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 Over 80% of asthmatics have rhinitis 

 

 

 

 

 

 10-40% of patients with rhinitis develop  asthma 
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 Allergic rhinitis (AR) subcutaneous immunotherapy 
(SCIT) and sublingual immunotherapy (SLIT) : primary 
indication for Allergen Immunotherapy (AIT) 

 

 USA  

 SCIT is approved  for AR and pediatric  asthma 

 SLIT is used off-label for asthma 

 Europe  

 SCIT and SLIT are approved for  AR and asthma 



 Sublingual immunotherapy  ( SLIT )  

 Small doses to increase tolerance to the allergen 

 

 SLIT has demonstrated its efficacy and safety in the past 10 
years  

 

 The efficacy of SLIT is dose dependent 

 



Spray bottle 





 Spain and other European countries 

 Produced under  GMPs 

 Individual preparations for individual patients 

 

 Registration in European countries: Germany, Italy 
and Austria 

 

 Registration include quality data and evaluation of 
the Health Authorities 









The mucosal immunity system fulfills the following basic tasks: 

 

1. Protection from harmful microbial pathogens 

 

2. Barrier against penetration of infectious and immunogenic 
components 

 

3. Low reactivity to harmless Ag present on mucosa 

 

4. Maintenance of mucosal homeostasis 

Tiaskalová-Hogenová, H. et al. 2002. 



Holmgren, J. et al. 2005. 



Czerkinsky et al. Human Vaccines, 2011 
Çuruburu  et al. Vaccine, 2007 

Sublingual + = 



 Sublingual mucosa  

 Dense network of dendritic-like cells (DC) in lamina 
propia and epithelium 

 Tolerance induction producing IgG4 and regulatory T 
cells 

 

 Sublingual inmunotherapy 

 Ovoalbumin and cholera toxin:  vigorous systemic and 
mucosal antibody responses 

 Comparable to intranasal IT  

 Superior to oral IT 
 

Çuburu ,N. et al. 2007 



 
Modulation of the  antibodies response to specific 

allergens  
 
 Activation and recruitment reduction of pro-inflamatories 

cells  
 
 Changes in specific allergen T cells response pattern 

 
 





Moingeon, P. et al. 2012. 







Allam et al. Allergy, 2008  

 



 Larger area of oral mucosa 
 Greater uptake by Antigen Presenting Cells 

 
 
 
 

DROPS SPRAY 



 High concentration of vaccine without the dilution of saliva 
 

 Better control : administered dose and treatment compliance 
 

 Ideal for young children 







 
• Preserving  properties1 (antimicrobial and antiviral effect) 

 
• Inhibition of proteolytic activity2 and  protein aggregation3  has 

been proven 
 
• Glycerol viscosity prolongs the contact of  Ag  with surfaces4 

 
• Increasing capture of allergens by antigen presenting cells 

 
 

1Scadding G. et al Clin Transl Allergy 2011 
2Nelson H. Allergens and allergen immunotherapy 
1999 

3Vagenende V. et al Biochemistry 2009 
4Pennington AK. et al Int J Pharm 1998 
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 Tasty Excipients in SLIT preparations as fruit flavours increase 

patient adherence 
 

 Artificial flavours  adequate for allergic patients 
 

 Importance for SLIT that is home administered 
 
 Specially relevant for children 

 
 
 

 
 
 





 Since the first day the  patient is on the maximum dose 
 
 

 Excellent safety profile and maximum efficacy 
 
 

 Better patient compliance than with longer build up periods 
 



Safety of ultra-rush perlingual immunotherapy in allergic rhinitis. 
G.Traina, E. Allievi, A. Busani, D. Origgi, G. Piacentini, L. Serradori, A. Martelli.  
Department of Paediatrics, S. Corona Hospital – Garbagnate Milanese. Italy.  

(Allergy 2012;67, s 96:411).  

Material and Methods  

 
Allergens  

 
Children with SLIT 

Grass 29 
Dust mites 22 
Cynodon dactylon 14 
Alternaria 2 
Ambrosia 2 
Birch 1 
Cat dander 1 

• 54 children (27 males, 27 females, aged between 5 and 18 years) 
• Allergic rhinoconjunctivitis  
• 51 polysensitized 
• 6 months SLIT 
• 2   sprays since 1st day. 



Results 
 Excellent patient compliance: All children completed treatment 

 13,889 doses administered 

 Excellent safety profile:  

 Only two children reported transient oral itching (<5 minutes) 

 Daily maintenance dose of  (sprays/day) neither local nor systemic 

reactions  

 No anaphylaxis 

Safety of ultra-rush perlingual immunotherapy in allergic rhinitis. 
G.Traina, E. Allievi, A. Busani, D. Origgi, G. Piacentini, L. Serradori, A. Martelli.  
Department of Paediatrics, S. Corona Hospital – Garbagnate Milanese. Italy.  

(Allergy 2012;67, s 96:411).  







• SLIT is used widely (50% in some European countries). Full 
regulatory and government backing 

• U.S. allergy leaders are writing in support of SLIT 



SIT – PREFERRED OPTION IN EUROPE 

SLIT > 50% 
SCIT > 50% 

Source: FASIT 2008 



1998  

 The World Health Organization indicated its use in its 1998 
position paper. 

 

 

2007 -2008 

 ARIA (Allergy Rhinitis and its Impact on Asthma) 
guidelines indicating SLIT as a viable treatment approach 



Aria 2008 update 



Aria 2008 update 



Level of evidence produced according to Shekelle et al. Aria 2008 update. 



Aria 2008 update 





Allergy 2016 Jul 20. doi: 10.1111/all.12989.  



Normansell R, Kew KM, Bridgman A. Sublingual immunotherapy for asthma. Cochrane 
Database Syst Rev 2015;8: CD011293. 



Abramson MJ, Puy RM, Weiner JM. Injection allergen immunotherapy for asthma. 
Cochrane Database Syst Rev 2010;8: CD001186.c 



Allergy 2016 Jul 20. doi: 10.1111/all.12989.  



ARIA  

 More modern research on SLIT compared to SCIT 

 Higher quality  (WHO guidelines) 

 

 Several publications :  efficacy and safety of SLIT on AR 

 

 Cochrane Review 

 2011- SLIT   : safe and effective 





 Allergic disease can impair QoL 

 
 Interest in alternative routes of delivery 

 

 Injection IT: associated with systemic 
reactions 



 Evaluate the efficacy of SLIT  compared with placebo:  

 
 Reductions in symptoms and/or medication 

 
 Altering immunological markers in blood and allergen 

sensitivity in target organs (nose, eye, skin). 
 
 Safety 

 



 Studies: DBPC 

 Participants 
 Any age: children and adults 
 All patients: History of AR with or without conjunctivitis 

and with or without asthma 
 Sensitivity  proven :  positive SPT and/or specific IgE 

 

 Exclusion 
 The existence of other clinical sensitivities 
 Trials dealing with asthma alone 
 



 Pollen: 39 ( Grasses: 23, Parietaria: 5, Ragweed: 2 Trees: 9 
Grass+Birch: 1) Mites: 8  Cat: 1 
 
 Patients: 4,598 ( Active: 2,333  Placebo: 2,256) 
 Age: Adults: 34    Children: 15 

 
 Treatment lasted for:   
 < 6 months: 17        6-12 months: 16          > 12 months: 16 

Major allergen: 
 < 5 µg: 8                    5-20 µg: 12                    > 20 µg: 12 

 
 
 
 
 





Medication scores  

 
 Only 38 studies reported data) 

 
 SMD -0.32  95% confidence interval (-0.43 - -0.21. P < 0.00001) 

 
 Important degree of heterogeneity 





Number of 
studies  n (active) n (placebo) SMD (95% CI) P

sIgE 14 675 659 0.27 (-0.01; 0.55) 0.05

sIgG 3 286 304 0.95 (0.78; 1.12) <0.00001

sIgG4 13 588 599 0.46 (0.29; 0.63) <0.00001



Local reactions Studies Patients
Total events
(per patient) Patients

Total events
(per patient) P

Labial oedema 11 604 55 (0.09) 536 7 (0.01) <0.0001
Buccal pruritus 21 1126 1798 (1.6 ) 1075 492 (0.46) <0.0001
Buccolingual oedema 8 648 143 (0.22) 606 2 (0.003) <0.0001
Throat irritation 10 770 243 (0.30) 747 29 (0.04) <0.0001
Oral (nonspecified) 3 68 143 (2.10) 71 24 (0.34) <0.0001
Local (nonspecified) 3 119 7 (0.06) 116 3 (0.03) 0.3356

Active Placebo



Systemic reactions Studies Patients
Total events
(per patient) Patients

Total events
(per patient) P

Urticaria 8 204 7 (0.03) 199 9 (0.04) 0.6202
Pruritus/rash 10 363 13 (0.04) 222 9 (0.04) 0.8247
Conjunctivitis 8 262 774 (2.95) 238 786 (3.30) 0.2810
Rhinitis 16 965 1403 (1.45) 912 1034 (1.13) <0.0001
Rhinoconjunctivitis 6 184 60 (0.33) 176 58 (0.33) >0.9999
Asthma/wheeze 15 488 51 (0.10) 450 42 (0.09) 0.6637
Cough 8 337 313 (0.93) 304 211 (0.69) 0.0151
Gastrointestinal 20 630 88 (0.14) 561 10 (0.02) <0.0001
Headache 6 535 70 (0.20) 548 68 (0.12) 0.7868
Anaphylaxis 6 291 0 288 0 -
Systemic nonspecified 5 330 4 (0.01) 36 0 >0.9999

Active Placebo





 SLIT  
  Viable alternative to allergen injection immunotherapy 

 
 SLIT  
 Safer after compared to SCIT 

 

 Inclusion of other evaluations are needed to define the place of 
SLIT in the treatment of RC 
 

 



 Evidence support the efficacy of immunotherapy in  
allergic rhinitis and asthma 

 Similar rates of efficacy and compliancy are 
associated with SLIT and SCIT 

 The safety profile of SLIT is improved compared to 
SCIT 

 Further trials SLIT vs SCIT are warranted 

 



SLIT products need to be chosen 
taking into account: 

 

1) Simplicity of administration 
schedule 

2) Patient compliance 

3) Safety  

4) Efficacy 



Madrid, Spain 

Cuzco , Perú  
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