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Standards for practical  

allergen-specific IT  

Allergy 2006 

Allergen immunotherapy: A practice 

parameter THIRD update 

JACI 2011  

 

WHO Pos Pap. Therapeutical 

vaccines for allergic diseases 

Allergy 1998 

GALEN/EAACI Pocket Guide for 

SIT in rhinitis and asthma 

Allergy 2010 

Subcutaneous 

(SCIT) 

Sublingual  

(SLIT) 

Clinical efficacy: Rhinitis  Ia Ia 

Clinical Efficacy: Asthma  Ia Ia 

Clinical efficacy: children 

(rhinitis) 

Ib Ia 

Prevention of new 

sensitizations 

Ib IIa 

Long-term effect Ib IIa 

Prevention of asthma Ib* Ib* 

* One single randomized open study 

ARIA UPDATE: ALLERGEN 

IMMUNOTHERAPY 
G. Passalacqua and SR. Durham 

JACI 2007 

Akdis, 

Allergy 2007 Where does IT preferentially works? 

INFLAMMATION 
IgE REACTION 

Hymenoptera 

Allergy 
Food 

Allergy? 

Seasonal 

rhinitis 
Perennial 

rhinitis 

Asthma 
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SIT is specific for the allergen, not 

for the target organ 

 

SIT is not a last chance treatment, 

but should be used in association 

with drugs.  

 

SIT is effective in respiratory 

allergy (mite, pollens, animal 

dander) and in hymenoptera 

allergy 

 

FACTORS TO BE EVALUATED IN PRESCRIBING SIT 

1 The disease must be IgE-mediated (positive skin       

 prick test/CAP RAST) 

2 The causal allergen must be clearly identified 

3 Assess duration and severity of symptoms 

4  Assess the efficacy of pharmacological treatment 

5  Can the patient comply? (cost, lifestyle) 

6 Is there a standardized vaccine 

7 There are proofs of efficacy for that vaccine? 

 

 

 

WAO Position Paper 1998 

CAUSAL ROLE OF THE ALLERGEN(S): 
 

Clinical history and exposure 

SKIN TESTING 

RAST ASSAY 

NASAL (CONJUNCTIVAL) 

CHALLENGE 

 

(component resolved diagnosis) 

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

Preferably one, but in selected cases 2 or 3 extracts. 

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   

FACTORS TO BE CONSIDERED IN 

PRESCRIBING IMMUNOTHERAPY 

WHO Pos Pap 1998 

Mild 
intermitt. 

Mild 
persistent Moderate- 

severe 
intermitt. 

Moderate- 
severe 

persistent 

Indications  

 Intermitt. 
Mild 

Moderate 

Severe 

IMMUNOTHERAPY. 

RHINITIS 

ASTHMA 
HIGH 
RISK? 

Not cost- 
effective? 

26 fatalities since 1957 certainly due to IT 

11 of them since 1980 
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Reid MJ et al. JACI 1993 

 

Period 1985-1989: 17 fatalities 

Mean age:  36 

Age range:  15-77 

6 male, 11 female 

Asthma:  77%  

Aqueous: 15 

Build-up:  11 

RISK FACTORS 

Based on nonfatal reactions 

 

Uncontrolled asthma 

Severe asthma 

Use of betablockers 

Rush immunotherapy 

Use of new vials 

Technical errors 

 

Based on fatal reactions 

 

Uncontrolled asthma 

Severe asthma 

Use of betablockers 

Rush immunotherapy 

Build-up phase 

Use of new vials 

Technical errors 

 

Estimated incidence of fatalities < 1/2.000.000 injections 

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? 

Clin Exp Allergy 2011 

Cochrane 2010 
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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 

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   

FACTORS TO BE CONSIDERED IN 

PRESCRIBING IMMUNOTHERAPY 

WHO Pos Pap 1998 

PROBLEMS: 

Aetiological diagnosis of respiratory 

allergies is mandatory for a correct 

prescription  of SIT 

 

 

 

 

The vast majority of patients are poly- 

Sensitized. 

 

Recommendations differ among guidelines 

Standards for practical allergen-specific 

immunotherapy. 

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

Alvarez-Cuesta E, Bousquet J, Canonica GW, 

Durham SR, Malling HJ, Valovirta E;  

 

EAACI, Immunotherapy Task Force. 

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. 

pteronyssinus and D. farinae in mite allergen products.  

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.  

 

Allergen immunotherapy: A practice 

parameter second update  

 
Linda Cox MD, Supplement Editor,  

James T. Li MD, Harold Nelson MD  

and Richard Lockey MD, Co-editors 

 

http://www.ncbi.nlm.nih.gov/sites/?Db=pubmed&Cmd=ShowDetailView&TermToSearch=16930249&ordinalpos=1&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/sites/?Db=pubmed&Cmd=ShowDetailView&TermToSearch=16930249&ordinalpos=1&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/sites/?Db=pubmed&Cmd=ShowDetailView&TermToSearch=16930249&ordinalpos=1&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/sites/?Db=pubmed&Cmd=ShowDetailView&TermToSearch=16930249&ordinalpos=1&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/sites/?Db=pubmed&Cmd=ShowDetailView&TermToSearch=16930249&ordinalpos=1&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/sites/?Db=pubmed&Cmd=ShowDetailView&TermToSearch=16930249&ordinalpos=1&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/sites/?Db=pubmed&Cmd=ShowDetailView&TermToSearch=16930249&ordinalpos=1&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/sites/?Db=pubmed&Cmd=ShowDetailView&TermToSearch=16930249&ordinalpos=1&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum
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Bermuda grass 

(cynodon dactylon) 

Timothy grass 

(phleum pratense) 
Kentucky bluegrass 

(poa pratensis) 

Birch (betula verrucosa) Alder  

(alnus glutinosa) 

Hazelnut 

(corylus avellana) 
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RAGWEED 

oct 

PARIETARIA 

MITE 

Sastre, 
Clin Exp Allergy 2010 

http://www.saguaro-juniper.com/i_and_i/invasive_spp/bermudagrass_lge.jpg
http://www.lawn-mowers-and-garden-tractors.com/images/kentucky-bluegrass.jpg
http://www.bomengids.nl/pics/Hartbladige_els__Alnus_cordata__Italian_Alder@elsgrauwe@1@boomtree@img_1075.jpg
http://www.pecorfamily.com/IMG_6696.JPG
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ISAC 

Vrtala,  

Allergy 2008 

GRASS 

Phl p 1 

Phl p 5 

Phl p 6 

 

Phl p 7 (profilin) 

Phl p 12 (CBP) 

BIRCH 

Bet v 1 

 

 

 

Bet v 2 (profilin) 

Bet v 3 (CBP) 

PARIETARIA 

Par j  1 

Par j  2 

 

 

Par j  3 (profilin) 

PROBLEM: 

 

Does SIT with a single allergen 

  

work in polysensitized patients?  
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MECHANISMS 

OF 

ACTION 

Clinical effect 

 

Immunological effect 

Long-lasting efficacy 
 

Prevention of new  

sensitizations 

Prevention of asthma 

Specific immunotherapy  
 

 

Specific immunotherapy has 

long-term preventive effect of 

seasonal and perennial 

asthma: 10-year follow-up on 

the PAT study 

Jacobssen, Allergy 2007 

CONTROLS 

NS 
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SLIT 

*** 

*** 

baseline 3rd year 

MONOSENSITIZED 

PATIENTS 
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ADMINISTRATION 

SUBCUTANEOUS (SCIT) 

SUBLINGUAL (SLIT) 

(epicutaneous, intralymphatic) 

BUILD-UP 

Standard 

Rush 

Ultra-rush 

Cluster 

No build-up (SLIT) 

TIMING 

4 wks 

2-4 months (VIT) 

daily (SLIT) 

EOD  (SLIT) 

REGIMEN 

Preseasonal 

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 

Oral/injectable corticosteroid 

IM Epinephrine 

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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MAIN UNMET NEEDS 

• DEFINE THE OPTIMAL MAINTENANCE DOSE 

(AND INTERVAL) FOR ALL ALLERGENS 

 

• STANDARDIZE CLINICAL TRIALS 

 

• SAFETY IN PREGNANCY/LACTATION? 

 

• AUTOIMMUNE DISORDERS? 

Thank you !!! 

 
Feel free to contact us at 

canonica@unige.it 

passalacqua@unige.it  

mailto:canonica@unige.it
mailto:passalacqua@unige.it

