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FUNDAMENTOS DE LA OPOSICION:
1 Causal: Incumplimiento de requisitos de patentabilidad (Titulo 1I, Capitulo I, Decisién 486 de 2000). Se violan los

articulos 1

, 16(las patentes de invencién deben ser nuevas, tener nivel inventivo y ser suceptibles de aplicacién industrial),
1 ‘ { una inyencién tiene nivel inventivo si no es obvia para una persona versada en la materia) 20-d (los métodos
té apéuticos o quirdrgicos para el tratamiento humano o animal, asf como los métodos de diagnéstico aplicados a los seres

humanos o a animales) y 21.

Justificacién: VER ANEXO




con brse en los fundamentos de hecho y de derecho que me permito exponer a

conftinuacion.
Il. LEGITIMO INTERES

Asiste a LABORATORIO FRANCO-COLOMBIANO, LAFRANCOL S.A. legitimo

interéls, para presentar esta oposicion, pues la eventual concesion de /lgzé’olicitud
restringiria injustificadamente el ,eﬁipleo de ciertas sustancias y composiciones
farmacéuticas carentes de nivel inventivo, en detrimento de sus legitimos intereses

comerciales y de la libre competencia.

Il. | FUNDAMENTOS DE LA OPOSICION

La solicitud en tramite 05-053-234, que reivindica el uso de la sal dihidricloruro de
levogetirizina en el tratamiento de la rinitis alérgica persistente, la rinorrea, la
obstruccion nasal, la comezo6n nasal, el estornudo y el prurito ocular, con una dosis
diaria de alrededor de 0.0005 mg a 2 mg de dicha sal por Kg de peso carece por
completo de nivel inventivo, y ain de novedad, como se demuestra con los

siguientes argumentos:

> BRara cualquier persona medianamente versada en la materia es obvio que la
formacion de sales de los farmacos permite obtener cambios en la
biodisponibilidad de los mismos, en especial en principios activos donde la
previa disolucién en fluidos acuosos (como en el caso del fluido gastrico) es un
fi

actor limitante en la posterior absorcion de dicho farmaco. Asi las cosas, no se

uede pretender proteger mediante patente la formacién de una sal como el
ihidrocloruro de un farmaco, en este caso de la levocetirizina, pues como se
mencioné anteriormente, la formacion de sales de farmacos se encuentra
Heccnocida con bastante anterioridad en el estado de la técnica, se emplea
axtendidamente en la industria farmacéutica y por lo tanto, no supone nivel

nventivo de ninguna indole.

» De otro lado, la solicitud en tramite pretende reivindicar de forma independiente
(en distintas reivindicaciones) el empleo de la levocetiricina para tratar la rinitis
alérgica, manifestada especificamente por la presencia de prurito, irritacion

nasal, estornudos, rinorrea, congestion nasal, picor en la garganta, ojos, oidos




y edema alrededor de los ojos’. Con lo anterior en mente, es necesario anotar
que el uso de antihistaminicos de segunda generacién, grupo al que
cofresponde la levocetirizina, en el tratamiento de la sintomatologia de la rinitis

alérgica es conocido y ha sido ampliamente divulgado en la literatura cientifica,

alligual que la caracteristica distintiva del principio activo en cuestion, de no
presentar los efectos adversos que en el sistema nervioso central pueden
ocasionar los llamados farmacos de primera generacién. De lo anterior dan

cuenta las siguientes revelaciones bibliograficas:

e EFFECT OF CETIRIZINE, LEVOCETIRIZINE, AND DEXTROCETIRIZINE ON
HISTAMINE-INDUCED NASAL RESPONSE IN HEALTHY ADULT
VOLUNTEERS?

Background: Cetirizine, an effective H1-receptor antagonist, is a racemate mixture
of i o enantiomers: levocetirizine (R enantiomer) and dextrocetirizine (S
enantiomer). Methods: To investigate the pharmacologic activity of the two
ena”tiomers of cetirizine, we conducted a randomized, double-blind, four-way,
crossover study to assess the effect of treatment with 5 mqg 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
increasing doubling concentrations (from 0.25 to 32 mg/ml) of histamine in both
nostrils. Nasal resistance was measured by passive anterior rhinomanometry
(PAR), and changes in histamine threshold were calculated together with the
absolute number of sneezes after each challenge. Results: Both levocetirizine and
cetirizine significantly attenuated the histamine induced increase in _nasal airway
resistance 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
concomitantly increased the histamine threshold by fourfold (from 8 to 32 mg/ml),
compared with placebo. Sneezing was also attenuated by both levocetirizine and
cetirizine. However, these antihistaminic effects were not seen with
de%ﬂirocetirizine. Conclusions: This study shows a similar activity of levocetirizine
and cetirizine on the inhibition of histamine-induced increase in nasal resistance,
ﬁffcatiggihat the antihistaminic properties of cetirizine are probably attributable to
levocetirizine.

' Assesing and treating rhinitis. A practical guide for Canadian physicians. Can Med Assoc J 1994
151 (suppl):1-27 . hitp:/www.cma.ca./cpgs/rhinitis/.

2 Effect of cetirizine, levocetirizine, and dextrocetirizine on histamine-induced nasal response in
healthy adult volunteers. (eng; includes abstract) By Wang DY, Aliergy [Allergy], 2001 Apr; Vol. 56
(4);{, pp. 339-43; PMID: 11284803




« MANAGEMENT OF RHINITIS — THE SPECIALIST’S OPINION®.

|
: lim of the gmdelmes in the International Consensus Report on the Diagnosis-and Managenient
iinitis was to 4id general practitioners (GPs) in the treatment of mild or moderate cases of
nal allergic rhinitis (SAR), perennial allergic rhinitis (PAR} and non-allergic thinitis. After the
3{&2@:55? of allergen avoidance, GPs have several medicutions al their disposal. For mild or
sional symgtems ﬁ‘f SAR an oral Hy-antihistamine or topical antihistamines or chromones are

, oms, 4 topical nasal steroid ean be used with or without an oral Hy-
mppammtézi if nm&ary with 2 t;apm;@l antihistamine or chromone eyedreps. For

h ’uid ba aﬁw&eﬂ an haw to mmz NiZ ‘thﬁis ex;pasm:e to hausevdust mﬁe (HDM}‘

e used. For persistent s;fmﬁmms, 8 wpml nasal mmxé is ady ed, possibly supple 1
f' lamine. For non-allergic rhinitis, irritant factors should be identified and avoided if
i 0] 1 or: ml damng&stam can bﬁ ased f@r mtem&teni symmnms Topxcal tpratml.;smm

i it gmée}m ;;rcm&e 4 vahuable guide o both the GP and the specialst.

3

anagement of rhinitis—the specialist's opinion. By: Cauwenberge, P. Van. Clinical &

Expérlmental Allergy, Dec98 Supplement 6, Vol. 28, p29, 5p; (AN 6103107)




DIAGNOSIS AND MANAGEMENT OF RHINITIS: COMPLETE GUIDELINES

This document contains complete guidelines for diagnosis and management of
initis developed by the Joint Task Force on Practice Parameters in Allergy,
na and Immunology, representing the American Academy of Allergy, Asthma

munology, the American College of Allergy, Asthma and Immunology and

the T Council on Allergy, Asthma and Immunology. The guidehines are com-

hemsive and begin with statements on climcal charactenistics and diagnosis of

g gnas‘m: msung, as well as unproven or mapproprmte techmques that should
ters on management mclude use of envnmmental control

{chiidren. the eldexly, pregnancy, athletes

immunologist should be considered.

!

Por|si lo anterior no fuese suficiente para demostrar la carencia de Nivel Inventivo
de la solicitud en curso, es necesario destacar el amplio conocimiento del uso de

—_—

la Ivoceterlzma en el tratamiento de la sintomatologia de la rinitis alérgica, de

con onmdad con las revelaciones incluidas en los siguientes documentos:

e | a publicacién internacional WO 94/006429 publicada el 31 de Marzo de 1994
y titulada “COMPOSITIONS FOR TREATING ALLERGIC DISORDERS USING

,(-) CETIRIZINE.” Revela:

* Djagnosis and Management of Rhinitis:Complete Guidelines of the Joint Task Force on Practice
Parameters in Allergy, Asthma and Immunology. Mark S Dykewicz, MD,i Stanley Fineman, MD,
MB ,§ Editors David P Skoner, MD, Chair, Workgroup on Rhinitis Richard Nicklas, MD\; Rufus Lee,

; Joann Blessing-Moore, MD; James T Li, MD, PhD**; | Leonard Bernstein, MDt1; William
Be ger MD, MBAZ1; Sheldon Spector MDS§S§; and Diane Schuller, MD,\\ Associate Editors. Ann

Allergy Asthma Immunol 1998;81:478-518.
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(57) Abstract

Yecep

or antagonist. The compou
econd generation of H, histamine receptor antagonists
hich generally offer some significant advantages
eyond the first generation compounds. The

dvantages include (1) less sedation, (2) little
nticholinergic activity and (3) longer duration,
yhich improves patient compliance. In addition to
eing competitive inhibitors of histamine at the end
rgan site, second generation H, histamine inhibitors
pppear to have cother anti=-allergic pharmacologic
mechanisms which have led to their use in bronchial

3

(...)
The preseﬁt invention encompasses a method of

treating the symptoms of seasonal and perennial
' which comprises

INn need of such symptomatic

ring to a hu
relief therapy,
pharmaceutically acceptable salt thereof,

(...)
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The term Ytreating the symptoms of seasonal and
erennial rhinitis" as used herein means treating,

alleviating or palliating such conditions, and thus

roviding relief from the symptoms of

,| frontal

ronjunctivitis, pharyngitis

insomnia, eustachian tube obstruction, and the like.

()

or
le salt thereof" refer to

The
"a pharmaceutically acceptabl
salte prepared 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,
camphorsulfonic, citric, ethenesulfonic, fumaric,
gluconic, glutamic, hydrobromic, Il
isethionic, lactic, maleic, malic, mandelic,
methanesulfonic, mucie, nitric, pamoic, pantothenic,
phosphoric, succinic, sulfuric, tartaric acid, p-
toluenesulfonic, and the like.

(...)

De la misma manera, en el capitulo reivindicatorio de la solicitud internacional

en mencion se describe:




5, The method of claim 4 wherein the amount
ministered is from about : to about 20 ng per

Y.

9. The method according to claim 2, wherein
cetirizine is administered as a

11. An antirhinitie

for the treatment of a human in need of

r which comprises an amount of (-)

Como puede verse, la anterioridad en mencién revela por lo menos desde
1994 absolutamente toda la materia que se reivindica en la solicitud
colombiana en tramite, especificamente en lo referido al tratamiento de la
sintomatologia de la rinitis, formas farmacéuticas que contienen levocetirizina o

o~

(-) cetirizina o sus sales farmacéuticamente aceptables entre las que se
prefiere la sal clorhidrato y el régimen de dosificacion diario del medicamento,
tal como se encuentra contenido en el capitulo reivindicatorio de la misma,
circunstancia que demuestra la falta de nivel inventivo, y atn de novedad, de la

solicitud 05-053-234.

Por ultimo, y si estuviéramos ante la ausencia de una revelacion textual del uso
de Levocetirizina en la rinitis alérgica persistente, es necesario resaltar que el
capitulo reivindicatorio de la solicitud colombiana en curso se encuentra dirigido

al uso de una composicion, lo cual es inaceptable a la luz de la Decisién 486.

6l
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En e}ecto, a la luz de la normativa subregional resulta inaceptable pretender
| atribuirse exclusiva sobre un “Uso”, categoria no incluida en el concepto de
| “Productos o Procedimientos” que establece el articulo 14 de la Decision 486 de
I 2000, Lo anterior, ademas, en consonancia con la reiterada interpretacion de la

SIC ﬁobre este punto.

Sin prrjuicio de lo anterior me permito hacer notar que auln si los usos o métodos
terapéuticos fueran permitidos en nuestro medio, éstos deberian cumplir
neceruLariamente con los requisitos materiales de patentabilidad, novedad, nivel

Inventivo y Aplicacién Industrial.

Aunque a la ausencia de ellos nos hemos referido ya, cabe desde ahora anotar
que el ultimo resulta de imposible cumplimiento, en tanto la reproduccion industrial
del uso separado, combinado o secuencial de medicamentos para tratar ciertas

patologias es del resorte de la profesion médica y no de las actividades

industriales.

Asi las cosas, y con fundamento en los argumentos expuestos a lo largo del
pres-Hente escrito, respetuosamente reitero la solicitud para que su despacho se
abstenga de conceder el privilegio de patente solicitado, y ordene en

congecuencia el archivo del expediente respectivo.

Iv. FUNDAMENTOS DE DERECHO

Son fundamentos de derecho el Capitulo |, articulos 14 16, 18, 20-d y 21
(RePuisitos de Patentabilidad e improcedencia de patentabilidad) y el articulo 42
(Oposiciones) de la Decision 486 de 2000.

V. | SOLICITUD DE PLAZO EXTRA PARA SUSTENTAR LA OPOSICION

En |desarrollo de lo dispuesto por el articulo 42, inciso 2° de la Decision 486,

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

|

sustentar la presente oposicion. Para los anteriores efectos, me permito anexar la

constancia de pago correspondiente.

!

‘r
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}Short communication
‘ t of cetirizine, levocetirizine, and dextrocetirizine on
mine-induced nasal response in healthy adult volunteers

und: Cetirizine, an effective Hy-receptor antagonist, is a racemate
1 of two enantiomers: levocetirizine (R enantiomer) and 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 increasing doubling
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The role of histamine has been well documented in the
pathophysiology of allergic airway diseases (1-3). An
increased understanding, over the last few decades, of
the pathogenic role of histamine in allergic diseases has
been gssociated with the development of specific and
highly|efficacious H,-receptor antagonists for sympto-
matic relief of allergic disease, particularly seasonal and
perennial allergic rhinitis and urticaria (4-6). The H;-
receptpr antagonists, generally called antihistamines,
have proadly been classed into two categories, the
first- and second-generation antihistamines. The first-
genergtion antihistamines have been associated with
central nervous system and anticholinergic side-effects,
partichlarly sedation and impaired psychomotor activ-
ity (7), and are therefore not much used currently. In
contrdst, the newer second-generation antihistamines,
such 4s cetirizine, loratadine, and fexofenadine, exhibit
fewer|sedative and anticholinergic effects and have a
rapid jonset of action, making them ideal for sympto-
matic|relief of the allergic disease.

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 cnantiomer) 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

33



Wang et al.

mofe than five cigarettes a day or had a history of allergy or
hypersensitivity to piperazines. They did not take any medication,
except oral coptraceptives during the 2 weeks preceding enrollment.
Allvolunteers/gave written informed consent prior to the study. This
stuHiy was approved by the ethics committee of the university
hospital, Free University of Brussels (Academisch Ziekenhuis, Vrije
Unlversiteit Brussel), Belgium.

Stde design
Tﬁ s was a rapndomized, double-blind, placebo-controlled, four-way,

crgssover study. Each volunteer was entered into a randomized
scI.edule to [receive a single dose of 5 mg levocetirizine, 5 mg

dextrocetirizine, 10 mg cetirizine, and matched placebo. Four hours
after each intake, all subjects were challenged by nasal aerosol
application ‘:&ith increasing doubling concentrations (from 0.25 to
32 mg/ml) offhistamine in both nostrils. Nasal airway resistance was
measured by|passive anterior rhinomanometry (PAR), and changes
injjhistamine Ibreshold (concentration that induces 100% increase in
unlilateral nasal resistance at the baseline) were calculated together
with the absplute number of sneezes after each challenge.
iTo minimjze the influence of the existing conditions of nasal
obstruction 4nd nasal hyperresponsiveness to the control solution, a
standardi protocol for PAR and histamine challenge was
intained fhroughout all visits (12, 13). An inclusion criterion
s appliedi to all volunteers who had a baseline nasal airway
resistance of] <2.8 Pa per cm®/s that did not increase by more than
% from baseline value after application of the control solution.
(fnges with control solution and increasing doubling
ncentrations of histamine were then performed. Volunteers who
emonstrated a 100% increase in nasal resistance at histamine
ncentrations of <8 mg/ml were randomized to receive the study
ntedication. |[n our experience, most healthy volunteers are eligible by
his criterio ). If the volunteers were disqualified by this criterion at
apy treatment visit, they were withdrawn from this study.
" Volunteers were assessed for general well-being and any adverse

a{rway resistance (unit==Pa par cm®/s; n=24 heaithy volunteers)

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 cm’/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 em’/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/ml were
purchased (from HALAB Allergy Service, Brussels, Belgium) and
equilibrated at 30°C. The control solution (diluent of histamine
solution). was composed of g-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 acrosol 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

‘ ble 1. Compgrison of effect of treatment for 4 h with 10 mg cetirizine, 5 mg levocetirizine, and 5 mg dextrocetirizine compared with placebo on histamine-induced changes in nasal

l Nasal airway resistance Pa par cm’/s

Friedman test' P

‘ 'Global evaluition with Friedman test.

|| T005<P<q.10
[|*0.025 < P<I0.05
**0.01 < P<[01.025
0,001 < A< 0.01.

340

‘ istamine congentration (mg/ml) Placebo (median) Catirizine (median) Levacstirizine {median) Dextrocetirizine (madian)

1 0.78 079 0.76 084 0831
|2 094 083 0.83 094 0.099
} 4 1.12 0.88 087 112 0.047
{ | +@ | '

| 8 144 1.01 1.1 126 0.03!
| | |

16 182 114 147 136 0.002
| ey
| I |
| .
7 z.irn 1.?1 129 208 0002
‘ - 13
‘ (33 I J

|"When global| evaluation was statistically significant (P<0.05), two-by-two comparison of treatmant was dona. Only comparisons with P<0.10 are mentioned in tables:

48
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Antihistaminic properties of levocetirizine

Table 2. Comparison of effect of treatment far 4 h with 10 mg cetirizine, 5 mg levacetirizine, and 5 mg dextrocetirizine compared with placebo on histamine threshold cencentration, based
o

on frequency

of volunteers demonstrating 100% increase in mean nasal resistance (n=24 healthy volunteers)

Number of volunteers

Histamine threshold concentration (mg/ml) Placebo Cetirizing Levocetirizine DBextrocetirizine
05 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 1 4
Median of hjstamine threshold concentration 8 32 32 8

Results of camparisons

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

64 mg/ml.
Friedman test

Glabal evgluation P=0.001
Two-hy-two |comparisons
Levocetirizing vs dextrocetirizine 0.025 < P<0.05
Levocetirizing vs cetirizine P>0.10
Levocetirizing vs placebo 0.01 < P<0.025
Dextracetirizine vs cetirizine 0.05 < P<0.10
Dextrocetirizine vs placebo P>0.10
Cetirizine vs placebo 0.025 < P<0.05.

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

Statistical analysis

The sample size was estimated by a power calculation done on the
basis of gj previous study (data on file). On this basis, it was estimated
that, aftdr treatment with active drug, at least 24 volunteers were
required )to detect a significant doubling in histamine threshold at
90% power level with an alpha error of 5%; consequently, 28 eligible
individuals were recruited into the study to allow for dropouts.

All dd4ta were expressed as median values, and the overall
significatice of changes in histamine threshold, nasal resistance,
and the fumber of sneezes resulting from any treatment was assessed
by the [Friedman test. Multiple comparisons between all pair
treatments were performed with the normal approximation of the
multiple \comparison procedure based on the Friedman rank sums
test (16).|All statistical tests were performed with the SAS” statistical
package(Version 6.08) on an IBM-compatible microcomputer. Two-
sided tejts were used, and values of P<0.05 were regarded as
significant.

Results

Of the 28 volunteers recruited into the study, results for
four s?bjects were not included in the overall efficacy
analysfs. One subject suffered from an episode of
bronchitis after visit 4 and prior to receiving the last
treatment at visit 5, and therefore did not complete the
entire study protocol. The other three subjects, despite
the fapt that they were eligible, failed to react to
histamine, showing a histamine threshold concentration
of >32 mg/ml at every treatment visit. Their results
were tll erefore considered to be not evaluable, and these
volunteers 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/ml 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 on histaming threshold concentration

After treatment with placebo, 16/24 (67%) subjects
demonstrated a histamine threshold concentration of
<8 mg/ml. Treatment with cetirizine, levocetirizine,
and dextrocetirizine decreased the number of subjects
demonstrating a histamine threshold concentration of
<8 mg/ml to 7/24 (29%), 5/24 (21%}), and 13/24 (54°%),
respectively. The histamine threshold concentration
was significantly increased fourfold from a median
value of 8 mg/ml after treatment with placebo to a
median value of 32 mg/ml 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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Wang et al.

Total number of sneezes
>

Placebo

il}{duced sheezes.

(P<0.05)] more effective than dextrocetirizine in
increasing the histamine threshold concentration. A
omparison between cetirizine and levocetirizine, how-
ever, did tPOt show a significant difference between them
([Table 2).

m

ffect of tregtment on sneezing

ig. 1 shows the effect of individual treatment on the
umber of sneezes induced by histamine challenge.
'reatment with either cetirizine or levocetirizine sig-
iﬁcantlylu(P<0.0l) reduced histamine-induced sneezes,
ut not treatment with dextrocetirizine as compared to
lacebo (P >0.10).

N ]

== S ===

kvaluation of safety

There was no special report on health-related problems
r disconyfort (i.e., drowsiness, fatigue, and dry mouth)
used by study medications among the volunteers.
nly ong subject reported an adverse event of

lr-onchiti . yv.hich occurred 8 days after treatment

tudy, and the volunteers were interviewed 4 h after

F‘

n this study, levocetirizine 5 mg and cetirizine 10 mg
appeared| to be comparable in their antihistaminic
;Ectivity. They significantly attenuated histamine-

esult of %fe study drug. However, this was a single-dose

¢ of the study medication.
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Cetirizine

Levocetirizine  Dextrocetirizine

‘l * = one subject

17J igure 1. Effect of treatment for 4 h with placebo, 10 mg cetirizine, 5 mg levocetirizine, and 5 mg dextrocetirizine on histamine-

induced increases in nasal airway resistance by almost
50% over placebo at the maximal concentration of
32 mg/ml. 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 respomse. 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
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preparations of levocetirizine at a dose of 5 mg may be
useful in the management of seasonal and perennial
allergic frhinitis in the future. In addition to its
antihistaminic property, levocetirizine at the single
dose of 5 mg was well tolerated by the volunteers, who
did not quffer from any side-effects in this study.

In conclusion, this study demonstrates that the
antihistaminic properties noted for cetirizine in the
managernent of secasonal and perennial allergic rhinitis

Antihistaminic properties of levocetirizine

Further studies are required to substantiate these
findings in patients with ongoing seasonal and perennial
allergic rhinitis.
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Dlgnc SChh stler, MD, ||| Associate Editors

l

This docuiment contains complete guidelines for diagnosis and management of
thinitis developed by the Joint Task Force on Practice Parameters in Allergy,
Asthma and Immunology, representing the American Academy of Allergy, Asthma
ang Immunciogy, the American College of Allergy, Asthma and Immunology and
the| Joint ,(sL cil on Allergy, Asthma and Immunology. The guidelines are com-
propen: sive ahd begin with statements on clinical chaxactcmnw and diagnosis of
crent forns of rhinitis (allergic, non-allergic, occupational rhinitis, hormonal
sitis {preguancy and hypothyroidism], drug-induced chinitis, rhinitis from food
gestion), apd other conditions that may be confused with rhinitis. Recommenda-
1s ou patient evaluation discuss appropriate use of history, physical examination,
1 diagnostic testing, as well as unproven or inappropriate techniques that should
noi| be used| Parameters on management include use of envirenmental control
ures, pharmacologic therapy including recently introduced therapies and aller-

get immuno| herapy. Because of the risks to patients and society from sedation and
performance| impairment caused by first generation antihistamines, second genera-
tion antihistpmines that reduce or eliminate these side effects should usually be
considered Before first generation antihistamines for the ireatment of allergic rhi-
ument emphasizes the importance of rhinitis management for co-

nitfs. The d
morbid conditions {asthma, sibusitis, otitis media). Guidelines are also presented on
special cousjderations in patients subsets (children, the elderly, pregnancy, athletes
and patients jwith rhinitis medicamentosa). and when consultation with an allergist-
ingrunologist should be considered.

Ann Allergy Asthma Inununol 1998;81:478--518.

PRINCIPAL REVIEWERS: Jean A Chap-
Alten D Adinoff, MDD hanes M Baraniuk, MD; man, MD; Robert A Nathan, MD; John Santilli,
Robert J Dopkhormn, MIE Willian Dolen, Jr, MD; Michael Schatz, MD: and Betty B Wiy,
MDD, Howard M Druce, MD; Marianne Frieri, MD
MID, Fal); Moty iar 1 P Galing, MD; Leon Greos, MDDy, This document was developed by the Joint
Ahlrede A Jalowayski, PhIy: Craig F La Force, Task Force on Practice Paramesers in Allergy,
Ml Eli O Mpltzer, MD; Robert M Naclerio, Asthma and lmmunology, representing the
M1; Keith M Phillips, MIy; Gordon Raphsel, MD; American Academy of Allergy, Asthma and Im-
Mighae! Schatp, M1 Michael § Schumacher, munology {AAAALL the American College of
MEBBS; Hnwz%d § Schwartz, MIY; Tommy C Alcrgy, Asthina and lmmunology (ACAAL) and
Sinn, M1¥; Chelter T Stafford, MU, William W the Joint Council on Allergsy, Asthma and m-
Storms, MI); Michael § Tronolone, MI; Mi- munology. The AAAAL and the AACAAL have
chdel § Weleh)|MD: Chester C Wood, MD; and jointly accepted responsibility for establishmg
Rabert § Zeipdy, MD, P these practice parameters. Because this docu-

CONTRIBUTORS: Donald W Aaronson, MD,
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ment incorporated the efforts of many partici-
pants, no single individual, including thos: who
served on the ot Task Fores, s authorized 0
provide an official interpretation of this ducu-
ment by the AAAAL or ACAAL Any request for
tnformation abour or an interpretation of this
document by the AAAAL or ACAAL should be
divecied to the Eaccutive Otfices of the AAAAL
ACAAL and the Joit Council on Allergy,
Asthma and lmimunology.

* This pamaeicr was developed with Dr.
Nicklas in his privaie capacity and not in bis
capacity as a medical officer with the Food and
Drug Admipistraticn. No official suppott or en-
dorsement by the Food and Dirug Adminisiration
is intended or should be inferred.

I Division of Allergy and Immunclogy, De-
partment of lnternal Medicine. Saint Louis
University School of Medicine, St. Louts, Mis-
souri; § Diepartment of Pediatrics. Emory Uni-
versity School of Medicine, Ailants, Georgis;
€4 Departments of Pediatrics & Otolaryngology,
Children’s Hospital of Fitisburgh, University
of Pittsburgh School of Medicng, Fitshwgh,
Pennsylvania; i Department  of  Medicine,
George Washington Medical Center, Washing-
wn, DO Departments of Medicine & Pediat-
rics, Stanford University Medical Cepter, Palo
Alw, California; ** Dopartment of Medicineg,
Mayo Clinic & Medical School, Rochester, M-
nesota; ¥ Departments of Medicine & Environ-
mental Health, Univer ..xty of {xm innatt Coltege
of Medicine, Cincinnai, Ohio: £ Depariment of
Pediatrics, Division of Allergy md Imnusioiogy,
University of California College of Me dicine,
livine, Califeinia; §§ Depariment of Medicine,
University of California-Los Angeles, Loy An-
geles, Califoria: i Diepartment of Pediatrics,
Pennsylvania State Umvcrsxty Mifton S. Her
shey Medical Coilege. Hershey, Pennsylvania.

The Joint Task Force has wade an intense
effort to appropriately acknowledpe all conirib-
wtors fo this parameter. f any contributoss are
inadvertenily excluded, the Task Force will in-
sure that appropriate recopmtion of such contri-
butions is subsequently made.
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reach| high ievj ls in poorly maintained
homes and apartments. Eliminating
cockfioaches requires careful sanitation
such| as not dllowing food o stand
open| or remain on unwashed dishes,
promiptly wipjng up food spills and
storing garbage in tightly closed con-
taingrs. Use 07' “roach traps” has been
advacated singe these permit removal
of th allergen! containing bodies of the
insedts. 1€ the infestation is heavy,
howr:ver, repgated applications of in-
secu‘cide by &) professional extermina-
tor or changjng homes may be re-
quirjld

Miscellanepus and non-aflergic fac-
fors| A host|of other environmental
factprs may incite or worsen rhinitis.
Agents produ%ing occupational asthma
by ﬁgE-depef dent mechanisms com-
moJ ly triggey nasal and ocular symp-

tomps. Becavye asthma may be more
| . debllitating, | occupational rhinocon-
| jundtivitis isfoften ignored. Measures
| o gontrol secupational asthma usually
‘ ational rhinitis and will

been attfibuted to iritants eg, to-
co smoke, formaldehyde, perfume
other strpng odors, and newspaper

ersons display increased
"to environmental tobacco

smpke.!” ¢ headache, nasal and
chdst symptoms do not appear to in-
volve IgE. / voidance of passive to-

bagco smoiﬁc is mandatory for such
ients. The capacity of formaldehyde

‘ sults in 1gf 1o formaldehyde-protein
copjugates dnd this does not correlate
vjah clinicyl symptoms.'!* Since re-

B *ratory syinptoms generally occur at
concentratiqns well above those at
which the odor of formatdehyde is de-
tegtable, it is unlikely that formalde-
hyde would{be an unsuspected cause of
rhinitis. Pjrl‘ume and newsprint are

claimed to clicit symptoms in some
iinitis sufiferers. The mechanism is
meertain but felt to be imitant® If
nblesomg, avoidance s indicated.
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Pharmacologic Therapy

32. Pharmacoiogic management
shonld be considered in relation
te the ectiology and pathephysi-
ology of the conditive. If it i
possible to anticipate the onset
of symptoms, eg, seasooal rhini-
tis or rhinitis triggered by spo-
radic exposure, initiating prephy-
lactic use of medications may
lessen the impact of such expo-
sure on the patient.
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Antihistamines
33. Oral antihistamines are effective
‘ in reducing symptoms of itching,
|eneezing and rhincrrhea, and
are first|line therapy for treat-
lment of| allergic rhinitis. How-
ever, oral astihistamines have
Ilittle objective effect on nasal
‘cangesﬁ . Antihistamines re-
‘ duce symptoms of allergic con-
junctivitis, which are ofien asso-
! ciated v«thh allergic rhinitis.

Ismﬂ es with sedation/perforniarce
zmpazrmw'f
%4‘ Sedation snd performance im-
| pairment are undesirable and
‘poteﬂtia: y dangerous side ef-
| feets of first gemerativn antibis-
| tamines) Consequently, second
generation antihistamines that
are assqeiated with less risk or
no risk| for these side effecis
should ysually be considered be-
I| fore sedating antiliistamines for
| the treatment of allergic rhinitis,
‘ and are| even mandated in some
i segments of the ¢ransportation
| industry. Studies have demon-
" strated [that many patienis may
! mot perceive performance im-
\ pairment that is associated with
‘ first ge eration {(classical) anti-
I bistamines. o the majority of
‘ states, paticnts taking sedating
‘ antibisiamines are legally con-

sudered' “under the influence of

‘ drugs.]
Adverse candiac effects of some
second gengration antihistamines

35. Serme plder non-sedating anii-
histamines such as astemizole
and terfenadioe (the Intter with-
drawn | from the US market in

verdose, adminisiration
riain concomitant medi-

igs, azole  anti-fengal
agents), and in the presence of
severe|liver diseage.

SRR

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 o this disorder. Once re-
leased from mast cells and basophils,
histamine dilates blood wvessels, in-
creases vessel permeability, and stim-
ulates sensory nerve endings and re-
flexes through the parasympathetic
sysiem that cause glandular secretion.
Histamine given intranasally 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 fonms
of rhinitis (eg, vasomotor, infectious),
thercby making it important to estab-
lish a correct diagnosis before initiat-
ing therapy.

A moajor imitation of the use of the
first genemtion {classical) antihista-
mines has been sedation. However,
second generation antihistamines have
been developed that in recommended
doses significantly reduce or eliminate
this problemn. The availability of these
sccond generation antihistamines has
greatly improved the usefulness of an-
tihistamines as pharmacotherapeutic
agenis since patients who otherwise
would avoid antihistamine therapy due
to sedation, can now utilize them and
obtain significant benefit.

Mechanism/pharmacokinetics. Both
first and second geoeration H, antibis-
tarnings are phannacelogic antagomsts
of histamine at the H, -receptor site and
act by competitively binding to the H,
recepior, thus blocking the H; re-
sponse. Certain H;-receptor antago-
nists have metabolites that are active
and as relevant, or even more relevant,
than their parent compound (eg, lora-
tadine, terfenadine, astemizole, hy-
droxyzine).” 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.

R R
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Some of this action may be due to the
ability of some, but not all, antihista-
mines to prevent rclease of histamine
after antigen challenge.?

Oral antihistamines are readily ab-
sotbed, with peak serum concentra-
tions usually occurring within 2 w0 3
hours afier a dose. The metabolisim of
all first gencration and several second
generation antihistamines is via the he-
patic cytochrome P450 sysiem. Clear-
ance rates of H antagonists are quite
variable (2 hours to 10 days) but gen-
erally, serum elimination half-lives are
shorter in children than in adulis,
longer in the elderly, but in all ages
serum half-lives are less than their du-
ration of bioactivity. In studiecs of the
ability of antihistamines to suppress
histamine- or antigen-induced wheal
and flare reactions, peak suppression
by antihistamines usually occus § to 7
hours after an oral dose. Histamine
suppressive effects can persist for up to
24 1w 36 hours and longer {eg. hy-
droxyzine, cetrizine), evea when se-
rum concenirations of the pareat com-
pound bave declined to their Jowest
limit of detection, probably secondary
to the presence of active metabolites
and/or high tissue drug concentra-
tions.” Astemizole is unique in that it
binds to peripheral H;-receptor sites
with far greater affinity than do other
H,-receptor antagonisis. As a resuli, a
single dose of astemizole produces se-
rum and tissue levels that persist for
days to weeks, with skiu test suppres-
sion noted to last up to at least &
weeks.*

Clinical efficacy. Oral  aotibista-
niines are capable of decreasing all the
symptoms of allergic rhinitis {especial-
ly sneezing, itching, and uasal dis-
charge) but are least effective in reliev-
ing nasal blockage. Nomerous first
generaiion 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
litle difference in clinical efficacy
amongst these classes, although chios-
pheniramine {alkylamine class) and
hydroxyzine (piperazine classy have
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Assessing and treating rhinitis. A practical guide for Canadian
physicians. Proceedings of the Canadian Rhinitis Symposium.

Tor?nto, Ontario, Canada. January 14-15, 1994.
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[No authors listed]

OBJECTIVES: Rhinitis is an extremely common health problem in Canada and is a heterogeneous
disorder, which may manifest with a variety of different clinical presentations and secondary
complications. This document Assessing and Treating Rhinitis: A Practical Guide for Canadian
Physicians has been developed to assist family physicians and specialists who assess and treat
patients with rhinitis and its complications. OPTIONS: This guide provides an overview of the
patho]fgenesis and key clinical features of the different types of rhinitis, as well as diagnostic tests that
are ayailable. Management strategies including patient information, pharmacotherapy,
imm%;otherapy, and the role of surgical therapy in the treatment of rhinitis and its complications are
revie,J ed. OUTCOMES: Symptoms of rhinitis have variable effects on our patients' health, ranging
from/minor irritation to significant morbidity with loss of time from work and school. Although the
pathq#physiology of many types of rhinitis is unknown, an accurate diagnosis is necessary, since not
all ty‘pes of rhinitis will respond to the same treatment measures. EVIDENCE: This guide is an edited
review of presentations and discussions held by specialists in allergy, clinical immunology and
otolaryngology who participated in the Canadian Rhinitis Symposium in Toronto, Ontario on January
14 and 15, 1994. VALUES: The value of a given diagnostic test or treatment option was determined
baseﬁi on the clinical experience and opinions of the specialists at the Symposium and a review of the
literature. BENEFITS, HARMS AND COSTS: This document was designed to provide an overview
of t '{e most effective clinical approaches to the assessment and treatment of rhinitis. The clinical
judgment of the practising clinician, however, must always be incorporated into any diagnostic or
thereyipeutic decision. RECOMMENDATIONS: An accurate diagnosis of the type of rhinitis is
necessary for treatment success. In treatment, all patients, regardless of the type of rhinitis, benefit
from education concerning their condition. Each patient requires a customized approach to the
man‘jagement of their rhinitis, which may include pharmacotherapy, immunotherapy, and surgical
therapy. VALIDATION: This guide was developed by the faculty and reviewed by the participants at
the Canadian Rhinitis Symposium. As might be expected, these experts with different areas of
intefest and from different countries did not always have complete congruence of opinions. We
believe, however, that this guide is a fair representation of the prevailing opinions expressed by the
Symposium faculty and participants. SPONSOR: The Canadian Rhinitis Symposium, as well as
technical support and assistance in manuscript preparation by the staff of Core Communications,
were funded by an educational grant from Glaxo Canada Inc.
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