Mechanismy a pusobeni
alergenoveé imunoterapie

Petr Panzner

Ustav imunologie a alergologie
LF UK a FN Plzen




Zavedeni terminu ,alergie” Pasivni prenos alergen- Lecba Al(OH),
- rozliSeni imunity specifické precitlivélosti konjugovanymi
a precitlivelosti sérovym faktorem alergenovymi extrakty
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Prvni ,imunizace” Objev alergen-specifického

proti ,toxinu® pylu trav séroveho faktoru, ktery pri prenosu
od uspésné IéCenych pacientu
neléCenym pacientum blokuje
alergickou kozni reakci
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* klinicky ucCinek pretrvavajici | po ukonceni
lecby
* snizeni rizika progrese alergickeho
onemocneni
— ve smyslu tize onemocneéni
(rhinitis — astma)
— ve smyslu sire senzibilizace
(— polyvalentni alergie)
» zasadni otazka z hlediska nakladu na Ié€bu
ve srovnani s farmakoterapii



Diouhodoby klinicky ucinek SCIT
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Zmeny bronchialni reaktivity
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Relat. zména PC20
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SCIT jako prevence senzibilizace
na dalsi alergeny
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N

Polysenzibilizovani T1(%) Polysenzibilizovani T2(%)

SIT

Rhinitis 2938 620(21,10) 702 (23,89)
Astma a rhinitis 4244 1086 (25,59) 1234 (29,07)
Celkem 7182 1706 (23,75) 1936 (26,96)
FARMAKOTERAPIE

Rhinitis 499 318 (63,72) 356 (71,34)
Astma a rhinitis 715 508 (71,05) 576 (80,56)
Celkem 1214 826 (68,04) 932 (76,71)

Purello-D'Ambrosio et al. (2001), Clin Exp Allergy, 31, 1295-1302
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CD4 Immunoreaktivita bunek nosni
sliznice po provokaci alergenem
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» zvySeni hladiny IgE protilatek s
postupnym naslednym snizovanim

» zvyseni hladiny alergen-specifickych
1IgG protilatek

» tvorba antiidiotypovych protilatek



Exprese IL-4 mRNA na bunkach kuze
po intradermalnim podani alergenu

10 —

0 Imunoterapie Kontroly
Udrzovaci Preruseni
80 7
&
E ——
-
é’/ 60—
<€
Z
o i
£
<
= 40_-
5 *
5
£ T
;:. Y
() 201
2> °
>§ | o
a1 °
0— ®
= :
s X X
X Q ) Q )
Q %) 2 S N2 &)
R A < A N
0\\\) ?\®‘g 0\ ?\Q 0\ © Durham et al. N Engl J Med



* snizeni pocCtu tkanovych mastocytu
* snizeni migrace mastocytu v epitelu

* snizeni uvolnovani mastocytarnich
mediatoru po expozici alergenu

Otsuka H., et al. (1991), Clin Exp Allergy, 21, 115-20
Varney V. A, et al. (1992), Am Rev Resp Dis., 145, [70- 6



* snizeni pocCtu eozinofilu v BAL

* snizeni koncentrace eozinofilnich
mediatoru (ECP) v BAL

* snizeni pocCtu eozinofilu v biopsii
nosni sliznice po expozici alergenu

Furin M. J., et al. (199I), J Allergy Clin Immunol., 88, 27-32



IFN-y mRNA + bunky v nosni
sliznici po provokaci alergenem
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IL-12 mMRNA exprese v kozni biopsii
PO expozici alergenu
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Diouhodobé pretrvavani
imunologickych zmen u SCIT
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Durham et al. (1999), NEJM, 341, 468-475
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Diouhodoby ucinek SLIT na
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20 et al. (2003), Clin Exp Allergy., 33, 206-210



Pfed SLIT  Konec SLIT Po 10 letech

Pocet pacientu uzivajicich astmatickeé léky

SLIT 31/35 4/35 3/35
Kontroly 23/25 24/25 24/25

Pocet pacientl s polysenzibilizaci

SLIT 19/35 21/35 22/35

Kontroly 9/25 11/25 11/25

0,001
NS

NS
NS

Di Rienzo et al. (2003), Clin Exp Allergy, 33, 206-210
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Mechanismus SLIT

Step/thneframe Cellular/molecular
mechanisms

blocking (eg gG2d
in murine) antibodies




Imunomodulacni ucinek SLIT
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Viiv SCIT a SLIT na serove IgG4

IgG4 (%)
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| alergen-specificka
proliferace

| pocCet ve tkani

1 Th1 i Th2 cytokiny
V Séru

T Th1 cytokiny ve tkani

1 Th2 cytokiny ve tkani

T Regulacni T buriky,
IL-10 a TGFR

| pocCet ve tkani

| uvoliovani mediatoru
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T kvalita zivota

| symptomy

| farmakoterapie

| odpovéed na provokaci alergenem
| reaktivita v koznim testu

" prevence progrese

= prevence novych senzibilizaci

Upraveno podle Larche M., Akdis C.A., Valenta R. (2006), Nat Rev Immunol., 6, 761-71




Klicova uloha regulac¢nich T lymfocytu pri SIT
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Upraveno podle Larche M., Akdis C.A., Valenta R. (2006), Nat Rev Immunol., 6, 761-71
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