
12/9/2012 

1 

Prof. Giorgio Walter Canonica 
Allergy and Respiratory Diseases Department 

University of Genoa 

Historian President Elect 

WISC    2012 Disclosure of Interests of G.W.Canonica 

 

Prof. Giorgio Walter CANONICA , in the last five years,has been: 

-scientific consultant as a single scientist or in national/international boards, 

-researcher in scientific trials in his university or in collaboration with other research institutions,  

-speaker in scientific meetings,seminars and educational activities  devoted to specialists, general 

practitioners and other healthcare professionals, 

totally or partially supported by the following commercial companies:  

-Alk-Abello’ 

-Almirall 

-Allergy Therapeutics 

-Anallergo 

-Hal 

-Lofarma 

-Stallergenes 

-Thermo Fisher 
 

 

              I 
 

IMMUNOTHERAPY 



12/9/2012 

2 

WAO SLIT PP Update 2012 

WAO SLIT PP Update 2012 

 Text in detail 

 CHAPTER  9 :BULLET POINTS 

  

• To be eligible for SLIT, patients should have: 
- a clinical history of allergy. 
- documented ALLERGEN SPECIFIC IgE positive 
test. 
- the allergen used for Immunotherapy must be 
clinically relevant to their clinical history. 
Molecular Allergy Diagnosis  provides further guidance to an appropriate SIT prescription  
• Age does not appear to be a limitation. 
  
     • Single allergen SLIT has been demonstrated to be effective in both monosensitized  and  polysensitized patients. 
  
• Presently use of SLIT in Latex Allergy, Atopic 
Dermatitis, Food Allergy and Hymenoptera venom 
is under investigation: more demonstrations are 
needed to support clinical use. 
  
• SLIT may be considered as initial treatment. Failure 
of pharmacological treatment Is not an essential 
prerequisite for the use of SLIT. 
  
• SLIT may be proposed as an early treatment in 
respiratory allergy therapeutic strategy. 
  
• Special SLIT Indications exist in the following 
patients. 
- Patients uncontrolled with optimal pharmacotherapy 
(SCUAD). 
- Patients in whom pharmacotherapy induces 
undesirable side effects. 
- Patients refusing injections. 
- Patients who do not want to be on constant or 
long-term pharmacotherapy. 
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Patient selection is important, and efficacy 
must always be balanced against the risk of 
side effects. The necessity for initiating SIT 
depends on the degree to which symptoms 
can be reduced by medication, the amount 
and type of medication required to control 
symptoms, and whether effective allergen 
avoidance is possible. Therefore, it is 
essential to consider SIT based on allergen 
sensitization rather than on a particular 
disease manifestation.[1,2] 
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Patients must have IgE sensitization to an 

allergen demonstrated either by skin tests or 
serum IgE antibodies and a relationship between 
symptoms and exposure to an allergen to which 
the patient is sensitive. 

 Immune modulation by administration of 

increasing doses of specific allergens provides 
protection against allergy symptoms on natural 
exposure to the allergen but only if the allergen is 
clinically relevant.  

Many people may have IgE antibodies (a 

positive skin test or serum specific IgE_ 0.35 kU/L) 
though do not develop symptoms.  
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Asthma 

  
Patients allergic to mites may be candidates for SLIT if they have significant symptoms of 
rhinitis or asthma when they are exposed to domestic mite allergens.  
  
A meta-analysis of DBPC-RCTs evaluated SLIT efficacy in the treatment of allergic asthma 
in children. Nine studies reported 441 subjects who had concluded treatment and had 
received a final clinical assessment. SLIT with standardized extracts (mainly mites) 
reduced both symptom scores and rescue medication use in children with allergic asthma 
compared with placebo.[7] 
  
An asthma expert panel recommends that allergen immunotherapy be considered for 
patients with persistent symptoms and in patients whose asthma is not well controlled by 
pharmacotherapy, or in whom multiple medications are required.[8] 
  
Immunotherapy can prevent the development of asthma in allergic rhinitis patients and 
new sensitivities in monosensitized children and adults. As in the case of rhinitis, SIT is 
indicated when there is a significant allergic contribution to the patient’s symptoms.[9] 
  
Although efficacy of SIT has been shown for treatment of allergic asthma, there is a risk of 
acute asthma in patients with severe asthma. Thus, severe or uncontrolled asthma is a 
contraindication for SIT.[8,10] 
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Allergic Rhinitis 

  
Allergen immunotherapy is an effective treatment for allergic rhinitis 
and can potentially modify the disease. Clinical benefits may be 
sustained years after discontinuation of treatment, may prevent the 
development of new allergen sensitization and reduce the risk for the 
future development of asthma in some patients. As for asthma, SLIT 
should be considered if:  
1) symptoms are persistent or severe, despite pharmacological and 
nonpharmacological measures;  
2) medications cause unacceptable side effects; 
3) patients or parents unwilling to use intranasal 
corticosteroid; or 
4) asthma is present. Again, allergen immunotherapy should only be 
considered if there is clear evidence of a relationship between 
symptoms and exposure to an allergen to which the patient is 
sensitive.[11–13  

- Age does not seem to be a 
limitation. 
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Age 
  
There is no specific upper or lower age limitation for SIT. SLIT may be a safe and 
effective treatment for all ages if an atopic mechanism is involved in the 
pathogenesis of disease, although efficacy in children less than 5 years of age is 
not documented. A meta-analysis showed that SLIT is effective in children 3–18 
years of age with allergic rhinitis.[4] 
  
To evaluate the clinical efficacy of SLIT in respiratory allergy in children, 8 DBPC-
RCTs on SLIT were selected. Five studies were run with HDM, one with olive 
pollen, one with wall pellitory (Parietaria) pollen, and one with grass pollen. 
SLIT could be currently considered to have low to moderate clinical efficacy in 
children of at least 4 years of age, monosensitized to HDM, and suffering from 
mild to moderate persistent asthma.[5] 
  
Children with asthma or persistent rhinitis, aged 1 year and 11 months to 3 
years and 10 months were treated with a monomeric allergoid. The mean 
follow-up was 22.3 months and 30/36 children were highly or moderately 
improved. SLIT was safe in these very young children.[6] 
 

- SLIT may be considered as  
initial treatment.  

- Failure of pharmacological 
treatment is not an essential 
prerequisite for the use of SLIT. 
 

WAO SLIT PP Update 2012 

- SLIT may be proposed as an 
early treatment in respiratory 
allergy therapeutic strategy. 
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 • Single allergen SLIT has 
been demonstrated to be effective 
in both monosensitized  and  
polysensitized patients. 
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SIT in POLYSENSITIZED PATIENTS 

WAO SLIT PP Update 2012 

Although the majority of subjects is 
polysensitized, monosensitized patients or 
patients concomitantly sensitized to noncross-
reacting allergens are ideal for a single allergen 
vaccine study and are more likely to demonstrate 
the beneficial effects of SIT.  

Severity of asthma and kind of 

sensitization 

Severity of rhinitis and kind of 

sensitization 

Polysensitization did not affect the type and severity of AR  

There was a trend for the association between polysensitization and asthma severity 
indeed only polysensitized patients had severe persistent asthma. 

The Polismail Study Int J Immunopathol Pharmacol. 2010 Apr-
Jun;23(2):637-40. 

Clinical aspects  

2012 
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Calderon 
et al. 
2012 

• Polysensitization is more prevalent than monosensitization in the   
  general population 

• Polysensitization is much more prevalent in patients consulting 
  allergists 

• A significant minority of polysensitized patients have IgE against   
  highly cross-reactive panallergens (ranging from 10% for calcium binding   
  proteins to around 40% for profilin) 

11,355 pts (European Community Respiratory Health Survey (ECRHS): 
 
 not sensitized: 57.0% to 67.8% 

 

 monosensitized: 16.2% to 19.6%  

 

 polysensitized 12.8% to 25.3%  

If a patient has IgE antibodies and thus sensitized basophils to more than one allergen, to which he is 
simultaneously exposed, the additive effect should be considered. Even low concentrations of IgE antibodies 
could be of clinical relevance in such a situation. 

Different approach to 

polysensitized patients 

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://images.google.it/imgres?imgurl=http://www.cronopio.info/wp-content/uploads/2007/10/amflag.jpg&imgrefurl=http://www.cronopio.info/?p=417&usg=__JIe9130O2crsExlQNWT6cfhixlk=&h=108&w=148&sz=8&hl=it&start=27&um=1&tbnid=mkHw-54Rq1he8M:&tbnh=69&tbnw=95&prev=/images?q=bandiera+usa&start=20&ndsp=20&um=1&hl=it&lr=&sa=N
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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 product. 

Allergy 2006: 61 (Suppl 82): 1-20  

The POLISMAIL lesson: sublingual 

immunotherapy may be 

prescribed also in polysensitized 

patients. 

Ciprandi G, Incorvaia C, Puccinelli P, Scurati S, 
Masieri S, Frati F. 

Int J Immunopathol Pharmacol. 2010 Apr-
Jun;23(2):637-40. 

In conclusion, the POLISMAIL study demonstrates that 
polysensitization should not represent a counter-
indication for prescribing immunotherapy.  
The choice to limit SLIT to 1-2 allergen extracts was 
sufficient and effective in improving symptoms and QoL. 

REAL LIFE 

• SCIT can mix different allergens 

    (both in USA & EU) 

• SLIT drops can mix different allergens 
(both in USA & EU) 

• SLIT tablets needs multiple treatments 
for the same patient 

- Molecular Allergy Diagnosis  

provides further guidance to an 
appropriate SIT prescription  
 

WAO SLIT PP Update 2012 

2012 

http://www.bsaci.org/
http://www.massimopiazza.it/lang1/index.html
http://www.eaaci.net/site/homepage.php
http://images.google.it/imgres?imgurl=http://pietrob.net/extrablog/images/europa.gif&imgrefurl=http://mieterre.it/archives/2004_05_01_leterredipietro_archive.html&usg=__uLvw3ZTf6W9V6ygJ7rllv2DD3ok=&h=331&w=473&sz=49&hl=it&start=4&um=1&tbnid=UWwbzqS1sANfFM:&tbnh=90&tbnw=129&prev=/images?q=bandiera+europa&um=1&hl=it&lr=
http://www.ncbi.nlm.nih.gov/pubmed?term=Ciprandi G[Author]&cauthor=true&cauthor_uid=20646360
http://www.ncbi.nlm.nih.gov/pubmed?term=Incorvaia C[Author]&cauthor=true&cauthor_uid=20646360
http://www.ncbi.nlm.nih.gov/pubmed?term=Puccinelli P[Author]&cauthor=true&cauthor_uid=20646360
http://www.ncbi.nlm.nih.gov/pubmed?term=Scurati S[Author]&cauthor=true&cauthor_uid=20646360
http://www.ncbi.nlm.nih.gov/pubmed?term=Masieri S[Author]&cauthor=true&cauthor_uid=20646360
http://www.ncbi.nlm.nih.gov/pubmed?term=Frati F[Author]&cauthor=true&cauthor_uid=20646360
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Schmid-Grendelmeier P. 2012 

MIS-MATCH TYPE 1 

lower efficacy? 

MIS-MATCH TYPE 2 

risk of new 

sensitizations? 

prevention of new 

sensitization? 

MIS-MATCH TYPE 3 

lower efficacy? 

risk of new sensitization? 

prevention of new 

sensitization? 

MIS-MATCH TYPE 4 
no efficacy? 

risk of new sensitzation? 

prevention of new 

sensitization? 

Tripodi et al. JACI 2011 

WAO - ARIA - GA2LEN 

 Consensus document  

on  

molecular allergy-based diagnosis. 

 

CHAPTER 4: 

COMPONENT RESOLVED DIAGNOSIS  

AND SPECIFIC IMMUNOTHERAPY 

 

- Patients uncontrolled with optimal pharmacotherapy 
(SCUAD). 
 
- Patients in whom pharmacotherapy induces undesirable 
side effects. 
 
- Patients refusing injections. 
 
- Patients who do not want to be on constant or long term 
pharmacotherapy. 
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Special SLIT indications exist in the 

following patients: 

Presently use of SLIT in  
-Latex Allergy,  
-Atopic Dermatitis,  
-Food Allergy and  
-Hymenoptera Venom Allergy  
is under investigation: more 
demonstrations are needed to 
support clinical use. 
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Special Considerations 

  
Venom 
  
In a proof-of-concept study, honeybee SLIT significantly 
reduced the extent of LLRs to honeybee in monosensitized 
adult patients, and its safety profile was good. Local 
reactions are not an indication for venom IT and the 
efficacy of venom SLIT should be assessed in patients with 
SRs.[14] 
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Atopic Dermatitis 

  
SLIT with a standardized mite extract showed efficacy in 
children with mild-moderate allergic atopic dermatitis, 
whereas the benefit was variable in the severe form. 
Children aged 5 to 16 years with atopic dermatitis [Scoring 
Atopic Dermatitis (SCORAD) _7] and sensitized to dust 
mites (mean mite specific IgE: 10.6 kU/L) received SLIT for 
18 months.[15] Further studies in atopic dermatitis are 
necessary before recommendations can be made regarding 
effectiveness. 
  
 

CONCLUSION: 
SIT with a depigmented polymerized birch pollen extract leads 
to significant improvement of the SCORAD value and the DLQI 
in patients suffering from moderate-to-severe AD sensitized to 

birch pollen. 

• Subcutaneous immunotherapy with a depigmented 
polymerized birch pollen extract--a new therapeutic 

option for patients with atopic dermatitis. 

• Novak N, Thaci D, Hoffmann M, Fölster-Holst R, Biedermann T, 
Homey B, Schaekel K, Stefan JA, Werfel T, Bieber T, Sager A, 

Zuberbier T. 

Int Arch Allergy Immunol. 2011;155(3):252-6.  

JACI 2012 

• Efficacy and safety of subcutaneous allergen-
specific immunotherapy with depigmented 
polymerized mite extract in atopic dermatitis 

• Novak N, Bieber T, Hoffmann M, Fölster-Holst R, 
Homey B, Werfel T, Sager A, Zuberbier T 

Conclusion 
Although subcutaneous allergen-specific immunotherapy showed  
no statistically significant difference in the overall population  
of patients with AD, 
statistically significant reduction of the total SCORAD 
could be achieved in a subgroup of patients with severe AD. 
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Food Allergy 

  
The efficacy and tolerance of SLIT with a standardized hazelnut extract 
were evaluated in 23 patients allergic to hazelnut in a randomized, 
double-blind, placebo-controlled study. SRs were observed in only 0.2% 
of the total doses administered. After 8–12 weeks treatment, efficacy 
was assessed by doubleblind, placebo-controlled food challenge: 
almost 50% of patients who underwent active treatment, but only 9% in 
the placebo group reached the highest food challenge dose (20 g) 
provoking objective symptoms. IgG4 and IL-10 levels after SLIT 
increased only in the active treatment group.[16] None of these last 3 
diseases should be presently considered indications for clinical use of 
SLIT. 
 

Burks et al.NEJM 2012 Burks et al.NEJM 2012 

http://www.ncbi.nlm.nih.gov/pubmed?term=Novak N[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=Thaci D[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=Hoffmann M[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=F%C3%B6lster-Holst R[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=F%C3%B6lster-Holst R[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=F%C3%B6lster-Holst R[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=Biedermann T[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=Homey B[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=Schaekel K[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=Stefan JA[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=Werfel T[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=Bieber T[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=Sager A[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=Zuberbier T[Author]&cauthor=true&cauthor_uid=21293143
http://www.ncbi.nlm.nih.gov/pubmed?term=Novak N[Author]&cauthor=true&cauthor_uid=22947344
http://www.ncbi.nlm.nih.gov/pubmed?term=Bieber T[Author]&cauthor=true&cauthor_uid=22947344
http://www.ncbi.nlm.nih.gov/pubmed?term=Hoffmann M[Author]&cauthor=true&cauthor_uid=22947344
http://www.ncbi.nlm.nih.gov/pubmed?term=F%C3%B6lster-Holst R[Author]&cauthor=true&cauthor_uid=22947344
http://www.ncbi.nlm.nih.gov/pubmed?term=F%C3%B6lster-Holst R[Author]&cauthor=true&cauthor_uid=22947344
http://www.ncbi.nlm.nih.gov/pubmed?term=F%C3%B6lster-Holst R[Author]&cauthor=true&cauthor_uid=22947344
http://www.ncbi.nlm.nih.gov/pubmed?term=Homey B[Author]&cauthor=true&cauthor_uid=22947344
http://www.ncbi.nlm.nih.gov/pubmed?term=Werfel T[Author]&cauthor=true&cauthor_uid=22947344
http://www.ncbi.nlm.nih.gov/pubmed?term=Sager A[Author]&cauthor=true&cauthor_uid=22947344
http://www.ncbi.nlm.nih.gov/pubmed?term=Zuberbier T[Author]&cauthor=true&cauthor_uid=22947344
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Latex Allergy 

  
Patients with latex-induced urticaria may benefit from latex 
SLIT.17 In an open trial designed to evaluate tolerance, SLIT 
(4 days) with a standardized NRL extract was followed 
by a 9-week maintenance treatment. In 26 patients, the 
glove-use test improved significantly after 5 days and 10 
weeks of treatment (P _ 0.003, P _ 0.0004, respectively), the 
rubbing test also improved significantly.[18] 
  
Finally, consideration should be given to the possibility to 
predict responder patients to SIT, including SLIT; recently 
the evaluation of serum s-IgE/total IgE ratio has been 
proposed.[19] Further studies are needed to better predict 
SLIT responders. 
 

TAKE HOME MESSAGES 

The question is not anymore whether 
 immunotherapy is effective and safe, but…. 

 

 

Bonini S., Rasi G. 

Allergy 1997;52 :693-94 

2012 

White Book 2011-2012 
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