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Objectives

The safety of sublingual immunotherspy (SLIT) with conven-
ﬂnnﬂngimmhuhnndmmud,humpublhhﬁdmdy
considered as yet ultra-rush protocols. This study evalusted the
safety of ultra-rush SLIT with four commercial allergen ex-
tracts in allergic patients.

Methods

Ninety-one patients took part in trials of specific ultra-rush
SLIT for the treatment of IgE-mediated thinitis and asthmas.
The buildup ultra-rush phase was performed by the adminis-
tration of increasing doses every twenty minutes for two hours,
Saliva tryptase was assessed before and after SLIT. 8791 pa-
tients tolerated the treatment very well,

Resulis and Conclusions

Four patients had mild adverse reactions. Two events involved
the oral cavity, one patient had gastro-intestinal symptoms,
and one patients had rhinitis lasting 48 hoars.

The baseline levels of saliva tryptase were low before and af-
ter sublingual allergen administration in all patients but one,
who had no symptoms (3.50 U/ before and 32.4 U/ after).
No severe adverse reactions were observed during ultra-rush
SLIT, demonstrating its excellent safety profile.

introduction

Specific immunotherapy, which is the only form of
allergy treatment acting on causes and not simply
on symptoms, is the practice of administering in-
creasing doses of the responsible allergens to aller-
gic patients in order to induce allergen-specific non
responsiveness . The World Health Organization

Obiettivi

La sicurerra dell'immunoterapia sublinguale (SLIT) & ntata
dimastrata con | convenzionali regimi di somministrazione,
ma nessun studio ha finora considerato un protocolla ultra-
rapide di somministrazione. Il presente studio valuta la
sicurezza del regime wltra-rapido di somministrazions della
SLIT in pazlenti allergici.

Metodi

91 soggeni afferi da rinite e arma IgE mediate hanno preso
parte allo studio ¢ sono stati trattati con SLIT in regime
ultra-rapido. La fase di indusione & stata ottenuta atiraverso
somministragioni di dosi crescenti ogni venti minusi nell’arco
di due ore. Sone stati valutari i livelli di triptasi salivare
prima e 60 minuti dopo 'uitima dose di vaccine sublinguale.
&7 au 9 pazienn hanne tollerato il trattamento molto bene.

Risultati ¢ conclusioni

Quaitro parienti hanno preremtato reazioni avverse lievi
In due casi & stato osservaro un coinvolgimento della cavied
orale; un paziente Ra presentato sinfomi gastrointestinali;
um paciente ha manifestato rinite pec 48 ore. [ livelli di
triptari salivare valutari prima e 60 minuri dopa la sommi-
nistrazione di vaccing somo risultati bassi, tranme in un
paziente asintomatico (3,5 UA prima, 324 UA dopo).
Ricorrendo all'induzione wltrg-rapida di SLIT non ¢ stata
documentata alcuna reagione grave, confermando 'eccel-
lente profilo di ricurerza

(WHO) Position Paper on allergen immunotherapy
states that sublingual route may represent a viable
alternative to subcutaneous injection therapy for al-
lergic diseases *. During the last 12 years, s consi-
stent number of randomized conwolled clinical
trials with sublingual immunotherapy (SLIT) were
performed . From these studies emerged an ex-
cellent safety of SLIT, which was confirmed in lar-
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ge populations trials 1. Several studies "7 have
shown that adverse events fell into four main cate-
gories; respiratory, cutaneous, gastro-intestinal and
buccolingual. Commonly, such events appear a few
minutes after the administration of the allergen ex-
tract dose. Respiratory effects (sneezing, dyspnea)
are generally mild and short-lasting, as well as cu-
taneous symptoms (itching, urticaria). Buc-
copharyngeal reactions (e.g. labial and/or buccal
tickling, edema in the oral cavity) are the main side
effects documented in treated patient. Also ga-
strointestinal effects, such as diarrhea, may occur.
According to the schedules used in the cited studies,
the current therapeutic approach consists of a 2-14
week incremental dose period. This, probably, may
represent a compliance’s problem for many patients.
The objective of the present study is to evaluate the
occurrence of adverse reactions in allergic patients
treated by an ultra-rush SLIT regimen of administra-
tions of allergen extracts with a buildup period du-
ring two hours, rather than the commonly used 2-14
weeks.

Material and methods

PATIENTS

Ninety-one patients (mean age: 27 years; range 8-64
years) with a history of mite and pollen induced IgE-
mediated rhino-conjunctivitis with or without asthma
were selected and enrolled in the trial from Decem-
ber 2001 to March 2002. A small proportion (11, ie.
12%) of the patients suffered from moderate asthma.
The diagnosis of allergy to mites, birch-, and grass-
pollen was done by clinical history, positive skin
prick tests with standardized allergen extracts (ALK
Abello, Madrid, Spain) and serum specific IgE mea-
sured by the CAP System® (Pharmacia Upjohn Dia-
gnostics, Uppsala, Sweden) (Tab. I).

TREATMENT

Patients were divided in four groups (1A, B, L1, IIT)
each of which received four different therapeutic al-
lergen extracts of three different manufacturers.

Group 1A and Group IB were respectively composed
by 37 and 14 patients, and were treated with a stan-
dardized timothy grass pollen and mite extract (Sta-
loral 100® and Staloral 3008, Stallergénes SA, An-
tony, France). As declared by the manufacturer the
amount of the timothy major allergen Phl p 5 in 100
[R/ml extracts was 8.5 pg/ml, the amount of mite
major allergen Der pl in 100 IR/ml extract was 9.6
ug/ml, and the amount of the birch major allergen
Bet v 1 in 100 IR/ml extract was 20 pug/ml. The in-
house reference extract has a biological potency of
100 TR/mi, which is defined as the concentration in-

ducing a 7 mm wheal to a skin prick test using a Stal-
lerpoint® needle in 30 subjects sensitized to the spe-
cific allergen.

The treatment was performed by a 20-minute pro-
gression during two hours (Tab. IT), during which the
extract was given as sublingual drops (Group IA) or
100 pl ahquots (Group IB). When the top dose, con-
sisting of 20 drops from the 100 IR/ml vial (Group
IA) and 10 aliquots (1000 pl, i.e. 1 ml) from the 300
IR/ml vial (Group IB) was reached the induction pha-
56 Was The maintenance dose was 20 drops
of 100 IR/ml vial (Group 1A) and 1 ml of the 300
IR/ml vial, three times a week. The immunotherapy
protocol of Group LA and Group IB is depicted in Ta-
ble L.

Group I was composed by 27 subjects; SLIT was
performed using three different standardized allergen
extracts containing timothy grass pollen-, or birch-,
or mite-extracts (Pangramin®, ALK-Abello, Madrid,
Spain); the concentrations of the solutions were 2.5
ug/1000 STU of Phl p 5: 22.5 ug/1000 STU of Bet v
1; 4 pg/1000 STU of Der p 1, 2 pg/1000 STU of Der
p 2 and 4 g/1000 STU of Der f 1, 2 ugl000 STU of
Der f 2 ugl000 STU (a mix of D. pteronissinus and
D. farinae extract was used), respectively. In the ca-
se of Pangramin, we administered a top dose four-
fold the top dose recommended by the manufacturer
(20 drops instead of 5 drops). This choice was made
with the aim of administering and comparing similar
amounts of major allergens for those treatments whe-
re their concentration was declared by the manufac-
turer. A schedule of increasing doses was used, with
drops to be taken by the sublingual route with a 20-
minute progression of doses, increasing from 1 to 20
drops of the maximal concentration allergen extracts
(Tab. IIT). The maintenance dose recommended was
10 drops three times a week.

Group Tl was composed by 13 subjects. All patients
were undergoing to SLIT with a monomeric allergoid
in orosoluble wblets (LAIS®, Lofarma SpA, Milan,
Italy). The product was titrated in allergenic units (ALT)
and standardized according to the in-house reference
preparation. The buildup ultra-rush phase of two hours
involved the administration every twenty minutes of
increasing doses (100, 300, 600, 1000, 2000 AU). Afier
two hours the cumulative dose administered was 4000
AU. As suggested by manufacturer, the maintenance
dose recommended was 2000 AU once a week.

All patients in the four groups (or one parent for mi-
nors), signed informed consent forms before starting
the SLIT.

MEASUREMENT OF SALIVAR TRYPTASE

Tryptase levels were determined by the ELISA (Uni-
CAP Tryptase System FEIA, Pharmacia, Uppsala,
Sweden) before and 60 minutes after the administra-
tion of the top dose.
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Tab. Il immunotherapy orotocol of patients treated with 100 IR/mMIl (Group W) and 300 1R/mi (Group 18) alkergen extracts (5ta-
loral®, Stallergenes SA, Antony, France), Allergen extracts had to be kept under the tongue for at ieast two minutes before
swallowing.

Incremental dosing Drops containing 100 ul allguots
100 IR/mil containing 300 IR/mil
(Group 1A, n = 37) (Group 18, n = 14)
20 min 2 200
40 min 4 00
60 min 8 600
B0 min 12 B0O0
420 min 20 1000

n, number of

Cumulative dose administered: 235 IRStlora® 1001 and 930 IRIStatorak® 300) after two hours
patients

Results

Most patients tolerated the treatment well, while four
patients developed at least one adverse reaction.

In a patient allergic to grass pollen with asthma and
rhino-conjunctivitis, rhinitis symptoms (sneezing)
appeared a few minutes after the administration of ei-
ght drops of the 100 IR/ml concentration of timothy
grass pollen extract from Stallergénes, and continued
for 48 hours, requiring anthistamine treatment (ceti-
rizine). One patient, suffering from rhinitis to mites,
had diarrhea and abdominal complaints lasting 24
hours, However, this patient decided to continue the
SLIT. In this case, the allergen extract used was the
300 IR/ml of mites from Stallergénes. Another pa-
tient, treated with the 300 IR/ml timothy pollen ex-
ract, buccal tickling not during the buildup
phase of SLIT, but during maintenance treatment, na-

mely three days after starting, and occurring a few
minutes after each allergen extract administration.
The adverse event disappeared when dose administe-
red was adjusted at 30 IR, corresponding to one 100
ul aliquot. The fourth patient, allergic to grass pollen,
also had bucco-pharyngeal effects (itching in mouth,
labjal swelling) after the administration of eight dro-
ps containing 1.3 pg of Der p 1 and 0.6 pg of Der p
2/1000 STU from Alk-Abello, No adverse events we-
re noted after administration of the monomeric aller-
goid in tablets.

The baseline levels of saliva tryptase were low (data
not shown) before and after sublingual allergen ad-
ministration in all patients, but one. In this subject,
who had no reaction to SLIT, the level of saliva ryp-
tase was 3.5 U/L before receiving the allergen ex-
tract, and 32.4 U/L 60 minutes after the administra-
tion of the cumulative allergen dose.

Miadrid, Spain).

Tab. . immunotherapy protocol of patients treated with timothy- o mite- or birch- extracts (Pangraming, ALK-Abello 58,

Incremental dosing

20 drops of solution contalning 2 pg/mil
of Phi p5; or 3.2 ug/mi
ofDerp1and 16 pg/miof Derp 2, 3.2
of Der f1and 1.6 ug
of Der f 2: or 13.2 ug/ml of Bet v 1, respectively.

0 min
20 min
40 min
&0 min
B0 min
120 min

[ - X

12
20

Cumulathe
2: M ugofBetv1.

addministered after two hours: 4.7 g of PRI p 5. 7Sugof Derp 1, 5.7 ugof Derp 2. and 7S ug of Der F 4, 57 pg of Der f

—




Discussion

Only a few studies have focused on clinical efficacy
and safety of rush SLIT **, but no published paper is
thus far available on ultra-rush SLIT regimens.

The main implication of our study is that SLIT was
very well tolerated and accepted by the patients. The
ultra-rush schedule was easy to manage because the
build-up phase tock only 120 minutes and the very
rapid dosage increase did not elicit senious adverse
reactions, Moreover, SLIT was well tolerated also in
five patients with oral allergy syndrome to apple,
confirming a previous report on the safety of this
treatment in such patients ™*, It is noteworthy that th-
ree of the four reported side-effects were of no clini-
cal relevance since only one patient required a dose
adjustment from 300 to 30 IR, while the others con-
tinued the treatment with no more adverse reactions.
In our experience the conventional dosing period, re-
quiring a number of weeks, logether with the self-ad-

for SLIT seem to be an interesting therapeutic ap-
proach because the build-up phase is directly mana-
ged by the physician. In fact, only the dose establi-
shed by the allergist during ultra-rush-SLIT regimen
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