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SAIT: POSTUPY (,OFICIALNI“ ZDROJE)

WAO position paper 2013 update

~
ICON - International consensus on allergy immunotherapy 2015

y,

Y
EAACI guidelines on allergen immunotherapy 2018

y,

iy )

Doporuceni vyboru CSAKI: Rybniéek O, Seberova E, eds. Priivodce
specifickou alergenovou imunoterapii (SIT). Tigis, 2009. (druhé aktual.vydani)

| L‘ - SPC: Souhrn Gdaji o pFipravcich dostupnych v CR ]




SAIT: POSTUPY (EAACI GUIDELINES)

‘AGREE lI: the Appraisal of Guidelines for Research & Evaluation ‘

P Allergen ‘2 Allergen
EAACI EAAC]

—— Immunotherapy #EEE Immunotherapy

Guidelines Guidelines

Part 1: Systematic reviews Part 2: Recommendations

Translating knowledge into clinical practice

Translating knowledge into clinical practice

- -

http: //www.eaaci.org/ resources/guidelines/ait-guideline-part-2.htm|

i update plan 2022
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SAIT: ZPUSOB TERAPIE (SEZONNI AR)

Demoly et al. Clinical and Translational Allergy (2015) 5:18 - |

REWVIEW

limical and Transiational
Allergy

Open Access

“The value of pre- and co-seasonal

sublingual
immunotherapy in pollen-induced allergic
rhinoconjunctivitis”

Pascal Demoly'?", Moises A Calderon?,

Thomas B Casale”, Hans-Joargen Malling® and Ulrich Wahn®©

preferované rezimy SAIT pro SAR

Pollen season 1

Pollen season 2 Pollen season 3 Pollen season 4

| R D Y

Maintenance Maintenance . )
SC IT Tworek D et al. Perennial is more effective
/ v v b than preseasonal SCIT in the treatment of
L Radurtion ) SAR.Am J Rhinol Allergy 2013;27:304-308.
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SAIT: EFEKTY KLINICKE - LECEBNE CILE

Lécebny cil

AIT —cil _ lécebny

nosni a bronchialni hypereaktivitu

/ .
projevy alergie

AlT _—
snizuje B

\ spotiebu antialergické medikace

—

zvySuje kvalitu Zivota

AIT - cil _ preventivni

. P
ntlvnl C“ - AIT ma dlouhotrvajici uéinnost, efekty AIT
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.
« AIT 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.

» AIT 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: EFEKTY KLINICKE - LECEBNE CILE

Metaanalyza studii 2014 (Efekt rdznych typu IéCby pylové alergie)

Symptomaticka lécba: 29 publikaci} 21.223 pacientt

AIT - SLIT : 10 publikaci

Efektivita IéCby: 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: INDIKACE - ZASADY

a) pritomnost klinickych projevu alergického onemocnéni ve stadiu bez
komplikaci a ireverzibilnich zmén

b) potvrzeni precitlivélosti I. typu na konkrétni alergen pomoci koznich
testl a/nebo vySetienim specifickych IgE protilatek

c) alergen se v rozhodujici mire podili na klinickych potizich, pacient je
alergicky jen na jeden nebo omezeny pocet alergenl

d) je k dispozici kvalitni standardizovana alergenova vakcina pro AlT
e) nejsou pritomny zdravotni kontraindikace I1é¢by

f) pacient prijme zasady a rizika AIT a je predpoklad jeho dlouhodobé
spoluprace (vhodny informovany souhlas)

1) AR tize stfedni az tézké /dle ARIA/

2) AR tize mirnéjSi na prani pacienta vzhledem ke kauzalnim efektiim
, kde toto prokazano




SAIT: SMERNICE PRO ALERGENOVE PRODUKTY

http://www.eaaci.org/resources/quidelines/ait-quidelines-part-2.html
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systematic overview

7 European Academy of Allergy.and Clinical lh’fmii:?\‘blbqy Allergen Immurctherapy Guideinez ¥



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

SAIT: INDIKACE - PYL TRAVIN

Sirsi pristup (5 travin)

b4 b &

vs. Sirsi zabér ?

UZSi pristup (1 travina)
.. ShadnéjSi standardizace
VS. Uzsi zabér ?




TRAVINY

..alergenove zdroje
(druhy travin)




TRAVINY: CHARAKTERISTIKA

Family Subfamily Tribe Genus Common name (US)
e , Pooideae
Poaceas Bambusocideae Oryzeae — Oryza (Rice) Festusoideae
Arundinoideae Arundineae I— Phragmites (Common reed)
Poeae (Festuceae
| Chlordoideae [ Chlorideas }— Cynodon (Bermuda grass) mznafl(\a (Dac G))<
2 (Fesp) «
/ Paniceae ]— Paspalum (Bahia grass Jilek (Lol p) «
< T : , Lipnice luéni (Poa p) <«
— Sorghum Johnson grass
= — Zea (Com, mai
— Dactykie
— Festuca
Poeae
— Lolium
— Poa
— Anthoxanthum
— Avena (Cultivated oat)
Aveneae
Pooideae — Holcus (Velvet grass)
— Phieum (Timothy grass)
Bromeae —— Bromus (Smooth brome
Hordeum
Triticeae Secale
Triticum

Jorg Kleine-Tebbe, Global Atlas of Allergy, EAACI, 2014




TRAVINY CZ : CHARAKTERISTIKA

- vice nez 250 druhu travin a obilovin — podceled pooideae.

- dominantni rostliny bezlesé kulturni krajiny (pole /obiloviny/, louky, meze,
parky, umélé travni porosty) + fada druhu i ve spoleCenstvech lesnich a bazinnych.

- od nejnizsich nadmorskych vysek do nejvyssich vysokohorskych poloh.
- vetrosprasne, vysoka produkce pylu, snadne Sireni vzduchem.

- doba kvétu (IV)..V..max.VI..VII..(1X). Cave: pozdni polinace v porostech
kosenych pred prvnim vymetanim.

- silna vzajemna zkfizena reaktivita (vysoka homologie).

Zkrizené reakce od podtrzeného druhu v klesajici vyznamnosti (pfiblizne, zdroj

www.pylovasluzba.cz/atlas ):

* Alopecurus prat. - Phleum prat. - Dactylis glomerata - Festuca prat. - Poa prat. - Lolium perenne...

+ Dactylis glomerata - Phleum prat. - Secale cereale

* Lolium perenne - Lolium multiflorum - Dactylis glomerata - Festuca prat. - Secale cereale - Holcus lanatus -
Phleum prat. - Poa prat. - Anthoxanthum odoratum...

»  Festuca pratense - Dactylis glom. - Phleum prat. - Poa prat. - Lolium per.- Holcus lan. - Secale cereale...

« Phleum prat. - Dactylis glom. - Festuca prat. - Lolium perenne - Holcus lanatus — Alopec.prat. - Poa prat...

* Poa prat. - Arrhenatherum elat.- Dactylis glom. - Festuca prat. - Holcus lan. - Lolium per. - Phleum prat....



http://www.pylovasluzba.cz/atlas

PYLY SVET: VEGETACE
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TRAVINY SVET: VEGETACE

- — = »
Led.|Uno.| Bfe.|Dub|Kvé.| Cer.| Cec.| Srp.| Zaf. | Rij. | Lis. | Pro.
Severni USA
JiZni USA
v 1 1 I 1
Evropa
Australie Australie
1 1 1 1 1
ﬂMy \ Orchard ‘ | Kentucky | | Perennial | Sweet
grass grass | bluegrass | | rye | vernal grass.
Phiesum Dactyis Pos pratense Lohum Anthoxanthum
F pratense 4 Plomevats S 4 Native 10 Eucpe, | perenne | odoretum
Natve 10 ol Natve to an ( } North Amerca 1Y 1 Natren %0 / f/ Natve 10 Europe
A Europe, N4 L, " Northern Atrca WA Europe, Ase ‘ and Ases
\i oultvated for \ 4 broughtto | U Asia (_ B 1| and Northeen { Cuttvated for lawn
'L pasture and f\ Scuthem | 5$ 5 3| Avca. wiey !
hay globaity \‘" X/ Atca o il e V| cumvated for "
Arrmncs, pesture and
Australa forage Polnaing
Polinaang Mayg-2AY
Polratng Polinating Mey-August Poinaing
k ""'I')“Wy May Jutw | Map-August
Panicoldeac Chloridoideae
Bahia grass ol Bermuda grass
grass
Paspatam notatam, [Sorgrum hatrpense Notree to] Cyrodon dactyion, natre
Natve to nothemn Souh \ porth Africa, widespread weed | } south cost A and Austral,
Aranica, present n 16 . \‘ o |In sttropice regons of USA, wdenpresd gobudly culiveied
sauthern states of USA, \ w Austalia, o southem a3 utan s
L/ Alca and Austral, 5o \ q.;/ Europe \
r wghted southern Europe Wi \ Potimating most of e year
(Span. Portugel and S o \{ / peaking lote summes through
Greece) Polinating most of the yeor -‘( %0 autumn
pescng Wie sprng Prough o \/
Poiinating most of the yeer| autumn ’
NG late soeng Trcugh . .
% aubamn EAACI Mollecular Allergology User”s Guide, 2016




TRAVINY CZ: ,OTEPLOVANI“

% Lipnice rocni (Poa annua)

Jde o plevelny druh vyskytujici se hojné predevsim na silné seslapavanych
mistech. V travnicich ptsobi diky znaéné rozmnozZovaci schopnosti rychlé
zapleveleni a celkovou degradaci travniku. U hristovych travniku je jejim
velkym nedostatkem mélky korenovy systém, ktery snizuje smykovou pev-
nost.

% Jezatka kuri noha (Echinochloa crus-galli)

Velmi agresivni plevel vyskytujici se hlavné v okopaninach, kukufici a ze-
leniné. Vyskytuje se také v travnicich vysévanych pozdé zjara a béhem léta.
Na podzim zastavuje rist a s pfichodem prvnich mraziki postupné z trav-
niku vymizi.

% Troskut prstnaty (Cynodon dactylon)

V nasich podminkach nepatii mezi vyznamné plevele, ale v souvislosti s
oteplovanim klimatu jeho vyskyt nabyva na vyznamu. Rostliny vytvari
husté élankované, prevainé nadzemni plazivé vybézky, dlouhé az 1 m.

% Bér zeleny (Setaria viridis)

Vyskytuje se v teplejsich oblastech, ¢asto spolu s bérem sivym. Lokalné za-
pleveluje hlavné Sirokoradkové plodiny.

% Rosicka krvava (Digitaria sanguinalis)
Drive méné vyznamny plevelny druh, péstovany jako potrava pro ptaky.
Pri silnéjsim vyskytu vykazuje silnou konkurenéni schopnost.

Wi VYSKYT TEPLOMILNYCH TRAV V CESKE REPUBLICE
The occurrence of thermophilic grasses in the Czech Republic

Marie Strakoval, Josef Straka?, Lubica Zemkova!, Ludmila Binkova!, Magdalena Sevéikova?




PREVENTIVNI OPATRENI

« Tvorba a udrzba krajiny/zivotniho prostredi
— nevytvaret monokultury
— do parku nevhodna briza, olSe, Cerny bez
— pecliva udrzba travniku (vcas pokosit pred
zahajenim kvétu, travu ihned odvézt)
— zlikvidovat veskeré rumistni plochy a skladky

(vysoce agresivni plevele!)




Mapy pylové produkce travin

(za poslednich 10-15 let) zdroj:
https://www.pollenwarndienst.at



https://www.pollenwarndienst.at/CZ/cz/aktuelle-belastung/belastungskarte-europa.html

E (EVROPA)

Mapy pylvé produkce travin

(za poslednich 10-15 let) zdro;j:
https://www.pollenwarndienst.at



https://www.pollenwarndienst.at/CZ/cz/aktuelle-belastung/belastungskarte-europa.html

TRAVINY VEGETAQE (EVRQPA)

Mapy pylové produkce travin

(za poslednich 10-15 let) zdro;j:
https://www.pollenwarndienst.at
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https://www.pollenwarndienst.at/CZ/cz/aktuelle-belastung/belastungskarte-europa.html

EGETACE (EVROPA)

Mapy pylové produkce travin

(za poslednich 10-15 let) zdroj:
https://www.pollenwarndienst.at



https://www.pollenwarndienst.at/CZ/cz/aktuelle-belastung/belastungskarte-europa.html

TRAVINY: VEGETACE (EVROPA)

apy pylové produkce travin
(za poslednich 10-15 let) zdro;j:
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https://www.pollenwarndienst.at/

TRAVINY
.. pylové alergeny (CRD)




ALERGENY: CRD

existuji stovky charakterizovanych molekul alergenu (informace o
sekvenci, strukture, funkCnich vlasnostech a alergenicité)

informace jsou ve specializovanych databazich napt. http://www.allergome.org
Praxe:

» poznatky o druhoveé specificite a vyznamu (alergenicite)
jednotlivych alergenu mohou zlepsit diagnostiku i terapi
alergii.

» poznatky o zkrizené mezidruhove reaktivite mezi
specifickymi ,hlavnimi® alergeny (vysoka homologie)
umoznuji redukovat pocet cilovych epitopu pro diagnostiku
| terapii alergii.



http://www.allergome.org/

ALERGENY: CRD

- Epitopy alergenu maji ruznou funkci:
* vazajici specificke IgE: odpovedné za alergenicitu
 aktivujici T lymfocyty: vyznamné pro efekt SAIT

- Budoucnost:
> Lécba hypoalergennimi rekombinanty se zachovanou

schopnosti aktivovat T lymfocyty a redukovanou sIgE
reaktivitou (alergenicitou)

> Lécba na zakladé individualniho alergenového profilu




PYL TRAVIN POOIDEAE: CRD

. . . Iso-  Structure
Allergen  Allerpenicity Code  Biochemical name MW s 114)
Phleum pratense {temperate grasses)
549 CCD-bearing .
Phlp 1 8395 % 551 —— Beta-expansin 27
10-

Phlp2 33465 % 3533 Grass group 2 Uinkneowen 12
Phl p 3 G0 % a6 Grass group 3 UNEmoWn
Phi p 4 70-75 % 557 CCD-bearing Berberine-bridge 59

protein enzyme

Phip 5

Phl p &

44-73 %% 3469

Grass group 5

Grass group &

unkmowwn 11

Polcalcin

Calciurn-bindimg
protein

Trypsin inhibitor

Subtrooical




TRAVINY

..rozvo| polysenzibilizace
SPREADING




Spreading
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Spreading alergenovy

\
Klasicky pohled

.. riUzné alergenové zdroje

J

CRD pohled

.. Vramci 1 alergenového zdroje
napf. pylu travin (bojinku)




Spreading alergenovy — 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 mirigerring role®:
® 1. navstéva n
40 40 2 < 4 rok v RoztoCi (do 6 let 45.4% /59 ze 130 pac./)
30 4<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).




Spreading alergenovy

Klasicky pohled

.. riUzné alergenové zdroje

N\
CRD pohled

.. Vramci 1 alergenového zdroje
napf. pylu travin (bojinku)

W




Spreading alergenovy — 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 100 [ . 5 \
== IgE against extract

—-— Molecules recognized by IgE (out of 8)
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Spreading alergenovy — 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)

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




Spreading alergenovy — 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

prehodnoceni EBM

http://www.eaaci.org/resources/guidelines/ait-guidelines-part-1.html

Part 1: Sys

Translating knowle

Pediatric Allergy and Immunology

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®?
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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
Co wers independently suo.md nine intemational biomedical data-
Sangeetn Dhar, Evidence Based Heaith bases Studies were quantitatively synthesized using rand
Care L1d, EM17 SUD Edinburgh, UK Results: A total of 32 studies satisfied the incluson crteria. Overall, meta analysis
1geetadhamidihotral com found no conclusive evidence that AIT reduced the risk of developing a first allergic
disesse over the dhort tem (RR = 030; 95% CL 0.04-200) and no randomized
controlled evidence was found in relation 10 its longer-term effects for this outcome.
There was, however, a ned seti n the ahart-tem risk of thowe with allergic rhinitis
developing asthma (R = (.40, 95% 30-0.54), with this finding being robust toa
wicaton 17 Sepember 2018 pre-specified sensitivity analysis. We found inconclisve evidence that this benefit was
maintained over the longer term: RR — 0.62; 95% CL: 0.31-1.23. There was evidence
that the risk of new sensitization was reduced over the short term, but this was not
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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SAIT kauzalni — pfehodnoceni EBM
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|
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Full-text articles assessed Full-text articles excluded.
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[ /7 Swaesincudeain O | Other = 4 (abstract/letter/
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Imcomect study design =17
Imcomect outcome = 1.4
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studie .. 15
v
Studies included in quantitative RCT randomizované
synthesis {meta-analyses)

N=17 kontrolované studie

Fig
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SAIT — prevence spreadingu /RCT/
(kratkodobé tj. v pribéhu SAIT a do 2 let po SAIT)

Study RR (95% CI} Mc Wi Mode
6-14 let
Pifferi, 2002 Med. i 0.08 (D.01, 1.41) 14 15 3+0, SCIT

Mamgna.EDI}l- P<0.0001 —m—

Marogna, 2008 - ——

Garcia, 2010

Szepfalusi’2014  High ——
|
I

Overall (l-squared = 82 8%, p = 0.000) <L>v

T

P=0.60

Celkem: RR 0.33

/ LepSi SAIT

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.

I
00514

Fawvours AIT

l

Fawvours Comnt

Mean Age 22.8/21.5 lat

0.15 (0.09, 0.25)

0.09 (0.03. 0.24)

1.40 (D.BO, 3.70)

P=0.03 (0.61) [.45(0.21, 0.95)

0.33 (D.12, D.83)

182 318 340, SLIT
5-17 let

T2 144 340, SLIT
18-65 let

17 a7
2-5 let

16 i5 240, SLIT
pod 1 ro

A 57

Profit susp.:

- do 18 let (RR 0.32)
- SAIT nad 3 roky (RR 0.138)
- SCIT (RR 0.09) > SLIT (RR 0.38)

- @ (RR 0.33)




SAIT — prevence spreadingu /RCT/
(dlouhodobé tj. 2 roky po skonéeni AIT a vice)

Study RR (35% CI) Mc Mi

, 5-12 let
mo/2000 wed. [N |ENERIRRE] n -o:ooconien T [

18-60 let
: i 0.80 (0.23, 157y 77 77

nad 5 let
L p <0.01 0.12 (0.032, 0.48) 51 51 3+2, SCIT

COwerall (-squared = 92.9%. p = 0.000) @;} 0.47 (D.08, 2.77)

_ P=0.23 Celkem: RR 0.47
MOTE: Weights are from random fects analysis |

Lepsi SAIT ‘
N

1
Favours AIT Favours Control

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).




Spreading alergenovy a SAIT

Allergy

Efficacy of allergen immunotherapy in reducing the 1 .
likelihood of developing new allergen sensitizations: a DI Bona D et a I . Efﬁca Cy Of
systematic review

D. Di Bona’, A. Plaia, M. S..-I:-L\t?-.l-BEfro?c!. s La Piana® L. Mac.x:"hia' & G. Di Lorcnzz’l a I Iergen im m u nothera py In red uci ng

attedra di Alergaoga @ i Unives it di Bari
¥, Ba; rtimente o

‘s, Palenma, by,

the likelihood of developing new
| allergen sensitizations: a systematic
i e i | FEVIEW, Allergy 2017; 72(5): 691_704.

R 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 sensitizations.

Me thads: 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 or mn, ized alled trials with a long-
tem servation period were i icted data about stad
chamcteristics ar was the difference in the
of mew allergen s treated with ATT and ph.

R Hodnoceno 18 studii (RCTi CBA, min.
e T T R e 3-letych) tj_ 1049 déti + 10.057 dospél;’/ch.

Edited by: Thomas B The risk of hias was high in all but one study. Low evidence supports the posi-
tion that ATT prevents the onmset of new allemen smsitizations, with 10 of 18
studies reporting a reduction in the o W sersitizatic patients treated
with ATT s placebo. Small studies and 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-

1o BivMedioo di Med;

To eite his artide: (0 SBom D,

dewaioping e alegen s

porting the efficacy of AIT in preventing the onset of new allergen sensitizations,

S s e RESUME: prevence sp readin gu

s, and cons

Allergen immunotherapy (ATT) has been

with variable | benefit, in roducing

proven  effective, paper

stoms and the port this conclusion the findings from only a few observa- L 1 £ o o o '
with allemic tional studies performed on children and adults wem Za ece n I m m a m a o u azu
o contrast o examimed in these reports and an extensdve review of the -
imistersd by the sub- literature has mot been conducted, wet {14). Therefore, the

cutaneous (SCIT) or sublingual (SLTT) route in ical prac- primary objective of this study was to evalsate the strength QL L ° =
tice, may have persisting effects after its di iation, & it of th idencs of the effect of ATT on prevention of mew o0 Z s u I I ne pro aza o vu ec e ne I
acts ugh a modifica of the immume esponse. Am mitizations in chiliren and adults. We reviewed

e ahility to reduce the likelibood of the quality of the available studies s the GRADE

S smmmiene . AIT prospéch je jen v malych studich
/<100 pac./ a pri kratkém follow up /do 3 let/

enzus conference (4-13). However, to sup-

tized patien
zations was meported Wy rEviews, position Studies (15-170.

Alaegy T2 {2077 E31-704 €016 John Wil & Soe 691




TRAVINY
..individualni alergenovy profil
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Kazuistika — CRD (alergenovy profil)

Pacientka r.1976 (potize od cca 2000 /24 let/)

Anamnéza:
sezona: pol.lll-Vlll, max.VI-VII.
potize: typu sezonni RK /perzistujici stfedné tézka, vystaci s H1A tbl./

+ od roku 2013 AB /od roku 2014 konverze az na perzistujici tézky typ - nutno
zavést IKS/LABA, mimo sezonu potiZe jen za resp. infekce/.

Testy:
SPT: 5 travin, brfiza, pelynék, ambrosie, merlik, plisné Alternaria
sIgE (extrakty): bojinek 37.91 kU/I, bfiza 5.65, ambrosie 3.26, alternaria 0.50 kU/I.

Intervence:
SLIT 5 travin (Oralair) na sezonu 2014+2015, bez efektu
SLIT 1 travina (Grazax) na sezonu 2016+2017, bez efektu




Kazuistika — CRD (alergenovy profil)

sIgE v€. CRD (ImunoCAP):

sIgE (extrakty): polysenzibilizace - ,,narust titrd ad 2014“ /jina laboratoi/
bojinek 37.91 .. nad 100 kU/I, kopfiva x .. 75.10, merlik x .. 33.20, jitrocel x ..
35.10, briza 5.65 .. 30.70, ambrosie 3.26 .. 9.59, pelynék 0 .. 1.80 kU//I.

pyly travin - ,nepfrizniva“ CRD polysenzibilizace (bojinek nad 100.0, Phl p4
85.44., Phl p7 24.2, Phl p5b 19.0, Phl p1 12.3, Phl p2 5.40 kU/I x negativni
Phl p11 a Phl p12)

NEPOKRACOVAT
v SAIT traviny




TRAVINY
..pylova homologie




TRAVINY: HOMOLOGIE
Pooideae (traviny mirného pasma)
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grass grass | bluegrass rye [vwnnl grass.
Phieum Pos pratense 1 Lotum Anthoxanthum
Fa. pratense | f | odoratum
- Natve o \ Bermuda grass | / ' Natve 1o Europe
i Ewope, 4 s and Asis
§ o | cutovensd for _ (Lobium perenne) (Cynodon dactyion) ., '/ Cuttvated for lwn
pasture and . \li
hay globaity | Y Ly %
A (Chioridodeae) <
Cynd1
Poliratng 7
,"/
.
~ \\\
%
Pasn1
(Panicodeae)

X32>2%

.?.I

=

Timothy grass
(Phleumn pratense)

T TR W wTw g

ate speng
10 sulumn

Baha grass
(Paspalum notatum)

v ‘

,NONPooideae“ (traviny ,jizni“)




SAIT: INDIKACE - PYL TRAVIN

Sirsi pristup (5 travin)

b4 b &

vs. Sirsi zabér ?

UZSi pristup (1 travina)
.. ShadnéjSi standardizace
VS. Uzsi zabér ?




TRAVINY CZ : HOMOLOGIE

- vice nez 250 druhu travin a obilovin — podc¢eled pooideae.

- silna vzajemna zkfizena reaktivita (vysoka homologie).

Hlavni alergeny:
— Skupina 1 (Phl p1, ..) cca 90%
— Skupina 5 (Phl p5, ..) cca 85%

M. Hrabina, Molecular Immunology of grass pollen
allergens, Scientific Matters, Exp 26, 2006

+ Guideline on Allergen Products: Production and Quality Issues,

dostupné na www.ema.europa.eu
+ Jorg Kleine-Tebbe, Global Atlas of Allergy, EAACI, 2014
« EAACI Mollecular Allergology User”s Guide, 2016

VedlejSi alergeny: cca 60%

Cervend barvaoznacuje pozice shodné u >90% sekvenci Pooideae skupiny 1



http://www.ema.europa.eu/

doi: 10.1111/).1365-2222.2008.03195.x

BOJINEK: HOMOLOGIE
- NEKLINICKA DATA

© 2009 Blackwell Publishing Ltd

Pridani extraktu bojinku k mixiim travin mirného pasma

Clinical & Experimental Allergy, 39, 752-759

 Mix 1: Avena elatior + Phleum pratense + Dactylis glomerata + Festuca
pratensiss + Poa pratensis + Lolium perenne + Secale cereale

* Mix 2: Anthoxanthum odoratum + Phleum pratense + Dactylis

glomerata + Poa pratensis + Lolium perenne (,,5 trav®)

* Mix 3: Holcus lanatus + Phleum pratense + Dactylis glomerata +

Festuca pratensiss + Poa pratensis + Lolium perenne

« Mix 4: Agrostis stolonifera + Avena elatior + Phleum pratense + Dactylis

glomerata + Festuca pratensiss + Poa pratensis + Lolium perenne +

Secale cereale + Anthoxanthum odoratum.

Bojinek (Phl p), Jilek (Lol p), Srha (Dac g), Lipnice (Poa
p), Tomka (Ant 0)
Kostrava (Fes p), PsinecCek (Agr s), Medynék (Hol I)

>
> Zito (Sec ¢), Oves (Hor v)
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Phleum pratense alone is sufficient for allergen-specific immunotherapy

against allergy to Pooideae grass pollens

C. Hejl*, P. A. Wurtzen®, J. Kleine-Tebbe', N. Johansen™®, L. Broge™ and H. Ipsen*
* ALK-Abelld A/S, Harsholm, Denmark and +AIJ’ergy and Asthma Center Westend, Berlin, Germany




Clinical & Experimental Allergy, 39, 752-759

doi: 10.1111/).1365-2222.2008.03195.x

© 2009 Blackwell Publishing Ltd
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Phleum pratense alone is sufficient for allergen-specific immunotherapy

against allergy to Pooideae grass pollens

BOJINEK: HOMOLOGIE
- NEKLINICKA DATA

Extrakt bojinku vs. mixy travin mirného pasma
- pokles specifickych IgE vazeb (skfizena reaktivita)

1000 1000
. - 100 % - 100 ke
5 : = 5 (L
T ERRL S 10 Y
5 S w 1 w 1
& o B ] e e e e s e e
*% %s‘ w 0. 1 v 0. 1 -
e n 3 . » A 4
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2 1000 1000 o
g 37 &
2= - 100 ¥ 3 100
T S5 >
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<< T ' ~ V
8 o Sel . L= IS [ ——————————
s £ “ 0.1 % 0.1 o
N % 7 A7
2z 0.01 JHduy 0.01 SoBso
&3 Mix 3  Mix 3 inhib. Mix4  Mix 4 inhib.
E % Phleum pratense alone is sufficient for allergen-specific immunotherapy against allergy to Pooideae grass pollens, Hejl, 2009)
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Phleum pratense alone is sufficient for allergen-specific immunotherapy

against allergy to Pooideae grass pollens

C. Hejl™, P. A. Wurtzen™, J. Kleine-Tebbe', N. Johansen*, L. Broge™ and H. Ipsen™

* ALK-Abelld A/S, Harsholm, Denmark and +A;’.’Ergy and Asthma Center Westend, Berlin, Germany

BOJINEK: HOMOLOGIE
- NEKLINICKA DATA

Extrakt bojinku vs. jiné traviny mirného pasma

- stimulace bojinkovych T bunécnych linii dalSimi travami

Group 1 Group 5
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GRAZAX: HOMOLOGIE - KLINICKA DATA
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GRAZAX: HOMOLOGIE - KLINICKA DATA
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Lecba alergickych priznakl Grazaxem:
- kratkodobé studie prokazujici ucCinnost v jedné pylové sezoné 2006

- déledobé studie prokazujici u¢innost béhem 2-3 let |écby 2009
Chorobu modifikuji ucinek Grazaxu:
- pretrvavani Gc€inku do dalSich let po ukonceni léEby 2012

- prevence zhorSovani a vzniku praduskového astmatu 2016




TRAVINY CZ;: HOMOLOGIE - ZAVER

wv| AlT extracts based on a single allergen specie
IS sufficient to cover full range of allergen
species from same biological family where

homology has been documented.
A\
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Lecba alergie na pyl trav Iipnfcovitych (Pooideae) extraktem
jednoho druhu pylu z této podcelede - bojinek - ma potencial
ovlivnit alergii na jakykoliv pyl trav z této podcelede.




ZAVER: SAIT a zahdjeni lé¢by

Monosenzibilizace
a slaba IgkE odpovéd’

SAIT indikace:
- ,,¢im drive, tim lépe*“
.. kumulativni davka (monovalentni terapie)
.. Standardizace produktu (hlavni alergeny)

olysenzibilizace
a silna IgE odpovéd




ZAVER: SAIT pyly travin CZ

Sirsi pristup (5 travin)

Volba SAIT pro pyly travin CZ:
- obecné nevidim prioritu ve volbé v CR

dostupnych preparatu (1 travina vs. 5 trav)

.. sila klinickych dtikazu (Iééebny efekt, kauzalni efekty)
.. alergenovy profil, mobilita pacienta

.. dostupnost a cena

.. davkovaci schéma a uzivatelsky komfort

.. servis a zvyklosti indikujiciho

UZSi pristup (1 travina)




