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PREZENTACE - OSNOVA

SAIT - charakteristika a Ié¢ebné cile
.. Primy 1&Cebny cil vs. ,,Preventivni“ cil = kauzalni efekty I€Cby

SAIT - kauzalni efekty: tradicni pohled

SAIT - kauzalni efekty: revidovany pohled
.. guidelines EAACI 2018, resp. rezhodnoceni studii (EBM)

SAIT - kauzalini efekty: budouci pohled
SAIT - kauzalni efekty: osobni pohled




SAIT - charakteristika

SAIT (specificka alergenova imunoterapie) je
lécebny postup, pri kterém se do organismu
alergika v pravidelnych casovych intervalech
vpravuji presné definované davky terapeutickych
alergenu, na které je precitlivély.

Cilem je snizit atopickou reaktivitu organismu na
dany alergen(y) zasahem predevsim do regulacnich
funkci T lymfocytu dochazi k ,preladéni® imunitni
odpovidavosti od typu TH2 /atopicky/ na TH1 /normalni/.




SAIT v lécbe alergie

Pozitivni anamnéza
(alergenu odpovidajici klinika)

+

Pozitivni testace
(prukaz IgE senzibilizace na dany alergen)

— prick testy a/nebo specifické ISE —

¥

SAIT (alergenova imunoterapie)
Lécbu SAIT CZ indikuje vyhradné alergolog.




SAIT v lecbeé PREalergie

SAIT pred klinickou manifestaci alergie (stadium ¥2-2) ?

1/2. stadium = hrani¢ni nebo mirné
zvyseneé hladiny nékterych rizikovych
faktorG

zatim
1. stadium = preklinické alterace (zmény

na subcelularni drovni) N E

2. stadium = subklinické alterace (labor.
metodami nebo zatézovymi testy Ize
prokazat biochemicke, bunécné nebo

fyziologické zmény)




SAIT
v lecbe alergie




SAIT —cil _lé¢ebny

nosni a bronchialni hypereaktivitu

1l

projevy alergie

shizuje
spotrebu antialergické medikace

1 !

zvysuje kvalitu zivota




SAIT — cil lecebny (pt.Oralair)

Uginnost Oralair (Primarni end point /ARTSS, DCS/ vs. Placebo %)
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R.K. Zeldin et al. Efficacy of 5-grass pollen extract sublingual tablet in patients with grass pollen-associated allergic
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rhinoconjunctivitis assessed by Daily Combined Score: pooled study results. Abstract EAACI June 2014.




SAIT —cil lécebny (pt.Oralair)

Uginnost Oralair (Sloudena analyza pro davku min. 300 IU)

- RuUzné definované skupiny pacientu

- Primarni end point /DCS/ vs. Placebo v % LS mean redafive

Actve treatment’ LS mean differanca
placebo (n) placebo (% [25% CI)

Difierence in LS mean (35% CI)
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SAIT —cil lecebny efektivita (pt.Oralair)

Metaanalyza studii 2014 (Efekt ruznych typu IéEby pylové alergie)

Symptomaticka léCba: 29 publikaci} 21.223 pacientt

AIT - SLIT : 10 publikaci

Efektivita IeéCby: 5 trav SLIT tablety 29,6%
nazalni steroidy 23,5%
bojinek SLIT tablety 19,2%
nazalni azelastin/flutikazon 17,1%
antihistaminika p.os. 15,0 %
montelukast 6,5%

P.Devillier, JF Dreyfus, P.Demoly, MA Calderdn: A meta-analysis of sublingual allergen
immunotherapy and pharmacotherapy in pollen-induced seasonal allergic rhinoconjunctivitis.
BMC Medicine 2014, 12:71




SAIT
vV ,prevenci® alergie




SAIT v lecbe alergie

AIT —cil _ léZebny

Léée b ny C“ nosni a bronchialni hypereaktivitu

/ =
projevy alergie

AlT _—
snizuje B

\\ spotiebu antialergické medikace

zvysuje kvalitu zivota

Preventivni cil
= kauzalni efekty |eécby




SAIT kauzalni - predpoklady

SAIT (specificka alergenova imunoterapie) je ..

Cilem je snizit atopickou reaktivitu organismu na
dany alergen(y) zasahem predevsim do regulacnich
funkci T lymfocytu _ dochazi k ,pfeladéni® imunitni
odpovidavosti od typu TH2 /atopicky/ na TH1 /normalni/.

-

SAIT je kauzalni lecbou (je Ié¢bou samé
podstaty alergie Il.typu jako imunopatologickeho
procesu).




SAIT

kauzalni efekty
wtradicni pohled”




SAIT kauzalni — tradicni pohled

SAIT ma dlouhotrvajici ucinnost, efekty SAIT
pretrvavaji i po jejim ukonceni.
Durham SR. et al. N Engl J Med 1999; 341: 468-75.
Cools M. et al. Allergy 2000; 55:69-73.
SAIT chrani pred progresi patofyziologického
pochodu z alergické rymy do astmatu.

Jacobsen L. Allergy 1997;52: 914-20.
Moller C. et al. JACI 2002; 109:251-256.

SAIT je prevenci vyvoje od monosenzibilizace
k alergenové polyvalentni senzibilizaci.

Des Roches A. et al. JACI 1997; 99:450-53.
Pajno GB. et al. Clin Exp Allergy 2001;31:1392-97.




SAIT
kauzalni efekty

..pretrvavani efektu

Durham SR. et al. N Engl J Med 1999; 341: 468-75.
Cools M. et al. Allergy 2000; 55:69-73.




SAIT — pretrvavani efektu kratkodobé (, produkt*)

Daily Combined Score

* Didier A. et al. Efficacy of 5-grass pollen extract sublingual tablet in patients with grass pollen-associated
15 - allergic rhinoconjunctivitis assessed by Daily Combined Score in a Long Term study. Abstract EAACI June 2014.,
! resp. Post-treatment efficacy of discontinuous treatment with 300IR 5-grass pollen sublingual tablet in adults
with grass pollen-induced allergic rhinoconjunctivitis. Clin. Exp. Allergy 2013; 43(5):568-77

Placebo 5-Grass Pollen Tablet

S . -
: Treatment period f Post-treatment permﬁ
=
'CEU L0 1 °
P P e
g ralair| Kratkodobé .. RCT
H p=0.0024 200 R, subinyai tabity
o
© p<0.0001
S [ -16.4% p<0.0001 p=0.0103
5 L i 0.0478
1 p=0.047
0;5 . '38.00,-"’0 Jt 38 30}{ Jt '25-30,‘%
L : | I -28_.1;’3
|
0,67 0,56 0,50 0,51 0,38
0.0 . . . .
n= 205 188 172 160 165 149 155 143 133 127

Year 1 Year 2 Year 3 r 4 Y




SAIT — pretrvavani efektu dlouhodobé (,,skupina“)

0 —_
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Zmeéna uzivani symptomatik (ad SAR traviny..V-VII

v jde o srovnani skupiny SLIT vs. skupina standard.farmakoterapie
v v dobé po skonceni SLIT tbl. Ié€by (parametry viz nize)
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Prameér
trvani
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. Zielen S, et al. Sublingual immunotherapy provides long-term relief in allergic rhinitis and reduces the risk of asthma: a retrospective, real-world database analysis. Allergy.

2017 May 31. doi: 10.1111/all.13213.

. Wahn U, et al. Treatment with a 300 index of reactivity 5-grass pollen tablet is associated with long-term relief of allergic rhinitis: A retrospective real-life dataset subgroup

analysis. 2017. EEAC 2017. Poster 1528




SAIT

kauzalni efekty
.prevence progrese k AB

Jacobsen L. Allergy 1997;52: 914-20.
Moller C. et al. JACI 2002; 109:251-256.




Progrese od AR k AB - predpoklady

koncept jednotnych
dychacich cest

A4

Alergické t:)’/ma 1] ALY
- U vice nez 85% astmatiku initida
Astma bronchiale

- u cca 50% pacientt s AR

Togias A. JACI 2003;111:1171.




SAIT — prevence progrese k AB (SLIT traviny)

Coseasonal sublingual immunotherapy reduces
the development of asthma in children with

allergic rhinoconjunctivitis * Novembre E. et al. JACI 2004; 114(4): 851-857
Age and centre adjusted odds-ratio = 3,8 (1,5-10,0)

Malé pocGty .. RCT

P=0.041

100%

H O 00
$ 88

% of patients

SLIT [ controls ]

U deti (5-14 let) se SAR byl pri leCbeé pylovou SLIT traviny
po dobu 3 let vyznamné nizsi vznik AB (3,8x nizsi riziko).




SAIT — prevence progrese k AB (SLIT traviny)

Velké pocty .. CBA

Zmena v zahajeni predpisu antiastmatik (saBaA, kS,
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1. Zielen S, et al. Sublingual immunotherapy provides long-term relief in allergic rhinitis and reduces the risk of asthma: a retrospective, real-world database analysis. Allergy.
2017 May 31. doi: 10.1111/all.13213.
2. Devillier P, et al. A treatment with 300 IR 5-grass pollen tablet is assocated with a reduction of asthma onset and a reduction of its progression. EAACI 2017. Poster 1534.




SAIT
kauzalni efekty

.prevence progrese k
polysenzibilizaci (spreading)

Des Roches A. et al. JACI 1997; 99:450-53.
Pajno GB. et al. Clin Exp Allergy 2001;31:1392-97.




Spreading .. ,,sireni”

130.20%

w2002 4 strany Volby do
parlamentu
CZ

Vysledky snémovnich voleb
Sedéteno 100 % okrsk(l. Volebni G&ast 60,84 %. Zdroj: CSU

7 2017: 9 stran

11,32% 10,79% 10,64%
7,76 % 7ﬂ/
°‘ 58% 531% 5,18%
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Progrese k polysenzibilizaci

~
Klasicky pohled

.. riUzné alergenové zdroje

J

CRD pohled

.. Vramci 1 alergenového zdroje




Progrese k polysenzibilizaci — klasicky pohled

Age-dependent tendency to become sensitized to

other classes of aeroallergens in atopic asthmatic
children * Silvestri M. et al. Ann Allergy Asthma Immunol 1999; 83(4): 335-340.

% pacientt s polysenzibilizaci

80 70
60 o mirigerring role*:
= 1. navstevy ..
20 40 5 < 4 rok v" RoztoCi (do 6 let 45.4% /59 ze 130 pac./)
30 s4<6rok | v PYly (do6let 32.1% /9 z 28 pac./)
20 6 <10rok

’ -~ ¢as od vstupni navstévy

U deti (1.5-8let) s AB a monosenzibilizaci se vyviji v case
polysenzibilizace (do 6 let u vice nez 40%, do 10 let u vice nez 70%).




AIT — prevence spreadingu (klasicky)

Prevention of new sensitizations in monosensitized subjects
submitted to specific immunotherapy or not. A retrospective
study * Purello-D‘Ambrosio F. et al. Clin.Exp.All. 2001; 31: 1295-1302.

Retroperspektivni studie — 8396 pacientt (7182 SAIT), ruzné alergeny, AR i AR
spolecné s AB. LéCba SAIT 4 roky, posuzovano po 4 (T1) a 7 letech (T2).
Number of patients Polysensitized T1 (%) Polysensitized T2 (%)

| SAIT I68ba |

Subgroup Al (rhimtis) 29338 620 (21.10) 702 (23.89)
Subgroup A2 (asthma and rhinitis) 4244 1086 (25.59) 1234 (29.07)

Group A (total) 7182 1706 (23.73) 1936 (26.96)
bez SAIT

ibgroup Bl (rhinitis) 499 318 (63.72) 356 (71.34)

Subgroup B2 (asthma and rhinitis) 715 508 (71.05) 576 (30.56)

" Group B (total) 1714 826 (68.04) 037 (76.77)

SAIT branila rozvoji polysenzibilizace v case u AR+AB
(pri 4-leté lécbe SAIT bylo po celkem 7 letech /tj. 4+3/ postizeno
27% pacientu SAIT Ié¢enych vs. 77% pacienta SAIT NElé€enych).




Progrese k polysenzibilizaci

Klasicky pohled

.. riUzné alergenové zdroje

CRD pohled \

.. Vramci 1 alergenového zdroje
.. molecular spreading

v




Progrese k polysenzibilizaci — CRD pohled

Hatzler L, Penatta V et al. Molecular spreading and predictive value of preclinical IgE
response to Phleum pratense in children with hay fever. JACI 2012, 130:894-901
B
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Progrese k polysenzibilizaci — CRD pohled

Matricardi PM. Trideni IgE-odpoveédi do skupin podle molekularnich profilid a jeho
mozné ddsledky pro specifickou imunoterapii. Curr Opin Allergy Clin Imun/CS (2014)

> IgE odpoved se objevuje v detstvi jako
jednoducha a slaba a u vétsiny pacientu se

7 u AL v 4

>V dospélosti e IgE-odpoved’ u kazdeho pacienta
stabilni charakteristikou ,,jako otisk prstu®. ") |




SAIT

kauzalni efekty
,revidovany pohled”

Dnes: EBM

.. RCT: Evidence level |
— doporuceni grade A (silné)




Dnes: EBM

.. RCT: Evidence level | — doporuceni grade A (silné)
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SAIT kauzalni — prehodnoceni EBM

P Allergen ‘2 Allergen
EAACI EAACI

T Immunotherapy TS Immunotherapy

Guidelines Guidelines

Part 1: Systematic reviews Part 2: Recommendations

Translating knowledge into clinical practice

Translating knowledge into clinical practice

&

AGREE II: the Appralsal of Gmdellnes for Research & Evaluatlon

Eur&pean ‘Academy of Allergy and Cli dical ﬁnmuﬁbloqy




SAIT v prevenci alergie — EAACI guidelines 2018

http://www.eaaci.org/resources/guidelines/ait-guidelines-part-2.html

D

Allergen
—

Immunotherapy
Guidelines

Part 2: Recommendations

ELROP
AND C

Translating knowledge into clinical practice EAACI GUIDELINES
ON ALLERGEN IMMUNOTHERAPY

PREVENTION OF ALLERGY

Susanne Halken'. Desiree Larenas-Linnemann®, Graham Roberts®, Moises A Calderon®, Elisabeth
Angier®, Oliver Pfaar®, Dermot Ryan®, loana Agache?, Ignacio J Ansotequi'®, Stefania Arasi''-'%, George
Du Toit'3, Mentserrat Fernandez-Rivas'#, Roy Gerth van Wijk's, Marek Jutel'®'", Jorg Kleine-Tebbe'®,
Susanne Lau'?, Paolo M Matricardi'®, Giovanni B Pajno'', Nikolaos G Papadopoulos'®2°, Martin Penagos®,
Alexandra F Santos'®, Gunter J Sturm?', Frans Timmermans®?, Ronald van Ree?®, Eva-Maria Varga®®,
Ulrich Wahn'?, Maria Kristiansen®®, Sangeeta Dhami®%, Aziz Sheikh?, Antonella Muraro®”

European Academy of Allergy.and Clinical Immunology




SAIT v prevenci alergie — sila diikazi a doporuéeni

Recommendations for individuals with manifest Bvidence Grade of recom-

Strength of recommendation  Other considerations

allergic disease(s), e.g. allergic rhinitis level  mendation

n dhildren and adolescents with AR and grass/ I A Moderate recommendation:  The indication should Miiller1 986 (41),

birch pollen allergy, who are sub-optimally Based on consistent be discussedwith the Miller2002 (40), Novembri
controlled despite appropriate treatment with significant results from 2 patients / families 2004 (43), Marogna 2008
antiistamings / nasal corticosteroids, a 3 year moderate (41, 43) and 2 including the asthma {42}, Kristiansen 2017 (25
course of AIT (SCIT or SLIT) can be recommended high risk of bias (40,42) preventive effect as well as

for the short-tem (ie. < 2 years post AIT) RCTs and some CBA studies  the effect on AR and risk

prevention of the omset of asthma in addition ” 5 of adverse effects, costs

tothe sustained effect on AR symptoms and G };ra;\kofvoga, (30 2 IeE) , and preferences

aillotlinas; rade A (stfedni doporuceni)

In children and adolescents with AR and grass/ I B Weak recommendation: In the Valovirta 2017 (50) Jacobsen 2007 (46), Song
birch pollen allergy, no recommendation can Basedon consktentresuits  study no effect on the 2014 (47), Valovirta 2017
currenthy be made in favor of or against the from 2 high risk of bias RCTs  primary asthma outcome  (50), Kristiansen 2017 (25]

I

AR na pyly br|zy Ci travin a prevence AB — deéti a dospivajic

TRrT L rur T T T O TETL L

B W

demonstrated reversibility analyses being not significant  reversibility. More data is
due 1o the latter study needed
In children and adolescents with AR and grass/ I B Weak -maderate I the Yalovirta 2017 Jacobsen 2007 (46), Song
birch pollen allergy, the use of AIT (SCIT or SLIT) recommendation; Based (50) studya significant 2014 (47), Valovirta 2017
may be recommended for the long-term (2 2 on consistent results from  preventive effectonthe  (50),
years post AlT prevention of the onset of asthma 2 high risk of bias RCTs secondary outcomes
symptoms and medication use (46)(47) andsecondary  asthma symptoms and
Dlouhodoba (nad 2 roky) outcomes in 1 low risk of bias medicath:urI was found.
Grade B (slabé az stfedni doporugeni) | F<T 50 Wore datals neaded




Table 3 AIT for prevention: recommendations for school-age children, adolescents and adults with allergic rhinitis (AR) or asthma

Recommendations for individuals with manifest  Evidence Grade of recom- Strenqth of recommendation  Other considerations Key references

allergic disease(s), e.g. alergic rhinitis level  mendation
In chikdren and adole scents with AR and allergy I B Weak recommendation: Only HDM, parietaria and  Marogna 2008 (4.2), Crimi
1o house dust mites or other allergens except Basedon inconsistent results mix ofthese and grass/ 2004 (39), Gremblale 200(
far birch/grass pollen, no recommendation can from 1 high (42)and | low  birchpollen investigated.  (38), Kristiansen 2017 (25]
currently be made in favor of or against the use risk of blas RCT (38) More data |s needed

of AIT (SOT ar SLIT) for the short-term (ie. < 2

years post AIT) o long-term (Le. = 2 years post Prevence AB: HDM a jiné alergeny — déti a dospivajici

AIT) prevention of the onset of asthma

I adults with AR and house dust mite or pollen B Weak recommendation: Only SCITwith Parietarla  Criml 2004 {39)

allergy, no recomimendation can curmently be Basedon | small moderate  Judaica investigated

made In faver of or against the use of AIT risk of blas study (39) More data |s needed

{SCIT ar SLIT) for the short-term {ie. < 2 years

post AIT) or long-term (Le. = 2 years post AIT Prevence AB: VSeobecné - dospéli

prevention of the onset of asthma

In children or adults with AR and/or asthma, B Weak recommendatlon; Marogna 2004 (80,

AIT cannot currently be recommended for the Based on nconsistent resulls Marogna 2008 (42),

prevention of new sensitizations, from4 high {42, 47, 60, 69), Dominicus 2012 (69), Song
2 moderate (59, 6B)and 3 2016 (47), Pifferi 2002
low risk of blas (55, 57, 58) {59), Limb 2006 (68), Garcla
RCTs 2010(57), Szepfakusi 2014

(SE), Zokipli 2015 (55),

Prevence spreadingu:; Vs né
P 9 Seobecne Kristiansen 2017 (25)

SAIT v prevenci alergie — sila diikazti a doporuéeni




SAIT v prevenci alergie — EAACI guidelines 2018

F

Box 4 Sumimary

= A three year course of AIT {SCIT or SLIT) can be considerad in children with moderate to severe AR and grass/birch
polien allergy, not sufficiently controlled with optimal pharmmacotherapy, for
=  Treatment of AR with a sustained effect on symptoms and use of medication beyond cessation of AIT

= Short-term {i.e. up to 2 years post-treatment) prevention of the onset of asthma in addition to improving the comtrol
of AR. Moreower, some studies indicate that this asthma preventive effect is maintamed owver a longer period as
evaluated bw symptoms and medication wuse

«  Oinly AIT products with documeantad aeffect in patients with the relevant pollen allergy should be u=zed and a product
specific evaluation of clinical eficacy and preventive effects is recommended

= Before initiatimg AIT the possible benefits including the beneficial effects om controlling AR symptoms and the asthma
preventive effect, disadvantages, potemtial harms, patients’ preferences (5CIT or SLIT-tablets SLIT-drops), patients’
adhersnce to treatment and costs should be discussed with the patient  familby on an individual basis

« There is an urgent need for more high-gquality climical trigls on prevention in AIT and more high guality evidence.

Box 5 Key messages for primary care about refermral to allergy services

= AT have a rnole in delaying/preventing progression from seasonal ARSARC to asthma
=  Primary care teams should consider early refermal of children with troublesome AR in spite of pharmacotherapy with
antihistamine and or nasal corticestercids for a specialist assessment with a view to considerimg AlT to improve
comtrol of AR and also simultaneously delay fprevent asthma
= |Patients should be considered as “individuals™ during the assessment to prescribe AlT, they all have to be awars of
the potential benefits, rizsks and costs of AIT

=  AlIT may be imndicated in those mdividuals with perennial AR on clinical grounds but not only for delaying/preventing
progression o asthma (this preventive effect meaeds to hawve high guality evidence)

=  Recommendations cannot cumenthy be made for AIT to prevent: (i) allergic parents wiho would be interested in receiving
AlT to prevent allergy im their offspring; (i} healthy infantschildren; {iii} imfants, children with AD and/or food allergy
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Allergen immunotherapy for the prevention of allergy: A
systematic review and meta-analysis

Maria Kristiansen™’, Sangeeta Dhami®’, Gopal Metuveli®, Susanne Halken®, Antonella Muraro®,
Graham Roberts®™®, Desiree Larenas-Linnemann®, Moises A. Calderon’™, Martin Penagos™®, George
Du Toit'"", Ignacio J. Ansotegui™, Jorg Kleine-Tebbe™, Susanne Lau™, Paolo Maria Matricardi'®,
Giovanni Pajno™, Nikolaos G. Papadopoulos™™, Oliver Pfaar’™®", Dermot Ryan™, Alexandra F.
Santos™, Frans Timmermanns™, Ulrich Wahn'® & Aziz Sheikh®?

ORIGINAL ARTICLE

1 Copenhagen, Denmas; "E

et of Mather and Chid Hesit
ty of Paca, Padua, Hay, "The David Hide e fima and Alergy Research
sezital, Newpod., |sie of Wight. UK. “NIHR Respisiory Biomedical Researh Urkt, Unversity Hospital Soutiamptan Nit
14.| Southampion, UK; Facy
o Ay and Canical Immunoingy, National Heart and Lung Institute, In oy
Bology. Degartment of Pasdistric Aergy. MAC & Astima Centre in Mlergic Machanisms of Asfima
Thoeres NS Foumdation trust, Loedon, U Bagpon;

tal Medica Sur, Mens

ty, Meien;

Yong's Callege Londan, Landon, UK;
i Quirorsabd Bisksia, B
gy, Chasétd Mediesi U

vy: "EDegmAment for mdr'.unm-g,.a-u b

" Department of Pedistics, University na, Haly; "Institute of Human Develgpment, University
UK, ™ Aemgy Department, 2nd Pedistéc Cinic, of Athers, Athens, Gresee; *Depatment of Otitindaryngaogy, Head and Neck
s Mediesl Faculty Ma werstEmedan Man

of Manchester, Manchester,

=

hyan D, Saros AF, Trmaemanes £, Wakn U, Shaich A Alamgen immurotampy for the
prawanton of AISTY: A SYSATATE redaw and MAT-TalES. Fader Allrgy Immunal 2017 28: 18-73.

Abstract

alergen mmunotherapy, slergic dseases;
slergy: atepy; Backgromd: 'TI».u; & a nead to establish the effectiveness costeffectivenes, and

munotherapy (ATT) for the prevention of allergic dissase
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controlled evidence was found in relation 10 its longer-term effects for this outcome.
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confirmed in the sensitivity amalysis: RR = 0.72; 95% CL: 0.24-218 There was no
clear evidence of any longert2m reduction in the risk of sensitization: RR = 0,47,

$% CT: 0.08-277. ATT appeared to have an acceptable side effect profile

Conclusions: AIT did not result in a statistically significant reduction in the risk of
developing a first allergic disease. There was, however, evidence of a reduced short-
term risk of developing asthma in those with allergi
this benefit was maintained over the longer term. We are unable to comment on the
coat-e flectiveness of AIT.
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vyklad schémat EAACI SAIT guidelines

tudy /P RR (95% CI) Nc Ni

. R 10-38 let
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6-14 let
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Maller, 2002 0.545%.34, 0.87) 7

Crimi, 2004 Med ‘ D0.20 (0.07. 1.16) 15

,' 0 AB in AIT

Maller, 1028 = §@ 0.10(0.01. 1.71) 14

Movembre, 2004 - 0.40 {0.23, 1.02) 54 | 3(4m)+0
SLIT gtt.

Mamgna.EDEEF Y s 0.28 (0.17. 0.48) SLIT

Owerall (l-squared = 0.0%6, p = 0.4289) 0.40 {(0.20, 0.54)

Celkem: RR 0.40 Profit: nonLowRCT RR 0.38

- do 18 let (RR 0.40)
- pylova SAIT (RR 0.48)

, /I]_epél' SAIT

0052 \

Favours AIT Favours Contrg - SLIT (RR 0.33) 1 SCIT (RR 0.49)
__”
Figure 4 Random-effects meta-analysis of effectiveness of AIT in short-term prevention of asthma in those
with allergic rhinitis. Nc = number in control group; Ni = number in intervention group; mode = route of ad-
ministration of AlT.




SAIT — prevence vzniku alergie
(manifestace prvniho alergického onemocneéni)

Study RR {(35% CI) Nc Mi Mode
I
1
|
I
Yamanaka, 2015 i ; 0.07 (0.00, 1.14) 14 13 SLIT
I
1
I
Zolkipili, 2015 —l— 0.55 (D.28, 1.04) 54 57 OIT

Owverall (I-squared = 55.4%, p = 0.134)

0.30 (0.04, 2.08)

D0448
Favours AIT

L4

223

Fawours Control

Figure 3 Random-effects meta-analysis of effectiveness of AIT in preventing short-term risk of developing
first new allergic disease. Mc = number in control group; Mi = number in intervention group; mode = route of

administration of AIT.




SAIT — prevence progrese k AB /RCT/
(kratkodobé tj. v priibéhu SAIT a do 2 let po SAIT)
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Figure 4 Random-effects meta-analysis of effectiveness of AIT in short-term prevention of asthma in those
with allergic rhinitis. Nc = number in control group; Ni = number in intervention group; mode = route of ad-

ministration of AIT.




SAIT — prevence progrese k AB /RCT/
(dlouhodobeé tj. 2 roky po skonéeni SAIT a vice)
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Figure 5 Random-effects meta-analysis of effectiveness of AIT in long-term prevention of asthma in those
with allergic rhinitis. Nc = number in control group; vNi = number in intervention group; vmode = route of

administration of AIT.




SAIT — prevence spreadingu /RCT/
(kratkodobé tj. v pribéhu SAIT a do 2 let po SAIT)
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Figure & Random-effects meta-analysis of effectiveness of AIT in short-term prevention of allergic sensitiza-
tion. Mc = number in control group; Mi = number in intervention group; mode = route of administration of AlT.
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SAIT — prevence spreadingu /RCT/
(dlouhodobé tj. 2 roky po skonéeni AIT a vice)
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Figure T Random-effects meta-analysis of effectiveness of AIT in long-term prevention of allergic sensitiza-
tion. Nc = number in control group; Ni = number in intervention group; mode = route of administration of AlT.




SAIT — prevence spreadingu /CBA studie, napt./

Prevention of new sensitizations in monosensitized subjects
submitted to specific immunotherapy or not. A retrospective
study * Purello-D‘Ambrosio F. et al. Clin.Exp.All. 2001; 31: 1295-1302.

Retroperspektivni studie — 8396 pacientt (7182 AIT), rizné alergeny, AR i AR
spolecné s AB. LéCba AIT 4 roky, posuzovano po 4 (T1) a 7 letech (T2).
Number of patients Polysensitized T1 (%) Polysensitized T2 (%)

| SAIT I68ba |

Subgroup Al (rhimtis) 29338 620 (21.10) 702 (23.89)
Subgroup A2 (asthma and rhinitis) 4244 1086 (25.59) 1234 (29.07)

Group A (total) 7182 1706 (23.73) 1936 (26.96)
bez SAIT

ibgroup Bl (rhinitis) 499 318 (63.72) 356 (71.34)

Subgroup B2 (asthma and rhinitis) 715 508 (71.05) 576 (30.56)

" Group B (total) 1714 826 (68.04) 037 (76.77)

SAIT branila rozvoji polysenzibilizace v case u AR+AB
(pri 4-leté lécbe SAIT bylo po celkem 7 letech /tj. 4+3/ postizeno
27% pacientu SAIT Ié¢enych vs. 77% pacienta SAIT NElé€enych).
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SAIT v prevenci alergie — nova data

SAIT — prevence spreadingu (nova metaanalyza)

REVIEW ARTICLE

Efficacy of allergen immunotherapy in reducing the
likelihood of developing new allergen sensitizations: a

systematic review

D. Di Bona®, A. Plaia®, M. 5. Leto-Barone®, 5. La Piana® L. Macchia' & G. Di Lore nzo®
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Abstract

Me thds:
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The risk

Edited by: Thomas B

Background: Guidelines and pos
apy (AIT) is the only dissase-modifying treatment, including prevention of the
onset of mew allergen sensitizations However, this preventive effect was shown
by only a few observationa] studies Our aim was to systematically review the effi-
cacy of AIT in preventing the onset of new allergen sens
aputerized hibliogmphic searches of Medline, EMBASE, and the
Cochrane Library {through June 201 5) were sup plementad with manual seamhes of
reference lists. Observational studies o

servation period were i

and magnitnde of effect, a0
Results Eighteen studies (1049 childr
of bias was high in all but one study. Low evidence supports the posi-
tion that ATT prevents the omset of new allemen semsitization
studies reporting a reduction in the o
with AT s placeho. Small studies and

imniihond of

o ther-

ion papers indicate that allergen

izations.

alled trials with a long-

extracted data about std
was the difference in the

treated with ATT and ph.

rding to the GRADE Working Group's guide.
n, 10 057 adults) met the inch

with 10 of 18
W sersitizatic patients treated
studies with a shorter follow-up showed

the highest benefit of AIT.
Condusions: The overall evidence provides a low-grade level of the evidence aup-

porting the efficacy of AIT in preventing the

et of mew allergen sensitizations,

bt high-quality studies could change this estimate.

Allergen immunotherapy (ATT) has been
with variable | benefit, in roducing

proven  effective,

stoms and the
with allemic
contrast to
imistersd by the sub-
cutaneous (SCIT) or sublingual (SLTTY route in clinical prac-
iatin g effects after its di wation, & it

tice, may hkave pe

acts through a modifica of the immume eaponse. Am
these persating effects, the ability to reduce the likelibood of
developing mew allem sitizations in mono- or polysersi-
tizad patien 5 n dvown (2).

The preventive effect of AIT
zations was meported

b omset of new allergen
o tion

Yy rEVIEWa,

Alaegy T2 {2077 E31-704 €016 John Wil & Soe

papers, and consensus conference (4-13). However, to sup-

port this conclusion the findings from only a few observa-

tioikal studies performed on children and adults wem
examimed in these reports and an extensdve review of the
literature has mot been conducted, wet {14). Therefore, the

primary objective of this study was to evalsate the strength
of the evidence of the effect of ATT on prevention of mew
allerper mitizations in chiliren and adults. We reviewed
the quality of the available studies s the GRADE
(Grading of Recommendations Aspesan ., Dewelopment,
and Evaluation) appreach and the Cochrane Risk of Bias
Amessment Tool for Mon-randomized and Randomized

Studies (15-17).

(=]

Di Bona D et al. Efficacy of

allergen immunotherapy in reducing
the likelihood of developing new
allergen sensitizations: a systematic
review. Allergy 2017; 72(5): 691_704.

Hodnoceno 18 studii (RCTi CBA, min.
3-letych) tj. 1049 déti + 10.057 dospélych.

RESUME: prevence spreadingu
zalécenim SAIT ma malo dukazu !
.. 8 z 18 studii neprokazalo viibec benefit
.. AIT prospech je jen v malych studich
/<100 pac./ a pri kratkém follow up /do 3 let/




SAIT v prevenci alergie — potreba dalsich dat

Table 2 Gaps in the evidence

Gaps

term effects

AIT for prevention of asthma in children with AR due to HDM

Optimal age for mtroduction of AIT for prevantion

Optimal duration of AIT for prevention

Optimal product, administration form, dose amnd schedule of AT for
prevention

Evaluation of influence of AIT for prevention on Ool in different age groups

AIT for prevention of AR / asthma in children and adults with AD J food
allergy

Evaluation of health economics of AlT for prevention
Evaluation of adharence in AlT for prevention in differamt age groups

Evaluation of acceptability of AIT for prevention in different age groups
AIT for the prevention of new allergic sensitizations
= spreading from one allergen to related and unrelated allergenis)

=  spreading at molecular level, from one allergenic molecule to other
molecules

AIT for pravention of the Oral Allergy Syrdrome

AIT for pravention of first allergic disease

Flan to address

AIT for pravention of asthma in children with AR due to grass pollen - lomg Lomg-term follow up of RCTs

Further evaluation of GAP trial
RCTs*
RCTs*
RCTs*

RCT=® amd high guality real life
studies

ol as cutcome im BCTs?*
RCTIs*®

Cost-effectiveness amalysis
of RCT

fdherence measured in BCTs
and real life studies

RCTs® |
E% Allergen
RCTs* - Immunotherapy
Guidelines
Part 2: Recommendations
Translating knowledge into clinical practice
RCIs*®
RCIs*®

Priority
High
High
High
High
High

High
Madium

Meadium

Madium

Madium
Madium

Lo

Lo

* Apart from new RCTs, published clinical dota can be reviewsd, row data can be reanalyzed and blcod sampiles can be analyzed

further to prowvide new Goio




SAIT v prevenci alergie — potreba dalsich dat

Je potreba dalSich kvalitnich (Zejmena RCT) studu I

S "-\ O AL
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Prevence spreadingu ¥ ) i\
Prevence vzniku alergii

Parametry AIT:

- optimalni vek nasazeni

- optimalni trvani AIT

- optimalni produkty

- optimalni davka

- optimalni davkovaci schema

Allergen
EAACI

= 2 Immunotherapy
Gundelmes
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SAIT v lecbe alergie

AIT —cil _ léZebny

Léée b ny C“ nosni a bronchialni hypereaktivitu

/ =
projevy alergie

AlT _—
snizuje B

\\ spotiebu antialergické medikace

zvysuje kvalitu zivota

Preventivni cil
= kauzalni efekty |eécby




SAIT — cil lécebny efektivita (SLIT traviny)

Metaanalyza studii 2014 (Efekt ruznych typu IéEby pylové alergie)

Symptomaticka léCba: 29 publikaci} 21.223 pacientt

SAIT - SLIT : 10 publikaci

Efektivita IeéCby: 5 trav SLIT tablety 29,6%
nazalni steroidy 23,5%
bojinek SLIT tablety 19,2%
nazalni azelastin/flutikazon 17,1%
antihistaminika p.os. 15,0 %
montelukast 6,5%

P.Devillier, JF Dreyfus, P.Demoly, MA Calderdn: A meta-analysis of sublingual allergen
immunotherapy and pharmacotherapy in pollen-induced seasonal allergic rhinoconjunctivitis.
BMC Medicine 2014, 12:71




SAIT - cil kauzalni tradicni vychodiska

« SAIT ma dlouhotrvajici ucinnost, efekty SAIT
pretrvavaji i po jejim ukonceni.
Durham SR. et al. N Engl J Med 1999; 341: 468-75.
Cools M. et al. Allergy 2000; 55:69-73.
« SAIT chrani pred progresi patofyziologického
pochodu z alergické rymy do astmatu.

Jacobsen L. Allergy 1997;52: 914-20.
Moller C. et al. JACI 2002; 109:251-256.

« SAIT je prevenci vyvoje od monosenzibilizace
k alergenové polyvalentni senzibilizaci.

Des Roches A. et al. JACI 1997; 99:450-53.
Pajno GB. et al. Clin Exp Allergy 2001;31:1392-97.




SAIT

kauzalni efekty
- osobni pohled

SAIT zasady pro kauzalni efekt ?

v dostatecné dlouho (min. 3 roky)
v ¢im drive, tim lépe




SAIT ,,¢im drive, tim lépe” — doporuceni

WAO position paper 2013 update N
The preventive benefits of AIT may be greater if initiated early in the course of the

allergic disease. AIT may alter the natural history of respiratory allergy by preventing
the onset of new skin sensitizations and/or reducing the risk of asthma onset. Y

ICON - International consensus on allergy immunotherapy 2015
AIT is the only treatment that can change the course of allergic disease by preventing
the development of asthma and new allergen sensitizations and by inducing allergen-
specific immune tolerance.

Nejvyhodnéjsi je zahajeni AIT v Casné fazi alergického onemocnéni, nebot’ AIT klade
dlraz na prevenci vzniku chronického alergického zanétu, a tim i na prevenci dalSiho
zanétu, a tim i na prevenci dalSiho zhorSovani nemoci. (s.133)

Souhrn adajt o pripravku - Staloral 300, 2017
(CZ) 4.2 Davkovani a zplisob podani: Je treba uvazit vyhody ¢asného zahajeni

Alergologie - Spi¢ak, Panzner (ed.) Galén/Karolinum 2004 ]
alergenové imunoterapie pfi rozvoji onemocnéni. ]




SAIT ,,cim drive, tim lépe” — klinické terap.okno

Uroven (sub)bunééna

CCR3
CCRa4
ouQCCRS Bone marrow
-3
(i ﬁ ,‘5_, IL-4. IL-5 IL-5 R
| C ) Histamine ~ 3 % < IL-6, IL-13, GM-CSF _ 2 gxsl- R
3 y it g BANTES i ILy;LR iLar
YIS & i ) IL-5 R, IL-
P> *\\ngm C?LTS Ectexin NS /' GM-CSF R
[ £ A g Eo/Ba prcgenllor
\ \ -6, IL-13,
| TNF-c VCAM-7 Via-4

<5 CCR3
@ < ,:] CysLT{ R
CysLT,R

Blood vessel

oL il a
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attractactants o é
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e

Pawankar R. Clin Exper Allergy.
2006;36:1-4.

Uroven organova a tkanova

Normal bronchiole Asthmatic bronchiole




SAIT ,,cim drive, tim lépe” — klinické terap.okno

Monosenzibilizace
a slaba IgE odpovéd’

SAIT produkty - indikace:

.. kumulativni davka (monovalentni terapie)
.. Standardizace produktu (hlavni alergeny)

olysenzibilizace
a silna IgE odpovéd




SAIT ,,cim drive, tim |épe” — klinické terap.okno

Matricardi PM. Trideni IgE-odpoveédi do skupin podle molekularnich profilid a jeho
mozné ddsledky pro specifickou imunoterapii. Curr Opin Allergy Clin Imun/CS (2014)

preklinické stadium casné pozdni klinické stadium

( zacatek )‘

extrakt . .
Kazuistika: ve 3 letech zachyt rsigE Phl
.. V 6 letech klinicka manifestace SAR

molekuly . v 10 letech SAIT, ale uz vyvinuta silna Phl polysenzibilizace.
Phi p 1 1,38 2,36 | 10,52
Phl p 2 0 0 1,23
Phl p 4 0 0 0,32
Phl p 5 0 0 0
Phl p 6 0 0 0
Phlp 7 0 0 0 | 0 |
Phip 11 0 0 0
Phip 12 0 0 0 | 0 |
SARg
vék (roky) 1 2 3 4 5 é 7 8 9 10 11 12

Yo




SAIT
je KAUZALNI terapie
a stale poditam s jejimi
preventivnimi Uéinky
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