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AUTHORS' CONCLUSIONS

Implications for practice

“The evidence assembled in ehis review confirms the efficacy afim-
munotheragy in terms of a reduction in asthma symptoms and use
of asthrma medication. but it pives limited guidancs enncerning
the size af benefit compared to ather therapies. For exmple, it is
not canfidently knawn whether the effect is the sme in patients
receiving inhaled corticosteroids asin those who are not. The data

be fheribility in the domge schedule. Patienss should be informed
that subcutaneous allergen immusnathesapy is not withaust risk of
significant adwerse effeces. They must be observed long enoagh

to expert advice atall times. Finally, patients sheald be informed
that ather types of allergen immunotherapy, such as sublingal
immunatheragy, are avallable, and pasients shoald be allawed an

informed choice as ¢ which intervention they would prefer
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patients, 3 to 18 vears of age.

Martin Penagos:, Giovanni Pa;
Carlos Baena-Cagnanis, Socorro Orozc
and Giorgio Walter Canonica:

Meta-analysis of the efficacy of sublingual
immunotherapy in allergic asthma in pediatric

acqua:, Enrico Compalati:,
o4, Alvaro Pedrozas

Penagos et al. CHEST 2008
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Sublingual immunotherapy for allergic rhinitis (Review)

Radulovic S, Calderon MA, Wilson D, Durham §
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Authors’ conclusions

This updated review reinforces the conclusion of the original 2003 Cochranc Review that sublingual immunotherapy is cffective for
allergic chinitis and has been proven to be a safe route of administration.

Radulovic et al. 2011c
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Section 6.3
The Cost-effectiveness of
Consulting an Allergist

Jose E. Gereda, Sergio Del Giacoo, Paul C. Potter, Michael
A. Kaliner, for the World Allergy Organization Specialty and
Training Council

VAVAEGH |White Book 2011-2012

Pawankar, Canonica, Holgate and Lockey

Section 6.3
The Cost-effectiveness of
Consulting an Allergist

* The allergist is an expert in talloring therapy 1o the
individual patient and adjusting treatment dosages
in more severe of complex cases. The main defining
characteristics of allergists are their appreciation of
the importance of external triggers in causing diverse
diseases; their expertise in both the diagnosis and
treatments of multiple system disorders, including
the use of allergen avoidance and the selection of
appropriate drug and/or immunciogical therapies; and
their knowledge of allergen specific immunotherapy
practices.

Gereda J. E. et al
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WAAEG® |White Book 2011-2012

Pawankar, Canonica, Holgate and Lockey

Section 4.3 Allergen-specific
Immunotherapy

Giovanni Passalacgua, Dennis Ledford, Linda Cox, Paul
Potter, Giorgio Walter Canonica

Passalacqua P, Ledford D.,Co L.x, Potter P. & Canonica G.W. 2011

NAAEGH | White Book 2011-2012

Pawankar, Canonica, Holgate and Lockey

» SLIT is considered a viable alternative to SCIT and is
used in chnical practice in many countries. A 2009 World
Allergy Organization Position Paper further details the
indications, contraindications, and methodology of using
SLIT.

Passalacqua P., Ledford D.,Co L.x, Potter P. & Canonica G.W. 2011
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SCIENCE

REVIEW ARTICLE e

Close collaboration between academia, industry and drug
regulators is required in the development of allergen
products for specific immunotherapy in children

I. Eichler & E. Sala Soriano

[European Medicines Agency, London, UK
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EUROPEAN MEDICINES AGENCY
NCE MEDICIN ALTH

Therefore, according to the EU Directives
2001/83 —2003/94 and the following D.L. 219 REVISED

Allergens are medicines

and therefore should undergo registration
as all other drugs

Allergy 0

Stelmach et al. Allergy 2011 3 ;
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ORIGINAL ARTICLE EXPERIMENTAL ALLERGY AND IMMUNOLOGY

Comparative effect of pre 1 and conti
grass sublingual immunotherapy in children
I. Stelmach’, I. Kaluzifiska-Parzyszek', J. Jerzynska', P. Stelmach®, W. Stelmach® & P. Majak’

"Department of Pediatrics and Allergy, Medical University of Lodz, N Copernicus Hospital, Lodz; *Medical University of Lodz, Lodz;

*Department of Social and Preventive Medicine, Medical University of Lodz, Lodz, Poland
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- Stelmach et al. Allergy 2011

Conclusion: In grass pollen allergy, the continuous regimen performs better than the
coscasonal in the first season, whereas in the subsequent years, the two regimens are
nearly equivalent.

Allergy

Pediatric Allergy
and Imemunolody

CONCLUSION

In conclusion, the present study indicates that both pre-
coseasonal and continuous protocols, compared with placebo, @ - e Atoroy and I mmunctogy
were safe and had a similar positive effect on the reduction in

combined symptoms/medication score, with the exception of ORIGINAL ARTICLE
nasal symptoms that were lower in the pre-coseasonal group. Direct comparison between continuous and coseasonal
regimen for sublingual immunotherapy in children with
grass allergy: A randomized controlled study

i i B. Pajno’, Lucia Caminiti’, Giussgpa Crisafulli’, Daniela Vita', Mariella Valenzise®,
Raffaele De Luca’ & Giovanni Passalacqua

'Department of Pediatrics, Allargy Unit, University of Messina, Messina, htaly; “Allergy and Respiratery Diseases, University of Genoa,
Genos, Italy

Stelmach et al. Allergy 2011 Pajno eta /., PAI 2011
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SLIT, sublingual immunotherapy.

CONCLUSION '”"'”'_\ﬂ“r’g Roger et al 2011

ALErgy..
Immunology
x Original Paper
R . - - N Int Arch Allergy Immunol 2011;154:69-75 Received: August
In conclusion, it may be suggested that in grass allergy a DOk 10.1150/000310211 v

pre-coseasonal regimen should be chosen at the first course of
vaccination, then coseasonal courses are also a suitable option.

Observational Study of the Safety of an Ultra-Rush
Sublingual Immunotherapy Regimen to Treat
Rhinitis due to House Dust Mites

Albert Roger® José-Luis Justicia® Luis Angel Navarro® José Luis Eseverrid
Jeroni Ferrés®  Alfons Malet” Victor Alvad
2allergy Unit, University Hospital Germans Trias | Pujol, Badalona, ®Allergy Service, Hospital Lluis Alcanyis, Xativa,

“Medical Department, Stallergenes Ibérica, 5.A., *Children Allergy Service, Hospital Vall d’Hebron,*Children Allergy
Service, Hospital Sant Pau, 'Al-lergo Centre, and, 25tallergens Ibérica 5.A., Barcelona, Spain

Pajno et al., PAI 2011

..‘.M..‘Knn«,..é;gv Roger et al 2011 '*“""”Kh“’“e‘;g‘l Roger et al 2011
Immunology Immunology
124 [ systemic
[ Gastrointestinal

Il o

No, ofreactions

anaphylactic reactions were not reported. Conclusions:

High-dose sublingual immunotherapy with Dermatophagoi-

des allergen extracts can be safely administered in an ultra-

. rush regimen, although its usefulness and benefit for peren-
Dose (R nial allergens (e.g. house dust mites) must be evaluated.

Fig. 1. Different types of adverse reactions according to dose ad-
ministered. IR = Index of reactivity.




12/9/2012

The
New England

Journal of Medicine
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Guilbert et al. N.E.J.M. 2006

The ADDED

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED I 1842 MAY 11, 2006 V0L 354 WO.19

Long-Term Inhaled Corticosteroids in Preschool Children
at High Risk for Asthma

Theresa W. Guilbert, M.D., Wayne ). Morgan, M.D., Robert 5. Zeiger, M.D., Ph.D., David T. Mauges, Ph.D.,
Susan). Boehmer, M.A,, Stanley ). Szefler, M.D., Ph.D., Leonard B. Bacharier, M.D., Robert F. Lemanske, Jr., M.D.,
Rabert C. Strunk, M.D,, David B, Allen, M.D,, Gordon R. Bloomberg, M.D., Gregory Heldt, M.D., Marzena Krawiec, M.D.,

Gary Larsen, M.D., Andrew H. Liu, M.D., Vernan M. Chinchili, Ph.D., Christine A. Sorkness, Pharm.D.,
Lynn M. Taussig. M.D., and Fernanda D. Martinez, M.D.

m J.Allergy Clin Immunol. Nov 2010
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L Long-lasting effects of sublingual immunotherapy
according to its duration: A 15-year prospective study
::/ T Maurizio Marogna, MD.* Igino Spadolini, MD," Alessandro Massolo, BS,® Giorgio Walter Canonica, MD.*
Perrmmmn and Giovanni Passalacqua, MD®  Varese, Florence, and Genoa, Italy, and Calgary, Alberta, Canada
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Sensitive subjects Marogna et al. J.Allergy Clin Immunol. 2010
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FIGURE 4: % of nasal eosinophils throughout the study in SLIT3 (blue line), SLIT4 (red line), SLITS (green line)
and controls (black line). The SLIT treatments are indicated by coloured horizontal arrows. The asterisks
indicate a significant difference between the control group and the 3 SLIT groups. NS= not significant

FIGURE 5: Methacholine PD20 (in mcg) throughout the study in SLIT3 (blue line), SLIT4 (red line), SLITS (green line)
and controls (black line). The duration of SLIT treatments is indicated by coloured horizontal arrows. The asterisks
indicate a significant difference between the control group and the 3 SLIT groups. NS= not significant difference

difference between controls and SLIT3.
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Marogna et al. J.Allergy Clin Immunol. 2010

between controls and SLIT3.

Methacholine PD20

LI | 8 & § § & %
Marogna et al. J.Allergy Clin Immunol. 2010

FIGURE 3: Percentage of patients developing
at least one new skin sensitisation
in SLIT3 (blue line), SLIT4 (red line), SLITS (green line) and controls (black line).
he isk indicates the significant dif the control group
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@ Marogna et al. J.Allergy Clin Immunol. 2010

In conclusion, under the described conditions, a 4-year dura-
tion of SLIT seems to be the best choice inview of the persistence
of the clinical benefit. In addition, a second course of vaccination
achieves an even more rapid benefit.

Clinical implications: For patients sensitized to house dust mite,
a 4-year course seems to be a reasonable choice. When the long-

lasting effect attenuates, a second course promptly achieves the
clinical benefit.

NEW

o 10.1111/j1365.2222.2009.03448 x Clnical & Esperimertal Allryy 40,92-932
. ©2010 Blackwell Publishing Lt
ORIGINAL ARTICLE [dTXSIR:NIE%M "

Clinical efficacy and immunological mechanisms of sublingual and
subcutaneous immunotherapy in asthmatic/rhinitis children sensitized to
house dust mite: an open randomized controlled trial

A 0.Eifan'?, T. Akkoc', A. Yildiz', S. Keles', C. Ozdemir', N. N. Bahceciler’ and L B. Barlan'

*Divisian of Fediatric Allergy and immu ology, Marmara University Medical Faculty, Istantul,Turkey and *Alergy & Ginicallmmunology Section, NALI
Imperial College. Foculty of Medicine, London

Eifen et al C.E.|. 2011
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In condlusion, our study in HDM-sensitized asthmatic/
thinitis children treated with SIT and concomitant rescue
medications demonstrated a vast dinical improvement
when compared with untreated children. Because of to its
non-adverse effect profile, SLIT seems to be favourable in
children. More studies in children to address the long-term
efficacy and cost-effectiveness of these two most-used
modes of immunotherapy are needed in a larger scale.

Eifen et al C.E.I. 2011
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Conclusion: Our novel regimen of immunotherapy, SCIT plus
SLIT, app promising in that it ined the
advantages of the 2 alternatives: rapid onset and potency in
SCIT and safety and avoidance of injections in SLIT. (J Allergy
Clin Immunol 2011 ;2= mes s, )

Original article

A novel approach in allergen-specific immunotherapy:
Combination of sublingual and subcutaneous routes

‘Sevgi Kales, MD," ENif Karakoc-Aydiner, MD," Ahmet Ozen, MD," Ayse Gul lzgi, MS," Ayzer Tevatoglu, MS,*
Tunc Akkoe, PRD.* Nerin N. Bahceciler, MD,* and Isil Barlan, MD* [staniu, Turéey

Keles et al JACI 2011
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KEY MESSAGES

Kéy mesages

# Both SCIT and SLIT are more effective than pharmaco-
therapy in HDM-sensitized children with asthma.

® The combination of SCIT with SLIT is more effective
than SLIT and safer than SCIT.

« Der p l-specific 1gGy antibodies were induced in the
SOIT and SCIT plus SLIT growps.

Keles et al JACI 2011

Allergy

Allergy

Tolerability and efficacy of house dust mite AIT
H. Mosbech

Alergy Ciric, Gentofte University Hospital, Copenhagen, Denmark

o cite this artide: Mosbech H. Tokerabifty and efiiasy of house dust mite AIT. Allrgy 2011; 6 Suppl. 95: 55-56.

Mosbech 2011
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The primary efficacy endpoint was a significant reduction in inhaled corticosteroid
dose compared to baseline after | year of daily treatment. A positive therapeutic
effect on asthma was demonstrated by a reduction of more than 80 pg/day inhaled
budesonide for a group receiving six developmental units daily compared to the pla-
cebo group.

Original article

The RHINASTHMA GAV scores without SLIT, at the
beginning and at the end of seasonal SLIT

Jochen Sieber,' Anna Gross,? Kija Shah-Hosseini® and Ralph Masges®

Conclusion: The improvement in HRQL
during seasonal SLIT was clinically relevant
and reached scores close to normal already in
the first pollen season. (d4sian Pac J Allergy
Immunol 2010;28:232-6)

Mosbech 2011
Sieber et al. 2011
T N I T
KOs o it Fo ety e, e ol 2
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Int Arch Allergy Immunol 2011;154:336-344
DO 10.1159/000321826

Sublingual Allergen-Specific Immunotherapy
Adjuvanted with Monophosphoryl Lipid A:
A Phase I/lla Study

Oliver Pfaar>® Christine Barth*® Christine Jaschke®? Karl Hérmann®
Ludger Klimek®

aCenter for Rhinology and A and®D of o
Head and Neck Surgery, University Hospital Mannheim, Mannheim, Germany

Contants its avilable o SeenceDirect
\foceoe
Vaccine

[l

fournal homapage: www.elsevier.com/locataivaceing

Lactic acid bacteria as adjuvants for sublingual allergy vaccines

Laurence Van Overtvelt?, Helene Moussu?, Stéphane Horiot?, Sandrine Samson®, Vincent Lombardi®!,
Laurent Mascarell®, Ariane van de Moer®<, Raphaélle Bourdet-Sicard®, Philippe Moingeon®+

» Sellengénes SA, Reseorch and Developmens, S rue Aleesde Tociursale, S2183Antony, Frasce
" anne Research, R0 128, 51757 Peletsem, Fremce

Collectively, our results confirm that multiple types of lactic
acid bacteria can be defined based on their distinct capacities to
influence T cell polarization. With respect to sublingual allergy vac-
cines, we conclude that strains acting as Thi/ possibly Treg inducers
represent valid candidate adjuvants.

PERSPECTIVIE

11
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Sublingual immunotherapy in allergic rhinitis

Doo Hee Han' and Chae-Seo Rhee'***

CONCLUSION

SLIT has been establishing its role for AR. SLIT could be adopted
for both adult and children patients with AR for pollen or HDM
with safety. Long-term use of SLIT could change immunoclogic
profiles. SLIT as well as SCIT does not make only dinical symptom
improve but also prevents poly-sensitization and development of
asthma. Also, risk of severe or fatal adverse events seemed to be
much less than SCIT.

Chin J Contemp Pediatr 2010
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Efficacy of sublingual immunotherapy in children with dust mite allergic asthma
MA Xiang-Ping, Duolikun. Deparment of Pediatrics, First Affiliated Hospital, Xinjiang Medical University, Urumgi
830054, China (Ma X-P, Email; maxiangping1999@ tom. com)

Abstract: Objective To cgapare the efficacy of sublingual immunotherapy (SUT) combined with inhaled
corticostervids (1C3) versss 1CS 40n children with mild and moderate dust mite allergic asthma. Methods  Thirty-two
children with mild and moderate dust mite allergic asthma were rndomly divided into two groups : SLIT + 1CS (n = 18) and
ICS alone (n=14). A total of 30 children completed the one yoar clinical cbservation . The amount of ICS administration,

the day and night symptom scares, skin-prick test and pulmonary function test results, serum specific immunoglobulin E
(sIgE) and G4 (s1gG4) levels and visual analog scale (VAS) scores were compared between the two groups. Results By
the end of one year the SLIT + ICS group had significantly decreased amount of ICS sdministration than the ICS alone
group. Compared with the ICS alone group, the day and night symplom scores decreased, FEF25-75% increased
significantly, and serum slgk: levels and VAS scores were significantly reduced in the SUIT + 1CS group. There were no
statistical differences in the skin-prick test results, and FEVI and slgG4 levels between the two groups. No severe adverse
events occurred in both groups during the follow-up period. Conclusions ~ SLIT combined with ICS may produce a better
effica

than 1CS slone in the improvement of day and night symptoms, pulmonary function and VAS scores in children with

dust mite-allergic asthma.

[ Chin J Contemp Pediatr, 2010, 12 () :344 -347] |
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In the currently marketed Oralgen™ House Dust Mite (Oral-
gen Mijten™, Artu Biologicals, Lelystad, The Netherlands),

Conclusion

HDM-SLIT with a relatively low dosage was not effective in
this primary care population of children with allergic rhinitis.
SLIT was in peneral safe and well tolerated.

de Bot et al PAl 2011
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Letter to the Editor
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Bachert C., Canonica G.W., Bufe A.
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SIT: efficacy depends on product, not on route of
application
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Bachert C., Canonica G.W., Bufe A., PAI 2012

Dear Editor,

‘We here refer to a recent publication ‘Sublingual immuno-
therapy not effective in house dust mite-allergic children in
primary care” by de Bot et al. (I); we believe that this title
may be misleading for the following reasons:

1. The title suggests that sublingual immunotherapy for
house dust mite ‘in general’ is not effective, but should
clearly state that SLIT for HDM with a specific product is
not effective.

2. The title also suggests that SLIT (eventually with this
product) might be effective in the hands of specialists; to our
knowledge, however, there is not a single published study to
demonstrate efficacy of this product in any patient popula-
tion.

Bachert C., Canonica G.W., Bufe A., PAl 2012

Pediatric
nd

lergy
rii

Thus, the correct title should have been ‘No evidence of
efficacy for Oralgen®™ SLIT (Artu Biologicals, Almere, NL) in
house dust mile-allergic children.” The same remarks also
apply to another paper using allergens from the same
company: “Sublingual immunotherapy with grass pollen is
not effective in symptomatic youngsters in primary care’ by
Roder et al. (2), whereas quite a few studies, using products of
different manufacturers, demonstrated grass SLIT efficacy in
DBPC trials (3, 4). It is important to note that different from
other SLIT regimes, both products of Artu Biologicals
were administered twice a week only after reaching the

maintenance phase. Thus, there may be dosage (esp. in
HDM SLIT) and scheduling issues differentiating therapy
with these products from others.

Bachert C., Canonica G.W., Bufe A., PAI 2012

v Studies to demonstrate evidence for SIT are only available
=) for some marketed products; however, because of a lack of
differentiation between products, this evidence often is taken
‘granted’ for all SIT products in the general discussion, even
including claims of long-term effects or efficacy and safety in
2012 children for SIT products that never have been studied ade-
quately. On the other hand, studies with a noneffective prod-

lizations are not scientific and should therefore be avoided.

We therefore suggest to specify the SIT product in the title of the
publication, and to avoid unjustified general statements on
application routes or patient groups.

Yours faithfully,
Claus Bachert, G. Walter Canonica, Albrecht Bufe

INITIATIVES

A European
Declaration on
Immunotherapy

Monitor the macroeconomic and health eco-
arameters of allergy

Update national healthcars polkcsss to support
allergen imawnotherapy
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AIMS

*To Analyze the current evidence of efficacy & safety of Allergen
Specific Inmunothera

and the reasons for its underuse in clinical practice

*To develop strategies to increase the awareness of Allergen
Specific Inmunotherapy in

* Allergic Patients ,

* General Practitioners

*Pharmacists and

*Non —allergy Healthcare Professionals

100 Years of Inmunotherapy: The Monaco Charter

Under the High i bert Il of Manaco

S

URE

* FACTS
* BARRIERS & UMNET NEEDS

* TOOLS & STRATEGY of
COMMUNICATION

* ACTION PLANS

100 Years of Inmunotherapy: The Monaco Charter

nder gl g 5 igh ince Albert Il of Monaca

FINAL AIM

+ To make Allergen Specific
Immunotherapy accessible
and affordable to the
eligible patients

WORLD ALLERGY ORGANIZATION

Sub-lingual Immunotherapy: World Allergy Organization Position
Paper 2009

UPDATING
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EAACI-WAOQ
5 World Allergy & Asthma Congress
AAC 22 -26 June 2013
E P I Milan, Italy

WWACDH
[
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