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SIT is specific for the allergen, not

for the target organ ) : , .
The disease must be IgE-mediated (positive skin

. prick test/CAP RAST)

SIT is not a last chaqce treatme_m' The causal allergen must be clearly identified

but should be used in association Assess duration and severity of symptoms

with drugs. Assess the efficacy of pharmacological treatment
Can the patient comply? (cost, lifestyle)

SIT is effective in respiratory Is there a standardized vaccine )

allergy (mite, pollens, animal There are proofs of efficacy for that vaccine?

dander) and in hymenoptera

allergy

WAO Position Paper 1998

CAUSAL ROLE OF THE ALLERGEN(S): EAR%TSOCF;?BT'\?GBI?\AEA%%%?HEEFEADP@

Clinical history and exposure

IgE-mediated mechanism
SKIN TESTING Confirmed aetiological role of the allergen
Duration of symptoms
Response to drug therapy

RAST ASSAY

Expected effectiveness
Availability of standardized vaccines
Contraindications and risks

SLIT (IT in general) for the clinically relevant allergen(s) Costs

Preferably one, but in selected cases 2 or 3 extracts. Compliance WHO Pos Pap 1998

Indications BRITISH MEDICAL JOURNAL VOLUME 293 11 OCTONER 1936
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Ve 26 fatalities since 1957 certainly due to IT
Severe 11 of them since 1980




Reid MJ et al. JACI 1993

Period 1985-1989:

Mean age:
Age range:

36
15-77

6 male, 11 female

Asthma:
Aqueous:
Build-up:

RISK FACTORS

Based on nonfatal reactions

7%
15
11

Based on fatal reactions

Uncontrolled asthma
Severe asthma

Use of betablockers
Rush immunotherapy
Use of new vials
Technical errors

Estimated incidence of fatalities < 1/2.000.000 injections

Uncontrolled asthma
Severe asthma

Use of betablockers
Rush immunotherapy
Build-up phase

Use of new vials
Technical errors

Specific immunotherapy in asthma: efficacy and safety

6. Pas: W. G

Clin Exp Allergy 2011
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Comparison of allergen immunotherapy practice
patterns in the United States and Europe

Linda Cox, MD.* and Lars Jacobsen, MSe
Table 1. Comparison of the Differences Between US and European Allergen Extracts and Specific Inmunotherapy Practice Patems
Variable United States Europe
Regulatory agency FDA EMEA
Stands n

wheal squal to the

its own potency
sjor allergen

Immunotherapy for Asthma

Does SLIT work in asthma?
— Which endpoints matter?

Is SLIT safe in asthma?
Mechanisms?

Does SLIT prevent asthma or alter the
natural history of asthma?

Injection allergen immunotherapy for asthma (Review)

Abramson M], Puy RM, Weiner M

0.61 (087, 0.35

asg
083

0.59 [ -0.83, 0,35

Cochrane 2010



CONCLUSIONS

Based on the literature, SIT is clinically effective
in asthma (decrease of symptom score and
medication intake).

In general, the best results are obtained in
pollen-induced asthma

SIT reduces bronchial hyperresponsiveness, that
is an indirect marker of bronchial inflammation.

SIT can modify the natural course of respiratory
allergy by preventing the onset of asthma

PROBLEMS:
Aetiological diagnosis of respiratory
allergies is mandatory for a correct
prescription of SIT

e

The vast majority of patients are poly-
Sensitized.

Recommendations differ among guidelines

o~

Allergen product.

Patients with multiple allergic sensitivity may be

effectively treated with several individual

allergen products according to their individual sensitivities. In
general this approach is limited to two or at most three
allergens, which should be injected at 30-min intervals.

Mixtures of related, cross-reacting allergens, such as a
mixture of individual grasses are acceptable provided
regulatory demands (stability, etc.) are fulfilled. Another
appropriate and widely used example is the mixture of D.

pteronyssinusand D. farinaein mite allergen products.
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FACTORS TO BE CONSIDERED IN
PRESCRIBING IMMUNOTHERAPY
IgE-mediated mechanism
Confirmed aetiological role of the allergen
Duration of symptoms
Response to drug therapy
Expected effectiveness
Availability of standardized vaccines
Contraindications and risks
Costs

Compliance WHO Pos Pap 1998

Standards for practical allergen-specific
immunotherapy.

Allergy. 2006;61 Suppl 82:1-20.

llergy

Alvarez-Cuesta E, Bousquet J, Canonica GW,
Durham SR, Malling HJ, Valovirta E;

EAACI, Immunotherapy Task Force.

Linda Cox MD, Supplement Editor,
James T. Li MD, Harold Nelson MD
and Richard Lockey MD, Co-editors

Once the relevant allergens for each patient are
identified, it is necessary to prepare a mixture that
contains each of these allergens. Standardized
extracts should be used, when available, and can be
mixed with nonstandardized extracts.
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Sultabllity for Immunatherapy

PARIETARIA PROBLEM:

Parj 1
Parj 2 . q
! Does SIT with a single allergen

work in polysensitized patients?

e e Y Efficacy of sublingual immunotherapy with
house dust mite extract in polyallergen sensitized
patients with allergic rhinitis

ce, MD*; Yoon-Seok Choi, MD*; Min-Su Kim, MD*;
0 Rhee, MD*#; Chul Hee Lee, MD*T: and Dong-Youn,

in p P
published evider —

T [y
o Epidemiologic and clinical trial data show that 3

81% of US and European patients are polysensitized (ax

cording to skin prick fest results, IgE assay results,

both). However, u palysensitized patient is not necessarily
clinically polyallergic.

Europe most allergen immunotherapy formulationsf
are single-allergen extracts (even for polysensitized pa-pg
tients), whereas preparations in the United States containf¥
an average of § different components.
© In recent, large, well-designed, well-powered clinical

trials, single-allergen immunotherapy with grass polle:
extract has proved o be as safe and effective in polysen
sitized patients as in monosensitized patients.

o Sublingual or subcutancous multiallergen immunothe
apy in polysemsitized patients necds more supporting
data from large dinical trials to validate it as a treatment ¥
option.

iy P dtnn iy




Specific immunotherapy

Clinical effect

/ Immunological effect
MECHANISMS / Long-lasting efficac
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ACTION .
Prevention of new
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Prevention of asthma
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CONTROLS W suT

Follow all precaution rules:

Correct site of injection

Verify dose, patient's name and batch

Inject outside vessels

Observe for at least 30 minutes

Recommend no physical exercise immediately after injection
Check vital parameters before discarding patient

HAVE AVAILABLE

Oxygen

Beta2 short acting agonist (inhaled) + spacer
Oral/injectable antihistamine

Oral/injectable corticosteroid

IM Epinephrine
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Patient flow

Patients Included
208 N

- o
] el | g Specific immunotherapy has
= | @ long-term preventive effect of

‘Continusd for

N seasonal and perennial
e o

| d asthma: 10-year follow-up on

[l
Fallow ug al § ysars
]

[[Fomgirn the PAT study

1 T

==

Follow upat 10 yoars | [ Follow up ot 10 yoars
- i 30 .

Odds-ratio = 2.5
(1.1-59)

Jacobssen, Allergy 2007

SUBCUTANEOUS (SCIT)
ADMINISTRATION SUBLINGUAL (SLIT)
(epicutaneous, intralymphatic)

Standard
Rush
BUILD-UP  Ultra-rush
Cluster
No build-up (SLIT)

4 wks
2-4 months (VIT)
TIMING 4ty (SLIT)

Preseasonal EOD (SLIT)

REGIMEN Pre-cosseasonal
Coseasonal
Continuous

Follow all precaution rules:

Correct site of injection

Verify dose, patient’'s name and batch

Inject outside vessels

Observe for at least 30 minutes

Recommend no physical exercise immediately after injection
Check vital parameters before discarding patient

HAVE AVAILABLE

Oxygen

Beta2 short acting agonist (inhaled) + spacer
Oral/injectable antihistamine

Orall/injectable corticosteroid

IM Epinephrine



» DEFINE THE OPTIMAL MAINTENANCE DOSE

(AND INTERVAL) FOR ALL ALLERGENS

+ STANDARDIZE CLINICAL TRIALS

» SAFETY IN PREGNANCY/LACTATION?

+ AUTOIMMUNE DISORDERS?

Thank you !l

Feel free to contact us at
canonhica@unige.it

passalacqua@unige.it
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