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alergolog
VS.
pneumolog

ALERGOLOG vs. PNEUMOLOG = ASTHMA bronchiale

Typy astmatu
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ALERGOLOG vs. PNEUMOLOG = ASTHMA bronchiale
»Spoleéné doporuéeni CSAKI + CPFS

Tefl M, Cap P, Dvorakova R, et al. Doporuéeny postup diagnostiky a Iééby bronchialniho astmatu. Semily:
GEUM, 2015. Revize: 2019 .. 2021: www.pneumologie.cz/guidelines (sekce bronchialni obstrukce)

2.1.1.3 CILENA VYSETRENI (C. PRUKAZ ALERGIE)
Alergoimunologické vysetreni doporu€ujeme provést u kazdého nemocného astmatem,
a to ve dvou z&kladnich situacich:

1) vzdy pfi prvém stanoveni diagnézy (v€etné osob ve vysokém véku)
2) pokud nad astmatem z nejasnych pficin ztracime kontrolu.

2.1.2.2 PREVENTIVNI A REZIMOVA OPATRENI A LECBA KOMORBIDIT
U jiz diagnostikovaného astmatu maji prakticky vyznam predevsim preventivni opatfeni
sekundarni (t.j. zabrafiujici progresi), resp. terciarni (t.j. zabrariujici vzniku komplikaci),

véetné lécby komorbidit a komplikujicich stavi. Konkrétné: ”dfa"g"n"::g:j:'l’:;;v"
» v pfipadé zjisténi klinicky vyznamné alergie: bronchidiniho astmatu
v snaha o redukci expozice pfi¢éinnym alergeniim. n

v’ zvazit zavedeni alergenové imunoterapie (AIT). i

ALERGOLOG vs. PNEUMOLOG = ASTHMA bronchiale

»Spoleéné doporuéeni CSAKI + CPFS
2.1.2.2 PREVENTIVNi A REZIMOVA OPATRENI A LECBA KOMORBIDIT

v’ zvazit zavedeni alergenové imunoterapie (AIT).

ktera neni alternativou ani konkurenci protiastmatické farmakoterapie, ale
kauzalni Iécbou alergické precitlivélosti. Tuto lécbu doporucujeme zvazit u
kazdého nemocného, kde je prokazana klinicky vyznamna alergie (je ovérena
souvislost mezi expozici danému alergenu a potizemi pacienta).

LecCba AIT ma sva rizika a vyZaduje zkuSenost. Konec¢nou indikaci a dohled nad
AIT provadi specialista alergolog/imunolog.

Doporuceny postup
diagnostiky a lécby
braonchiéiniho astmatu

@



http://www.pneumologie.cz/guidelines
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ALERGOLOG vs. PNEUMOLOG = ASTHMA bronchiale

»Koneénou indikaci a dohled nad AIT provadi specialista alergolog/imunolog.”

AIT AS PERSONALIZED TREATMENT
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COSTS _E Affordable

Figure reproduced from Incorvaia 2020

ALERGOLOG vs. PNEUMOLOG = ASTHMA bronchiale

Typy astmatu

IgE-zprostiedkovane IgE-nezprostiediovane
astma astma

Prinos alergologa:
— Prevence (kontakt s alergenem)
— Alergenova imunoterapie jako kauzalni lé¢ba

— Farmakoterapie: (H1A), omalizumab
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SAIT
charakteristika

SAIT: CHARAKTERISTIKA

SAIT (specificka alergenova imunoterapie) je

IéCebny postup, pri kterém se do organismu alergika v
pravidelnych éasovych intervalech vpravuji presné definované
davky terapeutickych alergenu, na které je precitlivély.

Subkutanni injekéni (SCIT)
..od roku 1911

Sublingualni (SLIT)
- kapkova
- tabletova
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SAIT: CHARAKTERISTIKA (MECHANISMUS UCINKU)

SAIT (specificka alergenova imunoterapie)
cilem je
snizit atopickou reaktivitu organismu na alergen(y)

zasahem predevsim do regulaénich funkci T lymfocytu
(,pFeladéni® imunitni odpovidavosti z typu TH2 /atopicky/ na TH1 /normalni/)

-

SAIT je kauzalni Ié€bou
(je 1éCbou sameé podstaty alergie |l.typu jako
imunopatologického procesu).

SAIT: CHARAKTERISTIKA (MOZNOSTI POUZITI)

Alergicka ryma

Astma bronchiale al

Alergie na jed blanokfidlého hmyzu _
se zavaznymi celkovymi projevy k

Trendy: potravinové alergie, atopicka
dermatitida, ..



http://obrazky.cz/detail?id=eJyVkL1uwjAYRXe/C7EdN4lTCSFRQBBBiqCQkqX64hgwsZMoPy7wbp36Yu3C1qX7PUc6V7SvYZZMh4gil6Cj0p1shhQ9IZhviJhUdumGSpiZD6zoD6yyazYNo92KRrvpNVf7yeq2H6%2BShUnLyGZv5BpvUy3nG52ZjU5nsT68RxeYkE/U8Gxs7d7rr0FiXFh%2BxHVyINa00Y2t01Dc9bFY%2BPFLTFp07rr6GWNlTg4UXQ%2B6lI6QZdf0xhF3HGJOcMgJp4PmZsC51KcH8tc8rwwIhe/KVt3ADoRsix4LDaUsnPrcGT1S%2BdB3OfPZ7wkUUY%2Bg4CE0MlfAnFqJVkIjzo6oDFbt6D851OUo9FDz/WUAeUAlcM6oCxAEAD%2BA2H6D&sId=ugvj6r6GwDf1AOBI8PU_
http://obrazky.cz/detail?id=eJyVzttugjAAgOH7vsugh4myxCwaRdzEADoOvVlKW%2BXQCpEi06dfsmTXy%2B6/5P/zbA%2BLdD0HCGAITpUy8jpHAM0A82PIV%2B1th92Ka89hpBly0t5Csoc0W7hBvdBUq15sknt4XGv%2BgJpj5dAjKotLozlUTZglF6FbzGvqC9K9U%2BiFUYVIchS7N%2B3eWZoMYuNBlrpDeKBQZksVpZNJmHqDPNCvMNuq6BGoqIlNfqBK%2BrEqdKyot1d59lazFRxBbJa33bMTiAf0Wz2qDAd1oT/j8xbmMMHsxj9Sb3NP2NMClMZ0L7Y9jqM1ymvTm6GxqsuptVlvNHOtujv/YazSaAXI1AF4hgFyf7mWomLY6ireS3blpcVbbVf963/uEJ4B1wE/HTCVkiCHSIHEFLKT8w3WrIv1&sId=ugvj6r6Gw-EiAO-4T9eA
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SAIT: CHARAKTERISTIKA (EFEKTY)

LéGebny cil (primarni)
= klinické efekty |éCby

Preventivni cil (perspektivni)
= kauzalni efekty |éCby

SAIT: CHARAKTERISTIKA (EFEKTY KLINICKE)

nosni a bronchialni hypereaktivitu

/ klinické projevy alergie

SAIT  _—
shizuje ¥

\spotfebu antialergické medikace

zvysuje kvalitu zivota
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SAIT: CHARAKTERISTIKA (EFEKTY KLINICKE)

Symptomaticka lécba: 29 publikaci} 21.223 pacientﬁ

AIT - SLIT : 10 publikaci
Efektivita 1écby: 5 trav SLIT tablety 29,6%
nazalni steroidy 23,5%
Alergicka bojinek SLIT tablety 19,2%
sezonni pylova nazalni azelastin/flutikazon 17,1%
rhinokonjunktivita|  antihistaminika p.os. 15,0 %
montelukast 6,5%

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

SAIT: CHARAKTERISTIKA (EFEKTY KAUSALNI)

« SAIT ma dlouhotrvajici ué¢innost, 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.
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SAIT: CHARAKTERISTIKA (EFEKTY KAUSALNI)

Typicka délka aplikace je po dobu 3 - 5 let.

Idedlni prabéh AIT

v zajistuje pretrvavajici G¢innost
v' zajistuje dostatecny efekt

- redukce potizi

AIT 1.rok AIT 2.rok AIT 3.rok

Cilové alergeny
- charakteristika

- prevence
- SAIT

www.upira.cz
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SAIT: CILOVE ALERGENY (TEORIE)

1) VzdusSné alergeny (aeroalergeny)

> ,,sezonni: Alergenni senzibilizace

* pyly i1 100, = podil pacient (%)

» VenkOVIll pllsne Bousquet et al, Clin Exp Allergy, 2005

» ,nonsezonni* 807 v pyly
interiérové, ,,domaci prach* | we
( J: prAFY) 60 " roztodi
* roztocCi ~

* zvifata - " plisné
* dalsi — Svab, latex, tabak,..

2) Hmyzi jed 3) Potraviny 4) Léky g IAR PER

5) Kontaktni alergeny (kosmetika, chemie, kovy, ..)

Pricinné alergeny - pyly

Vo 18 o, P .

vegetacnich podminek (teplo, vihko) pFislusnych druhu rostlin
* po desti a za ochlazeni obvykle nizsi zatéz
* pylova zrna nékterych druhll dosahuji desitky km

» dominantni pylové alergeny — ,troji sezona“ :

jarni (Il -V, max. IV) - jivovité stromy (bfiza, liska, ..) &

letni (IV — IX, max. VI) — travy a obiloviny

pozdné letni (VII - X, max. VIIl) — byliny (pelynék, ambrosie, ..

10


http://obrazky.cz/detail?id=eJyVzttqgzAYAOD7/2GMJlrNQMoOigztSulmzc2I8ZRqNHiouKdfd7H77QE++ETUTWBbgE2oZDeXo2+B4wCPTqZ4GW4xplKocMdJu2RkuB1JQMWdvCq25dikyTVQ7NKYLHValp7OLA23DNc0efR9eJ9ykgVsPYQtTuLVyeLGcfGRbvLMIvJxeEuf6zGPL+xphWae9QNC+TDzfjN6Pi+jIZZeGuILad6VA5KqnkulUSF196m3zrjq+g9sLwv/hwyq3YDYHmDXAUx/pSoLyYmhpZhKPorGEINCctr/525hDyzTgnsKqhJTk/OcV7br8WL3DdOicms&sId=6fkgtxo5wk4_Cub1yWvY
http://www.pixmac.cz/fotka/the+dog+with+branch+wormwood/000059716501
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Alergeny — pyly - prevence
= Omezte pobyt venku (v pfirodé) v dobé maxima alergizujicich
pyll v ovzdus$i (sezona, suché vétrné dny, odpoledni hodiny).
— pylova informacni sluzba: http://www.pylovasluzba.cz

Noste slunecni bryle.
Pfi jizdé autem zavirejte okénka.
= Sekani travniku a luk pfenechejte nékomu jinému.
Po navratl se osprchujte, umyjte si vliasy a prevlecte se.
= Vétrejte mimo pylova maxima (v noci, po desti, brzo rano).
Pravidelné doma vysavejte (HEPA filtr).
= Zvazte protipylove sité do oken.

Pricinné alergeny - roztoci

» mikroskopicti ¢lenovci, cca 1/3 mm

* Zivi se biologickym odpadem /kozni ¢astecky/

» alergizuji i jen ¢asteCky mrtvych rozto€l a vymeésky

* rychle sedimentuji (alergizuje zvifeny prach a blizky kontakt)
» vitaji vihko a pokojovou teplotu (IGzkoviny, topna sezona)

* hubeni mrazem a teplem od 60 st.C
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Alergeny — roztocCi - prevence

v EBM - prvni volba: protirozt.potahy (Pristine, ..)
v Alternativa - umélé vlakno prepirané od 60stC (1x za 1-2t)
= Snizujte vihkost v byté (vétrejte).
Nepretapéjte (idealni 18-20 st.C).
Eliminujte rezervoary roztocu
(plySové hracky, zvifata, ptaci, koberce, zavésy).
= Zvazte pouziti akaricidnich pfipravku.

= PouzZivejte vysavac s HEPA filtrem .

Pricinné alergeny - plisné

+ alergen domaciho i venkovniho prostfedi

» vitaji teplo a vlhko (venkovni typy — ,destivé |éto a podzim®)
* senzibilizuji hlavné neviditelné spéry

* venkovni typy: rody Alternaria, Cladosporium, ..

domaci typy: rody Aspergillus, Penicillium, ..



http://www.google.com/imgres?imgurl=http://www.plisne.com/obr5.jpg&imgrefurl=http://www.plisne.com/?category=103&usg=__rBkUzLEZM5mF601UjRqop7vZHGc=&h=781&w=1416&sz=62&hl=en&start=3&tbnid=Ep3y0imt1TUd1M:&tbnh=83&tbnw=150&prev=/images?q=pl%C3%ADsn%C4%9B+pictures&hl=en
http://www.google.com/imgres?imgurl=http://media.novinky.cz/658/86587-original1-kimhr.jpg&imgrefurl=http://www.novinky.cz/zena/zdravi/135600-efektivne-proti-plisnim-na-kuzi.html&usg=__Ar1rjRWRYtFXebHu1oqAVT06h5c=&h=300&w=400&sz=19&hl=en&start=5&tbnid=shh3TdArldCBrM:&tbnh=93&tbnw=124&prev=/images?q=pl%C3%ADsn%C4%9B+pictures&hl=en
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Pricinné alergeny - zvirata

* senzibilizuji hlavné CasteCky pokozky, sliny a jiné vymeésky
— srst nema jako alergen dominantni postaveni !

* vysoka ,ulpivavost” na povrsich i prachovych Easticich
(problém uklidu a pretrvavani v prostiedi)

« variabilita ve stupni vnimavosti (mezi druhy, rasami,
jedinci, pohlavim v€. kastrace, hygienou, ..)

» odlisit od roztocu, faktort podestylky, krmeni atd.

SAIT: CILOVE AEROALERGENY (PRAXE CZ 2020)

O - Pyly bfizy %

- Pyly pelynku, ambrosie, jasanu, ..
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- Pyl pelynku a pyl ambrosie
- Pyly jasanu,.. -

o~
ﬂ" )

14
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SAIT AASTHMA (MECHANISMY A EBM)

Prezentace vznikla s podporou spoleZnosti Teva Pharmaceuticals CR s.r.o.

Vliv alergenové imunoterapie na astma

e
Zise

Moznost stazeni i video i komentar:

https://respiforum.cz/alergenova-
imunoterapie-ve-vztahu-k-astmatu/

W

Doc. MUDr. Petr Cap, Ph.D.

Centrum AKI Nemocnice Na Homolce, Praha

30.11. 2017 NH Hotel, Praha Sympozium TEVA

SAIT AASTHMA (MECHANISMY A EBM)

Patofyziologie astmatu

New glucocorticoids Allergen
New bronchodilators

PDE4 inhibitors

Transcription factor
& kinase inhibitors
*NF«B

AP

-NFAT

- STATG

-GATA3

-p38 MAPK

«JNK

.Syk

Cell adhesion blockers
Bimosiamose

Mediator antagonists
CyslTs
-Adenosine receptors?

c 2
MKS recerines: vasodilati

angiogenc®

P. Barnes, T. Hansel, New Drugs and Target of Asthma, Karger, 2010

=T cell peptides
- CpG

Anti-allergy drugs
-anti-lgE (omalizumab)

Interleukin blockers
-IL-13

TNF-a blockers

Anti-inflammatory
cytokines
-IFN-&

Chemokine receptor
blockers

«CCR3

-CXCR4

-CCR8

15



20.04.2022

SAIT AASTHMA (MECHANISMY A EBM)

Vlivy, které se izolované Ci soubézné
uéastni vyvoje, udrzovani a intenzity BHR.

Bronchlalni
hyperreaktivita
ajeji oviivnéni

BHR a zdnét, BHR a remodelace a BHR v b&Zné jinak zdravé populaci
Lauzon AM and Martin J6. Airway hyperresponsiveness; smooth muscle as the principal actor
version 1; referees: 2 wved]. FIOOOResearch 2016, b (F1000 Faculty Rev):306 (doi:
appro

AIT a BHR

C. E. Pichler, A. Helbling, W. J. Pichler Division of Allergology,Three years of specific inmunotherapy with
house-dust-mite extracts in patients with rhinitis and asthma: significant improvement of allergen-
specific parameters and of nonspecific bronchial hyperreactivity. Allergy 2001: 56: 301-306.

Values are plotted in
boxes by median, and
10th, 25th, 75th, and
90th percentiles: bullets
show each outlier. Note
that amelioration of BHR
to methacholine was not
due to anti-inflammatory
drugs.

Test BHR
metachglinem u 27
pacientd s medikaci
dle potreby (A)

POy, ( 3 metnacnoline)

Hodnoty jsou zakresleny
do krabicovych grafii s
medidny a percentily.

Test BHR
metachgligem ul7
pacientu bez oy

di TKS (B - . - - Zmirneni BHR na
medkace H ] { [ methachelin nebylo z
diivodu protizdnetlivé
1ééby.

PO, (1g methachaline)

16



20.04.2022

SAIT AASTHMA (MECHANISMY A EBM)

AIT a BHR

Moller C. Dreborg S, Ferdousi H. et al._Pollen immunotherapy reduces the development of asthma in children
with seasonal rhinoconjunctivitis (the PAT-study). JACI, 2002;109:251-6.

Bronchial Hyperresponsiveness

Tato studie ukazuje, Ze
SIT u déti
s rhinokonjunktivitidou -
ﬁgﬁgsgggé‘ééﬁ%ﬁgioie 51 Metodicky bylo BHR testovano
astmatu. metacholinem v pylové sezoné

aponi vzimé a hodnoceno
bylo jako zména od vychozi
hodnoty pfed pylovou sezonou
(sezona 0) Signifikantni
Zlepseni BHR bylo
zaznamenano ve skupiné
lé€ené SIT po 2a 3 letech
terapie. Podil 3anci (odds ratio)
pro zlepseni BHR byl
vyznamné ve prospéch
skupiny lééené SIT

Kdy? byly déti b&éhem
sezonni pylové expozice

provokovani
methacholinem, byl
shledan vysoky stupen
BHR pozitivity, coZ
ukazuje na jasné spojeni
homich DC s dolnimi.

O1st yearl 2nd yearD3rd year

b) pU00S WS 4005 pD001 o000t

mean of INPC,,-changes from baseline

u téchto dé

signifikant .
riziko pozdé j

astmatu a také zlepSovalo Cantrol
BHRI

Vyvoj BHR (provokaéni test s metacholinem) hodnoceno jako zména PC20
z vychozi hodnoty jednak (a) v pylové sezoné a (b) po ni

SAIT AASTHMA (MECHANISMY A EBM)

Vliv AIT na BHR u astmatu

Yasurou Kohno et al. Effect of rush immunotherapy on airway inflammation and airway hyperresponsiveness
after bronchoprovocation with allergen in asthma (JACI 1998,102:927-34.)

/ RIT-treated subjects RIT-untreated subjects
. pg/ml.

Vliv alergenové imunoterapie na astma Pe0.03 P<0.03 N.S.

o

— 10 —_— (ORI
before 6 mo before 6 mo before 6 mo before 6 mo
Baseline Post Allergen Baseline Post Allergen

Airway responsiveness to histamine before and after 6 months in RIT-treated and untreated control patients.
PC20 was analyzed before (baseline) and 24 hours after allergen challenge (postallergen).

Conclusion: RIT zmirfiuje alergicky zanét a BHR u alergického astmatu v. s. inhibici jak alergen
specifickych T bunék, tak i mechanizmy zavislymi na mastocytech.

17
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SAIT AASTHMA (MECHANISMY A EBM)

AIT a chorobu modifikujici d¢inek
U. Wahn. Preventing new senzitization and asthma on set by allergen immunotherapy:
The current evidence - Curr Opin Allergy Clin Immunal. ;17(6):443-446.

... cilem podavani téchto latek je kontrola aktivity zanétlivého procesu a dlouhodoba
remise. . .

AIT (SCIT and/or SLIT) kromé redukce symptomového skdre a potifeby medikace
poskytuje dlouhodoby Géinek po dobu alespofi dvou let po prerudeni lé¢by AIT

Paleta farmakologickych intervenci (antihistaminika i kortikosteroidy) v chorobu
modifikujicim Gé&inku selhala

Warner Jo et al. ETAC JACI 2001

Murray CS et al. IFWIN,LANCET 2006

S. Durham a spol. demonstrovali SIT extrakt travin robustni dlouhodobé ucinky u
sezonni alergické rhinitidy

Durham SR, et al. Long-term clinical efficacy in grass pollen-induced rhinoconjunjctivitis after treatment
with 5Q - standardised gross allergy immunotherap tablet. JACI,2010;125:131-8.

Durham SR, et al. SQ-standardized sublingual grass immunotherapy : confirmation of disease modification
2 years after 3 years of treatment in a randomized trigl. JACI. 2012 ;129:717-725.5.

E. Valovirta et al. GAP (Grazax asthma Prevention) study SLIT travni pylova alergie u déti — SLIT tbl poskytuji

dlouhodoby efekt po preruSeni terapie . Valovirta E ef al GAP i afors. R from the 5-year S
blingual immunotherapy tablet asthma prevention (GAP) trial in children with gra. lien allergy. JACI 20

U. Wahn in Current opinion.. »Obviously not all products which are currently registered in different countries have provided
the same degree of evidence for their disease-modifying capacities. Treatment effects may be influenced by their biological
strenght, their allergenic composition and the recommended dose regimens with the cumulative allergen dose applied during the
treatment. ,

SAIT AASTHMA (MECHANISMY A EBM)

Prehled metanalyz AIT u astmatu

Meta-analysis of studies of AIT in asthma

Studies Population Participants Effect Size E:I:Z;:\;
(n) Active(n) Placebo(n)  SMD195%Cl) 12
SCIT
Asthma AbramsonMJ 2010 34  Adultsandchildren 727 557 -0.59(-0.83:035) 73%
SLIT
Asthma Calamita Z 2006 9 Adults andchildren 150 153 -0.38(-079,003) 64%
Asthma Penagos M 2008 9 Children 232 209 -1.14(-2.10,-0.18) 4%
SCIT
Asthma Abramson MJ 2010 20 Adults and children 485 384 -0.53(-0.80,-0.27) 67%
SLIT
Asthma Calamita Z 2006 & Adults and children 132 122 -0.91(-1.94,0.12) 92%
Asthma Penagos M 2008 7 Children 192 174 -1.63(-2.83,-0.44)  95%

Disease Author

Symptom Scores

Medication Scores

Effect size (SMD - Standardized mean difference): poor <-0.20; medium = -0.50; high >-0.80
Heterogeneity (1) = 0% to 40%: might not be important; 30% to 60%: may represent moderate heterogeneity; 50% to 90%: may
represent substantial heterageneity; 75% to 100%: considerable heterogeneity

Bile M.B, Calderon M, Cardona V. Allergen immunotherapy in asthma in : Global atlas of asthma 2013
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SIT u astmatu a vztah k BHR

Injection allergen immunotherapy for asthma: summary of allergen-specific bronchial hyperreactivity indices *

Allergen-specific BHR index Studies (participants) SMD (95% Cl)

Log PD,, mite 6(148) -0.98(-1.39t0-0.58)
Log PD,, pollen 5(202) -0.55(-0.84 ta-0.27)
Log PD,, animal dander 6(153) -0.61(-0.95t0-0.27)
Log PD, /PC, other allergens 2(61) -0.18{-0.70t00.33)
Total 19 (564) -0.61(-0.79 to-0.43)

* Reproduced from Cox L, Calderon M, Pfaar O. Subcutaneous allergen immunctherapy for allergic disease: examining
efficacy, safety and cost-effectiveness of current and novel formulations. Immunotherapy. 2012,4:601-16 with permission
of Future Medicine Ltd.

BHR: Bronchial hyperreactivity; PC,,: Concentration required to produce a 100% increase in lung resistance; PD, ;
Provocative dose required to produce a 20% fall in forced expiratory volume in 1s; SMD: Standardized mean difference.

SCIT siiikan‘l'né redukuje BHR (alergen specifickou), kterd byla u
vétsiny studii hednocena po jednom roce lé€by

SCIT je schopna sniZit nejen Casnou, ale i pozdni astmatickou odpovéd’
po alergen specifické br'oncmlnl' provokaci

SAIT AASTHMA (MECHANISMY A EBM)

Cochrane database
http//onlinelibrai iley.com/d 1002/14651858.CD0O01186/full

88 randomizovanych kontrolovanych studii (13 novych) (published 1954-2005 )

42 studii bylos roztoci (statisticky vyznamné zlepseni v symptom. skore a medikaci)
27 studii bylo s pyly  (statisticky vyznamné zlepsenf v symptom. skdre a medikaci
10 studii bylo se zvifecimi alergeny (zddné zlep3eni)

6 studii s vice€etnymi alergenovymi extrakty (zddné zlepseni)

2 studie byly s plisnémi (Cladosporium)

2 studie byly s latexem

Znaénd heterogenita studif (jen 16 vykazovalo jasny Allocation concealment

Ré: AIT significantn& redukovala alergen-specifickou BHR s uréitou redukci i
nespecifické BHR.
Nebyl zaznamenan zadny konzistentni Gcinek na plicni funkce.
Abramson m. R Puy..J.Weiner. Allergen immunotherapy for asthmaDOI: 10.1002/14651858.CD001186

Sbér studii SLIT u astmatu do 25/3 2015_ (52 studii, 25 pouze déti, N: 5077)

Ré: Nedostatek dat ... pro klinicky ufiteény zavér .
(Bezpecnost se hodnotila jen na studiich s intermitentnim nebo lehkym astmatern)

Normansell R, Kew KM, Bridgman A. Sublingual immunotherapy for asthma. Cochrane Database of Systematic Reviews 2015,
Issue 8. Art. No.: CD0O11293. DOI- 10.1002/14651858.CD011293
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Schéma studie MT 02

(Mosbech 2014)

6 SQ-HDM (n=158)

3 SQ-HDM (n=159)

1 5Q-HDM (n=148)
Duration

inweeks: 3-8
|

Ics
adjustment

Ics
adjustment

Primary efficacy analysis:
Reduction in ICS

* Multicentrickd, dvojité zaslepend, randomizovand, kontrolovand placebem

* V 8 evropskych zemich s 604 pacienty ve véku > 14 let

+ Alergické asv‘rmavzgﬁgobené roztoéi kontrolované IKS (100-800ucg BUD/den)

* LehKe az stredné tezkym astmatem a sledovand doba [écby byl 1 rok.

* Primdrni cil: dosdhnout si?nifikanfni redukce IKS po roce lécby terapii SQ HDM.
' L Ky vyznamné rozdily od placeba nebyly v ramenech s didvkami 1 5Q- HDM vs. 3 5Q- HDM.

SAIT AASTHMA (MECHANISMY A EBM)

Studie MT 02

Mosbech H, Deckelmann R, de Blay F, ef al. Standardized qualify (SQ) house dust mife sublingual
immunotherapy tablet (ALK) redu inhaled corticosteroid use while maintaining asthma control: A randomized,
double-blind, placebo-controlled trial. J Allergy Clin Immunol 2014134-:568-75

Redukce dennf ddvky IKS u jedincii soub zalécenych HDM v porovndni s placebem (A) respektive

stejné srovndni u podskupiny se zdvaZnéjSim astmatem vyzadujicimi vy33 ddvky IKS (B).

Celkové hodnoceni ‘

Fotdtetnl stav Karwee [62by Fotdtecnr stav Kenee [6tby

Primémé sniZzeni denni davky IKS z vychozich hodnot bylo 42% ( 208 ucg budesonidu) vs 15 % (126 ucg
BUD) u placeba. Absolutni rozdil v dosaZeném sniZeni mezi placebem a 6 SQ-HDM byl v priméru 81 ucg
(95% interval spolehlivosti 27,136, p = 0,004).

V post- hoc analyze u 108 jedincd s niz$i kontrolou astmatu (podskupina s t873i formou astmatu), s vy3Simi
davkami IKS (400-800ucg BUD/den) bylo dosaZeno jesté vyraznéjsiho snizeni davek IKS z vychozich hodnot.
Primémé pokles IKS zde byl ¢ vs 9% v placebo skupiné. Absolutni rozdil v dosazeném sniZzeni mezi
placebem a 6 SQ-HDM zde byl v priméru 327 ucg (95% interval spolehlivosti 182,471, p = 0,0001).
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Studie MT 04 MITRA
(Virchow 2016)

Studie zkoumala roztoéové s.l. tablety u nemocnych s alergickym astmatem,
jeZ nebylo zcela pod kontrolou TKS.

Multicentrickd, dvojité zaslepend, randomizovand, kontrolovand placebem
Trvdni: 18 mésici, provedena vel3 evropskych zemich, s 834 pacienty

Dle GINA klasifikace astmatu 72% jedincd méle v okamZiku randomizace
astma é&dsteéné kontrolované a 28% nekontrolované, FEV1 2 70 nh.

Pacienti uZivali IKS a SABA 7-12 mésicii. Pak ndsledovala 6 mésiéni perioda
50% redukce ddvek IKS. Tém, ktefi v prvnich 3 mésicich tohoto obdobi
neméli Zddnou exacerbaci, byla terapie IKS odebrdna kempletné.

Primarnim cilem této studie bylo zkoumat as do prvni stFfedné téiké aZ
téZké exacerbace astmatu a porovnat vysledky v jednotlivych zalééenych
ramenech a srovnat s placebem

SAIT AASTHMA (MECHANISMY A EBM)

Schéma studie MT 04 MITRA

(Virchow 2016)

{ 6 SQ-HDM (N=275)
i :

|
Placebo (N=277)

Period 1 Period 2 ! Period 3
S Treatment maintenance ICS reduction |

]
Efficacy assessment |

)
Screening : |
]

5-7 weeks 4 weeks 6 months
Period 2A 28] aa 8

T

Randomisation ! | Eﬁaﬂrial

Daily diary: ICS50% ICS 100%
Symptoms, PEF, SABA reduction  withdrawal
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Studie MT 04 MITRA

Virchow JC, Backer V, Kuna P, et al. SQ-HDM SLIT-tablet is effective in the treatment of allergic
asthma: results from a DBPC phase Il tnal (MITRA). JAMA 2016,315,1715-1725.

50% ICS 100°% ICS
reduction reduction

Treatment (12 SG-HDM, 6 SG-HDM or placebo)

Hazard Ratio (% risk reduction)
12 SQ-HDM. 0.86 {
0.69 {;

Cas do prvni stredneé tézke az tézke exacerbace
Primdrni_hodnotici kritérium bylo spinéno, nebot’ bylo prokdzdno statisticky vyznamné
snizeni rizika pri exacerbaci astmatu pri snizeni respektive odejmuti IKS za pouzivéni
HDM tablet ve srovndni s placebem (HR 0,66- 34%, 95% CI: 0.47,0.93) p=0,017 pro
ACARIZAX respektive HR 0,69-81% pri p=0,028 pro 6 SQ-HDM) .

Preddefinované kritérium pro klinickou relevanci HR< 0,7 (odpovida sniZeni rizika o
280%) bylo prokdzdno.

SAIT a

Asthma bronchiale

- Indikace (a doporuéeni
GINA, EAACI, CPFS/CSAKI)
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Primarni
Iécba AB

ASTHMA MANAGEMENT AND PREVENTION

Lécba AR a

Allergen

AACH
AB Immunotherapy
Guidelines

Part 2: Recommendations

Lécba AR a
prevence AB

WETTA4 b
S
=]

GLOBAL STRATEGY FOR
ASTHMA MANAGEMENT AND PREVENTION

Lécba AR a
AB F

Lécba AR a
prevence AB
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Adults & adolescents

WiTIA 7,
Y /’:_/

(LY

(GLOBAL STRATEGY FOR
ASTHMA MANAGEMENT AND PREVENTION

Lécba AR a
AB

Lécha AR a
prevence AB

SAIT AASTHMA BRONCHIALE (PRIMARNi LECBA AB)

WiTIA 7,
& &

q

(GLOBAL STRATEGY FOR
ASTHMA MANAGEMENT AND PREVENTION

n ry v A

STEP 5
Y o p PR,
SAIT: ,Cim dfive, tim lépe STEP 4 Add-on LAMA
STEP 3 Mediumhigh Refer for phenatypic
and STEP 2 Low dose dose maintenance BEsessment £ anti-Ige,
ALTERMATIVE RELIEVER STEP 1 Low dose meintenance ICS-LABA al‘lﬂ-ll__!':'ﬂ;l.gahnﬂ-luﬂ
{Track 2). Before considering a Take ICS whenaver maintenance ICS CS-LABA |EEﬂ5“!|dl B toac

regimen with SABA reliever, SARATakon

cxck T-n:he ?;:E is |il:3e|‘|y’le1.o be RELIEVER: As-needed shor-acting B2-agonist @
aanensnt Wit iy Comiroler

& 2 Low dose ICS wihanaver Modium dosa ICS, or Add LAMA or LTRA ov Add azl uita) ar
Other controller options e e ChCE:

- SABA foken, ar dailly L TRA, add L TRA, or add HOM SLIT, ar swiloh fo L
for either track o add HOW SLIT HOM SLIT high dose ICS but conaidar side-affects
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SAIT AASTHMA (MECHANISMY A EBM)

Studie MT02 2014: pacienti ve véku od 14 let
s alergickym astmatem zpUsobenym roztocCi a
kontrolovanym ICS v davce 100-800ug ekv.
budesonid denné. Primarni cil: Ize dosahnout
signifikantni redukce davky ICS po roce |EChy
tbl. SQ-HDM ?

Lécba AR &

AB Studie MT-04 MITRA: pacienti s alergickym
astmatem zplsobenym roztoci, jez nebylo
zcela pod kontrolou pfi |IéCbé ICS podle do-

Lécba AR gtazniku ACQ. Primarni cil: zkoumat &as do prvni
prevence Al stfedné tézké az tézke exacerbace astmatu pfi
lé¢bé tbl. SQ-HDM.

SAIT AASTHMA BRONCHIALE (PRIMARNI LECBA AB)

Snizena Uhrada TBL HDM-SQ
' k 1.3.2022 ?!

Lécba AR a
AB

Lécba AR a
prevence AB
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i3
AI I e r EUROPEAN JOURNAL OF ALLERGY é
AND CLINICAL IMMUNOLOGY EAACI

Original Article

House dust mite sublingual immunotherapy is safe and appears
to be effective in moderate, persistent asthma

L. Wang, |. Yin i, R. Fadel, A. Montagut, O. de Beaumont, P. Devillier

First published: 24 July 2014 | https://doi.org/10.1111/all.12188 | Citations: 45

Edited by: Thomas Bieber

300IR HDM gtt.: u pacientu lé¢enych dosahlo
pIné kontroly v ramci stredné tézkého stupné

astmatu 54% pacientu vs. 33,9% takto neléCenych
3 (p=0008%)

SAIT A ASTHMA BRONCHIALE (PRIMARNI LECBA AR)

P i Allergen

d Immunotherapy

0 B, ~ Guidelines

P rl m a rn I Part 2: Recommendations

F WY@R OO AN Temsieting koowfedes ino clinicaf prectics
lécba AB

Alergicka ryma

- u vice nez 85% astmatiku

. Astma bronchiale
Lécba AR . cca 50% pacientu s AR

prevence /

Togias A, J Allergy Clin immunal. 2003:111:1171
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2.1.2.2 PREVENTIVNIi A REZIMOVA OPATRENIi A LECBA KOMORBIDIT
v’ zvazit zavedeni alergenové imunoterapie (AIT).

~

» Vétsinou je AIT podavana pacientiim s projevy alergické rymy komplikované
lehcimi formami astmatu. Podminkou je, Ze je k dispozici standardizovany
terapeuticky alergen s ovéfenou ucinnosti a astma je pod dobrou kontrolou.

Doporugeny postup

> Vyjimkou je Iécba sublingualni roztoc¢ovou tabletou (HDM-SLIT), jejiz st sy
podavani je v€lenéno do doporuceni stupnovité Iécby astmatu a lze ji zvazit @

také u dospélych pacient(l s astmatem nedostatecné kontrolovanym
protizanétlivou Ié¢bou, je-li FEV.>70% predikované hodnoty.

SAIT AASTHMA BRONCHIALE (LECBA AB)

REDUKCE LECBY ZESILENI LECBY

krok smérem dol( krok smérem nahoru

FENOTYPICKA

STUPEN 1 STUPEN 2 STUPEN 3 STUPEN 4 STUPEN 5

Intermitentni lehké astma stfedné tézké tézké astma tézké refrakterni
astma astma astma

Doporuéeny postup

diagnostiky a lé&by vvls‘gskli ﬂg:““
bronchiéiniho astmatu nizka davka IKS nizkd davka stfedn) davka

IKS/LABA B

; nizkd ddvka IKS/ nebo nizkd ddvka 1KS/LABA
=~ formoterolu p.p. IKS/formoterolu p.p. = do specializ.
-_4'*, entra ke zvdzeni:

H =

antileukotrien ‘”‘{]‘:"I'(f:’lylzg"“' ptide] tiotropium anti-IL-4/13
(kromony) nizks diuka IKs 4 || Vsokd davka Iks || brenchidini
nizka davka d davka + antileukotrien termoplastika

teofylinu

zvai nizkou

davku IKS tlleukotrie
antlleukotrien (nebo teafylin} antimykotika

(nebo teofylin) makrolidy

izka davka p.o. KS)

| l

SAIT: ”éllm di‘l've , tllm Iépe“ © 8 vl [ ] daldi lé¢ebnd moZnost :] tlevovd lééba

zvaZeni alergenové imunoteraple (AIT)

stava ‘

rezimova opatfeni

27



20.04.2022

SAIT: CILOVE AEROALERGENY (PRAXE CZ )

- Pyl pelynku a pyl ambrosie
Q - Pyly jasanu,.. -

SAIT AASTHMA BRONCHIALE (PYL TRAVIN - KAZUISTIKA)

Pacientka 33 let (potize od 20-ti let)

Anamnéza: sezona: V-(IX) , max.VI-VII. PotiZe Nos/Oci/AB. AlT: ne.
- mimo sezonu: AD. AB perzistujici stfedné téZké pod kontrolou.

...

Testy: SPT+ sIgE: traviny, obili.

Sezona X: obtézujici drazdéni a sekrece NOS/0CI v obdobi od pol. V a7 do pol.VIl i pfi
pravidelné medikaci H1A tbl. + zhorSeni AB (tydny zhorSeny dechovy komfort i pFi
pravidelné medikaci BUD/FORM 200/6ug 1-0-1, 4x akutni duSnost — SMART)

Sezona x+1 (SLIT thl. 5 trav): mirné drazdéni OCI po 2 dny pol.V (— 0) + typicky projev
NOS/0CI 1 den zag.VIl na koupaliti (— ?) _ celkem 3 dny potiZi bez preventivni medikace H1A
tbl. + stran AB plna kontrola.

NU SLIT: zadné. Zahajent: 13.3.
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Primarni
Iécba AB

Lécba AR a

AB

P Allergen
Immunotherapy
Guidelines

Part 1: Systematic reviews

Transtating knowledge into ciinical practice

SAIT AASTHMA BRONCHIALE (PREVENCE AB)

AR na pyly brizy ¢i travin a prevence AB — déti a dospivajici

Recommendations for individuals withmanifest  Evidence Grade of recont-
mendation

allergic disease(s), e.g. allengic rhinitis

level

Strength of recommendation  Other considerations

i hildren and adolescents with AR and grass/ | A Moderate recommendation:  The indication should Mller1 986 (41),

birch pollen allergy, who are sub-optimally Based on gonsistent be discussedwith the Wiler2002 (40}, Novembri

controlled despite aporopriate treatment with significant results from 2 patients / families 2004 (43), Marogna 2008

antinistamines / nasal corticosteroids, a 3 year moderate (41,43) and 2 including the asthma (4 2), Kristiansen 2017 (25 ,?

course of AIT (SCITor SLIT) can be recommended high risk ofbias (40,42)  preventive effect as well as Allergen

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

prevention of the onset of asthma in addition " " of adverse effects, costs ideli

tothe sustaned effect on AR symptoms and Kratkodoba (do 2 let) and preferences a1 Sﬁu:jfl":ews
e Grade A (stfedni doporugeni) )

In children and adolescents with AR and grass/
birch pollen allergy, no recommendation can
currently be made in favor of or against the

use of AIT (SCITor SUIT) for the long-term (x 2
years post AIT prevention of the onset of asthma
a5 dagnosed by symptoms combingd with
demeonstrated reversibility

In children and adolescents with AR and grass/
birch pollen allergy, the use of AIT (SCIT or SLIT)
may be recommended for the long-term (2 2
years post AIT prevention of the onset of asthma
symptoms and medicationuse

B

Weak recommendation:
Based on conslstent results
from 2 high risk of bias RCTs
(46)(47), nonvsignificant  using a restrictive
resufts from 1 low risk of bias defintion of asthma based
RCT (50), and the meta: on demonstration of
analyses being not significant  reversibility. More data is

study no effect on the

due to the latter study needed

Weak -modenate In the Vakyvirta 2017
recommendatlon: Based

on consistent results from  preventive effect on the
2 high risk of bias RCTs secondary outcomes
(46)(47) and secondary asthma symptoms and
outcomes in 1 low risk of bias  medication was found.
RET (50, More data is needed

In the Valovirta 2017 (50) Jacobsen 2007 (46), Song
2014 [47), Valovirta 2017
primary asthma outcome (500, Kristiansen 2017 {25]

Jacobsen 2007 (46), Song
(50) studyasignificant 2014 (47), Valowirta 2017

(50),

Transiating knawledge inta clinical practice

Dlouhodoba (nad 2 roky)
Grade B (slabé az stfedni doporuceni)
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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-
level  mendation

allergic disease(s), e.q. allergic rhinitis

In dhildren and adolescents with AR and allergy
10 house dust mites or other allergens except
for birchy grass pollen, no recommendation can
currently be made in favor of or agaknst the use
ot AIT(SCT or SUIT) for the shot-term (ie. < 2
years post AIT) or longeterm (L. = 2 years post
AIT) prevention of the onset of asthma

In adults with AR and house dust mite or pollen
allergy, o recommendation can currently be
made In favar of or against the use of AIT

{SCIT or SLIT) for the short-term (i, < 2 years
past AIT) or long-term (Le. 2 2 years post AIT
revention of the onset of asthma

‘ Grade B — slabé doporuceni ‘

B

Weak recommendation:

Basedon nconsistent resuits mix of these and grass/

Strength of recommendation  Other considerations

Key references

Only HOM, parietaria and ~ Marogna 2008 (42), Crimi

2004 (39), Grembiale 200(

from 1 high (42)and | low  Birchpollen investigated  (38), Kristiansen 2017 (25]
rlsh of blas RCT (38} More data |5 needed

Prevence AB: HDM a jiné alergeny — déti a

dospivajici
Weak recommendation: Only SCITwith Parletaria ~ Crimi 2004 (39)

Basedon 1 small moderate  Judaica investigated

isk of blas study (39)

More data s needed

Prevence AB: VSeobecné - dospéli

Allergen

! Immunotherapy

Trasiaing

Guidelines

tematic reviews

Co si odneést pro praxi ?

v spolupracujte s ALERGOLOGEM a aktivné se informujte na
moznost provedeni SAIT u VasSich astmatiku

v SAIT neni konkurenci farmakoterapie astmatu, ale je jejim
idealnim doplfikem s moznosti kauzalniho (chorobu modifikujiciho)
ovlivnéni astmatu

v'/moznosti SAIT v [é€bé a ovlivnéni astmatu jsou vétSi nez jen
aplikace HDM (roztoCovych) sublingualnich tablet

v'recentné CZ Ize vyuzit pomérné pestrou terapeutickych alergenu
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Co si odnést pro praxi ?

» BipyciB
» bakrepin
» [pnbiB

www.upira.cz
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