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Asthma

- népegeészséglgyi jelentdsége

Ellatorrendszer mikodésével kapcsolatos
terhe

Gyogyszerelési lehetdsegek, problémak

Ujdonsagok a fenotipizaldsban,
gyogyszerelésben

Kutatasi ujdonsagok



Az asztma mortalitasa jelentos és
osszefligg az orszagok GDP-jével

Figure1: Age-standardised mortality rates for asthma, all ages 2001-2010
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A korhazi apolasok asztma miatt
jelentos mértékliek
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Az asztma miatti tarsadalmi teher

reszel
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Paradigmavaltas a
hazikedvencekkel kapcsolatosan




Az asztma fenotipizalas evolucioja
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Clinical phenotypes of severe asthma

Problematic asthma

no asthma

NAEPP 1997, ERS 1999, GINA 2002, ATS & SARP 2002, ENFUMOSA 2003, BIOAIR 2005
TENOR 2004, Paris 2007, ERS 2008, PSACI 2008, WHO 2009, U-BIOPRED 2011



Az asztma fenotipizalasa komplex

Genes Gene Airway Lung The
expression  histology function patient

respiratory disease phenotyping
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Ezért nagy az elvaras a komplex
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A fenotipus i s
alapu kezelési
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Egyéb gyulladasi sejtek mint
kezelési célpontok

CCR8 antagenists

Nature Reviews | Drug Discovery
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lable 2 | New therapeutic strategies for asthma

Class
New glucocorticoids
Immunomodulators

Phosphodiesterase-4 inhibitors
p38 MAP kinase inhibitors

Nuclear factor-kB pathway inhibition

Adhesion molecule blockers
Cytokine inhibitors

Anti-inflammatory cytokines
Chemokine receptor (CCR) antagonists
Anti-allergic drugs

Peptides for immunotherapy
Vaccines

Example
Ciclesonide and dissociated steroids

Inhaled cyclosporin, tacrolimus, rapamycin and
mycophenolate mofetil (CellCept; Roche)

Cilomilast and roflumilast

CSAIDs, for example, SB203580, SB239063
and RWJ67657

Inhibitor of nuclear factor-k B kinase-2 (IKK-2)
inhibitors
Inhibitors of very late antigen-4 and selectin

Anti-interleukin (IL)-4, anti-IL-5, anti-IL-13, anti-
IL-9 and anti-tumour-necrosis factor antibodies

Interferon-y, IL-10, IL-12 and IL-18
CCRS, CCR2 and CCR4 antagonists

Anti-immunoglobulin E, anti-CD23 antibodies
and co-stimulatory molecule inhibitors

House dust-mite allergen
BCG inoculation

MAP, mitogen-activated protein.



Mepolizumab (anti-IL-5). Effect
on severe exacerbations
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Ongoing

Antagonists Manufacture |nh|il;).i‘t‘ion InLl;b::on Status
Anti-IL-13 Ab (Lebrikizumab) Roche/Genentech - + phase |ll ongoing
Anti-IL-13Ab (Tralokinumab) AstraZeneca/Medimmune - + phase lla finished
Anti-IL-13/1L-4 Ab (QBX258) Novartis - + phase |l ongoing
Anti-IL-4Ra Ab (Dupilumab) SanofifRegeneron + + phase |l finished

Withdrawn

RGOS Akl Int:il;)_:ion In:\l;t.):t?on Eva'l:::iion

IL-4 mutein (Pitrakinra) Bayer/AEROVANCE + + phase lla
Anti-IL-4Ru Ab (AMG 317) Amgen + + phase Il
Anti-IL-13 Ab (IMA-638) Pfizer - + phase ||

Matsumoto, Researchgateprofile




LAMA az asztma terapias
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Patients should start treatment at the step most appropriate to the
initial severity of their asthma. Check concordance and reconsider
diagnosis if response to treatment is unexpectedly poor.

Inhaled short-acting 8,
agonist as required

Mild intermittent asthma

Add inhaled steroid
200-800 pgiday*
400 pg/day is an
appropriate

starting dose for
many patients

Start at dose of inhaled
steroid appropriate to
severity of disease.

BT

Symptoms

1. Add inhaled long-acting
B, agonist (LABA)
2. Assess control of asthma:

« Good response to
LABA — continue LABA

» Benefit from LABA but
control still inadequate —
continue LABA and
increase inhaled steroid
dose to 800 pg/day” (if
not already on this dose)

* No response to LABA

» Stop LABA and increase
inhaled steroid to
800 ug/day™. If control
still inadequate, institute
trial of other therapies,
leukotriene receptor
antagonist or SR
theophylline

Initial add-on therapy

Consider trials of:
» Increasing inhaled steroid
up to 2,000 pg/day”

« Addition of a fourth drug
eqg, leukotriene receptor
antagonist, SR theophyliine,
B,, agonist tablet

Treatment

Use daily steroid tablet
in lowest dose providing
adequate control

Maintain high-dose inhaled
steroid at 2,000 ug/day*

Consider other treatments to
minimize the use of steroid
tablets

Refer patient for
specialist care

Continuous or frequent
use of oral steroids

*BDP or equivalent




Severe Asthma Phynotypes in Childhood

Well controlled with
- maximal therapy

Poorly controlled with
maximal therapy

Difficult-to-threat
asthma

Severe

therapy- Untreated severe
responsive asthma
asthma

Severe, therapy-
resistant asthma

The WHO definition of severe asthma




Osszefoglalva

Paradigmavaltas a megeldzés tekintetében
Terhes asztmasokkal kapcsolatos uj ismeretek
Sulyos asztma kezelési lehet6ségeinek
bovulése

Holisztikus megkozelités
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