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For this review, articles. on immunotherapy dosing
in pediatric respiratory . allergy were identified  via
PubMed, through congressional abstracts for 2008, in
reference lists of recont review articles, and via personal
cannunication with experes, In pediatric suboutaneous
immunotherapy (SCITY doscs shown 1o be effective,
mostly in aluminiom-udsorbed pecparations adminis-
tered overy b oweeks, eontain 20 pg of group 5 major
allergen, 12 pg Betw 1, 15 ug Fed d 1, and 5 to 20 Hg Der
| Evidence indicates that 5CIT prevents new sensitiza-
tions and asthma anset 7 years afrer discontinualivn and
reduces symptoms 12 years. afler a S-year $C11 course,
cven thaugh skin reactivity returns. Cansistent evidence
of ellect exists dor sublingual immunotherapy in pedi-
alric respirstory allergy with daily 15- 1o 25-up grass
group 5 major allergen and B wg Bet v 1. Der f doses
of ha/0.4 ug theee times weekly {up 10 27/57 pa daily
demanstrate: incansislent findings. Evidence of coffert
exisls for SCIT in pediatric allergic rhinitis and asthma
as Lreatment and prevenlive management. Bvidenee of
effect oxists fon sublingual immunotherapy in pediatric
allergic rhinoconjuenctivids and scasonal asthma. Similar
results are doubtiul far pereonial wsthma.

Introduction

For the past 140 years, the World Healch Organization has
recagnized immunatherapy as the only cansal 1reatment
for allerpie diseases, Repeated expnsnre of the ailerzic
patient g the substance thar canses the ailergy, in high
subcutaneous or sublingual doses, vads o changes

in eMector and regolatary cells and cytokines. These
changes resolt in g redueced endency af the immunc sys
tem to respond with o T-helper type 2 deviation o the
allerpen in question. Alrhough the past decade has been
marked by enormous improvemeants in the understand-
ing of the numunologic mechanisms that comprise the
hasis of immunotherapy [1%+,2,3], other aspeves of chis
treatment medality are sull oot compleely clear. One
15 the dosing of immuanotherapy extracts, This has heen
cspecially comphicatzd because allergens are biologic
subarances with varyving composition. inmunotherapy
studies have been carried out in differenr pacts of the
world with different allerpens whese potencies have
been expressed in local unirs withour ose of 2 unified
language [4=]. In this article, we toy 1o track doses ased
to the most umiversal expression of exrract porency—
micrograms of majar allergen—alchough we know this
mathod has certain drawhacks [Sas],

Merhods

A bread search wus conducted to look for articles on
nnmonotherapy  in children—subencancous  and  sub-
lingual—in which the dase of the adininistered allergen
EXIrac! was mentioned,

Seacch strategy

Four scarch steatepies were ssed b identify aecicles om
allergen wminuootherapy in children. Bar publications on
subataneous immonocherapy (SCTT), o FubMed search
wias conduceed wsing the kevwords immuoocherapy,”
“allergen,”  “hyposenstization,®  “child,”  “childcen,”
and “pediatcic” oo ddentily clinical tnals published in
the pasi 15 yeurs, For che search for arnicles on sublin-
puai immunotherapy (SLTT), the vompechensive review
an SLIT published Ly the Joing Task Fares an Soblingual
Lomunotherapy of the American Academy of Allergy,
Awthma, and bamonology (AAAA VA merican College
of Allergy, Astha, and Tenrimofogy (ACAAD [8], of
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was raken s a basis refer
Creeoher 2005, To Gnd moe recent
miblicarions on S5LIT, an idenncal MrbMed svarch was
cotducted adding 1he keyword “sublingual. ™ Sccand, ¢he
search was aupmented by scanning references of Idertical
arcicles and reviews, Third, the mas up-to-date informa-
fen was added by searching che absrraces from the 2008
annual meeting of the AAAAL ar from the 2008 4nnual
meeting of the European Avademy of Allergy and Clinical
Imrunalogy, Froally, some ariicle and abstract wurhors
were asked for more 1n-deprh inforimacion, especially on
the exact dosing used in che studies,

which the author js 4 memiber,
ENET (9r articles up to

Types of patients in revicwed articles

o chis review, we include otiginal aracles in which thase
reernited were exclusively alleepic patients 18 veary old or
younger wich a history of allergic rhinitis, £OnjunSrivits,
andfor asthma in whoag the causal allergen was idenrified
and IgF sensitization was ascertained by prick reyt a1y
or study wf sperific TeE assays. Mareover, studics with g
mixed pediacrictadul; pobulation were added o 4 [readian-
ric subgroup analysis was included.

Types of intervention

We considered 50T and SLT All apprapriate aerpal-
lergeis were considered ar all doses and all durarions
of treatmens.

Stedy selection

All types of elinical trials were considered in this revippe
duuh|f-h|ind, ]_1Jace|:n-c:}nlr:}i|f:d, randomized clinical (oo
als [I¥BPCs), randomized, controlied trials [RCs) apen
conealled trals; and retfospective and pastmarkeing
studies. These latter srudies were only analyveed (f (1
allergen dose was specilied.

Resulrs
Dose-response immunotherapy siedies in children
Oaoly a fewr dose—rcsponse srudies lave been pililished
with SCIT, none in the pediarne age peowp, Wik SLIT,
there is nole one vublished dauble-bliad. placebo-con-
Liedled dosing study [7ae]. [oopaky any further commenes
abou the dose—eifecr relanonship of nemunetherapy o
children, individual imutunoiherapy sodjes will have 1o
B reviewed, with special artention paid ro the drses aued
and the ciinical clticacy reporied {Table 1 [FOTT L | Lo
ever, in mast studies pullished more than a decade agn,
rhe dusing 15 aot mentjoned ar 15 expressed i nangmiver-
sal unis withont tepering he microgram miajor allergen
dise. That is why only some trials from mere than i)
years agu are discussed 1n 1 his review and NGTE atiention
5 panl 1o mare cevent sruedies thar express doses.

We first ruyiey the efficacy of studips peblished on 50T
i children and chen ials on SLET i chuldren wigh gller
gics. Finally, some rrigly stndving safety are mencianed,

Clinical cflicacy of siudies for SCIT in childeen
Dwreadile-bling, Placeho-canticlied triag,
Although che DRPC design ot lers the st valid Daloroa-
10 un efficacy, only a fow teials on S0 0 ehildren WETE
DBPC lecanse of 1he logical erhic] drawbacks, (e of
the first DEPC trinls of SCIT (o recruir rrclusively pad-
Atric pavients dared froem the V#R05 und investipated SCIT
for Cladasparinm spp (A,

A second BBPC 1ria) [N 0f 5CIT iy asthmalic children
i .‘-il.':tili’r,‘, it pJ:—l-:_‘El‘.IU] wha were a||Erg|'l.'_‘ [ Dgnng:npﬁ;r-
grdes prevonyisin showed yp mprovement in broneh By
chatlenge [ests—-specific amd nonspecihc —in hoeh g reps,
The confounder in this study was thar the children WETE
transferres for 12 months o the tralia; Alps at the same
nme. The dose given was expressed in locul nits wichoue
tederral to micrograms ol major allergen, Auarer DLEPC
trialin 121 perenniy} asthmaric chitdren wih 4 mix ol up
1 zeven allerpens showed np statistically significanc dif-
ference hecween rhe wotive and placebo Erewps, as borl
tmpzoved 101

Hedlin er al. Ji1) designed 2 parnally DRPE sl 1Y
children with polvsenstizatian to perenal and seasonal
allergens, AN panents were given pullen iMmunotherapsy,
bue only the randomized Palienes jn = 15)
irnmunstherapy wich g Perennial allerges: cay or 13, flernn-
wasintes, The dase adminisrered atmainuenance was 100,000
standard quality unies 5Q-U0 of 3 depor extract tAlucard
MY ALK-Abells, Horsholm,

also received

improved year by vear bt did now reach staristical sipnif
CHICE Tt ETOUP-U-Rroup comparison, Al hu O palicar in
the active B1aup repareed expeniencing na maore SYIO[ OIS
with cut exposure versus none in the: placeb grawp.

ADBPC 12l tecently was underaken in Chira [12] wicly
SCIT far house duse mite jn patients wirh aflergic asthmna,
Qb the 132 parienrs randomuzed, 85 were 6 16 yeurs old,
with 44 ol them VELCIVINE acrive Irearment. The authars
fowind statistecally significan: mprovenien of SFRIpIOry
and medicarion scores in the ST Beoap snd o sratisrically
significant reduction in SYMPIens of verum conpared with
the placeho Broup during the mainienanee phase af this
-yoar izl However, ths Improvement was nor sratesically
significanc in g subgroup analysis of the pedutric age Eraup.
All paticnts receved DRG0 SQ-1 o g He Der p 1 depoe
Preparanion [Adurrd 5¢); CVErY & wieksy

Randomized, contralied triafe EFSCHT in chbildren

Inau RCY of 15 aztively treated asihmuric chridrea (14
concrels), SCIT with 4 dialyred and chemically conjy-
el Do pteromussini ey rract showsd slficacy 131 The
Investigeran domonstra) ed reduced wsch g evacerbanons
2 001 and redeeed nye af Brunzhadilarar 200 sEAlC
COr I CRIETOidy (P oo 0.0 in the active Lraup compured
with the comrred grauor Morcower, PO metkacholipe
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impraved in the SCIT groep, No Mmicrogram major uller
pen dese was srared.

Ancther RCT [14] wirll house duse mite 5CTT far 12
months in asthmatic children showed reduced asthma
svinproms (o< 003, acyve vy contraly, but again ng dose
was mentioned. Mechanisiie assavs were alsa curried Gk
trn this sredy,

Qpen comtrodled trials of SCIT in children

Long-term cificacy

The first publication on the iong-tern cfficacy of hypa-
sensibization therapy For bronehial asthig in cheldren was
the classic study by Johnstane wod Puccan fI5] in 1964,
when us-yet nnstandardized extracrs were uscd.

Coois et al. [16] exarnned the cffacr of maonthly injec-
tions ol hoose dust mie or pollen over 3 veurs in asthemari;
chuldren. The house dust mile exrruct contained 000
allergy unirs (AL {Allerser, HAL Allergy, Haarlem, The
TMetherlands 5000 AL = 5.20 Hg o Der v 1 and Der p 25,
At re-evaluation almost 10 years later, the risk of frequenr
asthimaric symptams was chree times higher in che eoutral
graup thae in the SCI-treared Erowp iprevalvoce valie, 343,
= 0008 The fracuent use of amissthmaric medicution
was also mere pronounced in the coneral group, althouph
the difference was not stacishvally significant (' = 0.3%.
Tung function parameters and results of skin prick reses wirl
lrase dust onite were vomparable in the two proups.

Eug et 2 [17,18) weeenly demonstrated 1he long-term
Lenefir of SCTT, € and 12 vears after wermination, Frarm
1733 to 1991, prescasomal SCTT was given wirth a depin
allergoid pollen preparation (Allergovin; Allergopharma,
Rlieinheck, Germany) for 3 consecutive Yeurs. Fongrieen
children with severe seasonal allergic shinitis fmean age,
2.3 years) were recruited, wod 14 macched concrols, who
refused SCAT, were soarphe, Six and 12 years after termina -
Hon of SCIT 12 actively treaced paticncs and 10 controls
were found for the follow up study. Between-group cran-
pariscus showed a contnwed reduction in seasonal chinirs
spraprares (I = (L0303 madication pse (P = 0.05), and new
sensitiranns (F - 05 Murcover, ac § years, 2 reducton
in skin prick sensitivity was scen, bue this reduction was
losr wfter 12 years. The same partera was shown for sea-
sanal asibieoa: soill teduced at 6 veurs sut with only a trend
towerdl reducion at 12 years post-5C1T = 0087, aschina
wis sUll presenc o 33% of che aciive gromp ws 0% of
the canralyl. o precise dose of 1he alle g oW ACt was
stated @ this publication, bl che same produce 12 yeary
later was reporred to have 20 Hiz group 3 major alleceen
equivalents o the last measurable producrion seep Lefore
the exiracts were formed toro an allepand 19).

The only RCT on the long renm cHficacy of 3CTT and
preveatian of aschma is the provengve allerpy trearment
(PN stucdy [20+9]. Botween 1992 and 19940, 205 children
noto 14 years old wath seasonal allergic rlumitis o hirca
andfnr wrass pollen were strarified aml randasneed m thu:
SUIT or contre] group, The maicienance SCET [realment

Subcuzancaonus und Sublingual linmunotherapy m Children

Larenas-Limngrrann 469

consisied of snjecrinns of o depor proparaticn (100,000
HQ-U/mL) with 20 g Pht p § andfor 12 g of Ber v 1
svery & weeks lor 3 vears, Ac the begimng o the wrial, 117
children bad o scasanal asihma BYHIpLonG, Signilicancly
fower acrively treated patients had developed wschma 7
vears past-5CIT as evaluated by clinical symptoms {odds
raten, 2.5 |1.01-5.9}1. Rhinitis and conjanciivics S¥MPTOIy
and conjunctival provocation tesc still favored the actively
rieated individuals, showing a statistically sipnafican dif-
ference campared with the concral group, However, shin
reactivily had reruroed,

Mew sensitizalions

The Frst publication ro vepore on the reduction o gew
sensutizareons in children with SCIT teeatment dates from
PR3 [21). Farcy-four asthmaric chiliren were inelyded in
this open comrolled study and received hause duse e
SCIT iStallergenes, Antany, France, dose not stated] for
4 years, New sensitizations develaped in 12 of 27 of rhe
actively treated children and in the entire conrol Eroup.

Paino et al. [27] reported similar findings in asthmaric
chitdren at fi-year follow-up afrer SCIT with 4 house duue
nite extract saceed cirga 1993 1w 1994 (A LK-Abetts,
Milan, Iealy, dose non staced).

& mewe reeent apen controlled study on the same snlrject
|23] was carried cur in 147 children (43 tlepet preparation
SCIL A0 aquenus solution SCIE, £2 contenls]. At che end of
5years of SCUT75.3% of the parients o the SCET Froups
shawed no new sensitizatian, comparad with 46,7% in 1he
centrgl group 38 = 0002 No differences were phwerved
between the anueous aned depor SCIT subgroups. Fhe
patients develuping vew sensitizacicns hud higher atopy (P
= (LAY and medication scores for chinits (F = D08 and
asthuma (P = 00035 vompared wich parients nis develap-
ing new sensitizations alier 3 years of SCIT. Extracts from
wdrous manufacturers were used in the depar prUparanin
group (ALK-Abelld, Sallergines, Alferropharmal, which
resulied in doses varying from approxtmately (h5 1o 5 up
Dee p 1L In the aqueous SCLT graup, doges wers adjusted
ndwidually Frem g 5000 AlYml. . Licrortyssie s exiroes
iGreer Laboratories, Lenodr, N,

The epen controlled study by Keskin ot o). [1#] wras
very comprehensive, measunmg clinical aad iinma nalog:c
outenmes, The extrac used was an allersoid witl, major
allergen eqmvalem 1 the lasc messirable prrode raon
step shedore allergoidizariong of 20 yg PR group § per
maintenance dose foluminin-gdsoded Allerovini, Rhi-
ruis and asthina symiproms aned medicaton scores wale
sgnzficanly beirer in the acsive group (27 vhildren) than
i the contro! gronp (26 chiliren) afrer 2.3 vears of SOTT,
Mareaver, immunologic paraneiers improved,

Immunalogi: mechanisms and provocation tests with
SCIT tveatment in children

Leav et all [14] stedied apopiosis of corram ce'l lines o an
RO el SCFE wirh a hesse desr nee arlract (dose z2nd
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manutacturer poe Stated) in g #sthunarje- chuldren, Iiing
the TUNET itermingf dﬂDx}'nIJErﬂﬁl‘jll}f| transferase . medj.
ated dUTP i :.'nd-JabeljngJ method, ¢, INVESTirare g
SCTT, ag ALBIeN; C Apaps-
mrerlenkin i) 4 Toictper type 2 cefls
(= t0ay) and of C:D45- fp cells 1p LRI COrparg-
S0 with the conppy) Eroup, whereay b APBRIOSEE of Clhg-
interfernn HEN ) T-kelper L¥pe 1 ocells wyg bnchanga,
Mareover, Spectfie sery, IgE way reduced, g IFM - peas
Agrmented wirk Statistical signifieq nce,

& nather F-maneh, PP Canzrmied study (24 ¢
howse dug mire ST {5000 irearmens Nt of Capes
Ef, no Mivrogra duse stated) i 49 asthinacic oh ildrey
showed 2 redictinn o EURI Dol | CALDRS proscin AN
nitrie Oxide, Lol FTIE L'menarn';icram Protain-1, ga4
skin prick TS ractiviry g e tregped Eriaup. Hnwvw:r,
specific bronclyis) h¥perreac viry .:'PCM allergen) 4ig nar
show any difference, oz 5 Mhproved in o g

In the QPR Conrrgiag Stidy by Keskin T al, [19)
120 e ) Sec above) Statisrically
SIEnificant wWig 4[erm_u15rra:|:cl the
BUSONg| reducnioy gf TJC",I:| mcthac]mljnc, skin tes
Teactiviry, sedscmral ragg] TeaCErvity jpag,7 Provaca-
Hon testing frp 8rass pollen), ang Rasil lavage pep
levels in t)e COmpared wih (. o
2feer the Frg ¥oar of

i

second yegr,
P03 fic FgG,Jgf_iI,nr|digf_i4afrr_‘;—1d}'
Mad incregs, 4 Sigufﬁc:mr]}' arthe end of the SEVET - ey
tion hul'id-up therapy P 001 o, ally, TL-4 levels 1,
the culiype PUPLIDAR S showed 3 steady declja from
basaiing 1 Tl second Year of jmrrmnurherap}r

Anarher BPER controlleg sCrr
AN Shecifie SErum e and 5 reduchion | ApPCii
SRR 36 chitd e WITl seazong|
0 Aose wag srared [25),

study  alzg shicwg

2ithma, by ajrain

Clinicai clficacy stidies for ST tn
M ranagangized SERCACY 5 lje Uft Lo
dueted 1 childoen e the ajic of § ¥rarg

children
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berween dose and cffecriveness of SLIT in heys arudies,
as some low-dose rials showed improvement and some
high-dose studies were negacive.

Finally, there was one more neganive scudy of SLIT for
allergic respivatory SYINPIOMS 113 4 prisary care seccing.
This study is net mentioned any fuecher, as elldren weer
not selecred on the basis of a positive skin prick fost or
treated by speciafists

Mowe details of individoal studies on SLTT n pediatric
allergic rhineis and asthma can be found in a pIoviInug
issue o this journal |39,

o
Immuaslogic mechanisms and provoecation tesrs with
53LIT treatment in children

Just asin the adule studies on immuniologic changes with
SLIT, increases in serum-specilic [gF, Igl4, [T.14, and
transforming prowth laceor-B huve been demons raled
i chaldren, as has been a raduction cosincylnls and
rub A dor 103 o stimalaced peripheral hloud menie-
nuclear ceils [40]. Recently, an wpregulution nf varous
INT p—stimudatiog cveokines, such as 118 aml signaling
lymphocyric acivation misdecule, was detecred, Some of
these changes have been shown to ke dose- and elficacy-
velared [40,41], In low-dose 51.1T stodies, changes are not
secn {A2.43] or are nar staristically sipnificant [44°

Safzry of immunotherapy in children

ST safety

Akeukaya el all [45] reviewed 41 records of B8 Panens
Bt 15 yrars ald whe bad been reesied with 52177 From
TAES t 1997 (W a wozal of 5760 infections given, 206
npectons (3, 57%) cavsed focal reactions, and 12 [T
presented witly systemic renctions 1L 2%, ong of which
wars classificd as anaphylaxis with a drop sn blood pres
sure and cespirarary discress leading oo intabatian, loos
palicnts recerved epinephrine. Seven of 1he 12 natiFnts
(35.3%]) cxperienced no daval reaztions before a AvELEmIc
reaction. and o this soady, all systemic reasnions accnrred
less thian 30 mwnnces afer the injeciion, Dosss were nae
aliy wnciewsed weskly, The rypical masimum dose was
iH il of 0.0 weighcvolume oxnoaet of Srallergénes and
I ml of 001 weightfvolume exeact of Novo-flehsea
Allergopharma, Rhaicbeck, Germany), Alutand, sl
Bencard (lencard Labarstones, Brencford, Lrgland?.
U the pacicar reached the mainzensnce dose or che
o leraced  dese, the ngeerion scledule way
chunged 1a vvery 2 and then o every 4 weeks.

Keskin ez al. [46; tnvesigared rhe safeoy of 5017
Bsmatic clnldren, looking a1 nonspeciiic hranchig:
hyperreactiviey 1 loer afzen an triuzen herapy e,
Lhe wethoss fourd noveduction in e Pe, warh meths.
chedime afier SCIT sslonmisezarion 'dose ol staced:.

SUIT vapery
Tipeneral, SUTT ds consdered 1o have laog S¥SIONIC aedverse
seens than SCIT. fven sn, wvstemic adverss seenre wes

peen reported o oczur in the inals o SLIT, sometimes
leading to rreatment discoutineazian Ta]. [ adulrs, a doye—
response relarivuship i adverse evenes has been shewn
with SLIT grass rablers with doses up oo LOOD OO0 5G-F
which contain approximately 200 He Phl p 513 tioes
the dosc given normally) [47]. In 4 1-moni s safery sty
of the grass tabler witly 15 pg Pl p 5, of 60 patients § o
L& yeurs old, cne clald presearcd with 2 sesious adverse
evenr—an asthma atcack—and another prescnced wich
Varions systen, nouserions adverse evenes, Both weee
withdrawn from the soudy [48+).

With ever-increasing use of this treacment modality,
the first scrious adverse evenzs in rhe open papulation
hive been published, 1wo in the pediatric age proup
[42, 50 The second pediatric case was a To-year-ald
ivmale, who alier a 3 week break in maienance Lreit-
ment in che third yeur of SLIT decided o take six times
her nenmal dese tnormal doce was 14 drops ol 100
LBm T, romas dose - 51 pa Ther Pt 1 Ao anaphylacric
reaction slarted sk 3 minutes and evolved oo shock, Lyt
with w good final ceteome,

Conclusions .

In all pediain: tmrmunotherapy studies reviewsd, the
sume dose s used as in adules fin SCi and SLITY Stuad.
ies with varviag Sesign have Luen presented i chis revicw
on SUIT in children. To some, the dase adminiscerad
is stated in micrograms af wafor atlergen. Alnost alt
SCLT sradivs have been carried oul with depot prepara-
nans {differene from the preparations used 0 orhe Uaized
sralesl, Alwoininm-adsorbed peepararions perrmg appli-
Cations ar masntenance eviry & 1o § weeks, Morcover, 1hus
ts a slightly T lelper type 1-deviating adjuvauc, All SCIT
studies wss similar Joses per application: for srugs SCIT,
20y greup 5 mejor allesgan; For hived SCTE 12 pp Bet
v Ly far eur, 13 pg Fel d 1, Por honse dust mice, the dosey
reported vary from 0,5 ug Der ploin one study 1o 5 oo
A0 pg T p 1w all arher SCET wals, Mives of upv
seven allergens do e seem o be effeciive, e lenng-term
stndies vondus iwd many vears alter SCUT discontinmalion
ArC VEry pronusing, An incercsrting jssuc s that although
the skin prick tess’ pusttivity seems o recore 5 10 6 roars
aftee disconnnuarion of SCIT i these two tmals, clingea!
elivacy pacnially ienmains.

The sicuanon s dbfferent Tor SLIT Since che first
STOE pobiication moes than 20 vears aga, rhe feld has
becr micked by dose searching, i quamiiiy and i fre-
quency and dormolaion. Soe good cnals [sbhisked
from 20046 o che presert make cerln aspects of das-
ez clearer. Tlis is pointed oer gy we gu thraugh the
negative studics inoche Riwler e al, [30] reviwe helow:

Yo Do The sease recent SLIT stonclies ja zefules
LRlas fdwa| zad children [Pee] denwinsrrace @ clear

dose vespanss relazionshps.
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Dhissing frequency. Daily dosing teads o be
moee etfective than dosing with lawer frequency
[51ww 52ee 53],

3. Preseasonal dosing, Carnmenceng SLIT at least
4 months before the starr of the pallen season
augments itz efficacy [54], This was not the case in
three of the eight seasonal soudics,

4. Faticnr selection, ssthma. Two af Lhe scudies
focused no asthma, In these studies, thinitis
syinproms were secondary (or cxplorstary) cnd
puines, likely with insu fficient power to detect 3
statistically significant diffarence helween graups,

3. Dureation of irearment, Foue of 12 studies had
interrupted teearment. In the larest Cocheane
revicw oo SLIT, the best effect was seen in studies
with at least 1 year of continwaus treatment [G5e|.

6. Tarienr selection, palysensitization. In the study
vandusted by Vourdas e al, [56], polyscnattized
childeen were included. [n che §L1T gronp, S of 34
children were polyscosiiized, 23 of them to BTASE,
The olive pollen season stars in May, showing
tmportant averlap with the geass pollen season thar
starts just I month eardier in Greece, Of the Maceha
paticars, only 15 of 32 were sensitized to grass. Tak-
ingz a closer Juok at the Agures oo sympeon scoces,
it hecomes clear thar during the firse year, che SLIT
froup showed mnre symptoms than the placebo
group, whereas during the second year, this relairon-
ship was reversed. Although statistics did not show a
differsnce between gronps, with these resecval 00Ls, 4
benchicial ereaemene effect sevms likedy.

samber of patients wich allergic thivrs included.
fore than une half of the studics were o aclerpow
ered, with lews than 20 ailergic rhinitis patients in
the actively treated geoup,

R Possible confocnding by drug offects. 1n one
stily, atl palicnts received mainienance inbafed
fluricasone during the pallen seasen m addirian
ST 1 placelo, which may bave resulted in cacked
fmproverent in SLIT and placeha groweps, thereby
reducing intergroup differences for S¥Imprams
= TL052 for nasal svmpeons),

When these pointy are all pvercome, SLIT does show
clinical efficacy, as has been demionstraced i the cecen:
DEPC pollen SLIT studics |Fae, 330+ 34=a], These sidies
arceenyistent and presson a high level of evidence foc SLIT
ctfect in pollen-induce| chinocanunctivins o child res.

lhe evxlence for SLIT's effecs in preeanial zsch
maric children with Louse dus onice allergy s st nal so
straight{orward, 2 cwa 0! {our recent, highe qualizy srud
s wers reparive 1370 37) Cine problam in chs pratliolesgy
5 Nikeely the muliifactori:) cavse af asthm. Fspeciatly i
peremnial asthema, sewsitizasion o hause dusc mie may

be found without it being the causa! factar. Asthma bas
many faces, onc of them being an alecraion in the rFEpRIT
mechanisms of the hronchial epitheliom char will Do
nnprove with immuanatherapy, llere, the paiicne sclectian
will have to be more speciliy, cliciting enly those padents
n whom asthma is mainly capsed by rheir alleryry, Morc-
over, the vse of inhaled corticasternids in reeatment and
contrad groups in all SLIT asthoia studics may mask a rise
in symptoms i the placebo gronp, Fandomizad, long-
term stuchies in SLIT ace still awaiced.

With doses that are oo high, systemic and even seri-
aus adverse reactions do necur m SLIT, making safcty a
delermining lactor far the maximum dose. This wmaxi-
mum wlerated dose does not seem o Le lower [oe small
children in comparison with alder ones 138,55

Triconclusion, positive and nepative clinical eoials wirl
immunoiherapy in chiliren have ravghe us 10 come closer
to an oprimal dase, improving efficacy, bue the las word
has not yet been spoken, especially in regard 1o SLIT for
asthima and SLIT's long-term effcacy. Worcover, SLIT
has o be o specialists teearment piven thar the patienr’s
selection is crucial to obrain efficacy, aud adverse VRS,
alehouph rate, do accur,
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