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TP 44655 

FUNDAMENTOS DE LA OPOSICION: 
Causal: Incumplimiento de requisitos de patentabilidad (TItuIo II, Capitulo I, Decision 486 de 2000). Se violan los 

I , 16(las patentes de invenciOn deben ser nuevas, tener nivel inventivo y ser suceptibles de aplicaciOn industrial), 

in enciOn tiene nivel inventivo Si no as obvia para una persona versada an la materia) 20-d (los mØtodos 

os o quirUrgicos pare el tratamiento humano o animal, asi como los mØtodos de diagnOstico aplicados a los seres 

q a animales) y2l. 
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en los fundamentos de hecho y de derecho que me permito exponer a 

LEGITIMO INTERES 

Asist a LABORATORIO FRANCO-COLOMBIANO, LAFRANCOL S.A. legItimo 

inter para presentar esta oposiciôn, pues  la eventual concesiôn de,olicitud 

restrigirIa injustificadamente el.ernpleo de ciertas sustancias y composiciones 

farmcØuticas carentes de nivel inventivo, en detrimento de sus legitirnos intereses 

comE rciales y de la libre cornpetencia. 

Ill. FUNDAMENTOS DE LA OPOSICION 

La s licitud en trÆmite 05-053-234, que reivindica el uso de la sal dihidricloruro de 

Ievo etirizina en el tratamiento de la rinitis alergica persistente, la rinorrea, la 

obstucciôn nasal, la comezOn nasal, el estornudo y el prurito ocular, con una dosis 

diaride airededor de 0.0005 mg a 2 mg de dicha sal por Kg de peso carece por 

comi leto de nivel inventivo, y aUn de novedad, como se demuestra con los 

siguntes argumentos: 

> Fara cualquier persona rnedianarnente versada en la materia es obvio que la 

frmaciôn de sales de los fÆrmacos permite obtener cambios en la 

iodisponibilidad de los mismos, en especial en principios activos donde la 

revia disolución en fluidos acuosos (como en el caso del fluido gastrico) es un 

fpctor lirnitante en la posterior absorciôn de dicho fÆrrnaco. Asi las cosas, no se 

iuede pretender proteger mediante patente la formación de una sal como el 

ihidrocIoruro de un fÆrrnaco, en este caso de la levocetirizina, pues como se 

iencionô anteriormente, la formación de sales de fÆrmacos se encuentra 

econocida con bastante anterioridad en el estado de la tØcnica, se emplea 

xtendidamente en la industria farmacØutica y por lo tanto, no supone nivel 

nventivo de ninguna Indole. 

De otro lado, la solicitud en trÆmite pretende reivindicar de forma independiente 

en distintas reivindicaciones) el empleo de la levocetiricina para tratar la rinitis 

lergica, manifestada especificamente por la presencia de prurito, irritación 

,asal, estornudos, rinorrea, congestion nasal, picor en la garganta, ojos, oldos 
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lema alrededor de los ojos1. Con lo anterior en mente, es necesario anotar 

el uso de antihistamInicos de segunda generaciôn, grupo al que 

la levocetirizina, en el tratamiento de la sintomatologla de la rinitis 

alrgica es conocido y ha sido ampliamente divulgado en la literatura cientIfica, 

aligual que la caracterIstica distintiva del principio activo en cuestión, de no 

los efectos adversos que en el sistema nervioso central pueden 

los Ilamados fÆrmacos de primera generación. De Ia anterior dan 

nta las siguientes revelaciones bibliograficas: 

� EFFECT OF CETIRIZINE, LEVOCETIRIZINE, AND DEXTROCETIRIZINE ON 
HISTAMINE-INDUCED NASAL RESPONSE IN HEALTHY ADULT 
V6LUNTEERS2 

Bad ground: Cetirizine, an effective HI -receptor antagonist, is a racemate mixture 
of two enantiomers: levocetirizine (R enantiomer) and dextrocetirizine (S 
enattiomer). Methods: To investigate the pharmacologic activity of the two 
enaiiItiomers of cetirizine, we conducted a randomized, double-blind, four-way, 
cro$over study to assess the effect of treatment with 5 mg levocetirizine, 5 mg 
dextrocetirizine, and 10 mg cetirizine and matched placebo, on histamine-induced 
changes in the nasal airways of 24 healthy volunteers. Four hours after a single 
oral intake, all subjects were challenged by nasal aerosol application with 
incrasing doubling concentrations (from 0.25 to 32 mg/ml) of histamine in both 
nosfrils. Nasal resistance was measured by passive anterior rhinomanometry 
(PA’), and changes in histamine threshold were calculated together with the 
absblute number of sneezes after each challenge. Results: Both levocetirizine and 
cetikzine significantly attenuated the histamine induced increase in nasal airway 
resitance by nearly 50% (from a median resistance of 2.51 Pa per cm3/s to 1.29 
and 1.31 Pa per cm3/s, respectively) at the maximal concentration, and they 

compared with placebo. Sneezing was also attenuated by both levocetirizine and 
cetirizine. However, these antihistaminic effects were not seen with 
de4trocetirizine. Conclusions: This study shows a similar activity of levocetirizine 
and cetirizine on the inhibition of histamine-induced increase in nasal resistance 

1 4sesing and treating rhinitis. A practical guide for Canadian physicians. Can Med Assoc J 1994 
1 51 (suppl): 1-27. hftp:/www.cma.ca./cpgs/rhinitis/. 
2 ffect of cetirizine, levocetirizine, and dextrocetirizine on histamine-induced nasal response in 
heEalthy adult volunteers. (eng; includes abstract) By Wang DY, Allergy [Allergy], 2001 Apr; Vol. 56 
(4)’i,pp. 339-43; PMID: 11284803 
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OF RHINITIS - THE SPECIALIST’S OPINION3. 
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*GNOSIS AND MANAGEMENT OF RHINITIS: COMPLETE GUIDELINES 

T I SK FORCE ON PRACTICE PARAMETERS IN ALLERGY, 
. . 

,s, document contains complete, guidelines for diagnosis and management of 
s developed by the Joint Task Force on Practice Parameters -in Allergy, 
ra and Immunology representmg the American Academy of Allergy Asthma 
M.: logy. the Amaerican College of Allergy, Asthma and Immunology and 
int Council on  

� I 
I beginand  with II 

Allergy,
 . � I 

guidelines
 T.gnosis of 

I. I I*l�I I I � ,1 4 I Ihormonal 
�[pregnancyL hypothyroidism], J   � I I I I I I I I 4�iII  food 

�i
 

history, physical examination, 

not Je used. Parameters on management include use of environmental control 
meaures pharmacologic therpy inciuding recently intoucedt1erapies  and allr-
gea zmmothempy 3ecause of the i-ks te patients nL Zoclety frcin :.dtcia 
p4r-mzance impi ’ii cud 1. ’i r z era, -i iitarnine. condeenera-a  

- .ntihista_ai -� e–t’r’ hci1I t,tllv be 
consdered befrie ærst gen:zi1 r: e tratthut f i1i: ia-
ntiJ The doemnent e’ i"zeIs 1:: np taiee of rbiinti;jn=agemeur for CO-

I

iàieo  tditions (astim; Otitt irtJin). &uidelin a1. pee 
s ec1niderations in patients subsetihulkeii thºl&rl. pregnancy, athletes 
an 1 atients with rhinitis medicamentosa); and when consultation with an allergist-
thnnno1oist should be considered. 

Porsi lo anterior no fuese suficiente para demostrar la carencia de NiveLInientivo 

de I solicitud en curso, es necesarlo destacar el amplio conocimiento del uso de 

jceterizina en el tratamiento de la sintomatologla de la rinitis alergica, de 

0 11 conormidad con las revelaciones incluidas en los siguientes documentos: 

� a pubticación internacional WO 94/006429 publicada el 31 de Marzo de 1994 

titulada ’COMPOSITIONS FOR TREATING ALLERGIC DISORDERS USING 

(-) CETIRIZINE." Revela: 

’ D agnosis and Management of Rhin itis: Complete Guidelines of the Joint Task Force on Practice 
Paameters in Allergy, Asthma and Immunology. Mark S Dykewicz, MD, Stanley Fineman, MD, 
MBA,Editors David P Skoner, MD, Chair, Workgroup on Rhinitis Richard Nicklas, MD\; Rufus Lee, 
ME; Joann Blessing-Moore, MD; James T Li, MD, PhD**; I Leonard Bernstein, MDtt; William 
Beger, MD, MBA**; Sheldon Spector, MD; and Diane Schuller, MD,\\ Associate Editors. Ann 
All  Asthma Immunol 1998:81:478-518. 
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The term "treating the symptoms of seasonal and 

ennial rhinitis" as used herein means treating, 

eviating or palliating such conditions, and thus 

vidina relief from the symptoms of sneez.inq, 

unctivitis, pharyngitis..acri.matiQn, frontal 

aches-, irritability, anorexia, depression, 

mnia, eustachian tube obstruction, and the like. 

(...) 

ce  Sc1tThe ter   ;’1  or 

"a phar aceut fly acceptable salt thereof" refer to 

salts prepaied from pharmaceutically acceptable non-

toxic acids or bases including inorganic acids and 
bases and organic acids and bases. Since the 

compound of the present invention is basic, salts may 
be prepared from pharmaceutically acceptable non-

toxic acids including inorganic and organic acids. 

Suitable pharmaceutically acceptable acid addition 

salts for the compound of the present invention 

include acetic, benzenesulfonic (besylate), benzoic, 

cainphorsuifcnic, citric, ethenesulfonic, fumaric, 

gluconic, glutainic, hydrobromic, hydrochloric, 

isethionic, lactic, maleic, malic, mandelic, 

methanesulfonic, inucic, nitric, painoic, pantothenic, 

phosphoric, succinic, sulfuric, tartaric acid, p-

toluenesulfonic, and the like. 

)e la misma manera, en el capitulo reivindicatorio de la solicitud internacional 

n menciôn se describe: 
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- 1-I.1’k t�  about 20.mg per 

S 

omo puede verse, la anterioridad en mención revela por Ia menos desde 

994 absolutamente toda la materia que se reivindica en la solicitud 

lana en trÆmite, especIficamente en Ia referido al tratamiento de la 

itologia de la rinitis, formas farmacØuticas que contienen levocetirizina a 

-) cetirizina o sus sales farmacØuticamente aceptables entre las que se 

refiere la sal clorhidrato y el regimen de dosificaciôn diario del medicamento, 

al como se encuentra contenido en el capItulo reivindicatorio de la misma, 

ircunstancia que demuestra la falta de nivel inventivo, y aUn de novedad, de la 

oIicitud 05-053-234. 

Por ültimo, y si estuviØramos ante la ausencia de una revelación textual del usa 

de Levocetirizina en la rinitis alØrgica persistente, es necesario resaltar que el 

capitula reivindicatorlo de la solicitud colombiana en curso se encuentra dirigido 

al uso de una composición, lo cual es inaceptable a la Iuz de la DecisiOn 486. 
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a la Iuz de la normativa subregional resulta inaceptable pretender 

se exciusiva sobre un "Uso", categorla no incluida en el concepto de 

ctos o Procedimientos" que establece el artIculo 14 de la DecisiOn 486 de 

2000 Lo anterior, ademÆs, en consonancia con la reiterada interpretaciôn de la 

SIC sobre este punto. 

Sin ’erjuicio de lo anterior me permito hacer notar que aün silos usos o mØtodos 

teraØuticos fueran permitidos en nuestro medio, Østos deberian cumptir 

neceariamente con los requisitos materiales de patentabilidad, novedad, nivel 

Invertivo y Aplicación Industrial. 

Aunque a la ausencia de ellos nos hemos referido ya, cabe desde ahora anotar 

que l ültimo resulta de imposible cumplimiento, en tanto la reproducciOn industrial 

del so separado, combinado o secuencial de medicamentos para tratar ciertas 

patoogfas es del resorte de la profesiOn mØdica y no de las actividades 

indutriales. 

Asi Ilas cosas, y con fundamento en los argumentos expuestos a Ia largo del 

preente escrito, respetuosamente reitero la solicitud para que su despacho se 

Iv. 

ga de conceder el privilegio de patente solicitado, y ordene en 

uencia el arch ivo del expediente respectivo. 

FUNDAMENTOS DE DERECHO 

S  fundamentos de derecho el CapItulo I, artIculos 14 16, 18, 20-d y 21 

(Reuisitos de Patentabilidad e improcedencia de patentabilidad) y el artIculo 42 

En   

soli 

su 

con 

iciones) de la DecisiOn 486 de 2000. 

SOLICITUD DE PLAZO EXTRA PARA SUSTENTAR LA OPOSICION 

desarrollo de 10 dispuesto por el artIculo 42, inciso 20 de Ia Decision 486, 

:o comedidamente a su Despacho el plazo adicional de sesenta dias para 

ntar la presente oposición. Para los anteriores efectos, me permito anexar la 

ancia de pago correspond iente. 
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Shortommunication 

Effet of cetirizine, levocetirizine, and dextrocetirizine on 
me-induced nasal response in healthy adult volunteers 

Background Cetirizine, an effective HI -receptor antagonist, is a racemate 
mixtur4 of two enantiomers: levocetirizine (R enantiomer) and dextrocetirizine 
IS enatitiomer). 
Methos: To investigate the pharmacologic activity of the two enantiomers of 
cetiriziie, we conducted a randomized, double-blind, four-way, crossover study 
to asses the effect of treatment with 5 mg levocetirizine, 5 mg dextrocetirizine, 
and 10,  mg cetirizine and matched placebo, on histamine-induced changes in the 
nasal irways of 24 healthy volunteers. Four hours after a single oral intake, all 
subjec1 s were challenged by nasal aerosol application with increasing doubling 
conceitrations (from 0.25 to 32 mglml) of histamine in both nostrils. Nasal 
resistaice was measured by passive anterior rhinomanometry (PAR), and 
changs in histamine threshold were calculated together with the absolute 
numbr of sneezes after each challenge. 
Resulft: Both levocetirizine and cetirizine significantly attenuated the histamine-
inducei increase in nasal airway resistance by nearly 50% (from a median 
resistaice of 2.51 Pa per cm3/s to 1.29 and 1.31 Pa per cm3/s, respectively) at the 
maxinlal concentration, and they concomitantly increased the histamine 
threshIld by fourfold (from 8 to 32 mg/nil), compared with placebo. Sneezing 
was aio attenuated by both levocetirizine and cetirizine. However, these 
antihitaminic effects were not seen with dextrocetirizine. 
Conclusions: This study shows a similar activity of levocetirizine and cetirizine on 
the iniibition of histamine-induced increase in nasal resistance, indicating that 
the attihistaminic properties of cetirizine are probably attributable to 

The rd e of histamine has been well documented in the 
patho hysiology of allergic airway diseases (1-3). An 
increa ed understanding, over the last few decades, of 
the pa hogenic role of histamine in allergic diseases has 
been qssociated with the development of specific and 
highly efficacious H1-receptor antagonists for sympto-
matic clief of allergic disease, particularly seasonal and 
peren ial allergic rhinitis and urticaria (4-6). The H1- 

. receptr antagonists, generally called antihistamines, 
have froadly been classed into two categories, the 
first- nd second-generation antihistamines. The first-
gener4tion antihistamines have been associated with 
centra1l nervous system and anticholinergic side-effects, 
parti4tlarly sedation and impaired psychomotor activ-
ity (7, and are therefore not much used currently. in 
contrst, the newer second-generation antihistamines, 
such is cetirizine, loratadine, and fexofenadine, exhibit 
fewer  sedative and antichohinergic effects and have a 
rapid onset of action, making them ideal for sympto-
matic relief of the allergic disease. 

D. Y. Wang1, F. Hanolto2, 

C. Do Vos2, P. Clemenf 
’National University of Singapore, Singapore; 2UCB 
Pharma, Brussels, Belgium; 3Acadernisch Ziekenheis, 
ENT Department. Vrije Universiteit Brussel, Brussels, 
Belgium 

Key words: cetirizine; dextrocetirizine; histamine 
threshold; levocetirizine; nasal resistance. 

Christine De Vos, PhD 
UCB Pharma 
AllØe do la Recherche 60 
B-1070 Brussels 
Belgium 

Accepted for publication 23 November 2001) 

Controlled trials in patients with seasonal and 
perennial rhinitis have demonstrated that cetirizine is 
effective in attenuating nasal and/or ocular symptoms 
resulting from experimental or natural allergen expo-
sure (8-11). However, cetirizine is a racemate mixture of 
two enantiomers: levocetirizine (R enantiomer) and 
dextrocetirizine (S enantiomer). The aim of this study 
was to investigate the activity of these two enantiomers 
on histamine-induced changes in nasal resistance and 
sneezing in healthy volunteers, and then to compare 
these effects with those of cetirizine and placebo. 

Material and methods 

Subjects 
Twenty-eight healthy nonallergic volunteers were enrolled in this 
study. Of them, 24 subjects (nine males and 15 females) aged 20-38 
years (mean age 29 years) completed the study. They were symptom-
free and had normal findings on routine hematologic and 
biochemical blood test parameters. None of the volunteers smoked 
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inofe than fie cigarettes a day or had a history of allergy or 
hyrsensitiviçfr to piperazines. They did not take any medication, 
expt oral costraceptives during the 2 weeks preceding enrollment. 
All volunteers gave written informed consent prior to the study. This 
stuj1y was aproved by the ethics committee of the university 
hopita1, Free University of Brussels (Academisch Ziekenhuis, Vrije 
U4versiteit B4ussel), Belgium. 

Stidy design 
Tls was a n 
crssover st 
sc edule to 
de trocetiriz 
afr each i 
ai lication’ 
3 mg/ml) 01 

m asured b 
inj histamine 
U ilateral na 
w th the abs 

1To minim 

o*struction 
sttndardizec 

S#intained 
applied 

1rsistance of 
3t% from b 

domized, double-blind, placebo-controlled, four-way, 
dy. Each volunteer was entered into a randomized 
receive a single dose of 5 mg levocetirizine, 5 mg 
te, 10 mg cetirizine, and matched placebo. Four hours 
take, all subjects were challenged by nasal aerosol 
ith increasing doubling concentrations (from 0.25 to 
histamine in both nostrils. Nasal airway resistance was 
passive anterior rhinomanometry (PAR), and changes 
hreshold (concentration that induces 100% increase in 
al resistance at the baseline) were calculated together 
lute number of sneezes after each challenge. 
re the influence of the existing conditions of nasal 
ad nasal hyperresponsiveness to the control solution, a 
protocol for PAR and histamine challenge was 
iroughout all visits (12, 13). An inclusion criterion 
to all volunteers who had a baseline nasal airway 
<2.8 Pa per cmt/s that did not increase by more than 
seline value after application of the control solution. 
iges with .control solution and increasing doubling 
s of histamine were then performed. Volunteers who 

a 1001/o increase in nasal resistance at histamine 
s of <8 mg/nil were randomized to receive the study 
s our experience, most healthy volunteers are eligible by 
If the volunteers were disqualified by this criterion at 
visit, they were withdrawn from this study. 

were assessed for general well-being and any adverse 

events before and after nasal provocation, and, all being well, they 
were given appointments to attend the clinic for the next visit after a 
washout period of 7-14 days. 

Measurement of nasal resistance 
Nasal resistance was measured by PAR (Heyer. Bad Ems, Germany), 
as previously described (14). Briefly, a fixed airflow of 250 cmt/s was 
blown through a nozzle into one nostril. The pressure induced by the 
nasal airway resistance to this airflow at a given level of the nozzle 
was measured. The measurements were expressed in Pa per cm-/s, as 
recommended by the international Committee on Standardization of 
Rhinomanometry (15). In this study, nasal airway resistance was 
measured in each nostril 1 min and 5 min after each challenge, and 
the mean value of the two time measurements was calculated. The 
higher value of mean resistance from one of the nostrils was 
subsequently used in the final efficacy analysis. 

Histamine nasal provocation test 
Histamine solutions of 0.25, 0.5, 1, 2, 4, 8, 16, and 32 mg/nil were 
purchased (from HALAB Allergy Service, Brussels, Belgium) and 
equilibrated at 30°C. The control solution (diluent of histamine 
solution) was composed of e-aminocaproic acid (EACA; 13.1 mg), 
disodium phosphate (9.1 mg), sodium phosphate (1.2 mg), human 
serum albumin (HSA; 0.3 mg), and phenol (5 mg) in 1.0 ml water for 
injection. 

Nasal provocation was carried out by nasal aerosol application 
with a Heyer nebulizer (Heyer, Bad Ems, Germany) (12, 13). The 
nebulizer contained the challenge solution and was aerosolized for 
introduction into the volunteer’s nostrils through a nozzle. The nasal 
mucosa was consecutively provoked six times for 10 s (three times 
for each nostril alternately), with the study subject being in complete 
apnea after a full inspiration, in order to prevent the provocation 
solution from entering the bronchial tree. The same challenging 
procedures with increasing concentrations of histamine were 

TbIe 1, Comprison of effect of treatment for 4 h with 10 mg cetirizine, 5 mg levocelirizine, and 5 mg dextrocatirizine compared with placebo on histamine-induced changes in nasal 
rway resistar(çe (unit=Pa per cm3/s; n=24 healthy volunteers) 

Nasal airway resistance Pa per cm3/s 

(mg/ml) Placebo (median) Cetirizine (median) Levocetirizine (median) Dextrocetirizine (median) Friedman test’ P istamine conoentration 

1 078 0.79 0.78 0.84 0831 
2 0.94 0.83 0.83 0.94 0.099 
4 1.12 0.88 0.87 1.12 0.041 

?(2) 

� 

8 1.44 1.01 1.11 126 0.031 

6 1.82 1.14 1.17 1.36 0.002 

2 r2.51 1.31 129 

II 
2.06 

I 
0.002 

’Global evalu 
2When 

don with Friedman test 
globa evaluation was statistically significant (P<0.05), two-by-two comparison of treatment was done. Only comparisons with P?0.10 are mentioned in tables. 

05 <P< 10 
°O.025<P< .05 
"0.01 <P<025 

</9k0
 
O1. 
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Antihistaminic properties of levocetirizine 
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Table 2. 
an frees 

tarison of effect of treatment for 4 h with 10 mg cetirizine, 5 mg levocetirizine, and 5 mg dextrocelirizine compared with placebo on histamine threshold concentration, based 
f volunteers demonstrating 100% increase in mean nasal resistance (n=24 healthy volunteers) 

Histamine thshold concentration (mg/ml) 

Number of volunteers 

Placebo Cetirjzind Levocetirizine Dextrocetirizine 

0.5 0 1 0 1 
1 1 0 2 3 
2 6 1 0 2 
4 4 0 1 1 
8 5 5 2 6 
16 1 2 3 2 
32 5 5 5 5 
>32 2 10 11 4 
Median of h stamine threshold concentration 8 32 32 8 

Results of 
Statistics 
64 mg/ml. 
Friedman 

Global 
Two-by -m 

Cetirizine 

The sanr 
basis of 
that, aft 
required 
90% pon 
individu 

All d 
significa: 
and the   
by the 
treatmer 
multiple 
test (16), 
package 
sided te 

Results Of the 
four si 
analys 
bronci 
treatm 
entire 
the fa 
histani 
of >3 
were ti 

does on difference between logarithms (in base 2) of threshold concentration between each pair of treatments. For these calculations, threshold of >32 was replaced by 

P=0.001 

vs dextrocetirizine 0.025 <P!?0.05 
vs cetirizine P>0.10 
vs placebo 0.01 <P!g0.025 

le vs cetirizine 0.05< P!g0.10 
re vs placebo P>0.10 
placebo 0.025 <P!? 0.05. 

allowing an interval of 1 min after the last PAR 
ent (which was 5 min after the beginning of the previous 
administration). 

analysis 
Ic size was estimated by a power calculation done on the 
previous study (data on file). On this basis, it was estimated 

treatment with active drug, at least 24 volunteers were 
to detect a significant doubling in histamine threshold at 
tr level with an alpha error of 5%; consequently, 28 eligible 
Is were recruited into the study to allow for dropouts. 
La were expressed as median values, and the overall 
e of changes in histamine threshold, nasal resistance, 

.imber of sneezes resulting from any treatment was assessed 
zriedman test. Multiple comparisons between all pair 
s were performed with the normal approximation of the 
omparison procedure based on the Friedman rank sums 

ll statistical tests were performed with the SASS statistical 
Version 6.08) on an IBM-compatible microcomputer. Two-
:s were used, and values of P<0.05 were regarded as 

volunteers recruited into the study, results for 
jects were not included in the overall efficacy 

One subject suffered from an episode of 
is after visit 4 and prior to receiving the last 
it at visit 5, and therefore did not complete the 
idy protocol. The other three subjects, despite 
that they were eligible, failed to react to 

e, showing a histamine threshold concentration 
mg/ml at every treatment visit. Their results 
refore considered to be not evaluable, and these 
rs were replaced. 

Effect of treatment on nasal resistance 

Measurement of nasal airway resistance under placebo 
demonstrated that this was increased by histamine 
administration in a dose-dependent manner (Table 1). 
Treatment with both cetirizine and levocetirizine 
significantly attenuated the histamine-induced increases 
in nasal airway resistance at the maximal concentration 
of 32 mg/mi with almost 50% reduction over placebo 
(Table 1). Both cetirizine and levocetirizine were found 
to attenuate significantly the effects of histamine at 
concentrations of >_8 and > 16 mg/ml, respectively. In 
contrast, treatment with dextrocetirizine did not show 
any significant effect on histamine-induced increase in 
nasal airway resistance as compared to placebo. 

Effect of treatment an histamine threshold concentration 

After treatment with placebo, 16/24 (67%) subjects 
demonstrated a histamine threshold concentration of 
<8 mg/mi. Treatment with cetirizine, levocetirizine, 
and dextrocetirizine decreased the number of subjects 
demonstrating a histamine threshold concentration of 
:!98 mg/ml to 7/24 (29%), 5/24 (211/o), and 13/24 (54%), 
respectively. The histamine threshold concentration 
was significantly increased fourfold from a median 
value of 8 mg/mi after treatment with placebo to a 
median value of 32 mg/mi after treatment with 
cetirizine (P<0.05) or levocetirizine (P<0.025) 
(Table 2). In contrast, dextrocetirizine was not found 
to alter significantly the histamine threshold concentra-
tion as compared to placebo, as the number of subjects 
with a threshold concentration below 8 mg/ml was 13 
out of 24. Levocetirizine was found to be significantly 
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one subject 

of treatment for 4 h with placebo, 10 mg cetirizine, 5 mg levocetirizine, and 5 mg dextrocetirizine on histamine-

<0.05) more effective than dextrocetirizine in 
reasing the histamine threshold concentration. A 
rnparis n between cetirizine and levocetirizine, how-
r, did ot show a significant difference between them 

of tretment on sneezing 

ig. 1 shws the effect of individual treatment on the 
umber f sneezes induced by histamine challenge. 
reatment with either cetirizine or levocetirizine sig-
iflcantly(P <0.01) reduced histamine-induced sneezes, 
ut not tieatment with dextrocetirizine as compared to 
lacebo (>0.10). 

luation f safety 

tere w4 no special report on health-related problems 
discon fort (i.e., drowsiness, fatigue, and dry mouth) 
used b   study medications among the volunteers. 
ily OtF subject reported an adverse event of 
onchiti, which occurred 8 days after treatment 
th levcetirizine and was not judged to be a direct 
;tilt of the study drug. However, this was a single-dose 
idy, aid the volunteers were interviewed 4 h after 
ch intake of the study medication. 

this study, levocetirizine 5 mg and cetirizine 10 mg 
eared to be comparable in their antihistaminic 

ivity. They significantly attenuated histamine-

induced increases in nasal airway resistance by almost 
50% over placebo at the maximal concentration of 
32 mg/mi. Concomitantly, the histamine threshold 
concentration was increased fourfold from 8 to 
32 mg/ml. The number of sneezes induced by histamine 
nasal provocation was also significantly decreased by 
treatment with cetirizine or levocetirizine. In contrast, 
treatment with dextrocetirizine did not show a similar 
’protective’ effect as compared to placebo. 

Our findings are in accordance with the findings of 
several studies investigating the effects of cetirizine in 
patients with seasonal and perennial allergic rhinitis. 
Frossard et al. have recently conducted two studies to 
investigate the effects of treatment with 10 mg cetirizine 
on changes in the nasal airway resistance of asympto-
matic seasonal allergic rhinitics challenged with increas-
ing doubling doses of histamine (17, 18). These authors 
showed that cetirizine significantly attenuated hista-
mine-induced increases in nasal airway resistance 
(NAR) only 1.5 h after administration (17), and that 
these effects were prevalent even 24 h after treatment 
(18), when compared with placebo. 

This is the first study to investigate the specific effects of 
each enantiomer of cetirizine on the histamine-induced 
nasal response. In view of the similarity of the 
antihistaminic effects observed for cetirizine and levoce-
tirizine and the lack of any significant effects for 
dextrocetirizine in this study, it is likely that the effects 
of cetirizine in the management of allergic rhinitis are due 
to levocetirizine. Since cetirizine is composed of equal 
quantities of thetwo enantiomers, our study suggests that 



preparatons of levocetirizine at a dose of 5 mg may be 
useful ii the management of seasonal and perennial 
allergic rhinitis in the future. In addition to its 
antihistminic property, levocetirizine at the single 
dose of mg was well tolerated by the volunteers, who 
did not uffer from any side-effects in this study. 

In conclusion, this study demonstrates that the 
antihist4minic properties noted for cetirizine in the 
managejnent of seasonal and perennial allergic rhinitis 
are trobably due to the levocetirizine enantiomer. 

1. WOOL -BAKER R. Histamine and its 
recepors. In: Busaa WW, HOLOATB ST. 
editos. Asthma and rhinitis. London: 
Blackwell Scientific, 1995:791-800. 

2. PIPK4N U. Mediators and nasal allergy. 
Clin ixp Allergy 1989;26:585-589. 

3. Wiitrz MV, SLATER JE, KALINIIR MA. 
Histamine and asthma. Am Rev Respir 
Dis 11987;135:1165-1176. 

4. SCADINO GK. Clinical assessment of 
antihstamines in rhinitis. din Exp 
Allery l999;29 Suppl 3:77-81. 

5. HowAiuii PH. Assessment of 
antilstamine efficacy and potency. Clin 
Exp .11ergy 1999;29 Suppl 3:87-97. 

6. ST. lfC, Gau A. Hi -receptor 
antaonists in chronic urticaria. In: 
SIMos FER, editors. Histamine and 
U1-rceptor antagonists in allergic 
diseae. New York: Marcel Dekker, 
1996 273-296. 

7. Sirio s FER. Non-cardiac adverse 
effec s of antihistamines (Hi -receptor 
anta onists). Clin Exp Allergy 1999;29 
S  3:125-132. 

Antihistaminic properties of levocetirizine 

Further studies are required to substantiate these 
findings in patients with ongoing seasonal and perennial 
allergic rhinitis. 

Acknowledgments 
We thank Marie-Paule Derde and Leon Kaufinann of DICE and 
VUB, Brussels, Belgium, as well as Christian Otoul of UCB-Pharma, 
for bringing us their expertise in biostatistics. We also thank Pascale 
Segers for preparing the figures. This study was sponsored by UCB-
Pharma, Brussels, Belgium. 

8. DAY JH, Baiscoa M, WIDLITZ MD. 
Cetirizine, loratadine, or placebo in 
subjects with seasonal allergic rhinitis: 
effects after controlled ragweed pollen 
challenge in an environmental exposure 
unit. J Allergy Clin Immunol 
1998;101:638-645. 

9. MBLTZBR EO, WaILeR JM, WIDLITZ MD. 
Comparative outdoor study of the 
efficacy, onset and duration of action, 
and safety of cetirizine, loratadine, and 
placebo for seasonal allergic rhinitis. J 
Allergy Clin Immunol 1996;97:617-626. 

10. Lociu!Y RF, Winurz MD, MiTcirnu. 
DQ, et al. Comparative study of 
cetirizine and terfenadine versus 
placebo in the symptomatic 
management of seasonal allergic 
rhinitis. Ann Allergy Asthma Immunol 
1996;76:448-454. 

11. MuRRIS-ESPIN M, MBIAc M, 
CIIAIU’ENTIaR J-C, DIDICR A. 
Comparison of efficacy and safety of 
cetirizine and ebastine in patients with 
perennial allergic rhinitis. Ann Allergy 
Asthma Immunol 1998;80:399-403. 

12. CLEMENT PAR, STOOP A?, KAuFMAN L. 
Histamine threshold and nasal 
hyperreactivity in non-specific allergic 
rhinopathy. Rhinology 198523:35-42. 

13. GOROTS F, CLeMENT PAR, Daiwa MP. 
The nasal provocation with histamine: 
the comparison of the determination of 
the threshold of the activity by three 
methods of rhinomanometry. 
Rhinology 1989;27:263-269. 

14. WANG D, CLEMENT P. Assessment of 
early and late phase nasal obstruction in 
atopic patients after nasal allergen 
challenge. Clin Otolaryngol 
1995;20:368-373. 

15. CLEMENT PAR. Committee report on 
standardization of rhinomanometry. 
Rhinology 1984;22:151-155. 

16. HOLLANDER M, WOLFE DA. Non-
parametric statistical methods. New 
York: Wiley Interscience, 1973:503. 

17. FROSSARD N, LACRONIQUJ! J, MaiM M, 
et al. Onset of action in the nasal 
antihistaminic effect of cetirizine and 
loratadine in patients with allergic 
rhinitis. Allergy 1997:52:205-209. 

18. FROSSARD N, BENABDESSEIAM 0, MELAC 
M, GLASSI3R N, LACRONIQUE J, PAULI G. 
Nasal effect of cetirizine and loratadine 
at 24 hours in patients with allergic 
rhinitis. Am J Ther 1998;5:307-311. 

343 



. ...... ...... ........ ...... . ..... -;I--

,err -en :t of rhi uk the: pct.’s opin(.m 

P VAN AUNEN 

hl?*. 

Ii c.3 ) 1 v .. . poll c r tht DLU’* ’ 83 ft 1a334 3 ’1 

ft . th. * 13 *sPARI’d nn-  

*3 38 wv-a w -a 13* ft \ 1 iS ci *1 1)8.. ’1 3t831’s .t flItir d*’4 t ’,.3 

Ii �33.33:   

7l 7* * ctt 7i3 8 ) a 3 8.. ft 31 r’83J .. 1 18. It ii 8 %3 H 
313 3\L318 88 i t3R fl U) p 1 

h p i’.. **W h..  3* I s 31J’ ft3s.9 4 t rt i dw fl)* . Ii1)M 
ft S) iii....) )Iftl... 33 .S 14s7 3bS 3’ tIr*) )1.83 J1*13ts. 4) ft ,I7t fls.8. 3.s43,83ft I . t L *td 8S3 7*’I8 8 ft 83 8’.3i ..tst  fl*3iLd ..0 

...i li 3 ft..ril* 8._so chUud bs. dI Ilft*.d am. Zv""’lft:d ft 
Ipai )i..ft ck.s 3.3* tn ht. ..id i 3s. 33 3 t1 ft’s h1}s .. "I 1t’ 31’ 

*1 W llrU143,5.. I sr i’jt 1l ’tr n’ t.l ....( I �1)3,4j 1 ls’. 

I i )t..*i 8334fl bi Itt,j3ft 8.’384 h I 818  

lIt P84, ils 3. 331 1 -.’

 

1J’  818.. 33 7 .4". ,.IhS l 31 34)f%33*i’S3 Icli I ’4I3 Iltt 

I 83t l8’i O 7t 8. .._ L .vIlp) ft8j* 4s33’� I )’s 333) , 33 Iłls’43\ 71St.! 13. 3 31 k33...I) ’8Is...8 . * 1 

s Lrt. siiiic. * .’181>8 t 10% 314.td3. p... 3U3tI  
\3’81T I st. s3 7 sI’.. c33SI1s 8" ’18%3.13 .31\ I 818’.. 33s)E3 3 It. ft 

L!3.3.3.83al1 vtthk 4o I>h Fi’ (iP3txift li33 

. l *Js’t  

!n:s:s4*. 1..>n ’IIS3.883ft’j:3133i v *d 1C1It388.d Wft1I. F.’ (3m8ls*74 

1813 ..h i m n 3ris riri*i 38 tTs.sls3s. 3t 

1 81$!) $3  4-..::l iht. 1$!.,’ 3 1t33 ft ( *s i’.. 07..3p.I sIll ilk 

RbS 836 s.o I Ills1 P184rfldi3)Iber8l8 t881i8s. 

M.  ’3..I ;rAf \( I 31 ’It _is. lktl*I8l31. I ! ibt. 13*38) ft J t cP!l 

-. S S. S 

5 

3 *1 8 1. 13c lb l ths. 
.$:S’-88 5*; 8A55 M.!8; �.. 

8)3fl 83 4 IC fl sIlt 33)3 831 Ui 
18 3 7*1 !38. II! I *1 8.I’It 4(3 

$I a I ’.3 %fl3 fls. J3rt irIsI " II 8.t itft fis 
3 )s 8 88*1 83 0 tik 3.’lt 13881 1 ’331 ts ). I Lo r- ti 8 338I- Is p3 1 88 ft s 4.3 8 ti 8’.. 

lilt 3 1* ’qti3**3 l i 3.. UJ)41 3.3’ s scA.ksL* 7 rht....t. 
I8318 03 1Us.33Jfl8xaakl  13831Iflsti 83 s". s ’ si.t1i  

stftlr...3 !...SU4 8 1 s3 8 ’TS it 13 31 
’JUlft MIMI "33’%3 ,3Cs*s’,ft 

131 31.1 llits8 4 1138. ’It i5 1(13* 31 38938.13 8.3. 8k 1 is’ 33 3! 
8 3 ft 1i31’’3c t,IU3 ’s (1 ’433..0 ft "’i" j 

89’ t7t33Lr 3II. Ø´’.  f ’8j I3t 3 8. 3 818.3 7t. 
1)’. lIs t. ’1 ..3I1Ll23.. 3*331 "’8"iftkI’8t. * 

13)9313% 11 13 )831st.bttic,  

38. Is 7" 8.. 3?.*Ik red ’,8’ t.Fs. *I*cn k..l ils 3 1 t s.i 

I 3 8 38 3 8 1 IJ8 3 ’ 8 3 apt 1.  

31 ’p F 901I 3.s 3ls h. ’$’8s.s_k., I 1 It 313 lU 

3.’..3 
S 

.. 



F. :3 

i533i33n1l :3t33.ic :sd sUt’. l3cgks3: i.helwi3 
33-28 3 33 1 4413. 3<  

�P3 ’.’313 3ISI &A  \14 33, 33)’, 53 4 4 3 33.3 3333 
\ 33$Pit  

3. ") 8  

n I 
3S 8..d ’ li.. 3 3.5 33 Is 34 ’h-. \3 3 33k 3.8 3 "8 j 81. b.’ 3414,1 HI 3 s33"3 381’ 33 3d 

3 i’"o.\3’3 lb 33 13’ 
3’ <3 3 8 333 ’.. ci 3313 8 3c 13I) 

’n ’ 1.33g 3 s.thc ç’ 83 .4 I Is 3133. 3 3 31333) 
333 ’ 5…1 8.., .’ 33sd’h313 1’3<31 33 fl5317Q<<3 S83t. 4 13& 

sHi’ 31’3 I 1331 tlflds: w,.r: An. 

3833.’ 
) .’4.}"3 

3:3383 8 I.h J 3 <43.33 p333 I tlIt lJ33 s’ < 

L.LR31< 
n3-d.’’ls 133 ’44)313 38) 3’3c 333 ,}’S s,k 33. t 3 (34 .’ 3 1 

33>’ 
-.Q  I1d ’3,, 3Y4.,Jtd 13.’73 flJ \’333 338 ’t 8 

4. 
IllS 33331 ,_sfl 33.4331 I ł’ <3:333 

3t ps.’.’ l: 333’ 3’7,.’38 33: 4,4_33q 
1st. 3 133) I M 

<3" 3 
h tu 3* 33 ,’w Ix 33,"l 33... <"31 1 ’33383 ( I 3338.33 3 32* III. 3) 3383 :3 

, 3 

33133..’ r 8,5’ 333V34., 
<’.3)333.31 {*,p33$8.8 lAS lIi*.. 8 4 4.3-8’ 3-88<)31 3 [3’3b .32 lU.. I A)’. t4‘ 3’1( 

33:33 433  

11 M-1 1I \1.413133c  311 315333: 13’4. 33 
,33 333:34.3 ’5333 s’3c’fl ). 34.7 ’4’331’33 33 1 IL 331 3. fo <’< 38 F 884" 483)’.’t33.4 c3 

8 133:8 
< 83’%<’3<l< 3 ’ s’ 

,.l< 33 

3431 
34j <4  

3*3  
1: 31 s118 36’ ’tlh Ii 113 33’ <5 <33 

*, 4.’  A, 

333b’t 3 3b*I33 
8 ) 83 3s’c’ .c8i’ 47 < 1< 

33 : ’.3�3 l’.3 333 8 <-.33133.2 it s3. (34.4.3 3:3<,, 33’ ’ ’Vs 3t8 811 .’ 
1’ 

333< 
3 3 P ’’I 83. 

’. 3 3’ 

333,3.33 ,,3  
3334 334 ) 33 

J.-b-R,IM 0-1. i ’ci.tij,31, *:h lAki- I. 

3))3’<xU<-d3 fl: AU..CJ’3 VC3E: p333 

33’34;.0-.�3l 
33.’ fls’u. 

8’33AS 
Cr’ 3 (5l e3a81rg P<1 3 A3 3t334 SF .r*13h3st6si1ke-s t’ cjons",s -01 � �1" 

1*3333fl33331 
3*2315333 EL.’4’V 13t34383$ �< :? .,1 8i:3tłk133 -: , <’("3-41 e3 3 5 h:stmri ct1romo*3433 1.1< 34cer t- 133 ,<t3*3333, ’FVF3ir- 83SAS (<ESflt11*l333233t4’3. 17 ’olro J15t)2ftlk, 1.srGd r 7*3rt tfl3’ %*<43c * 

.3SS.41.333 3r3*mu3thetap3, I 833 3 443 3 3’,.’ 3 33 3< 3 $ ’4"-’ 8>ts’m15313 3J3*33%’S333 (8.s 

3. 3l3313*t33*231533lgt3 3
 3 4. g;.,�31s ’-.i2iX-’3-isk’5:. :x <. ,’<s:<’:ss:s (..2 



4. S3 A3).t ’E1k �d’-; 32 :1 ’’3° inU1’tr3 1h31p’Y �’,: be. 

3’ 3 3 3t80 lIt vs.   

W . r . ) th_ 4 tpnt hnL 38 lIlt 

1 tt 33 .3 I3’. r 13 <S d’e he 
I III Ut ho 33 3L U I I I UI II I )l)" 11* 1 30 3k’.  

Ic t 34t.3 3U 1 3 :1 33 3 tll<’. ._\ 3) 31 .. .I St<3) I r * * 3c& ’1i.0 

iI* 13313(3 \V31 .’,3ig-. ’<7th’3 13: U CI 3). lU’1ti (131 tMI;.3 t3U .b(t1Ix1C.11I.xy. 

a ’. 011 It." S.k. 334T3’1... cIt 431 1 
. 

3333 3. 
p3)3-3 sxx 

.3 t*.t 3A3I3’.3 .tUd c,3t3 I\ 31131 t ’.13 t< 1 
fl.3)33  

fl’3._,l’ I S ..cI 1 Ii �’ ’ l..34S- 31’t)’3t k {3c 3c k4 ,3c Ut .313 SIJI (t14fl c 31  

r 

11 L*) .1 k1.3t,1 ’1)fl3U341 *13 33 3 333 ’ I It 3I31 333 33 .333cI *31 343 th’ ) 
1.3k. t .... fl3 tlt(. ’*11 ) I’J V*U, U U 1 t tttt,. I th pi .IsL it* 3. h 33 

- 3t t i*.2 t 3 k (’. \t..4.’h,, 33’j 3 s._ ’ ni dcl tflt(I t I 3*31*331 3’. S.’k  

U 8 3,.t.,I ’$’ t’. 3 ..fl  3’ 3.. 333 i’c 33 

P. s ..r Ic pi.. 
4t’l’ ’.3 ’1c I 48 Ik i-c I t jI8 crU\ p <r 33 .c31 I tt.dt. t’.33.tLl \S c. 1543.1 I) 3 h.c I 

3 T 3 33) 31t"  13 3.."  

rU 3 Itt. , 3’.}."U fl3tU 133 4’,’. (1 kJ e349. p..1.c.31I9 4) 3 U3 4c.lc.t.lc. ,)3:3tl3 

ht c**itI i’’ 11 U "3 ) It )3 3’3c3k33 333 3 ’.S rip s’lU Sc 33 3...’ 3.. fr.  
33 13...  r"I53  

¶ 314 3 

1.i!1

333 3tt 31 l).c (UI 33 33 11 53 3 4* 9 31’) It 333 4t l333.. I 1"3c41 II,... 

1333.1  0145-"5,. 

I 3 33 3 c h 3c ’) 1 3’. 3 1 33 1 39 r % flu t. c 3’\ 33 

.413 33 4 t 3 3 3’ 1I *EtI 3. *1 13 3 p 3Uc3) ’311 3)43.. 10"31 3,33C31 ))’t I 3)’U’18 I’ 31311 

3X.’3t1i<,-- .r3.3V.3.)1.4’133$ 3.i13. 9. ,.t.I3 533.1 13C 3o<i*3 11U133.)oel 

31 U3c’cr 433U. 35 Ut .4... 3)3’. 3 1. *t< 3. lb ’4% ,933. 4..’t. *11’.  

I 31 1 It 4 c 3 1t 93J 33 3’ 
...

 I31 

).’ c< I 33\ It’ll" 313 311*. 1I ’.I’I 1333 1’ s}t lc39r,3. 4:3 l}"t.’ "Ic 1191 I 1.c 333’1 

<’3 1 311.3 3331 3) 4 3 3,t43’.33 i.3t* ts3’ S 343 t.13t. I

 

1--% p’tl’. U) .t) 3:rot4 3 1.1313CU ;..A.- 

1’.C� It’ .. -1l(.)l.. 3’iyt3133 "Ld L2(133.3Ul38tC3343.l333. the ( .*i4r(ksn a..w.v he 

-.4 INTERMITTtNT YMPTOM$ ’ H, 

* ** att.3*ietamlne .’.. . 3-1381341 
. :s)o:netants 

S I 
TtI, 33l*3dS 

....-...--. a................ fd sit-oil" 0 COOKY, j ?s*j3 - * Short term etefl3131 ttn entthtmine’t 

i* *tpt’433lt 33otle33.du’3t m1te 
�1 3It 3)3t3 3,33.33333311 

if 

PrtI t3o’ rf 3net3ot 

3*,. t 3)’.t. * < 13 c, ’ts’3’ er�ttity’ ottl* pte*m* o natc’11i a,.3ome33es 
3%C’3I’4l::’3 c31.3.3CIU3IU’3,.: r*93, hroUU s3tti3tE. 

:3 33t 34. ’3.-1 3433 :tr33u43, 33 S;3$tixo3) ’. � 33:’. 



�
 .......................... .; .... ................ 

i: r� nnecy, 3<r 1N*i *n ’ v:3:t,kk, 

tbi?h r L3fl lu f u3 u I U 31h*3 ’*3t *fl 3 I * r d 
3.  TRW l 

\I3r,. r! t 1 31 s ,’1flft3, 3 tU it d ip t. fl .t it’ 3 *1 I3 I 1 330*3 ’’ 

* Il *c 1s rtr ’ix*p t3 ’ 3 lj t 3:I,jt 3’ tjjt S 1.}’I38? 3)A 13t lii l *t 
lIt s 3lT$Ih\ 3’3t. d*.*t.s t. llv 31’ 3 c I t3I1ht i.. it Tft tk 3.. t It it 3 c1i It I 9 

t r *.n on r o1 U I p I3.0 I . II k 9 I9 . 9btI3*I 3t 

th..1c I It 3 39* ni’ I 
h. *. ** I h. tO I d3 i.I.t 133 313 )1t3 

ftet3 9kt 
�i33cd. RA R. a ft It thh �itip.. cb �pi fti iQt 

V( 33* ft. O I 3 IL.I. S3 t ln\ tt4t *O*% ci j9l.*t 3I1. 33 3’s. \ 3’JI33 ( I ’ 3 c’ *3 lIt ft I cc 

333I h 3’3t. pt.t.3 %11S*. Ir. lb h p tft*3 iaMr a  

1. ’t  al! c... 4nd .3a* 3hi,1h3ps 
id ilifiti A. 3C*3*Idg}3 n 1F \h’wd fw he 

i pr k i 3AS I ftld ft *1*,. l*vft 

71 Ib In 4 30 1’ 1 33E ft -j3 ’dk *3 
31:. k cjr* Ii Ui 31 c 13 ’lIt h31ftI fl K,3.33’i’33tI3S I t *’1d I’4 431t t$ 

V4 33s. l HIT  3 $t )13rr13 3II r L*i1 ’I *t 119 3 3u33* *1 ft b$ s..31tt1T  

413 *3 ,3’ Ps 93 ’}* JI’ I Ii).? r ’43’u. & sfl 3331: ’1 1 I 3" ’ 3tl’_ 1I 3t) 1U*’333 *" 1>id-J,3 *J’* 1J%1 34_ftjl. 5 3ft 31 
) 1 ’ I TI 1 * IIU all 3’ Il s3 311k l\’L}’k)U* 3tl’* I s n*Dt’tIi 3%it tM  

*3Q 

4 It 4313 n I It * 3 3IILI’.hIU *313. ’.3 811 1(31 t*33 1*, ft .){k’t " ’*31  

. ’I 3 Ps t tii 01 3o .’flct . r 3i* c W13391 Ii )*& 3r.tI 43* r*:.1 .itft,* SIt 3311 31"3 33  

81 . tnt I McsItslt..Ps *33 Ifl1S!’fl4f 33FF13ISI3t ttlSsl\ Ht8 It US 

hI L.tl Itt U d3Ift3U tPti" (11$ ’4 p*rl 31 3l :.t n tb 3 33131114 333’ 11*3 S It t. 

>5 3*3 5*3031) *3) h3*9 ’It s3Iftfl’ 9 1’ IL p4)lkll OSI:. (.’s )’1’r8 3’b3t13 .4)lI48’t. I 3I..33’fl tbt. 11L**(S’ 
+ *1Psc3’31* 3 *’ o’ *ht n ’ I t*r. .3**t.s .y’ frl3 I 13l, 1 1 n 

133’ 33 11*13 43 1 
’ ,h ’*Iild bt (3318’sl(k*td *Itt.*:.t 3Il3 *3 . 1’ t ** h. }t r ht t:. St3td 

lt ft 3133 3* 33 311C I :31’ 13*’ 1 519u’III I 

to* 3bt3L,i 12 f33k)13’8I’ 3*I 83.’Z’ 33)1311*1* 1* 5331 i 
193113 18351 

3111*13. shI’I3 3St*j *3}I 3134. 31913 )Sl3tI3’ ’SItrI3:lg.  l 

SIR *:b:at ckes. ft(sl Pip 31&3 3s . 33..ciICæ3t1 .. iti>nth& .n*I �):ht: ul nd i3:3I:t3 019 31t13ri33g .ft 

:v**II ’*l3 1*33.’ fl *S 333. 11.s.. u. I 3’I.t 81 Intll*othi..r 33) l. UnnItli’. fr 
343’5 t91tTc QJ3313ci3’3 I’. s’**...,.l*t 31 3 PIll3. *33- t’* 1333 ’1 3’....tI I sI 131 3*:s.. ’It 31 

ii3ro 9no1.hrftpy 1 C0.*Ik*rtL .T1i ill1413CK3fl 13if ftIiI.hgfl.38 .1: 133 lXi’ftI di*t’: bk:sd.� 

...>eel

sls! g 

� 
_x 

Pro*l*3f 
41MHC CL** n 
yi 

:..Activated
...., 

WT �i:. 

iT 

P"I1k.  

:A.ti?tt.Tht*33i 1331 3533 I*’Ipy 



- . . �:. 

3 ’i3 14d 34 *4k3EY.:. 1t 3i31 3Y 
1 U 1(33 S " 4 4 31 \ ..Al fl 3 nI I t4cW *(3..’.*. 2 <1 I rd .134 

33 3kitt.it3*tv.:. *Ii3i13 
313 3 34 33 343 32i’ I 3 Vi IL_Il 1( ’.6-Mil ’ Rh nt* hdat3’-s*i "3*3*3 

.;oJI1*3t*I 4c 33 3’’. 2IU ._ I k$ 4..-34..33 3I.3tfi3* 33 $33_93 I 

* xs’ vo ’ 

b lIlt. 3 13*C, *d 3’it .fd3 L,**w.. vs: rt,10’.’3 4.3331 331,.3 3, or at ’, 11 3334 

33 .3 4’ Y1 3t.3.3,34. 33 4..3 334 183’  

WIA ..l . 3 1(tv’ 33*3*.161. It d*/’.li *hcc * \’l 41 *2&"3 flI I I 3 41 *34 s I t L I T333tfll’ 11 I h ’ IepUtt tfl 3.3* *3334. * ’4. 4*3 3 3 211 

1I3.* 3. .. q c. 3 
311 S Ic ’44 3) 

*’Mp1 34. I ’.3l*i 34 ’ 3’ 

3fl33 313 344434 
._ I ’. Ut. 8.3 ’L 134 13 t 

243 3 I *p *’. * 13 Is {o 333*34 I 33.3 3 J. 

L13  

.  * 

32  S 34. }3t’1u1d t..JUçcflt\ 

’. 4çq.,3 1L*’* b. 321’.. /53 
4 33S. \’ 

3 33 313314 (0) I ’.te. A-ANstt il’. I *81 

3’.fll 13131 3.4.3 34 3 * tJ 
I3 

’ 31 

341314 
*3 15 III I 33* 34 33 ( 3"2’.34’ ? Lan. a r4, 3’. 4 2 .41 

53. 

1443’. 
3 31 t..$11 ’. 24’111 . st U 3ls 

3)3 
t Rick. &3 I 

33)1 
I’* 4k 4’ 354 3 

4 
4} 131 t 3l4.1l I3tJ* 38 4. 414.4.333)4., 

,JPI, ,c 3 233 .1 1,tl33k33 S UI 1" S,\ 31., PA314.. Uj S: 3fl 43 5’3 * o I 1’. 

4 S’s’.3. ’$ 233 4.’ 3 ,.* i 2* i’.. 3 I.1:1 3 hIt t’ W 1’ 

113*133 13 
"lIt 333 ’, 3V3’.3l’. 4($ 333349 44 p ht1 3 1 33 



0 

-sis and Management of Rhinitis. 
lete Guidelines of the Joint Task Foru 
tdice Parameters ’in AHergy, Asthma 
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his docunent contains complete guidelines for diagnosis and management of 
itis doveloped by the Joint Task Force on Practice Parameters in Allergy, 
mia and inmunology, representing the American Academy of Allergy, Asthma 
lmmuno ogy, the American College of Allergy, Asthma and Immunology and 
Joint Comcil on Allergy, Asthma and Immunology. The guidelines are coin-
tens ive and begin with statements on clinical characteristics and diagnosis of 
rcnt for us of rhinitis (allergic, non-allergic, occupational rhinitis. horn-tonal 

itis [pro, nancy and hypothyroidism], drug -induced rhinitis, rhinitis fr>m f’oxt 
tslion), and other conditions that. may he confused with rhinitis. Recommenda-
S on pati nE evaluation discuss appropriate use of hislory, physical examination, 
diagnosic testing, as welt as unproven or inappropriate techniques that should 
be used I Pardmeters on management include use of environmental control 
sures, pIarmacologic therapy including recently introduced therapies and tiller-
immunotherapy. Because of the risks to patients and society from sedation and 
brmance impairment caused by first generation antihistamines, second genera-
antihist mines that reduce or eliminate these side effects should usually be 

tidered I iefore first generation antihistamines for the treatment of allergic rhi-
The dpcument emphasizes the importance of rhinitis management for co-

bid con itions (asthma, sinusitis, otitis media). Guidelines are also presented on 
;ial COnS derations in patients subsets (children, the elderly, pregnancy, athletes 
patients with rhinitis medicamentosa); and when consultation with an allergist-
sunologi t should be considered. 

Am-i Allergy Asthma Immune,) 1998;81:478--518. 
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This document was developed by the Joint 
Task Force on Practice Parameters in Allergy, 
Asthma and immunology, representing the 
American Academy of Allergy, Asthma and Irn’ 
munology (AAAA1), the American College of 
Allergy, Asthma and Immunology (ACAAI) and 
the Joint Council on Allergy, Asthma and Im-
munology. The AAAAI and the AACAAI have 
jointly accepted responsibility lb; establishing 
these practice parameters. Because this docu-

ment incorporated the efforts of many partici-
pants, no single individual, including those who 
served on the Joint ’lask Force. is authorized to 
provide an official interpretation of this docu-
ment by the AAAAI or ACAAI. Any request for 
information about or an interpnnation of this 
document by the AAAAI or AC A! should he 
directed so the Executive Offices of the AAAAI. 
ACAA1 and the Joint Council on Allergy, 
Asthma and Immunology. 

*This parameter was developed with Dr. 
Nicklas in his private capacity and not in his 
capacity as a medical officer with the Food and 
Dreg Administration. No official support or en-
dorsement by the Food and Drug Administration 
is intended or should be inferred. 
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Pharniacologle Therapy 
32. Pharmacologic management 

should be considered in relation 
to the etiology and pathophysi-
ology of the condition. if it is 
possible to anticipate the onset 
of symptoms, eg, seasonal rhini-
tis or rhinitis triggered by spo-
radic exposure, initialing prophy-
lactic use of medications may 
lessen the impact of such expo-
sure on the patient. 
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33. ’Oral anthistamines are effective 
in red c’  symptoms of itching, 
sneezing and rhinorrhea and 
are first line therapy for treat-
ment of allergic rhinitis. How-
ever, or 1 antihistamines have 
little objective effect on nasal 
congestin. Antihistamines re-
duce syiiptoms of allergic con-
juuetivits, which are often asso-
ciated 4th allergic rhinitis. 

ITIT es with sdaæon/ner1orrnance 

34, Sedatiot and performance lin-
pairmet are undesirable and 
potentially dangerous side ef-
fects of Ilirst generation anlihis-
tamincs Consequently, second 
generaton antihistamines that 

are 

ass elated with less risk or 
no risk for these side effects 
should v sually be considered be-
fore se ating antihistamines for 
the tree ment of allergic rhinitis, 
and are even mandated in some 
segmen s of the transportation 
industi Studies have demon-
strated that many patients may 
not p9ceive performance un-
pairme3t that is associated with 
first g4ieration (classical) anti-
histamx?i  in the majority of 
states atien1s taking sedating 
antihisamines are legally con-
sidered"under the influence of 
drugs. 

114 
verse ca 

under

eflŁcts of some 
seond 2e11  ration antihistanines 
3L Some lder non-sedating anti-

� histam nes such as astemizole 
and  let fenadine (the miter with-
drawn from the US market in 
1998)i tay cause prolongation of 
the ’e interval that may lead 
to the ventricular arrhythmia 
torsad tie pointes especially 
with verdose, administration 
with c rtain concomitant medi-
cation (eg, some macrolide an-
tibioli s, azole anti-fungal 
agents, and in the presence of 
severe Liver disease. 
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Although many chemical mediators of 
inflammation play a role in producing 
the various symptoms and signs of al-
lergic rhinitis, there is strong evidence 
that histamine is a mediator of major 
importance in this disorder. Once re-
leased from mast cells and basophUs, 
histamine dilates blood vessels, in-
creases vessel permeability, and stim-
ulates sensory nerve endings and re-
flexes through the parasympathetic 
system that cause glandular secretion. 
Fiistainine given intrariasally can re-
produce all the symptoms of allergic 
rhinitis (sneezing, pruritus, rhinorrhea, 
blockage  and therefore, H, hista-
mine receptor antagonists (ie, H, anti-
histamines) are generally effective in 
controlling many of the symptoms of 
allergic rhinitis. Antihistamines are 
less efficacious (if at all) in other forms 
of rhinitis (eg, vasomotor, infectious), 
thereby making it important to estab-
lish a correct diagnosis before initiat-
ing therapy. 

A major limitation of the use of the 
first generation (classical) antihista-
mines has been sedation. However, 
second generation antihistamines have 
been developed that in recommended 
(loses significantly reduce or eliminate 
this problem. The availability of these 
second generation antihistamines has 
greatly improved the usefulness of an-
tihistamines as pharrnacotherapeutic 
agents since patients who otherwise 
would avoid antihistamine therapy due 
to sedation, can now utilize them and 
obtain significant benefit. 

l’Lhanzsm/pharmacokine tIcs. Both 
first and second generation H, antib is-
tamines are pharmacologic antagonists 
of histamine at the H, -receptor site and 
act by competitively binding to the H, 
receptor, thus blocking the 1-li re-
sponse. Certain 1-1,-receptor antago-
nists have metabolites that are active 
and as relevant, or even more relevant, 
than their parent compound (eg, bra-
tadine, terfenadine, astemizole, hy-
droxyzine).2 in addition to being antag-
onists of histamine, some of the second 
generation antihistamines may inhibit 
release of mast cell and basophil in-
flammatory mediators resulting in anti-
allergic and anti--inflammatory effects. 

Some of this action may be de to the 
ability of some, but not all, antihista-
mines to prevent release of histamine 
after antigen challenge.’ 

Oral antihistamines are readily ab-
sorbed, with peak serum concentra-
tions usually occurring within 2 to 3 
hours after a dose. The metabolisir, of 
all first generation and several second 
generation antihistainines is via the he-
patic cytochrome P450 system. Clear-
ance rates of U, antagonists are quite 
variable (2 hours to 10 days) but gen-
emily, serum elimination half-lives are 
shorter in children than in adults, 
longer in the elderly, but in all ages 
serum half-lives are less than their du-
ration of bioactivity. In studies of the 
ability of antihistamines to suppress 
histamine- or antigen-induced wheal 
and flare reactions, teak suppression 
by antihistamines usually occurs 5 to 7 
hours after an oral dose. Histamine 
suppressive effects can persist for up to 
24 to 36 hours and longer (eg. by-
droxyzine. ceirizine), even when se-
rum concentrations of the parent coin-
pound have declined to their lowest 
limit of detection, probably secondary 
to the presence of active metabolites 
and/or high tissue drug concentra-
tions.2 Astemizole is unique in that it 
binds to peripheral Hi -receptor sites 
with far greater affinity than do other 
Hi-receptor antagonists. As a result, a 
single dose of astemizole produces se-
rum and tissue levels that 1)CiSt for 
days to weeks, with skin test suppres-
sion noted to last up to at least 6 

weeks .4 
Clinicalfficacy. Oral antihista-

mine., are capable of decreasing all the 
symptoms of allergic rhinitis (especial-
ly sneezing, itching, and nasal dis-
charge) but are Least efFective in reiiev-
lug nasal blockage. Numerous first 
generation antihistamines are available 
over-the-counter or by prescription. 
All first generation antihistamines be-
long to one of 6 different chemical 
classes based on their specific side 
chain substitution. There generally is 
little difference in clinical efficacy 
amongst these classes, although chior-
pheniramine (alkylamine class) and 
hydroxyzine (piperazine classi have 

50i 
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ssing and treating rhinitis. A practical guide for Canadian 
!clans. Proceedings of the Canadian Rhinitis Symposium. 
nto, Ontario, Canada. January 14-15,1994. 
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11VES: Rhinitis is an extremely common health problem in Canada and is a heterogeneous 
er, which may manifest with a variety of different clinical presentations and secondary 
ications. This document Assessing and Treating Rhinitis: A Practical Guide for Canadian 
ians has been developed to assist family physicians and specialists who assess and treat 

?ts with rhinitis and its complications. OPTIONS: This guide provides an overview of the 
genesis and key clinical features of the different types of rhinitis, as well as diagnostic tests that 
ailab1e. Management strategies including patient information, pharmacotherapy, 
tnotherapy, and the role of surgical therapy in the treatment of rhinitis and its complications are 
ved. OUTCOMES: Symptoms of rhinitis have variable effects on our patients’ health, ranging 
minor irritation to significant morbidity with loss of time from work and school. Although the 
physiology of many types of rhinitis is unknown, an accurate diagnosis is necessary, since not 
,es of rhinitis will respond to the same treatment measures. EVIDENCE: This guide is an edited 
Ar of presentations and discussions held by specialists in allergy, clinical immunology and 
yngology who participated in the Canadian Rhinitis Symposium in Toronto, Ontario on January 
d 15, 1994. VALUES: The value of a given diagnostic test or treatment option was determined 
Ion the clinical experience and opinions of the specialists at the Symposium and a review of the 
ure. BENEFITS, HARMS AND COSTS: This document was designed to provide an overview 
most effective clinical approaches to the assessment and treatment of rhinitis. The clinical 

rient of the practising clinician, however, must always be incorporated into any diagnostic or 
)eutic decision. RECOMMENDATIONS: An accurate diagnosis of the type of rhinitis is 
sary for treatment success. In treatment, all patients, regardless of the type of rhinitis, benefit 
education concerning their condition. Each patient requires a customized approach to the 
gement of their rhinitis, which may include pharmacotherapy, immunotherapy, and surgical 
y. VALIDATION: This guide was developed by the faculty and reviewed by the participants at 

anadian Rhinitis Symposium. As might be expected, these experts with different areas of 
st and from different countries did not always have complete congruence of opinions. We 
ie, however, that this guide is a fair representation of the prevailing opinions expressed by the 
osium faculty and participants. SPONSOR: The Canadian Rhinitis Symposium, as well as 
ical support and assistance in manuscript preparation by the staff of Core Communications, 
funded by an educational grant from Glaxo Canada Inc. 
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REPUBLICA DE COLOMBIA 

NOTARIA 33 DE BOGOTA D.C. 

ESCRITURA PUBLICA NUMERO: 1 6 5 8 

- - MIL SEISCIENTOS CINCUENTA Y 0db - 

FECHA DE OTORGAMIENTO: CUATRO (4) DE 

I1WTfl - - - - J - - 

- 
. 21gj.4A1(ircuL)d 

tim 
EL ANO DOS MIL DOS (2002). ---/- 

;Bog" nsl quo so hs (to 

I 
CTO:  

PODER ESPECIAL. -------------- 

LAFRANCOL S.A., co NbTARIT VEINTISS 

90.301.463-5 

 

a favor de: JOSE LUIS REYES VILLAMIZAR, con C.C.No. 

179.152.473 de UsaquØn - Bogota. --------- 

DIANAIZ LOPEZ  

NOTARIA TREINTA Y"RES (33)’DE BOGOTA D.C. 

EN LA CIUDAD DE BOGOTA, DISTRITO CAPITAL, 

DEPARTAMENTO DE CUNDINAMARCA, REPUBLICA DE COLOMBIA, 

ANTE MI, DIANA BEATRIZ LOPEZ, - - - - - - 

NOTARIA TREINTA Y TRES.  

DE ESTE CIRCULO SE OTORGA LA ESCRITURA PUBLICA QUE 

SECONSIGNA EN LOS SIGUIENTES TERNOS: ----------

COMPARECIO: JUAN MARIA RENDON, mayor de edad, 

vecino de Bogota, D.C, identificado con la cØdulade 

ciudadanla nümero 17.125.100 - - - - 

E::pedida en Bogota - - - - - - 

I manifesto: ---------------------------------

PRINERO: Que obra en sucarÆcter de Representante 

Legal de en nornbre y representaciôn de LAFRANCOL 

S.A, sociedad comercial organizada y existente 

................conforme a las leyes colombianas, con dorl."i 

sedeprinc.pal n Cali Valle, 

escritura pThlica nümerc I 
i AEL NO TIENE cOSTO ALGUNO PARA EL UUARI 1. 1 



K5De la Notaria 

De fecha 

Reformada en distintas oportunidades, segün consta 

en el certificado expedido por la CÆmara de 

Comerc.io de Cali - Valle. ----------------------

SEGUNDO: Que en tal carÆcter, pot estepüb1ic1 

instrumento, concede PODER ESPECIAL, PERO AMPLIO Y 

SUFICIENTE a JOSE LUIS REYES VILLMIZAR, mayor de 

edad, vecino de Bogota, D.C, identificado con 1a. 

cØdula de ciudadanla nümero79.152.473 de UsaquØn, 

abogado en ejercicio, portador de la T.P.No. 446 55 

del C. S. de la J.  domiciliado en Bogota, D.C, 

Republica de Colombia, con dirección en la carrera 

17 No. 88-23, Oficina 205, do. la misma ciudad, Como; 

Isu representante con poder especial, amplio 

suficiente, para obtener la protección los 

derechos de propiedad ind\istrial y de libre 

competencia de Lafrancol S.A., a cuyo efecto lo 

autorizo, par que nos represente ante cualesquiera 

Øntidad o persona, ejerza o no jurisdicción, 

especialmente ante las el orden adrninistrativo, 

contencioso, administrativo y judicial, en todo lo 

concerniente a los _siguientes/asuntos-----y/---

a.- Obtención, formulacion de oberservaciones y 

oposición a patentes de invención, modelos y dibujos 

industriales y el registb de licenclap de uso de 

esos derechos. ----------/--------------/________ 
b.- Las acciones de oposición’ cancelaciôn, 

r nulidad,medidascautelares, concesiôn de licencias 

y en general los procesos civiles, penales, 

administrativos o contencioso- administrativos 

relacionados con estos derechosa u otros de 

diferente naturaleza, acciones y prccesos que 

D 

0 



a o 

4;#"AA  
671 

�.prornueva Lafrancol S.A., o se 

promuevan contra esta y 

4ft. go 
:r;:a :::m:::,

 los 
a:t:: 

los terminos seæalados por los 

artIculos 42 y complementarios 

.e la decision 486 de la Comunidad Andina como del 

rtIculo 70 del C.P.C. pueda sustituir este 

andato, transigir, conciliar,admitir los hechos del 

Droceso, desistir, cancelar, recibir, renunciar y 

atificar los actos de agentes oficiosos y cede a 

itulo gratuito y/o oneroso, licenciar, inscribir 

contratos de cesiOn y de licencia, inscripción de 

prendas, levantamiento de endas, inscribir 

derechos de retención y en general todos los asuntos 

que se deban tramitar ante la Superintendencia de 

Industria y Comercio.-_________________________ 

Manifestainos que de la veracidad de las 

declaraciones del contenido y autenticidad de los 

documentos anexos en Øste instrumento p(thlico solo 

resporidemos los comparecientes.�
__  

HASTA AQUI LA MINUTA PRESENTADA 

OTORGAMIENTO I AUTORIZACION: Leldo el presente 

instrumento Püblico por los comparecientes y 

advertidos de la forrnalidaddesu contenido, dentro 

del tØrmino legal, lohallaron conforme con sus 

intenciones y loaprobaron en todas sus partes y 

firmaron junto con la Suscrita Notaria quien da fe y 

lo autoriza ----=  � ..-- .- - -.---.-.� -. 
-- ....--- .�-. -- ..�-- 

Se utilizaron las hojas de papel Notarial 
-
/ trs 

AA 8567146, 8567152.  

C. � !. . . : 

� r-. , 

’�) -. 
�-�-
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I DERECHOS NOTARIALES: $ 49.600.00  

RESOLUCION No. 4188 del 28 de Diciembre del 2001 

YJUAItT I/IA RENDON / 

ETJ i/3o;oPc 

flLZARANGOL S. A. 

Nit. No. O. 

L:cc 

ACEPTO : 

JOSE LTJIS REYE.S VILLAMIZAR 

C.C. No.._.I45.(433 

TEL: Z)-03 I 

--

DIANA BEATRIZ LOPEZ 

N0TARIA33DE BOGOTA D.C. 

CONk (FOTOCOPIA) 
a.  

tomada  su original que e oxpide cufore al 

...............ArtfcuIo79dc1Dcqrto 960 d3 1g70 

haja3 fitileacon stx 

1772/79 

. 

-......................--- - 

1o4rIo V tMs-dcf Cuto ire 
hgo cOfl9tr, quo ecta cop. 

con ortInI qua sG hm preaezdo 
80900 D.C. - CoffibW. � - 

2 9, ill-C 2005 

O SAVER RODRIGUEZ 
NOTPIO VEINTISEIS 

\LJ 

V�;;2f 
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----=---- --1 20 BI1 - CERTIFICADO DFEXISTENCIA 

EL.-SUSCRITO SECRETARIO DE LA C1NARA DE COME A’AMPER RODRICUEZI-
- - -- - 

NQiJO VtINTIS - 1- -- 
:---1- 

-- - 
I - - - -CERTIFICA 

/ - - 

NOMBRILABORTORIO FRPNCO-COLOMBIPNO LAFRPNCOL S .A I -- - - - DOM 
-=1 - - - 

DIREcdtON NO IFICACIObLJUDICIAL -K 146-84T 
Ul 

MATRtdtJLA ME CANTrL NRO 5233 - 4FECHA-MATRICULA 02 DE OCTUBRE DE 1958 
_IRCON EL CTRONICA echcornpras@1afran6o1 corn y miguelozada@lafranc 
FLL?DO--

CERTIFCA 

- - 

S890301463-8
 

CERTFIcA 

L ESC 
: 

ITURAThRO t434 DEL 29 DE SEPTIEMBRE DE 1958 NO IA CUARTA DE CALl 

INSCITA EN J CAMARADE COMERCIO EL O2DE OCTUBRE DE 1958 BAJO EL NRC 18319 DEL 

QLiLSOCIEDAD DENOMINADA LABORATORIO FRANCO:COLOMBIOFNcQIT:J 
- �1 -. - - - - -- - -- ------- - r-- _- - ----- --r 

CERTIFICK - ---= --- --- - 

CAi-I 
.1 0015 un LCALI - 

I4/08LI9Z636O4 
sI1oJf63zi7 

TO1fo2[r966lO3BM  

-�-=--=--’-=-=--=- - ----_’- ---,------- 8PMA fArT ___ _- 4 ,___-____-_- I__�- =-_--_-__ r-__ - 
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QBJETOSOCIAL OCUpAE UCIONY1 VENTA-EW EL TERITORIODL 
- EPUBLICA DE COLOMBIA= 0 POS .D -VACUNAS, PRODUCTOS 

T 1 

-QUIMICOS, FARMACEUTICOS ALIN TICI IOE-:CpSMETICOS TYFIS0L0GIC0S, REACTIVOS, 
ANTIBIOTICOS PABA USO--HU NO ERINAROtPRODUCTOS DIETETICOS, COLORANTES DE 

- PEREUMERIA Y AFINES B)- L& REPRESENTACIO DECASASFABRICANTESNACIOMALES 0 EXTRANJERAS - 
:DEESTOS MISMOS PRODUCTOS CJRIc2I0 IMPORTACION, - DISTRIBUCION y yENTA DE - 
CUALESQUIERA- TIPOS DE PRODtJCT0S1TERN -LAREALIZACI0N DE TODOS LOS ACTOS, 
CONTRATOS, CONVENIOS,- LOS FINES?ANTES INDICADOSEN:1 
DESARROLLO DE SU OB-JETO- SOCIALTPGDRAX OCIEDAD ADQUIRIR Y VENDER BIENES: RAICES YI 
MUEBLES, DARLOSY TOMARLOENARRENDANIE OGARNT-IZARCON-HIPOTECA SOBREnLOS BIENES_ 

1-RAICES 0 CON PRENDASOBRELOSBIENEMO ES BLIGACIONES- A CARGO DE LA -SOCIEDAD, DAR 
CIBIR --Ar- MUTUO : COMERCIAIDIE CELRLIIOSONTRATOS COMERCIALES:DE: CAMEIO-EN 

ISJES 

CER11FiCA T-- - 

1SAMBLEAGENERAL-DE ACCIONISTAS f- 24 tr’jUNTA 
Z. 

TENDRAUNaREVISpR FISCAL. :-
- -tt -tn---tt: 

- - - - - - - 

-10 MISALL INHEDA -E LASOCEDAD, 
ONOOCIOSSOCIALES 

PA ODSF1E1Eff DoT-ANOsEELEGrsLE 
PORE’LLA ENCUALQUIEREMPf 

I 
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-- tIt–HjCERTHICA 
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-DEcLARION-D-UN iGRUPQEMPR RLiEN=ELCUAL: CONSTA:..  

:Z- ORATORIQ . FR NCO COLOMBIANO LAFRANCOL S.A.- - -.. 
TYOMICILtO -c 1r-
:NACION4IDAD COLOMBIANA - 
ACTIVIDD A) LA FABRICACION, DISTRIBtJCION Y VENTA EN EL TERRITORIO DE LA REPUBLICA DE 

CoLOMB1 0 EN E11-EXT.RANJERO DEJ CUALESQUIERA TIPOS DE VACUNAS, PRODUCTOS -QUIMICOS, 

I-FARMACEjJTICOS  FISTOLOGICOSjREACTIV0S, ANTIBIOTICOS PARA OSO HUMANO Y VETERINARIO, 

CPRODUCS DIEETIOQLORANTES DE PERFUMERIA Y AFINES B) LA REPRESENTACIQNpECASS 
JERAS DE. ESTOS MISMOS PRODUCTOS C)- FABRICACION,: - 

ORTAION,ISTRISOI(Yt-VENTA DE CUALESQUIERA TIPOS DE PRODUCTOS VETERINARI D):5 

‘LOSOS ACTOS C0NTAT0S ,CONVENI0S ,- DIBECTAMENTE RELACIONADO&CON 

LOS 5u -OBJETO SOCIAL- PUEDE LA S0C1EDpADQUIR-

1ND-BIENRAICESYUEBLES, DARLOSY 2OMARLOS EN ARRENDP1NIENTO, GABANTI N - 
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BEGrsTRozuNIcQ DE CONTRIBENTEZ&5Q8- 
zDOICILIOAVENIDA JAVIER PRADOEE829MAGDAI 

ACTIVIDAD.:-PRINCIPAL:. DISTRIBUCIONiYTCOMERCIALIZj 
Htibm 

1-PRESUPUESTO DE CONTROL 

HSUBORDiNADA:: 
MzRa:Dz:DocuMENTo 

DoMICUOI2i21 
- ACTIVIDAD PRINCIPAL DISTR.13 IUCT 

JPVESTO: DE:CONTROABORAT 
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