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Summerry
Experimentol doto demonstrote thot mite ollergy is.chorocterized f/ persistent chronic inflommotion. This. s1Sg,ests thot long-

term continuous treotment moy be included in ihe globol strotegy of 
.oflergy 

monogement os recently reported. Moreover, most

of ollerqic subiects show polysensitisotion.
W"-;;;i;.bd';rdy ;T#tt'g"te *Èuthet o long-term cetirizine treotment moy reduce the occurence of new sensitisolions

in children with mite ollerqv.
rtt i, i tuauwos init iJlU'J"""6t"-Ulind, rondomized, ond plocebo-controlled, with two porollel groups of t0 children with míte

ollerov réceivinq eithér cetirizine or plocebo doily. All children could ossume cetirizine os rescue medicotion (i.e. symptomo-

ri.ìrÉltrfii.  n;;; ;;;ih-;, p.rrirtr 
"i."niiníously-treoted 

children decided to continue the treotment for 3 yeors. Other

subiects continued to ossume cetirizine on symptomotic bosis.
Àil :iìffi ;";;;;;t;;.rì""V f.iU*"a f.r l,tÉl=iJ v"ort. outcome meosure *os skin prick test, yeorly performed. cetirizine-

.oniinuoutlv-treoted sroup rho*"d o significont lower incidence of ne* sensitisotions.(P = 0.002).,
In conclusión, cetiriziie odministered doily for prolonged p-eriod-s (i.e. 3 yeors) moy decreose the development ot new sensr-

tisotions in monosensitised children, sho*ing o'potentiol effect of tertiory prevention of ollergy.
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Allergic rhinit is ond osthmo ore the mosl common lgE-
r"diot"d diseoses ond their prevolence is stil l increo-
sing. Moreover, on ossociqtion between osthmo ond
olleigic rhinitis is frequenily observed, os well. os the
notuiol history of ollergic potients is commonly cho-
rocterized by the phenomenon of polysensitisotion (l ).

The ollergic reoction is not o short-lived phenomenon,
but rothèr o dynomic process chorocterised by on
inflommotory response (2). lf exposure to the cousol
ol lergen persists, ol lergic inf lommotion is invoriobly
detected in sensitised individuols, even when the
potient is osymptomotic (the so-col led "minimol persis-
tent inf lommotion" - MPI) (3).

Mite ollergy is ossocioted with chronic inflommotion,
ond clinicoi t"lopt"s ore frequently due to such other
environmentql foctors os virql infections. This would

exploin the ossociotion between respirotory virol infec-
tions ond osthmo exocerbotions in ollergic children
(4 t .

Token together, these doto suggest thot long-term,
r"g, lo tly 

-odm 
i n i stered pho rmocologic treotment m ight

b" .oi" effective thon "on-demond" symptomotic
treotment.

Cetirizine is o highly selective ontihistomine thot exerts
ontiollergic effecis (5). Indeed, il p.revents the chonges
induced-by ol lergen-specif ic chol lenge .ond reduces
eosinophil 'ond neutrophi l  inf i l t rot ion ot the site of the
ollergic reoction (ó). Furthermore, celirizine decreoses
ICAù-1 expression on nosol epitheliol cells, thus redu-

cing the susceptibili ly of epitheliol cells to leukocyte
inf i l trot ion, ond olso controls MPI (Z).

Potients with seosonol ollergic rhinitis responded bet-
ter to continuous odministrotion of cetirizine thqn to

symptomotic treotment (8). More recently, we demons-
tioted thot long-term cetirizine treoÌment reduced olier-
gic symploms ond drug prescri t ion in chi ldren with
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mite qllergy (9). Moreover, the ETAC study indicoted
thot continuous ontihislominic treotment exerted o pro-
phyloctic effect on the osthmo onset in otopic children
( t  0 ) .

These findings prompted us to investigote whether
continuous long-term treotment with cetir izine might
reduce the onsàt of new sensitizotions in ronor"nìiti-
sed children with respirotory ollergy.
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STUDY DESIGN

This wos initiolly o rondomized, double-blind, plocebo-
controlled study with two porollel groups of l0 children,
rondomly coded prior to the study, receiving either doily
cetirizine or plocebo for six months. Cetirizine (orol
drops) wos prescribed ot the recommended dosoge (i.e.
5 mg/doy). The plocebo wos indistinguishoble in
oppeoronce ond loste from the octive product. All
potients were ollowed to ossume cetirizine (5 mg/doy)
os symptomotic drug when needed. Thus, plocebo-
group could be considered os symptomoticolly treoted.

This study oimed to evoluote phormocoeconomic issues
ond hos been olreody published (9). The study wos
opproved by the Ethics Committee of the Deportment of
Internol Medicine. Porentol consent wos obtoined for
oll children. The study storted in October 199ó ond
ended in Apri l  1997, ot which t ime rhe double-bl ind
key wos reveoled. Then, porents of continuously-treoted
children spontoneously decided to continue treotment
for further 30 months, since perceived good results with
this treotment. Other children continued o symptomotic
use of cetirizine for the some period.

All children were followed for the successive 3 yeors,
during this period ol l  of them ossumed cetir izine on
demond.

PATIENTS

Twenty potients (1 5 moles ond 5 femoles), oged bet-
ween 3 ond 10 yeors (meon oge ó.5 yeors), were
selected from on outpotient populotion, ond enrolled
in the study. All potients showed isoloted sensitisotion
to house dust mite, ossessed by skin testing (wheol > 3
mm, +++ or more) ond RAST (closs l l l  or higher). The
potients suffered from perenniol rhinitis ond/or from
mild intermittent osthmo.

Asthmo wos cl inicol ly diognosed occording to GINA
criterio (1 1) ond, when possible, spirometry wos per-
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formed in chi ldren old enough to col loborote. No chi ld
suffered from onotomicol olterotions of the upper oir-
woys, immunologic deficiencies or moior systemic
diseoses (diobetes, onoemio, cystic fibrosis, inherited
metobolic disorders). No chi ld hod o history of cor-
dioc diseose ond/or orrhythmio.

The following precoutions were recommended for
environmentol core: ollergen-proof covers for mot-
tresses ond pillows, ond no corpets, curtoins or pets in
the bedroom. Beds ond furniture were vocuumed core-
fully once or twice o week, humidity in fhe house wos
kept os low os possible ond no smoking wos permiF
ted in the house. Acoricides were nol recommended.

I Outcome of the study : the occurence of new
sensitisotions wos considered the obiective of the
study. New sensitisqtions were oppropriotely recorded
in on opposite form.

I Skin prick fesl wos performed occording to ston-
dordised ond vol idoted cri terio ( l) .  Chi ldren withheld
ontihistominic medicotion for four doys prior to skin
prick testing. A stondord ponel of ollergens wos used :
house dust mites (Dermotophogoides pteronyssinus
ond forinoel, Grominqceoe mtx, Porietorio iudoico,
olive tree, birch, hozelnut, cot donder, dog donder ond
Aspergi l lus fumigofus, using commerciol extrocts
(DHS Boyer, Milon, ltoly) in oddition to o positive (his-
tomine) ond negotive (diluent) control. Results were reod
qfter 15 min, o positive reoction being defined os o
weol diometer of 3 mm greoter thon negotive control.

I Assessmenl of newly developed sensitisq-
tion : in 1996 oll children were iust monosensitised to
Dermofophogoides os determined by skin prick test
ond RAST. Yeorly children underwent to skin prick test
by using the some ponel of ol lergens.

I Storisficol onolysis : it wos performed using -
squore test. Differences were considered significont if
p volues were < 0.05.

W#ilW'MffiW,ffi,M.W Wiír

All of the 20 potients completed the study. No signifi-
cont side effects were observed. The boseline demo-
grophic dolo were similor in the two groups.

All of the children were sensitised lo Dermotophogoides
only ot enrolment in 1996.

The number of monosensitised children is reported in
deto i l  in  f igure 1.
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Figure l .

I Continuously-treqted children 3 ot the end of
conlinuous treotment (i.e. ofter 3 yeors), only 2 chil-
dren showed polysensitisotion, with o trend of diffe-
rence in comporison with the other group (p = 0.052).
At the end of the observotionol period (i.e. ofter ó
yeors), Z children were polysensitised, porticulorly 3
children were sensitised to only two ollergenes, whe-
reos 4 children were sensitised to more thon 2 oller-
gens, with o significont difference in comporison with
the other group (p = 0.002).

I Sympfomoticolly-treqted children : ofter 3
yeors, 5 children showed polysensitisotion. After ó yeors,
9 children showed new sensitisotions. One child olone
showed polysensitisotion to two ollergens only, whereos
8 children hod polysensitisotion to more ollergens.
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It is generolly ogreed thot on ollergic reoction is sus-
loined by on inf lommotory response (2, 3). In the l ight
of this ossumption, we evidenced thot long-term conti-
nuous ontihislominic treqtment represents o beiler stro-
tegy for ollergy monogement thon the widely used
"symptomotic" treolment lB, 9, l2l.

Cetirizine is o second-generotion onlihislomine with
ontiollergic properties (5). lt is effective in controlling
inflqmmotory events, including ICAM-l down-regulo-

Toble | : Distribution of subiects'polysensitizotion ofter ó yeors from boseline. Doto ore expressed os number
of subiects sensitized to described ollergen to totol number of polysensitized subiects.
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tion on epitheliol cells (ó). Moreover, cetirizine reduces
the eosinophil  inf i l t rot ion qnd eosinophil ic cotionic
protein levels in nosol lovoge in ol lergic chi ldren (13).

On the other hond, i t  is well  known thot ol lergic chi l-
dren commonly develop polysensitisotion, os broodly
reported by Si lvestr i  ond col l .  ( tA).

Specific immunotheropy hos been demonstroted to
hove the potentiol to modify the noturol history of the
ollergic diseose with regord to the development of
polysensit isot ions ond diseose progression (. |5, I  ó).

The present study shows thot continuous long-term treot-
ment with cetirizine moy reduce fhe onset of new sensi-
tisotions in children with mite ollergy. This finding mqy
be considered the first evidence of o "tertiory preven-
tion" of ollergic disorders provided by on ontihistomine.

Consequenily, the phormocologicol theropeuticol stro-
tegy for ollergic rhinitis should be reossessed ond tor-
getted to inflommotion control, rother thon Ìo symp-
tom relief only. This could be ochieved by using conti-
nuous long-term treotments insteod of "on demond"
treotment. Cetirizine, which reduces inflommotion by
offecting the recruitment ond octivotion of inflommo-
tory cells, seems to be suitoble for the continuous
treotment of ollergy. Moreover, celirizine con exert
prophyloctic effects in noturol history of ollergic
diseoses. In this regord, the ETAC study constitutes o
cleor evidence of "secondory prevention" of ollergic
diseose ( i .e. osthmq onset in "ot r isk" infonts) exerted
by on ont ih is tomine (10) .

The ETAC study provides some lessons, concerning the
properties of cetirizine, which moy be summorised os
follows :
r prevention of osthmo in o subgroup of oero-ollergen

(i.e. grosses ond house dust mite) sensit ised otopic
dermotitis infonts ;

o the best sofety profile omong ontihistomines for
infonts ;

r reduction of high potency topicol steroid require-
ments for otopic dermotitis ;

o reduction of ocuÌe urticoriol episodes ond odditionol
ontihistomine requirements ;

o no significont effects on behoviorol, cognitive, ond
psychomolor development in treoted infonts.

Of course, our study concerns o
very little cohorÌ of ollergic chil-
dren. Thus, severol studies should
be performed on lorger potient
populotions to verify our findings.
Fur ther  conf i rms might  der ive
from studies concerning the pre-
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venlion of ollergic progression in children, for exomple
the ongoing EPAC study might be oddressed olso to
this issue.
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