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BACKGROUND
Carbamylated allergoids are chemically modified allergens resistant to proteolytic activity of gastroenteric enzymes.
Pharmacokinetics studies revealed they exert sublingual tolerogenic mechanisms and some systemic effects after swallowing.
These phenomena justify an increased bioavailability of these vaccine for specific immunotherapy.
This is an open parallel four group controlled study to compare different modalities of mucosal administration for exploring the
contribution of sublingual and oral absorption in determining the clinical effect of allergen immunotherapy with carbamylated
allergoid in tablet.

METHOD

Study flow diagram

Intake modalities

After a screening selection, 87 adults with
respiratory mite-allergy, in addition to daily
cetirizine randomly received monoid (tablet
1000UA twice/weekly Lais, Lofarma SpA Italy)
for 3 years with 3 intake modalities and a
control group received cetirizine alone:
Outcomes:

upper (UAS) and lower (LAS) airways
symptoms

on demand nasal steroids (NS) and salbutamol (B2) registered with 6-month diary card in winter

nasal eosinophils (EOS) compared season by season

bronchial reactivity (MCH), lung function (FEV), and skin sensitizations at the beginning and after
3 years

RESULTS








Eighty patients concluded the study
A significant improvement was observed in all outcomes with all modalities in respect to controls
Notably SSW was superior to both oral and SSP in reducing UAS (p<0.01), LAS (p<0.01), NCS
(p<0.01), EOS (p<0.01), and improving FEV (0.05)
Oral was equivalent to SSW in reducing the use of B2 (p=0.12); oral was also equivalent to SSP in
reducing UAS (p=0.08), LAS (p=0.15), B2 (p=0.31), FEV (p=0.81), MCH (p=0.33) and superior on
NCS(p<0.01) and EOS (p<0.01)
The MCH threshold increase determined by SPP was inferior to SSW (p<0.05) but not to oral
(p=0.34)
Only SSW appeared protective
upon the onset of new
sensitizations (p=0.001)

DISCUSSION
Sublingual immunotherapy has been
shown to exhibit a pro-tolerogenic
effect by means of local oromucosal
mechanisms (action 1).
Pharmacokinetics studies with radiolabelled extracts demonstrated that carbamylated allergoids have increased biodistribution
owing to the resistance to gut enzymatic degradation, provided by the chemical modification of the allergen.
This study confirms that carbamylated allergoid provides clinical benefit also when taken orally without oromucosal stimulation,
likely because of the immunological stimulation of the enteric immune system (action 2) and the adsorption of the not degradated
amount (action 3).
The typical sublingual-swallow modality with carbamylated allergoid takes advantage of the combination of the three modalities of
immune-system stimulation (action 1+2+3).
In conclusion monomeric carbamylated allergoid for 3 years provides additional relief to mite-allergic patients treated with
antihistamine. Both sublingual and oral absorption contribute in making sublingual/swallow the most advantageous administration
modality.

