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From the recognition of the pollen
to in vivo tests

Charles Harrison Blackley (1820-1900)
Hay Fever: Its Causes, Treatment, and
Effective Prevention, Experimental
Researches

London 1880
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THE LANCE
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Reprint
Prophylactic inoculation against hay fever

L. Noon, B.C. Cantab, FR.CS. Eng.
Lancet 1911; June 10: 1572-3

Conclusion: the result of these experiments demonstrates that the sensibility of hay
fever patients may be decreased by properly directed dosage. (Noon L. et al The
Lancet 1911)
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TABLE 1—Detatls of 26 patients* who died from anaphylaxis induced by
desensinsing agentst

No No

Indicauon for treatment: Adverse reacuons reported 10 previous
Asthma 16 imjections in final course of rreatment:
Hay fever 1 Yes 6
Unknown 9 No 20

Type of treatment: Time of onset of reaction:
Normal course 163 < 10 minutes 14
Maintenance injections 4 <230 minutes 4
Unknown 6 <90 minutes 2
Unknown 6

English Ministry of Health
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SLIT

First DBPCs SLIT

Clinical Allergy, 1986, Volume 16, pages 483491

Low dose sublingual therapy in patients with
allergic rhinitis due to house dust mite

GLENIS K SCADDING and ] BROSTOLF}

Department of Immunology. Middiesex Hoxpital Medical School, London, WIP 9PG
f

Summary

Ina double-blind placebo-controlled cross-over trial, low dose sublingual therapy with
house dust mite was etfective 1n relieving svnptoms i 72", of the group ol patients
with perennial rhinitis due to house dust mite (£ < 0:03). Following active treatment,
there was a significant imcrease in morning peak nasal imspiratory flow rate (£ < 0-01)in
those who improved (thirteen out of eighteen ) and resistance 10 nasal provocation with
house dust mite slso increased, in some cases up Lo 1000-fold { £ < 0:05), Oral therupy is
safe und avoids the side effects of desensitizing mjections which can be serious. The
potential for oral desensitization 1s great and Further studies on this form of treatment

are needed

CLINICAL &

EXPERIMENTAL
ALLERGY

LEADING ORMINION IN ALLERGY

therapy is safe and avoids the side effects of desensitizing
injections which can be serious. (Scadding G.: CEA 1986)
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Passalacqua G. Frati F . et al . et al Allergy 2011
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Which product to choose?

SLIT IN RESPIRATORY ALLERGY



Review

meta-analyses

Enrico Compalati, MD: Martin Penagos, MD: Francesco Tarantini, MD; Giovanni Passalacqua, MD;

and Giorgio Walter Canonica, MD

EFFICACY = EBM

Specific immunotherapy for respiratory allergy:
state of the art according to current
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Allergy, Asthma
& Immunology

According to evidence-based criteria, AIT
can be recommended for the treatment of
respiratory allergy because of its efficacy
in reducing asthma and rhinitis symptoms.
Also, future methodological approaches
that consider safety and costs should
corroborate this positive evaluation

Compalati E. et al AAAI 2009



ARTI{LES

Randomised controlled trial of local allergoid immunotherapy on
allergic inflammation in mite-induced rhinoconjunctivitis

Giovanni Passalacqua, Monica Albano, Laura Fregonese, Annamara Riccio, Caterina Pronzato,
Giuseppe Sandro Mela, Giorgio Walter Cananica THE LA NC ET

History of DBPCs in ITS

-a— Placebo  —w= Immunotherapy

Symptom scores

1994 1995 1996
Duration of study

Figure 2: Mean (95% CI) symptom scores in the
immunotherapy (n=10) and placebo (n=9) groups

The most famous study


https://www.google.it/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwjp0f6k3t_bAhWGsxQKHQ2dBqgQjRx6BAgBEAU&url=https://www.thelancet.com/&psig=AOvVaw2kzN_AY9uVggvKzoGYtnaF&ust=1529498021741884
http://rhinitis.hawkelibrary.com/album07/67_G
https://www.google.it/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwjcp_OO1qHdAhXMKsAKHXQ1DrQQjRx6BAgBEAU&url=https://www.flickr.com/photos/ventenniooggi/6791008217&psig=AOvVaw30-J_dfEGziL8SV_IBI2G5&ust=1536161607974311

Randomised controlled trial of local allergoid immunotherapy on
allergic inflammation in mite-induced rhinoconjunctivitis

Giovanni Passalacqua, Monica Albano, Laura Fregonese, Annamaria Riccio, Catenina P m

Giuseppe Sandro Mela, Giorgio Walter Canonica NEUTACEHIL
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Figure 3: Inflammatory conjunctival variables (mean [95% C1])
before and fter challenge st enroiment, 12 months, and 24
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Effect of sublingual immunotherapy with grass
monomeric allergoid on allergen-specific T-cell

proliferation and interleukin 10 production

Samuele E. Burastero, MD#; Gianni Mistrello, PhD¥; Paolo Falagiani, DVM¥; Clara Paolucci, PhD¥;
Daniela Breda, BSc*®; Daniela Roncarolo, PhD?¥: Stefania Zanotta, PhD#; GlOfglO Monasterolo, MDj:

and Renato E. Rossi, MD$
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Original article

Preseasonal local allergoid immunotherapy to grass pollen in
children: a double-blind, placebo-controlled, randomized trial

Background: We assessed the efficacy of preseasonal local allergoid C. Caffarelli
immunotherapy in a group of children with asthma and/or rhinitis and/or Pediatric Department, Parma
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Safety of sublingual
immunotherapy in children

Franco Frati', Erminia Ridolo, Nicola Fuiano, Salvatore Barberi,

Haria Dell’Albani, Massimo Landi, Luisa Ricciandi, Guglielmo Scala &
Crstoforo Incorvaia

¥ Ssellergenes, Medical and Sciengific Deparrmens, Midan, Tscly

Introduction: Sublingual immunotherapy (SLIT) was Introduced as a safer
option to subcutaneous immunotherapy (SCIT) which was associated with
the possible occumrence of systemic reactions Including ansphylaxis and,
though very rarely fatalities. Some anaphylactic reactions to SUT are
reported, mainly in adults but also in children. It 5 therefore important to
Investigate the risk factors related to such reactions.

Areas covered Data from the literature on the safety of SLIT in children were
reviewed. The data reviewed concerned the application of this treatment to
patients with respiratory allergy and ako possible new indications such as
food allergy, atopic dematits and latex allergy. Reports of anaphylactic
reactions were analyzed to Identify the potential risk factors.

Expert opinion: SLIT k& 2 well tolerated treatment, the common side effect
being local reactions in the mouth. Systemic reactions, concerning the skin
and the airway, are rare and anaphylactic reactions are extremely rare.

Keywords: children, major allergen, slery, sublingual Immunarherayy

Expers Opin. Drug Sof [Eady Ondine]

SLIT is a well tolerated treatment, the common side effect being
local reactions in the mouth. Systemic reactions, concerning the
skin and the airway, are rare and anaphylactic reactions rare
extremely rare. (Frati et al EOD&S 2014)
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Safety of SLIT with a

monomeric carbamylated allergoid
in very young children

F. Agostinis et al. 2005

33 children

Follow-up : 2 years
Mite (19), grass (17)
Aqueous LAIS® drops - Oral intake

Parents’s diary card for 22.2 months follow-up

Age range: 1,5-3,5y

Adverse events: 5% of patients (0.071 per 1000 doses)
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Over 6 years of 5-grass pollen
tablet use, 12 cases of severe
anaphylactic reactions considered
by physicians as possibly related to
treatment have been reported

Safety and tolerability of 5-grass pollen tablet sublingual immunotherapy: pooled
analysis and clinical review (Didier A. Drug Safety Evaluation Bons 2015)
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The most commonly reported adverse reactions were
nausea, itching in the ears and mouth, and swelling of
the lips and tongue.

The prescribing information includes a boxed warning
that severe allergic reactions, some of which can be life-
threatening, can occur
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Safety of sublingual immunotherapy with carbamylated monomeric allergoid:

an Italian pharmacovigilance study
E.Compalati, M.Bruno, S.Urbano, P.Strada and F.Frati

o — — =

FLORENCE

Palazzo dei Congressi & Palazzo degli Affari
DECEMBER, 6-9 2018 o

20 Years
15.000.000 doses
(MITES and GRASSES)
Adult and Children
0.00000 side effects)

9

Q

Results: A number of 10.071.390 doses were administered with the Dermatophagoides allergoid and
5.096.930 with the Grass pollen allergoid. Only two reactions were serious consisting of tachycardia (1)
and throat oedema (1), completely resolved. The huge disproportion between the large number of
administered doses and the very low number of ADRs, and particularly the low presence of serious
reactions, reaching up to 10% of treated patients or even more in other studies with different tablets,
confers evidence of a very appreciable safety profile for the to the carbamylated monomeric allergoid.
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Recommendation:
patients receiving SLIT have to be informed

about possible occurrence of particularly severe
reactions and be instructed on their recognition

and management
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Final considerations

For more than 100 years, specific immunotherapy has played a
fundamental role in the treatment of respiratory allergies with EBM
results.

Considering the side effects (even serious) injective therapy has
been progressively joined by sublingual immunotherapy which
immediately proved to be easy to perform and safe in adults and
children.

The use of some recent formulations with natural allergen in
tablets (grasses and mites) with high allergenic doses have also
caused serious side effects (also anaphilaxys).

The introduction of innovative sublingual allergoids (LAIS)
appears to definitively solve this issue both in adult and children.



Thank you
for your attention!
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Dr. Franco Frati
frati@lofarma.it
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