is for the treatment 

of soc~al anxiety disorder . 

.x; ·-.. ~ '."'. .,. ., ·- '~'-::. ... _ ') 

6. U se oby of Claims 1 to 3, characterised in, that the medicámefit is for the treatment 

~P of post traumatic stress disorder. 

7. Use of anY of Claims 1 to 3, characterised in, that the medi~amept is ~Jhe treatment 
"""' i' .. 

ofobse¡;Sive compulsiv.e disorder. 

25 8. Use of any ofClaims 1 to 3, characterised in,'that the medicament is for'the ireatrnent 

~of panic attacks. ' 

9. Us~ of any of Claim 8, cbaracterised in, that the medicamenfis for the treátment of 
,,·· í 

panic dísqrder. 

30 



• 

• 

WOOl/03694 PCTIDK00/00377 10 

10. Use of any ofClaim 8, characterised in, that the medícament is for the treatment of 

specific phobias. 

11. Use of any of Claim 8, characterised in, that the medicament is for the n-~atment of 

5 social phobia. 

12. IJ~ of any of Clcúm 8, characterised in, that the medi~ament is fQr the treatment of 

agoraphobia . 

,} 1 

J,, 
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ntillr niodetl, H, GB. GD, GE, 

(22) at eieaaFilI Dntm I May 2002 (0LO2002) ’ 

MWI MIX,M 40 1,OM , Pt 0, RC, SD, 
(2$) Fiftug Lantivae: English SE. SO, SI, 5K (utIlity model), S SL. TI, ’1M TN, Th 
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TI’TZ. UA, 130,135, LIZ, VN, Yli, A, ZM, ZW. 
(26) Publication Language: agl 

(M) l)sigsaled Statts (regioza): ARIPO patent (ON, CIM, 

j (30) ProrityDate: KR, 1,5, MW, MZ, SD, SL, S 1Z 130, Th1, ZW) 
PA 2091 00684 IM4yMl (005.200)) DK Eurasian pateat I,A7BY, KG, KZ,MD, RU, TS, TM). 

Epetei 
p 

(AT, BE, CH,CY, bE, J)K,S,  

(113 Applkaa1 (jcr 
i 

(IB OR. M, IT, LU, MC, NE. PT, SE, R), GAPI patent 

LUNTEBCK A/S DICAO, Ottihei’j 
, 

(E B). CI. CO. Cl. CM, GA, ON, OW, 21t, ,4E, BR, 
V&by.Copmthagen (The SN, TD, TO). 

(12) lnveaters; awl PtM1Shl� 

(7S Iaventers/A licat)i,r Wonk SANC1LZ, Comke 
(OKIDK1; łsterages 58. DK-2600 Glostrap (DK) LYNG 

- JEBSNJerI(/DK1,JeVVeJ6S, D4O70Kirke Fe rcvdec asd ether abbrariatons, nfheto the "Geld-
Hyllinge (DK). MØRK, Ate ITNUM, Parldodden 23, aece iotes m ei1attos appearing at the begin 
DK-2760 M&IØV (IYK). nthg of each rrgelar hrare of the PCT Gazetie, (54) Title: ’DIE USE OP ENANTIOMERIC PURR USCITALOPRAM (57) Abs(taet The preut invention relates to the use oep’antlonieric pure eseilalapram and/or 

od low doSe medicarnents thereof for the hup’oved txatinent of de,resslon, in particular nanior depimsiortdisorder. neereEc dinir, acate stress disoedez eathg dsonlam soth as bthniia, anôtexia d obesity, phobias. dystiiymia, pre-menstruaLsyncknnae, cognitive dltordars, impulse conrail dlsouloi’, atntion da0thhyperaetivlty disorder bise The medicament may also be used in the treatment of major de-pression disorder in "treatment tesitauf’ Tpetients, 







W 2/O87566 PCTM21 

Deriptin of the in.s’entiou 

Accordingiy,the present invention. thus relates to the use of eseitalopTain in low doses 

rn3prising less than3 %w/wfR-eiWrthpreprationofa 

p naeutia1 coositioa. 

I a çurther aspects the invention relates to a p ha aceutical conpositien oharactetised hi 

that it opmprim eseitaloprani with less than 3 
% 

w[w of R-citalopram as an active 

� 

Inyet another asPectft iwv relates to the use -Of escitalopram far tic treatment of. 

major depression disorder eharaterised inthat it i used in a dose of le Oa  10 mg 

of eÆoitalopram 

IS As nietioned above, hepresent nventiouls based onilieæhithatR-citaloptani baa 

negative impact on the effect on eseitalopnmi. This maybe shown in fimetiorial iuvivo 

pharmacological models and studies of 5404euptake effect aid er in behaviour models, 

for ez4iuple tepreasion mcxteis. 

ppraw has also been found to give asiwomiprovomentcompared to the double 

amount of citsiopratn-raceinate and/or to give a more ædl response. So, it haÆ been found in 

dse studies that eseitaIpram in a. dose of 10 mg hasat least same effect as citalopram 

nadoseot4OmmmedbytbeMADRSratnigscalcaudClmlcalGiobal 

Impresión (stverity aawe1 as improvement). 

25 

]3stita1opram has also been found in aubual models to give a faster response th 

cite Opraniracematc This has L& been. found in the Cln’onie Mild Stress model (Whiner P, 

Paycbopharmachobgy 1997,134,319-329). This effect has been coufinned in an 

double-bad. randoinised, paoebo itroiled, flexible-dose study that compaied 

30 
, 

escitalopras andeitalepram tplaebo in primaiy care patient w major depression 

disorder. The patients received 10 mg esoitalepram (155 patients), 20 mg citalopraai (I0 

patients) and phictho (154 patients). F4scitalopratn showed eficets after one week whereas. 

citaloprani did not show sitif1cant effect. 
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7 

MADRS total score (last observation carried forward) for escitalopram versus placebo was 2. 7 

points >(p=0.002) compared to a statistically insignificant change of 1.5 points for citalopram 

versus pla~ebo. 

5 Escitalopram was significantly superior to placebo both on the CGI improvement and severity 

subscale from Week 1 (p<0.05)(observed cases) onwards, while citalopram was not 

statistically different from placebo during the 4-week period. At Week 4 (last observation 

carried forward), escitalopram was statistically signi:ficantly superior to placebo while there 

was no statistically significant difference between citaloprarn versus placebo . 

10 
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INTERNA&AL SEARCH REPORT ~al application No. 
PCT/DK02/00281 

Box 1 Observations where certain claims were found unsearchable (Continuation of ítem 1 of first sheet) 

This intemational search report has not been established in respect ofcertain claims under Article 17(2)(a) for the following reasons: 

l. IZJ Claims Nos.: 17-19 

2. D 

3. D 
; 

Boxll. 

because they relate to subject matter not requirea to be searched by this Authority, namely: 

see next sheet 

Claims Nos.: 
]:lecause lhey relatl;( to parts ofthe intemational application that do not comply with the prescribed requirernents to such 
an extent that tío meauingful i.nternational search can be carried out, specifically: · 

Claims No:>.: 
because t)ley are dependent clairns and are not drafted in accordance wi.th the second and third sentences ofRule 6.4(a). 

~ .· 

:·· Observatj.ous wbere unity of invention is Jacking (Continuation of item 2 of firs.t sheet) 

This Intemational Searching Authority found multiple i.nventions in this intemational applicatiou, as follows: 

l. O ·As all req~~ónal search fees were timely paid by the applicant, this intemationalt~earch teP9rt covers all 
searcbable clauns. . . . .. · 

,. 
2. [], As al!-~e~ble claims cOuld be searched without effort justifying au additional fet\· this Authorlty did not invite payment 

. Qf any additional fee. 

3. D As only sorne dfthe required additional search fees were tirnely paid by the applicant, this intbnational search repqrt 
covers only those claims for which fees werc paid, specifically clairns Nos.: 

4. O Nó required ackliti.onal search fftes w~ timely paid by the ápplicant. Consequ,efitly, !!lis in~ional seacd! report is 
restricted to·the1iñVentian firsffuentioned in the Claims; it is covered l;lf claim!-Nos.:' ' ' e' . é< 

Ren1ark on ~rotest D 
D 

The additiQnal search ree5 were accompani.ed by the applicant's protest. 

No protest accompauied the payment of additional search fees. 

FonnPCT'IISA/210 (continuation offirst sheet (l))(July1998) 
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Claims 17-19 relate to methods of treatment of the human or a-ni.mal 
body by surgery or by therapy/ diagnostic methods practised on the 
h~n or animal body/Rule 39.1. (iv). Nevertheless, a search has 
heen executed for these claims. The search has been based on the 
alleged effects of the compounds/compositions . 

a 

Jo< 
i·~ 

-" $, 

,· 

' ·-

Forrii. PCTJIS.A/210 (extra sheet)(July1998) 
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Pe 

_______ Cfteernpeeaes brevets EP1 152 000 A 

t12)EUfiOPEAN PtENT APPUCAIION 

(4a)tpthicaiot (51) intW: CUTD3O7/i 
b?.1t21 8u1Ietn-2OO1!4 

(22)of 19O400i 

84) 
p 

$tates - � ka1 ounjka pine Ohemf 
ATBMOMD}cEtFWGŁaR IEITULU CRastaba. 
MC NT St T kasbf, Osaka S55-ü21 (JPJ � 
Dlgred nsion States: � 1g Masarni SumkmCo. 
LtTLYMKROI C-entrJes-abs. 

’Osaksh Osaka 555-0021 (J) 
aoiottv 0O2Q 200013399 

 (74) Representative: 
(7l) Apf tit SUWKA FJN CHEM1AL$ Co, Ltd. von Ke1sIes A1etc DtpLChem. et al 

Ok555-0O21(!} t1W3ts’ 

vo Krr-Setiig-Warn 
$ahnhcvorp!1 (Dehmaahau$ 

e 1kemoto,TetuyikneChern.. 50667 K51r)E) 
entrRasiab 

- 

Msaka-st1, sa1a5S5-O21 JP) 

4016it
 th prsent invention, eftalcprarn {57)A= talflzlngcitaIop4Brn liydrobronide, wliebabIes aç 
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TECHNICAL FIELD OF THE INVENTION 

5 t0001] The present invention relates to a method for crystallizing citalopram hydrobromide useful as an anhidopros-

sant and citalopram hydrobromide having specific crystal properties. 

BACKGROUND OF THE INVENTION 

10 [flOU2] Citaloprarn hydrobromide is useful as an antidepressant When it is used as a pharmaceutical bulk for the 

preparation of a pharmaceutical agent, particle size, particle size distribution and aspect ratio of the crystal are the 

important crystal oharacteristos. However, there is no teaching as to what crystal characteristics of citalopram hydro-

bromide 

are required as at neficiaLparmaccutIcaibuIk, or a method for achieving such beneficial crystal eharactr-
istics. 

15 [OMI According to US4650884, for example, a method for crystallizing citalopram hydrbromide compilses, crys-
tallization in a single solvent of acetone, first recrystallIzatIon In a single solvent of water, second recrystallization in a 
mixed solvent of -methanol and isopropyl alcohol, and third recrystallIzatIon in a mixed solvent of methanol, acetone 

Sand hexarie. This method aims at purification of ottalopram crystals but not at cbntrelling particle sizpaitic1eize 
distribution or aspect ratio of crystals, not to mention a method for controlling these. 

20 {II)O4] When citalopram hydrobromide is crystallized according to the method described in this publlcatiort, fine erjs-
tale having a particle size of less than 5 tim are formed in a large amount (41.90/. of the total amount). When fine 
crystals are contained in a large amount, flltering performance after crystallization for madicannt producflonisde-
graded. In addition, the fine particles scatter and the wcrke?s are exposed thereto during produpiioæof pharmacutiel 
preparations, whicti lean unpreforablo aspect as a pharmaceutical bulk. 

25 [fi0] When ditalopram hydrobromide is crystallized according to the method doscribel in this publIcation, crysts 
having a smaller average aspect ratio of less than 2 are produced. Such crystals cause problems such as poor filtering 
performance after crystallization for the preparation of a pharmaceutical agent and’poorfiuidilywlien Crystals atebeing 
taken out, which Is not preferable as a pharmaceutical bulk. 
10006 It is therefore an object of the present invention to provide 

30 

(1) amethod for industrially crystallizing citalopram hydrobromide, which method affords easy control of crystal 
charaotciletics, such as particle eze, particle size distribution and aspect ratio of the crystals, and 
(2) citaloprarn hydrobromdecrystalshaving crystal characteristics useful as a pharacuflcalbujkY 

35 UMMAV OF THE-INVENTION 

07 Such objecican be achieved by the present invention. According tothe present invention, cltalopram lydm-

S bromide dissolved in a specific solvent is crystallized or recrystallized while 
controlling -the cooling ratthereby10 

control the particle size, particle size distribution and aspect ratio ct citalopram hydrobromide crystals. It has been also 
40 found thatcfialopram hydrobromidebiystalscontaining crystals having a particle size of lesatlian of 5jim in apraportien 

of 35% at most and citalopram hydrobromide crystale having an average aspect ratio of not less thart4.5 and not mbre 
than 6.0, which arp obtained by this method, are advantageous as a pharmaceuticaftulk. 
!0008I AccordinT9 the present invention provides the following. 

45 (1) Citalopram hydrobromide crystals containing crystals having a particle size of less than S piriin a proportion 
of 36% at most. 
(2) Citalcpram hydrobromide crystals containing crystals having a particle size of less than 5m inproporticn 
of 95% at most, and containing crystals having a particle size of not less than 20 urn in a proportion of not 

lops 

than 10%, or having an average aspect ratio of not less than 2.0 and not more than 9,0, or having -en Ævage 
5° aspect ratio 

of not leSs than 2.5 and less than 4.5, or 
having an average aspt ratio of notiless than 40AkInot more-than 5.0. (3) Citalopram 

hydrobromide crystals havIng an average aspect ratio of not loss than 2.0
 and not more than 9. (4) Citalepram 

hydrobromide crystals having an average aspect ratio of not lass than 2 ’-rr&Iess 
than 4.5. (5) Citalopram hydrobrornide 

crystals 
having 

an 
average aspect ratio of not less than 4.5 and not more than 6.0. (5) A method for crystallizing 

citalopram 
hydrcbromide, which comprises the steps of (Al) dissoMr, by heating, citalopram hydrobromide in a solvent ccnrafning at least one membr Selected 

from the group consisting of alcohol having 1 to 13 carbon atoms, water and acetone and - 2 - 
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the crystal particles Into sphere. 
[0014] The average aspect ratio in the present invention is an average value of the major axisninor axis of crystal 
particles. 
[0015’ According to the present invention, crystal characteristics such as particle size, carticlo size distrbutign and 

5 aspect ratio of the crystals can be controlled easily. As the industrial method for crystallizing citalopram hydrobromido 
includes the following methods. 

Methedi 

10 [G016] A first method for crystallizing cftaloprarn hydrobromide in the present invention includes 

(Al) dissolving cltalopram hydrobromide In a specific solvent, and 
(frt) cnjstallizatiarrty cooling the resulting solution While controlling a cootinata 
her&nafter this method is to be referredloas Method 1). The crystalsobtained accordinglo 

Metirod 

1 generally 
show a smooth cone-shaped particle size distribution. 

. [COil] In the foil owing, the steps (Al) and (BI) are explained in detail. In each step, it Is preferable that the particles 
be stirred at 10 rpm r 250 rpm, particularly at 50 rpm - 220 rpm, so that the temperature of tha*stam as a whole in 
be uniform and the crystals after stirring will not have a smaller aspect ratio. 

20 [01] "f ding to Method 1 the cooling rate of the solution within the specifictemperature range should be reg-
ulathd to control the crystal characteristics. That Is, the present Inventors have found that the cooling ratcf the solution 
within tbeternporature range of preferably 0°C - 80°C, particularly 20°C -40°C, lni,B1) affects the crystalpartide size 
etcttalpitam hydrobrornide. Forexampte, the crystals obtained when the average Ocofing rate of the eclutlon withIn 
the temperature range of 20°C - 40°C is controlled to not less than 0.5°C/hour and less than 3000.hourcoiitain cristts 

25 having a particle size of less than 5_gm in a proportion of 35% at most, and have an average particle size of about 10 
gm - 20 pm, and that the crystals objained when iNs-controlled to not less than 30°C/hour  andnot more than 50°Ct 
hour contain crystals having a particle siZof less than 5 tm in a proportion of 35% at most, and-have an aiterage 
particle -size of about 7 pm - 15 pm. Cooling within the above-mentioned temperature range is preferib  
such that the cooling rate becomes almost constant 

30 [0O1J Arqoxt important process for controlling orytal characteristics lathe addition of seederytalin (Bt) in the .the 
specific temperature range. Addition of a seed crystal for crystallization of a compound is p known preferable method 

icr probipitating crystals, as demonstrated in US4550884 with regard to citalopram hydrobromide. In this publication, 
seed orysfal Is added when the cooling temperature is 20°C. By reproductive crystallization according to this method 

by thŒprosent inventors, it was revealed that suitable growth of the precipitated crystals was not achieved, with a 
35 considerable amount of fine crystals having a particle size of less than 5 

pm. 

When fine cry4s1e are containect in a 
great amount’ filterability after crystallization for the preparation at a pharmaceutirel bolk’cdres pt’or, and fre fihe 
particle’s scatter, tO Whicti particles the workers are exposed during production of pharmaceutical preparations. 

[01 
The present inventors have also found that, in (51), cooling to the lemperatureJange of preferably not le’ss 

than 30°C and less than 48°C, more preferably not less than 40°C and less than 480Q, folto-iied by addition of a eeed 
0crystal to allow fceorysiallization, results in precipitation otcrystals suitably grown. Thus, the particldsize oi the orysals 

can be controlled well, and generation of fine crystals having a particle size of less-than 5 pm can bp further inhibited bythlsmetlod. . (0011 When the temperature, at which a seed crystal Is added, is less than 30°C, 

crystallization 
occurs atonoe’and fine crystals

 tend to increase. When it is not less than 48°C, 

the seed crystal tends -to dissolve easily, ded the effect of 45 the addition of the see6crystal 
becomes low. The amount of the seed crystal added is not subjbet to any partictpr 

limitation, but It is preferably 100001 wt/. - I wt%, more preferably 0.001 wt% - 00t wt/., idlative to eitalopr5ni lWd-robromlde used for crysfailization. CO221 In (Al in Method 1 citalcplam hydrobrornide is dissolved in a specific 

solvent preferably by heating 
to 50°C - 0°C, more 

prferably 55°C - 75°C - 50 -2 The specific solvent used in Method I contains at least one member selected from the group 
àonslsting,of  

- aicohol having 1 lo-3 carbon atoms (e-g,, 

methanol,ethanol, isopropyl alcohol, 1-propanol), water and acetone, in a proportion of preferably not less than 70 wW0, more preferably nOt less than 80 wt%. The solvent that may be contIrred in addition to alcohol having ito 3 carbon 

atoms water and acetone is not subjeotte anyparticti)arilfnitation, and May be any as long as it is miscible with these solvents and is not reactive with citalopram hydrobromide. Examples thereof 55 include toluene, rylene, tetrahydrofuran, disopropyl ether, I ,2-dimothcsyethane, diethylene glycol

 dimdthyl etheirapd the like. These may

-beamed alone or in a combination o’ 2 or more solvents, wherein the boiling point thered( is - prłerabiy higher therrthe above-mantle ned heating remperature. More preferable examples of the 
above-mentiortd 

afffdcff Ic solvQnt include those containing at least one member selected from the group consisting of mettnthol, ethanol, -- - - 
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isopropyl alcohol and 1 -propanol in a proportion of not lass than SO wt%, particularly preTrabty those containing meth-
anol and Isopropyl alcohol in a proportion of not less than 90 wt%. 
[0024] The amount of the above-mentioned specific so vent varies depending on the kind of each solvdnt used sorely or in 

combination the temperature at which citalopram hydrobromide is heated for dissolution and the like. However, 
5 it 

is 

generally preferably 2 L - 30 L, more preferably 4 L - 16 L, per 1 kg of citalOpram hydrobrmide. When a mIxed 
solvent containing methanol and isopropyl alcohol Is used, it Is particularly preferable that the amounts thereof be 2t-; 
-15  of methanol and 4 L - St. of isopropyl alcohol, both per 1 kg of citaiopram hydrobromide. 
[0025] According to Method 1, after the completion of atop 2, the crystallization of citalopram hydrobromide is 

prof 

erably completed after aging at -a temperature below the final cooling temperature (preferably -10°C to 30°C, more 
10 preferably 0°C to 20°C) forpreferably0 minutes -45 hours, more preferably 2 hews -24 hours, to achieve an improved 

yiea. 

[006J By the foregoing steps, the characteristics of citalopram hydrobromide crystalS can be controlledFor example, 
to shift the particle ize distribution of the crystals toward that of the crystals having 

a 

greater particle size, the cooling 
rate may be slowed or a seed crystal may bb added in; (131). To increase the aspect ratio, the cooling rate or the stirring 

15 speed may be slowed-in-V,). - 

Method
 

 [0027] The second method for crystallizing citalopram hydrobromide according to the present invention includes the 
20 atepsof: 

(A2) dissolving citalopram hydrobromide in a speo1iic solvent by heating, 
(32) crystallizing eltaloptani hydrobromide by cooling the obtained solution, 
(C2) heating the resulting crystals to dissolve a part of the obtained crystals, and 

23 
. 

(132) recrystallizing citalopram hydrobromide while controlling a cooling rate 
(tafrelnàfter,  this mettred late be referred to as Method 2)Tha crystals obtained in Method 2 generally contain title 
crystals Irt a’smaller proportion than in Method 1. In Method 2, the steps of (A2) to (1)2) can be performed lrt,ne 

pot. 

In each step, it ispreferable that the particles be stirred at 10 rpm -250 rpra, particularly at 50 rffn - 220 rpth, 
s6 that the temparature of the system as a whole will be uniform and the crystals eftersth’ring will not have asmaller 

30 aspeutratlo. - 

[0028] In Method 2, the control of the cooling rate of the solution within the specific temperature range in (1)2) is 
particularly important for the control of the crystal characteristics, That isr the present inventors have founl that the 
-cooling rate of the solution parlicularfy within the temperature range of from (heating temperature içt (02)) to (this 

35 treat(ng temperature -30°C) in (132) in Method 2 affects the crystal particle size of the ultimate crystalrxantpe, 
the crystals obtained when The average cegipg rate of the solution within this temperat.n’cr range is controlled e 
less than 3011C/h6urand not more than 90°C/hetir contain crystals havinga particle size of less than 5 1int in aproportin 

. 

of 35% at 
n-st, 

par(ioularly not more tlian25%, and have an average particle size of about 10 m -25 m. The crystals 
obtained when it is controlled to nq less then 1 /holir and less than 30°r’11our  contain crystale having a particl&size 

43 
of less than S m in thtproportion of 35% at most, particularly got morethan 15%, and have arS.averagp pertictc size of 

about 1 .tm - 0’itrfi. Cooling within the above-merrlioriddtemperature 
rdnge is preferably conducted such thatthe cooling rate 

becomes almost  constant. - [002] A next important process for controlling the crystal characteristics is The .addftioæof 0 seed cttal wittile the specific lemperature.lsnge in (32) and dissolution by heating in (C2. 45 [0030] In (32), the solution obtained in (A2) is cooled to the 

temperature range of prefer-ably not 1essThac 30°C and 
less than 48C particularly preferably 

not loss than 4010 and less thart 48°C. The 

present 
inventors have touhd that, in -(32), coglpgtb the tenfperature 

range otreferabl not less than 30°C and less thaa48°C, particularly profetbty riot less than 40°C and 
less than 48°C. winch Is lllowed by addition ca seed crystal to allow for crystallization resittis 

-tatheprecipitation of brjstalssuhab1y-grown Thus, the particlezeofllicrystslSan becontrolledwell, er4genttratten 50 of.11nenrystals bavin a particle sc of less "r,5 im can’ be further inhibited. J [00311 ’heft the temperature at wh:ch a seed crystal is added is loss than 30°C, cnjstallizaticn ocurs at circe and fine crystals tend to increase. When it is not less than 48°C, the seed crystal tends to cltssolve easily, and the effect of the addition of the seed crystal becomes low. The amount of the seed. crystal added is net su*ct to any 

perticltlar 
limitation, but 

it is preferably 0,0001 wt% - ’I wt%, more preferably 0.001 wt% - 0.01 wt% rd$aflvôto taloprarTi1yd-55 robroniide used fqr crystalll7ation. . [0032] in (C2), a part of the crystals obtained in (32) is dissolved by healing, 

thereby 
prevontingnornplete dissolution of the obtained crystals. This has a consequence that the finally obtained crystals have a greater averagØperticle size. This Is considered to be ttrlbutabte to the fact that the crystals net dissolved by heating in (32) become the seed C-C 
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crystal in (1D2). Therefore, combined with the additton of the seed crystal in (82), crystals having a greater average 
particle size as compared to that obtained without such combination can be ultimately obtained. As used herein the 

"part el’ the crystals obtained in ()° is not subject to any particular limitation, built is preferably 10 wt% - 90 w%, 
more preferably 20 wl% -80 wt%, of The crystals obtained in (82). 

5 t0331 The temperature in (C2) is not subject to any particular limitation as long as it can dissolve only a part of the 
crystals obtained In (52). Note-that the crystals should not be dissolved completely in (82). It is preferable that a part 
of the crystals be dissolved by heating to not lees than 48°C and not more than 60°C, particularly not less than 48°C 

and ot more than 55°C. When il-tie temperature is less than 48°C, the crystals cannot be dissolved to the dslred 

degre in this step, and when it exceeds 60°C. the crystals are dissolved to the degree beyond the intended degrde 
10 in this step both causing an increase inthe content of the crystals having a particle size of less than 5lm, as compared 

to (C2) performed in the above-mentioned temperature range. 
t00341 In Method 2, the cooling rate control-ed in (82) also affects the particle size of the final crystals, as is the citse 
with the aforementioned control of eoo(in rate in 02). only to a smaller degree than in (D2). In (52), the present 

nvenidhave foundthatthe cooling rate within the temperature range of preferably 0°C 80°C, particularly 2°C 
0 4Q°C. affects the crystal particle size of citatopram hydrobromide. The cooling in the above-mentioned temperature 

range lb preferably performed such that the cooling rats becomes almost the same. 

[00351 in (A2) In Method 2, cltaloprern hydrobrorrticle is dissolved in a speetfic sovent preferably bybeatirig to 50°C 
. - 

80C, more preferably 55°C - 75°C. 
[O031 lhe specificsplvent used In Method 2 contains at least one member selected from the grouponslstingof 

20 alcohol heving Ito I carbon atoms (e-g,, methanol, ethanol, isopropyl alcohol. 1 -propanol), water and acetone, pref-

arably in a proportion of not less than 70 wt%, more preferably not less than 80 wt%. The solVentthatmaybe 6antafn6d 
in addition to alcohol having Ito 3 carbon atoms, waterand acetone is not ’subject to any particular limitation, and may 
be any as long as it is miscible with these solvents and is notreactive with citalopramhydrobromide. Examples thereof 
include toluene, xylone, tetrahydrofuran, dlisopropyl ether, I ,2-dimethoxyetbarto, diethylene glypol dimethyl ether and 

25 the like, These may be used alone or in a combination of 2 or more solvents, wherein the boiling point ’thereof is 
preferably higher than the above-mentioned heating temperature. More preferable examples althe above-mentiqnecl 
specific solvent Include those containing at least one rnemberseleoted from the group consisting of -methanol, ethanol, 
isoprepyl alcohol and I -propanol in a proportion of not less than 80 wt%. Those containing methanol and isopropyl 
alcohol in a proportion of oct less than 90 wt% are particufartypreforable. - 

30 [07) The amount of the above-mentioned specific solvent varies depending-on the kind of each solvent used solely 

or in  ccmbinat1ort-the temperature at Which citaloprarh hydrobromido is heated fer dissolution and The like. Howe&, Jfls 
generally preferabiy2 L -30 L, more preferably 4 L -’16 L, pert kg of citalopram hydrobromido. When ’a mixcd eolventoontaining rnethanolartd isopropyl alcohol is used, it is particularly 

preferable that the amounts thereof 6e-4-:1-e L51 6L of methanol and 4 L - BL of isopropyl alcohol, bothiperl kg of citalopram 
trydrobromide. 

30 tW381 In Method 2, (C2) and (D2) maybe sequentially repeated after (D2). 

The crystallization o1oltalpram hydro-
bromide is preferably completed after aging at a temperature below the final cooling temperature (preferably -’10°C to � 30°Q, 

more preferably 0°C to 20°C) for preferably 30 minutes -48 hours, more preferably 2 hours.- 24 flours, to achieve an improved yield. - [0039] By the foregoing steps, the characteristics 

of citaloprani hydrobromide crystals can be controlled. forxample, 40 to 
shift 

the particle size distribution of the crystals toward that of the crystals having a 

greater particle size,. the cooling rate maybe slowed in (52) and (02), a seed crystal may be eddedln(142), and the crystals may be heated4f diesolfitln at a specific temperature In (C2). To increase the aspect ratio, the cooling rate or the stirring speedfrr be slowed in [00401 In Method 1 and Method 2, the obtained crystals arc isolated and purified by conventional nhcds, such as such.4 was with a suitable solvent after 

filtration. - [00411 The cftalopramhydrcbromide crystals wherein 35% at most, preferably net more than 3O%,-mo’preferIy no-t more than 20%, thereof has a crystal particle size of less 

than 
5 ltrn, and further the 

crystals wherein not labs than - - 10% more preferably not less than 20%, thereof preferably has a 
particle 

size of not less than 20 pm, can improve the filterability after 

crystallization for the production of phaimaceutioal bulk and the like. In addition, they &h improve 50 the problems, of scattering of fine particles and exposure of the workers to the tine particles during productionot, a pharmaceutical prcparatiqe, and the like. These crystals can be obtained by each method as follows. [0041 In Method f, the bveraga cooling rate of the solution within the temperature range of from 20°C to 40°C in (81) is confrolled to n& less than 0.511C/hour and not more then 80°Clhour, preferably by adding a seed grystal t a - temperature range of not t&.9 than 20°C and less than 48°C in (131). - - is [O(143 In Method 2, the cooling rate of the solution in the temperature range of front ((heatirlgten’iperature in (C2)) - to (thisheating temperature - 30°C) in (02) is controlled to not less than 1°C/hour and not more than- 90°C/heur, or raIbrably a seed crystal is added at a temperature range of not leasthan 30°C and less than 48°C in (62). or a 

part of the pbtained crystals in (52) is heated for dissolution In (C2). . � S 
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[00441 The citaleØram  hydrobrornide crystals having an average aspect ratio of generally not less than 2, 0, proleraply 
not  than 3, and more preferably not less than 4., and generally not more than 9.0, preferably not more than 7, 
arid more preferably not morethan 6.0, can improve the problerrissuch as poorfilteringpertornancaaftererystallizatiQn 
for the preparation of a pharmaceutical bulk and pootiuidily when crystals are being taken out and can be advanta-

5 geously used Torthe production of oitatopram hydrobromido and the production of phartnaoeutrcal products. From this 
v1point the crystals having an average aspect ratio of not less than 4.5 and not more than 6 are pMloulariy 
preferable. These crystals can be obtained by each method as follows. 
0045] In Method I, the average cooling rate of the solution in the temperature range of 20°C - 40°C in (1) is 

controlled to not less than O.6°Cour and not more than 60°C/hour, and preferably the stirring speed is set for I G-pm 
10 250 rpm in (Bi). in (1), the speed at the tip of an agitation part is generally set to 0.1 rn/s - 2.5 m/s, preforab1y.5 

m/s -2.OmIs. 
[00461 In Method 2, the cooling rate of the solution-within the temperature range of from (heating terpperature in 
(02)) t (this hetngternperature30°C Is oontrolle to not l0Tha f°C/hour and not 1ore tharf’90C/haur in (0), 
and preferably the stirring speed isset for 10 rpm . 250 rpm in (B2) and (02). In (2) and (02), the speed at the tip of 

15 an agitation part is generally set to 0.1 mIs - 2.5 mks, preferably 0.5 in/s - 2.0 rn/s. 

00M I By setting the Speed atttre lip of dn agitation part to errera1ly1rom not less than 2.5 Vs to less than 5.3 mf 
. s, preferably from not less Than 30 rn/s to not more than 4,0 rrVa, in (Bi) in Method I and (132) and (D2) In Method 2, 

crystals having an average aspect refie of riotloss than 2.6 and less than 4,5 can be 9btaln6d. The crystals havlpg an 
average aspect ratio of not less than 2.5 and less than 4,5 are preferable because they can be us id *sthey are as a 

20 pharmaceutical preparafion. 
[004$J The oltaispram hydrobromlde to be used may be any that can be obtained by any Method. It is preiŁly, 

’puriflod by active charcoal and the Irko before being subicotod to the crystallization acoordinto the present invention. 
The citaiJpram hydrobrornide can be-obtained, for example, according to the disclosure in, for exa 

- 
mpIe,,’US4650M4-

[(*491 The present invention is explained in more detail in the following by referring to Examples that do not I1m The 
25 present invention irn any way, 

.-[tXiO. The powder X-ray crystal diffraction and average particle size-were rneaeuted in the-following Reference 
Examie, Examples and Comparative Example, according to the following methods. 

Powder X-ray crystal diffraction: {9iaku Corporation 
30 MriFlex 

- Irradiated X-ray CuK 

Average particle size: SHIIt4ADZU CORPORATION SALD1100 
- (medium : diisopropyl ether) 

35 

"eThrance Example 1 

. 1 100511 Citalcpram base (167 g) was dissolved in acetone (837 nil). Thereto was blown in a hydrobrornio acid 0. at 
15°C -40°C to make the pH of the solution 3. When about W of the hydrobronile acia’g was-’biownirr, crystals 

40 began te-precipitate The reaction mixture was stirred at 25°C - 5°C for 1 hour; and at 0°C - 5°C for I. hour. The 
restrltingecystalswer fiitered, washed with cold acetone (167 ml) and dried in vacuo at-50°C- 70°C n - 30Thf) 

f hours to gi’citaloprarn hycirobromide cystaJs (162 g).The crystals had an HPLC puray,of 97.2%’(254 nm).- melting point 160.3°C 

45 1HNMR (DSo-d5, 400 MHz): shown iii Figure 1, 

Powder X-ray crtal diffraction pattern: shown in Figure 2. 

/ 

50 [005J-italepram hydrobrornide (5.0 g) was synthesized according to Reference Example I and dissol inntth-
anot (15 ml) at6O°C. Thereto Was added active charcoal (0.5 g) and the mixture was stirred tei"tS minutes. The active 
charcoal was fittated off and isopropyl alcohol (25 ml) was added. The mixture was heated to 68°C to dissolve ’tile 
crystals. When the mixture was cooled to 43°C while stirring at 200 rpm (propeller dia Trater ..05 m, speed at the-tip 

of propelten 0.05 x (200/6) >( 3.14= ca. 0.5 m/s), the seed crystal (about 0.1 mg) ot*aloprw’rr hy&obremidŁ was 55 added. The mix1ure&s cooled to 4°C or ISminutes andtheheoolcdfrom 40°C to 25C over’S hourswhfte stirring at 200 rpm to make the cooling rate-almost-the same (average cootirtg rate: 4°ihour)i The cooled suspension was stirred at"200 for 16 hours (retention time at 20°C)’ at 200 rpm and the resulting c talswerei1ltratd. he crystals were dried at 50°C (0.67 kPa 130 kPa) for hours 

in 
v:cjo while-stlnlng therit t 30 rpm aM stood for clryrn an 
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7o•c (0.4 kPa- 0.8 kPa) for 15 hours. 

[0053] The obtained citalopram hydrobromide crystals weighed 4.2 g, and the crystals hada melting point of 1 B4.4°C 
andan HPLC purity of 99.9% (254 nm). 

5 powder X-ray crystal diffraction pattern: shown in Figure 3 
crystal particle size distribution 

less than 5 ¡.tm 17.1 %, 

not less than 5 ¡.tm and less than 1 O ¡.tm 22.2%, 

to not less than 1 O ¡.tm and less than 20 ¡.tm 29.1 %, 

not less than 20 ¡.tm and less than 40 ¡¡.m 27.0%, 
not less than 40 ¡¡.m 4.6% (shown in Figure 6) 

'avérage particle size 12.9 ¡.tm 
ts micrograptl (400 magnifications): shown in Figure 13 

average aspect ratio: 4.8 

; ~) 

20 [0054] The procedure followed Example 1 except that the cooling time of from 40°C to 2o•c ani:l thf! rétention time 

at 2o•c were changed to those shown in Table 1 . 

25 

30 

35 

40 

45 

50 

55 

Table 1 -
Ex. Cooling time of from Retention time at 2o•c Crystal particle size Average particle size (¡¡.m) 

4o•c to 2o•c (cooling distribution (O} 
V 

~ate in pa:enthesis) .:._:' 
''.,,_ ..... 

2' 30 min (4o•cJhpur) 1S hr 30m in 0<5 ¡.tm 31.4% 7.8 
.. 

5 ¡¡.m::§i0<10 ¡¡.m 30.3% 

1 o ¡.tm~D<20 ¡.tm 

25.7% 

20 ¡..Lm~D<40 ¡..Lm ·'• 

12.2% 

0~40 ¡..Lm 0.3% 

(shownJn Figure 7) ) (' e 

"" ,. 

3 1 hr (20•Cfhour) 19 hr 0<5 ¡..Lm i 9.6% 1Ú 

.. 5 ¡¡.m~D<10 ¡¡.m 2fi.tl% 
? 

1 O ¡..Lm~D<20 ¡..Lm -
31.0% 

20 ¡..Lm~0<40 ¡..Lm 
.) 

21.6% -
0~40 ¡..Lm 1 .6% 

' - 'Ó 

..lu' (shown in Figure 8) . ' 

[0055] CitaiÓpram hydrobromide (5.0 g) was synthesized according to Reference Example 1 anci diS&,olved inmeth­
anol (15 mi) at 50°C. Thereto was added active charco al (0.5 g) and the mixture was stirred for 15 minutes. The active 

charcoat was filtered off and isopropyl alcohol (25 mi) was added. The mixture was heat~d to 5B°C te dissoive the 
crystals. When the mitture was cooled to 43°C while stirring at 200 rpm (propeller diameter: 0.05 m),.the seetf'~stal 
(0. 1 mg)pf citalopram hydrobromide was added. The mixture was cooled to 41 •e over 15 minutes and heatéd to·5l)l>C 

8 







E1SOOOA1 

more than 6.O. 

, Citatoparn hydrobromiderysta1s having an average aspect ratio Of not lass than 21 and not more than 9 

5 7. CitaIopam hydrobrornidaclystals having an average as ad ratio of riot less than 2.5 and less than 4.ti. 

18. CitalbOam hydrobromida lorvStals bwKi4 an aysgnasatratio of not less than 4.5 and not mbetha  

9. A methnd for crysWUMgetatopram hydmbrondde, which ccenpnses the steps of 
Wi 

(Al) dsoMng, by hetin, citalopim hydrobrornide in a 401verit cc isirigat least one member soled 
from the group consictingof alcohol having to3 carbon stoma, Water and acetraio nd 

000g t+in resuhttl rot cttallv for eiyózatiOn while controlling ong rate 

’5 1O. The methddlaim 9, WhIch oniprisºs gthe cooling rate of the sqIulion in atanperatuth range of htn 

Ili The method of claIm 9. Which campuses centre Wng an avstae cooling rate of the solution in the tamperatufo 
01 lro420°C  to 400C to not less than 3OC/hur and rtOtmore the OCIti&ur. 

20 

- - 12. The method eflalm , which compris controlling an. erago cooling rateof the son in amperalI,ra range 
- of from 2ClCto 4OCto not lass than O$Cibour and lesthari 31?how, 

- 

I - 

13. The nhOOf claim 9, WhIch carrIses. a or lifgIoa thmperature ge6ffrom dot lethen 300C th lass 
E

 

than aood 

at of cilalopram hydrgbrondde for ctystafllzatior.. - - - 

If Arnaftor zin pram ldlabmritiOe, which comprises hsts - (p2) disnlvifl9 by heatiug oltclopuhrn hydrobromido in a solvent comprising at least ne memersolcd 30 hrom thagMip onuet1rig otaIcohol having t to 3-eathon stoms waterandsOatona, 42) cooling the ehtaioed soliticnto aehla crystallization, - (C)daoMnga part orthoabandcystesby heating, and (DO re crylhiztngwhlieeontmłtnaeool3ngrta, - --- 15. The method aec&ding to dliim 14, which cra’npçisas cooling to a.teroperarure range q omptIthaii C to - - ,-, * The mØthod adeordlng to claim 14, whicficomprises. after ondngto a temperature range of ftnm nej-less hn $OCt cssthan45°C, adding a seed crystal of oltalopranr hydrobromida for erystaliiza iii#(2- , - -4 - 17. The inbte&aQcording to claim 14 which comprises dlssolvg a pait of the qWais to ngt4ess thh 4BC and no era- than dQ’C in (C2) - ’ - - - - - 18.-The method according to claim 14, which comoulses ewitrollirug the vorags coOlingrate of the * kitiori-in the 45 empawro ranga-from Qeatlrug temperature in (C2-)) to ald heating tempetur ( t not I than Lh/hourin2). - - -. - - - 

1; The rrtethed atcorAlng to claim 4, W1ICh omprlads controlling the averago-coating rate of the solution itthe , lampaisture-range of from gtoera1ur&nCg) ta(Sà1d heating temperature - CI to nt ioth1 50 -- hoturand les than OCl1hour 

in Os) -’- - k - �-. r’ - T ,-- ,-5.52 - -- -.. - - .-- - -- - - - - - - --11 
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This annex iists lhe patsnt lamlly nwmbers relating to the patent doruments crted In the above-mentoned Europeao search rep01t 
The members are as conlalned In the European Patent Offlce EOP file on 
The EIJropean PaientOfflce ls In nowayUable forthese partlculars wl11ch are merely given for tho pJrpose of ln1ormatian. 

19-07-2001 

Palerrt document 

1 
Pobilcation 

1 
Patent 'amlly 

1 

Publicalioo 
clted In sEII!rch raport date member(s) date 

us 4136193 A FR 2338271 A 12-08-1977 
IE 44055 B 29-07-1981 
,Jp 1368581 e 11-03-1987 
,jp 52105152 A 03-09-1977 
JP 61035986 B 15-08-1986 
NL 7700244 A, B, 18-07-1977 
NO 770109 A, B, 15-07-1977 
NZ 183001 A 02-06-1978 
SE 429551 B 12-09-1983 
SE 7614201 A 15-07-1977 
ZA 7700057 A 30-11-1977 

~ 
ª 1 eL----------------------------------------------------------------~ f For mom detalls abo\JI thls annex: see Olflclal Joumal of the Europoan Patent Offlca, No. 12!S2 
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~ ;?{ 

Hr:09:52:49 1 No. 11263222 1 ,~~ 
**************************************** Pag. 1: 

CAMARA DE COMERCIO 
DE BARRANQUILLA 

10********************************************* 

CERTIFICADO DE EXISTEN¡' Y REPRESENTACION LEGAL O DE INSCRIPCION DE 
DOCUMENTOS. 
PRO CAP S S . A . - - - - - - - - -.- - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
NIT: 890.106.527-5. 

EL SUSCRITO SECRETARIO DE LA CAMARA DE COMERCIO DE BARRANQUILLA, 

C E R T I F I C A 

Que por Escritura Pública No. 1,190 del 22 de Julio de 1976, i 
otorgada en la Notaria Tercera de Barranquilla, inscrito(as) en 
esta Cámara de Comercio, el 28 de Julio de 1976 bajo el No. 6,070 
del libro respectivo, fue constituida la sociedad---------------------, 
limitada denominada "PRODUCTORA DE CAPSULAS DE GELATINAS LIMITADA· 
"PROCAPS LIMITADA".-------------------------------------------------' 

C E R T I F I C A 

Que por Escritura Pública No. 1,307 del 28 de Junio de 1979,: 
otorgada en la Notaria Tercera de Barranquilla, inscrito(as) en: 
esta Cámara de Comercio, el 23 de Julio de 1979 bajo el No. 10,039: 
del libro respectivo, la sociedad antes mencionada--------------------· 
se transformo en sociedad anonima bajo la denominacion social de. 
"PRODUCTORA DE CAPSULAS DE GELATINA S.A." PROCAPS S.A.".------------. 

C E R T I F I C A 

Que por Escritura Pública No. 3,810 del 31 de Dic/bre de 1980, 
otorgada en la Notaria Primera de Barranquilla, inscrito(as) en' 
esta Cámara de Comercio, el 30 de Enero de 1981 bajo el No. 12,705 
del libro respectivo, la sociedad antes mencionada--------------------' 
se transformo en sociedad de responsabilidad limitada bajo al razon: ~ 
social de "PRODUCTORA DE CAPSULAS DE GELATINA LIMITADA "PROCAPS LI 
MITADA".------------------------------------------------------------ ~ 

C E R T I F I C A 
o 

Que por Escritura Pública No. 3,755 del 10 de Nov/bre de 1983, ~ 
otorgada en la Notaria Unica de Soledad, inscrito(as) en esta: ~ 
Cámara de Comercio, el 22 de Nov/bre de 1983 bajo el No. 17,922 del! ~ 
libro respectivo, la sociedad antes mencionada------------------------' ~ 
se transformo en sociedad anonima bajo la denominacion social de' ~ 
"PRODUCTORA DE CAPSULAS DE GELATINA S.A. "PROCAPS S.A.".------------' ~ 

C E R T I F I C A 

Que por Escritura Pública No. 3,615 del 06 de Dic/bre de 1996, 
otorgada en la Notaria 2a. de Barranquilla, inscrito(as) en esta: 
cámara de Comercio, el 20 de Dic/bre de 1996 bajo el No. 67,218 del' 
libro respectivo, la sociedad antes mencionada------------------------· 

********** C O N T I N U A ********** 

... 
<> 
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPC~ 
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PROCAPS S.A.----------------------------------------------------------
NIT: 890.106.527-5. 

cambio de razon social, por la denominacion LABORATORIOS PROCAPS S.A 

C E R T I F I C A 

Que por Escritura Pública No. 3,775 del 18 de Dic/bre de 1996, 
otorgada en la Notaria 2a. de Barranquilla, inscrito(as) en esta 
Cámara de Comercio, el 23 de Enero de 1997 bajo el No. 67,704 del 
libro respectivo, la sociedad antes mencionada-----------------------­
cambio de razon social, por la denominacion PROCAPS S.A. ----------

C E R T I F I C A 

Que dicha sociedad ha 
y/o documentos privados: 

sido reformada por las siguientes escrituras 

Numero aaaa/mm/dd 
39 1979/01/18 

992 1981/04/30 
1,464 1982/08/27 
2,744 1983/08/18 
3,826 1984/07/16 
3,835 1985/08/26 
2,260 1986/09/10 
1,849 1989/07/11 

444 1990/02/21 
3,090 1991/12/17 

269 1993/02/01 
2,342 1993/07/28 
3,652 1993/11/09 
3,615 1996/12/06 

89 1997/01/16 
2,070 1997/07/17 
2,281 1997/08/04 

765 1999/04/22 
459 2001/02/21 

2,608 2001/10/05 
1,730 2004/07/29 

416 2005/03/03 
1,613 2005/07/28 

Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 
Notaria 

Notaria No. Insc o Reg 
3a. de Barranquilla. 9,452 
la. de Barranquilla. 13,112 
Unica de Soledad 15,533 
Unica de Soledad 17,416 
Unica de Soledad 19,554 
Unica de Soledad 22,230 
Unica de Soledad. 24,995 
2a. de Barranquilla. 33,909 
2a. de Barranquilla. 36,101 
2a. de Barranquilla 43,993 
2a. de Barranquilla 48,428 
2a. de Barranquilla 50,582 
2a. de Barranquilla 51,798 
2a. de Barranquilla 67,218 
2a. de Barranquilla 67,704 
2a. de Barranquilla 70,627 
2a. de Barranquilla 70,813 
3a. de Barranquilla 80,628 
2a. de Barranquilla 91,502 
2a. de Barranquilla 95,771 

2. de Barranquilla 112,999 
2. de Barranquilla 116,364 
2. de Barranquilla 119,322 

C E R T I F I C A 

aaaa/mm/dd 
1979/01/24 
1981/05/06 
1982/09/08 
1983/08/26 
1984/07/27 
1985/09/04 
1986/09/15 
1989/07/13 
1990/03/16 
1992/01/28 
1993/02/16 
1993/08/10 
1993/11/22 
1996/12/20 
1997/01/23 
1997/07/31 
1997/08/14 
1999/04/23 
2001/02/23 
2001/11/08 
2004/08/26 
2005/03/10 
2005/08/18 

de acuerdo con la(s) escritura(s) arriba citada(s), la sociedad 
se rige por las siguientes disposiciones: 
DENOMINACION O RAZON SOCIAL: 
PROCAPS S.A.----------------------------------------------------------
SIGLA: PROCAPS. 
DOMICILIO PRINCIPAL: Barranquilla. 
NIT No: 890.106.527-5. 
MATRICULA MERCANTIL: 24,802. 

C E R T I F I C A 

********** C O N T I N U A ********** 
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Of CAflIARR DE Pag. 2 
CAMARA DE COMERCIO 

COfflEflCIO D F BARRANQtJILLA 

� DEOIIRRRI1OUILLR 

CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL 0 DE INSCRIPCION DE 
DOCUMENTOS 
PROCAPSSA,----------------------------------------------------------------------------
NIT: 890106,527-5. 

Direccion para notificaciones 5udiciales: 
CL 430 No 78 E - 201 
De la ciudad de Barranquilla. 

CERTIFICA 

DtJRACION: El tØrmino de duración de la sociedad se fijó hasta el 
18 de Agosto de 2073. 

CERTIFICA 

OBJETO SOCIAL: El objeto principal de la sociedad sera: a) -La fabri-
cacion de capsulas y otros productos simliares a partir de materia-
les tales corno gelatinas u otros de distinta naturaleza, que puedan 
set utilizados como envases o recipientes de productos y sustancias 
quimicas, f armaceuticas y cosmeticas, para uso y consumo huinano y 
veterinarlo; b) -La investigacion, desarrollo y tabricacion de toda 

� clase de productos y sustancias quim.icas, farmaceuticas y cosmeticas 
para uso y consumo humano, animal y vegetal; C) -La compra y yenta del, 

� materias primas, ins umos y productos intennedios necesarios para los 
procesos de fabricacion de sustancias quimicas, farmaceuticas,aiimen 
ticias y cosmeticas, asi como la comercializacion interna y externa. 
de los productos terminados, d) La compra, yenta, importacion, ex-1

� portacion y ditribucion de toda clase de elementos instru- I 
mentales y equipos medicos uirurgicos,odonto1oicos,y hospitalarios I 
Para la salud humana y animal. e)La compra,venta,exportacion y dis-

. distrthucion de dulces, contites, galletas y tod.o tipo dej 

� golosinas o alimeritos para el consumo huinano. f) Actuar como re-
� � presentante o agente dc personae naturales y juridicas, naclo-

- naclonales y extranjeras en la realizacion dc operaciones o tran- 4 
� 

sacciones relacionadas con la industria tarniaceutica y en especial I 
con cualquiera de las actividades descritas en los literales a), 

b), c). d) y e) antes dcscritos g) Prestar los servicios de 

asesoria y consultoria en las areas administrativas, de mer-

cadeo, analisis clinico, asistencia tecnica, investigacion, costos y 
produccion, exportaciones, importaciones, ventas, relacionadas con 

iguales o similares actividades a las que constituyen ci objeto de 
PROCAPS S.A.,  asi como los de publicidad y promocion de productos 

quirnicos, cosmeticos y farmaceüticos para uso bumano, animal o iia-1 o 
dustrial; h)-Adquirir, operar, administrar y explotar, a cualquier 

titulo, empresa o establecimientos dedicados a la investigacion, dc- I 
sarrollo, fabricacion o comercializacion dc productos quimicos, far-
maceuticos, hospitalarios o cosmeticos. En desarrollo de su objetol 

principal, 

Ia sociedad podra tomar interes social como accionista, 1 
I socio o tundador de empresas que tengan igual o similar objeto, corn-********** C 0 N T I N U A ******** 
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SA4IO L ODE INSC P 1 
nnrmTm 

PROCAPS S. ---------------------i H 
NIT: 8 0106.527-5 

Iprar, rider, importar exportar iia ma iias, I uino8 
equeri os para el des rollo de us act idaJes; tom I 

prest , financiar y g antizar 1as 
iva 

o rac 
to 

nes, comerc 
e1erar. e 

es 
cut lebre on terceros re1 a u 4thJ y 

tipo d actos y contrat s necesario p a sazirollar 
nes; g rar, aceptar, o rga y pOtst r t o tipo de 

ires e InØtrumentos neg lables; coxnpra � v der y const , 
menes obre bienes mire es e inmub1 s, 3. signar rep 1 

r 
iT 

z apodera os en el pais y n ci exteriibr , ea gereral, 
quier cto 0 negocio e sea necesiri o nvniente 1 4 
rrollo de suobjeto soc 1 y para 1a mejor p4otccion d s s 1 
ses o oratiros o la do us sOcis. La cidad poclif a 
el c limiento do obli acibnes adiu ’ridas pqr terceiF 
SOCIOS, pra lo cual ra inclii r CO-8ttüir  gra e e 
sobre sus bienes de c Iquier natur.l za. 

CETIF A 

CAPIT ro Accioae v4 r A c. - 
Autori ado 

************2, 
I 

 
�, $***** ****2,000,000,000 00, 0 Suscrio $***** 224,00,0QOt 24,500 Pagado ****1,224,500,000  C F R P I F I A s ADMINI 1RCION: La di don. y adiixiS racio 

do la Soc dd1 c Ponder a la Asambleal neral deAcci nisa , la Jun s al Pr sidente, al Vice esidente y u Gee te General C r I a ’la Junta Directiva as ig-uieflts unc.o es y atrib i n s otras: Autorizar cualqier acto 0 cnt--atorc ya cuantia e al e res d ivalente en peso los Ftados tjhdos o1mbiarrosa de Ame4ca oscse US toscincue 250000) 11 a – n a 1 tasa e cambio repros tadva de1rne cad vignte el Ia e surta la tranac–on. ando se tat d opeaciones v las c ales Ia socieda gaautie bigacqnes de terci o socios e requ=erira e a operci a s al aprobada r l OT lo meios 2/3 partes lo interrnt s d la Junta Di ti 4 I La so ledad tendra un Preidente ion jercera la e don legal de la s6cid4d y te dra la sigui s ’ !cnes entre otras: Ejecuta as de sidnes -de � Genera de 

Accionista y do la Junt ire va. Ejercer e r 1tacion Legal do la s iedàd en t d s 10 actlos y co4 requie an para el des rrolio del beto s dial, de cc4 f 1 110 p vi$to en las 1 yes y en lo rose es estatut I. C fapode dos judiciales y etrajudipi lest reqthi nà 1 I a44 e absol r interrogatori s do parte, on e ar I ob1iga$ 0 0 tsocie ci, transigir, sist.r y al ar la1sociedad S asunt judicial Apro r y ce1ebr en ornbre do 1 s c e : ac to contrato cuya cuania sea’ gua i4ferior . I n Ion pos colombianos - doscientos Inc e ta mil d a e, ******* I * C 0 N T I A I .-. rI 
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C A M A R A DE COMERCIO 
� 

��
 

COERCIO DE BARRANQIJILLA 
� 

DESARRAUOIJILLfl 

CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL 0 DE INSCRIPCION DE 

D0CUME1F0S 
� 

----------------------------------------PROCAPS S.A------------ ----------------------------------------------

NIT: 890.106.527-5, NIT: 

Estados trnidos do 1merica (US$250 .000), liquidaclos a la tasa do 
canibio representativa del mercado vigente el dia en que se surtal 

� la transacion o celebracion del acto. Las denias funciones que le; 

I correspondan como Representante Legal pot disposicion de la ley, 

de estos estatutos a de la Junta Directiva. El Presidente tendra un 
8up1ente. designado par la Junta Directiva, quien reern.plazara aI 

I Presidente en sus faltas teinporales, absolutas a meramente acciden-
tales, con entidades facultades y sin que sea necesario para ellol 

.1 acreditar la ausencia del principal. La sociedad tendra un Vicepre-
sidente designado par la Junta Directiva, quien taxnbien ejercera lal 
representacian legal de la sociedad, pudiendo ejercerla conjunta a 

� separadamente con el Presidente. El vicepresidente tendra las 
siguentes facultades entre otras. Ejecutar dentro do su competenciai. 
las decision-es de la Asainblea General do Accionistas, de la Junta! 
Directiva y del Presidente. Ejercer la representacian legal do lal 
sociedad on todos los actos y contratos quo se requieran para el 
desarrollo del objeto social, de conformidad con lo previsto en lasi 

I byes y en los prosentes estatutos. Contituir apoderados judicialest 
� 

y extrajudiciales, recibLr notificaciones1 absolver interrogatorios 
� do parte, contesar obligaciones de la sociedad, transigir, desistir1 

y allanar a la sociedad en cualquier asunto judicial. Aprobar yj - celebrar en nombre do la sociedad todo acto o contrato cuya cuantiai sea igual a interior al equivalente en pesos colombianos a ciento � cincuenta mil dolares do los Estados tinidos do America (US$150.000), -� liquidados a la tasa de cainbio representativa del mercado vigente el dia on quo se surta la aprobacion o celebracion del acto, siemprel .j que no Se trate do enajenar bienes inmuebles a cualquier otro activol ijo 

do la sociedad, inclusive de naturaleza muebles, acciones, � cuotas o partes do interes inversiones y todo tipo de derechos de la sociedad, o do constituir gravamenes sabre cualquiera do los I anteriores, facultades que radican exclusiva y privativmeute en, cabeza del Presidente. Las demas funciones que le corresponda como Representante legal por disposicion de 

la ley, do estos estatutos1 1 a de la Junta Directiva. El Vicepresidente tendra (1) suplente, designado par la Junta Directiva, quien Ia reernplazara conjunta o I separadamente en sus faltas temporabes, absolutas a meramente} accidentales, con identicas facultades y sin que sea necesario paral 1� - ella acreditar la ausencia del principal. La sociedad tendra un (1) 1LQ I Gerente General, con su respectivo Suplente, designados par la Juntal o � 1 Directiva. El Suplente reemplazara al Gerente General, en sus faltas! - � I temporabes, absolutas o meramente accidentales, quien junto con ell. gerente general, lievaran la representacion legal de la sociedad, I I con identicag facultades, pudiendolas ejercer conjunta o separada- I � I monte con el Presidente y vicepresidente, con identicas facultades! I que el Gerente General y sin quo sea necesario para ello acreditar ********** C 0 N T I N U A ********** 
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CAM ADE 

DE ØflfiflQJflJ 10**************** ** ** 

�. 
CERT1F1CDO DE EXITENC1A Y ?RETACION LBGAL 0 D 1NSICION DE 
oro -. 
?ROCAPS SA. 
IT 990.10527-5. � . 

Supiente 4el Pridente . 
Mir4– M1nki Abrahwn CCA********802;5.75 

VicepreaidenLe . . . . . 
Nlnski Gontovnik Meyer : CC. *******7,461,324 

up1ente del vicepreidente 
Ninski Ontovflik dose . IC a34 

E � T jt I 
i I �: � � 
Que egüii Acta No. 11 d1 Olde Febrero de 2001 correspoudiente a 
a Junta Directiva 

en 

Barranquilla, de la soc.iedad: PROCAPS SA. 
I uya paile pertiinte se inscribió  en esta CÆniaa de Comercio, el 

L2 de Fbrero de 2001 ajo el No. 91,273 del libro respect iVo, 
ueroa hechos los s gaients nornbrainientos 

Cargo/Norabre Identiticación 
ernte General_ �. + � 

Urib Ochoa Gui11erK Luis CC.. ******7(073,754 

.� 

� - I. 

CERTIF.CA .. 

I  QUO en A No. 406 del 02 de Se.p/bre dG 2004 correspondiente a1 Tha Jwita Directiva en 1 rranqu ae la sociedad: PR0CAP2 .A. cuya parte pertinente se inscribiö en esta cxnara de comercio, e  204ba9 de Z 263 del libro respectiol,p/brede . ueron hecho$ 

--log s1.g iej�es noinbranüentos: Car9o/Northre / � tdentificaciOn � ,.up1ente � del Gerente./ � Tanaka waltr � - .: CC.******16,21f923J � CR1CA � � Que segün Acta No:. 124 del 29 de Mario de J999- correspohdiente a Ia ea- de Accionistas en. Barranquilla, cia la sociedad: ROCAS -.A.. cuya parte .pertiente se icribió en.esta CÆmara de Comerqio, 1 04 de Aosto cia 1999 bajo el- No. 82,226 del libro respectivo, � tueron heos los siuientes nombramientos: Carg/Notnbre . Identificacin Revisor fiscal Pal. + . Vargas Pertuz a sabe1 � � � cC.. ******32, 696, 645 CRTIICA . � ’Oil seg-tn Acta No. 127 del �22 cia Marzo cia 2000 correspondiente a, I la Asamblea cia AcciOnistas en Barranquilla, de-lasociedad: >R0CAPS SA euyparte pertnente se inscribiôen esta C&naradeComercio, - ********** C-0-9  T I N U A ********** H�. � � �: ...�.. 



CERTIFI ADO DE XISTC REPRESENTACION LE SAL 0 DR INSC CI 
DOCTTM 
PROCAPS 

0S  

SA. - H ---i-
NIT: 8 0.106.527-5. 

el 29 de yo de 2000 bao el o. 87, 0 del libr9 s 
fueron. echos los siguien s ncrnbraniie to 

Carg /Norbre ideii Iac 
Suplent dl Revisor Fisc. 

CC.****j 32, 
I 
711-Lot’o da Villareal 4iI a 

IC E   IF CA I 

Que p0 Øscritura publicNo 2.608 el 5 d Octtthre de .00 
� gada e la X-0-tar-la 2a de Barranqu 11 ,. 4i crita, en es 

?61& Comerci el 8 de
 

Novi re del 2,0 1, bajb 1051 Nos 951 71, . 

2.057. 2.058, 2.059, 2.00, .06l,2 06 y p.064 del liI5 e I 
I vo, se reforma totalme e e:L articu o 5, ontenido en, s 4i 
Ipubilca No. 3.705 de No eithre 6 de .9 8, 4� la1Notari e 44 
Circuit de Barranquilla,y e const tu en Los siguiente : 

I General s, quienes tenran las fu cio4 que a i 4 
�  Ise I dican en razoi de su cargo en  la socied . 

fiere oder special, li y Sufici-ntel a tos sent e91 

TATEKAWA, C.C. . 1251.92; ILI1L4 ERTO SI C ?TANAKA 
C. C. . 8.715.941, pars que cada un4i e fc4ua rih0ependi,( t 
bre y representacion de ROC  PS S. s scrba tpdas last e- 1 Æ 

� nes tr butarias, aduane s cainbiri s Æ que este  obi a a iJa 
ciedad, asi como Para,e responda 1od tipol de requeri e t Pq 

licitud s de inforrnaioti de las auto4i destJribitariasJ . a H 
canibiar as,en los orden Ditrita1, De rtnentÆ1 y Nae l. 211 

� confier Poder Especiil ho y sfi iente,a los sign n e 
res can confonnan el .G 0 A y el Grpo B a qie couj 

I criban contratos de s nistros de rier ans y servici On 
dades ficiales, hasta r 1 suna d4 D $800.00 (OCH I r � 

DOLARES DE LOS ESTADOS IDOS DE AMRI 

j,"E"

iqu–dados a a t 
s’present tiva del mercad vigente eu l ae se realie I 

tiva tr nsaccian. GUPO A: LATJDIA TAG*R1I rII4,O C.C. 

41.660. 93. RUPO B.- TER  TANAA T TE  s. C. No. 6.2 
CARMENAICTh FLOREZ C . No. 22. 34,044 -11 -CARMEN -,,AL I H1 

� tDIAzG DOS C.C. No. 22.377.540. Para- e. ejercici e 
faculta es se requerira1 por, 10 -me os Ia] irna de un ( ) 

I apodera os especiales deZ Gruo A y uuo de los a � ei 
especi es del Grupo B 3. -Se otora ode4 eneral, Am – 
ciente a la Doctora J EFIA MIELE LV\.S C.C. No. 3 1 8 4 

la Doe ora MARCELA CAR ALINO PAGAN( C C_ -_o. 22.57-9.- 74 
itor D IRL MORENO VIL A1 C.C. N. 9.13j.21P; para e cd 
represe ten a PROCAPS A., ante tdo tip Ide autorida s a 
tirativa y judiciales, n asuntos d ri tur Isza cainbiar –5 

� ta1es omo: Contestar interponer de d S y equer � ii o 61 

� parecer en juicios,ped

 

i Ia practLca de pru bs1ecibir t’f c 
1nes,int rponer recursos J ejrcer ac io es ohtefiiioso a I I, t 
ivas y de tute1a, trans ig ,conciliar, ec ir eh nombre dc a s ci 

� 

d.esisti , it y aauiir est U t . Para la --e Le r 

jde cua quier acuerdo cx ciliatorio o ran a clonal, IUT ca 
� 1trajudi a1, ua1quiera e sea su canta,10 Apoder o 

aportar Ia autorizac:Lon scrita del ep eseit ante Legal La  $ 
s Apoderados p an presntr o1–i udes de de 1 .1c l, idad. 

Q0 mpens don de impuest y recib– os a os por dcv u I r. 
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C A M A R A- D COMERCIO 

ComEnclO 

D E B ARRANQU1LLA 

DE BARRRflOUU.U1 

CERTI1CADO D EXISTNCIA Y REPRE8NThCION LAL. 0 DE INSCRIPCION DE 
� I D0CtJMENTOS. 

POPS S.A,-----------------------�-  ---------------------
HIT: 890.106.527-5. 

I inpusos, tiar, notificare 
y 

realizar todo acto necesario para 
cumplir con el rnandato encomendado.------------------------------------------------- 

CERTIFICA 

Que segun doumento prv4o de fecha 7 de junlo de 2000,  inscritO 
en esta taiara de Come  el 8 d+ junio de 2000, bajo el No.1.786 

libro rspectiro, costa q-ue RuN MINSKI GONTOVNIK, C. C. No. �del  
7_:463,982 de Barranqui1la, actuando courlo Pres-idente yRepresentante
Leg’ de la sociedad ?R0APS S.A, confiere poder especial, aplfo 

y

suficiete a XAREN IGUEROA GAReIA, C.C.No.32.732.070 de Barran-

1 qii1la, para qxe en su nmbre y repreentacion de la sdc–edad sus-
ciba todas declaraciones cambiarias a que este obligada PR0C.PS 
SA, en ell giro normal de sus negocios 

y

operac–one sociales.-- 
I Ii 

CERTIFICA 
:

Qtie segun Docurnento Privadodel 13 de diciembre del 2.002k iflscritojeflestaCamaradeComercioci15deenerodel.003bajoel1o,2.29QCIO1librorespectivo,cisenorRUBENMINSKIGONTOVNIK,CC.No.7.463.982,encaiidac1deRRESNT1TELEGAL,-_yencondiciondePRESIDENTEdePROCAPSS.A..,mediantecipresentedocumefttootorgoPODERSPE-CALalSr.MARIONTATISPAREES,CC-No.72.176.8741paraqueen��representaciondePROCAPSS.A.,susribadeclaraciones,reportesyca1quiertipo

do documentosrelaclo-nadoscontraimitesoregistros
do CornercioExterioranteelMinisterlo do Co1ue2cioEter.ioryIo�tcualquierentidaddelEstadoquebagasusveces.Enoonsecsiencia,IelSr.M7IRtiONTATISPAREDES,podrasucribirenrepresentaciondeIPROCAPSS.-declaraciones,reportesycualquiertipo

do documentos�reiaciona’dOgcantramitesoregistz-osdeComereloExterioranteciIMinisteriodeCornercioExteriorY/:G,--entidaddelEst-adoigi-quohagausveces.-------------------------------------------------------------------------------IICRTIF1CAIWesegtundocumentoprIvadqdel10denoviembredel2004inscritoenestaCamaradeComercioel1

do diciembredel2,004,bajoelNo.�2.753dellibrorespectivoconstaqueRUBENMINSNSKIGONTOVNIK,C.C.I7.4,63-.-582-eBarranquilla,acttuandoO.moPresidenteyRepresentante1QLeqaldolaociedadPROCAPSS.A,confierepoUerespecial,ampliolYsufieienteToN10VARELADTh2,C.C.No.72,004.669deBartan-1quilla,paraclueennoreyrepresentaciondoIasociedadfinnelasdeclaracionescambiariasaquo�esteobligadaPROCAPSS.A.,asuscribrir,encigironormaldeensnegociosyoperacionesso-cia-les.Forloanterior,cisenorrON1OVARELIADIAZ,quedafacuitadolC0NTI_XUA.........................�.



f’’ lHHHH 
CERTIFIADO DE EXISTCIA s4io DE DE INS :C )’ 

tLT 
NIT: 890.lO6.27-5. 1 

F para firma.r las dclar ciones com*i riasj dmas doci t s a 
-: 

cionadc$ con las dec1a acioffies. aporta y s I d a 
las p iebas ajue sean ne 

de 
esar:Las, desj–s ir ugeneral a ’ a – a ’ ) 

acto iecesario tal orma qus puea ciniØ1r on el  

CETIFI A 

Que s gun documento vado del 22 c Fe] rro de 2005. L1 

esta ’amara de Comerci el 28 de Iar o d .005, baja1  
del 1 bro respectivo, ç nsta clue 4AIT PAl I4<A CATKAWA . 1 . : 

923 d Palmira, qu–enf tu coma r4pr sen aitel lejal d l a 
PROCAP. 9.A, otorga P Ler Especa], Amp  

y 

Sutici t 1 
MARLON T,TI PAREDES C C. No. 72.l7$.8 ’4, a  clue en r r1,s n  

de PR CAPS S .A., susc .ba declaracon s a<uaneras rep ’ts 
y 

quier tipo de doume4 s ielaciondo 
co Jios tramite o[ r - de Co ercio exterior ai .e lä. direce on de Lnuetos y ai nales yb cUalquier en :idad que ’ha a u ’rces, y para u ’e todo

 ipo de iequerirn ?nto yb ol cit dies e info r cioi Jd Tades aduaneras . los orden s ist tal, depart. jautori cional ---------------------------------------------------- CBiTIFI A I Que r Escritura lea No. 2jll d1 J de Oc b e1 b otorga se it Ta en la NotariE 3cribió en esta ’ 2 ca-mar a. de Bri4nqu– a de Cornercio, la’ cuya pa el 15 de D4 e p’r’ 4’ .: bajo e4 o. 3483 del- liliro rspectiv,------ - -� - Const que RUBEN MlNS I thNTOVNTh C:( .NO,7T463928, 

qu s: que socie 1 su condicion d d PROCAPS SA. Presideite y onfiere pbder RE pre esp e*ta9te cial Legal ’ampllo r f al -r e � los iguiente seiore , que coifoa el $upci> A y ell H p que onjuntamente us: iban contralto de s1iministro d ’rn r a i s � servi< los con ent–dadi oflcialesd h sta pfr la suxra c o t mil ola’es de los Es dos Unidido di Am 4ca (US$8Q0. 0 - 0 , liqui ado a la t.sa representtifva -de $ercado v–g t Ii C. que realic la r4 pectiva tr4ns ci nj. Gupo CAMACO OCJNo. 91.20l.74 FERNAD0.R3NC R V*RACC.No.7

 4 4 l’ CLAUI4A TAARIFE CAS LLO CC .No. 41. 60. 9 - Gmpo B T 1 TAThK2A CC. No.16.251.’ 3. CARMEN LI4IA L REZ DE LA T tICC.N’o122434.044. RIC C) r)oRADdmRTwo .N0L79.715. 2.-14ff1+-j-JrH.I cRTrIjcA IQue n eta Cmara dej omercio r19 paece insripciOr ’ I de-docuimentos re ier tee a et4’rm, solaciôn, L I11H nombrmiento de repres tanes P9 es de e4resada i d1 I I i ICRTIC Ir-I iQue sf.i ültiina Renovació tueeL; 20 Ie ar jdej2007. hi I HI’ I La 4iformacin sabre ernbargos de st i4cniento s s aJ 44 I iCertilficados de Mar-r- l ula, la de out a as ’sujetos e itj4J ****** ** � .1 C 0 i T I N 13A ’  




