REMISIA

ako novy (a dosiahnutelny)
ciell v liecby bronchialnej astmy
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Vyhlasenie o potencialnom kontlikte zaujmowv

4 N )
Novartis ¢ Abbvie ¢ Takeda ¢ Merck Sharp & Dohme ¢ Chiesi ¢ Pfizer ¢ ALK ¢ Stallergen
Greer ¢ Kalvista ¢ SOBI * Moderna ¢ AstraZeneca

Clen Advisory board

\ J\ J

r N\ ( N
Medicinsky Novartis ¢ Abbvie ¢ Takeda ¢ Merck Sharp & Dohme ¢ CSL Behring ¢ SOBI ¢ ALK ¢
konzultant Imunoglukan ¢ AstraZeneca

. J \\ J

r N\ ( )

Spolupraca na
vyskumnych alohach
\ J\ J
r aYd

) | i Novartis ¢ BerlinChemie Menarini ¢ Abbvie ¢ Takeda ¢ MerckSharp & Dohme ¢ ALK e
Ina spolupraca Stallergenes Greer ¢ Imunoglukan ¢ CSL Behring ¢ Moderna ¢ Pfizer ¢ Chiesi ¢ Worwag

L(prednaSka’ clanky) L Schwabe ¢ IBSA Slovakia ¢ Angelini ¢ Glenkmark ¢ Zentiva ¢ Sanofi )

Novartis ¢ Abbvie ¢ Takeda ¢ Pharming ¢ BioCryst ¢ Imunoglukan ¢ Octapharma

Prijem penlazného alebo nepenazného plnenia v prislusSnom kalendarnom roku

Tato prednaska bola podporena spolo¢nost’ou Chiesi Slovakia s.r.o.

Ucelom prednasky nie je reklama liekov.
Jej ucelom je vylucne zdielanie vysledkov klinickych studdii, vymena skudsenosti z klinickej praxe a podpora odbornej medicinskej diskusie.
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Bronchialna astma
Dva zdlkladmneé piliere patogenézy

4 )
Chronicky zapal Bronchialna
v dychacich cestach hyperreaktivita
(malé a stredné D() (Specificka, nespecifickd)
g /







Immune deficiency
(especially antiviral defence)

Food allergy

Epithelial barrier integrity

Atopic eczema L dysfunction
( Mucociliary clearance
N dysfunction
Allergic rhinitis Mucus plugging

N

T2-high

Chronic inflammation

Genes T2-low
Accelerated\
o Airway structural changes - remodeling lung function
Bronchial asthma . R——— declne
Small airway dysfunction/hyperinflation &
Epigenetic changes ogs loss of QoL
(viruses, allergens, irritants, Bronchial SpeCIflC \ )
pollutants, stress, smoking, etc.) h erres onsiveness .
YP P Non-specific 1 Exacerbations
v 1 Airway inflammation
[ Comorbidities \ 1 Airway remodeling
* Chronic rhinosinusitis without nasal polyps (CRSsNP) ‘ 7
* Chronic rhinosinusitis with nasal polyps (CRSWNP) V .
- Aspirin/NSAIDs intolerance (AERD/NERD) Increased susceptibility to
* Allergic conj.unctivitis infections
* Obesity
\_ * Food allergy )

Jesenak M. et al. Respir Med [under review]




TaZkd bronchidlna astma mechanizmy

Respiratory viruses

®s Allergens
o gens o o o (most commonly
... ... 3 .. . Goblet cells ooo%z o © rhinovirus)
fstiss I L s I L I MG N S N (L T R TO R S I
. )[« > |« )[c )[¢ )[( > ¢ )1( > ) €] ) . )~"~-~'_7" -"7 "‘ ' '7 " 2 K > |« )L( D |« ),.f,,,)w‘ )[l )_I})/[()_l} )“()_[( >
Airway £33 Dendritic A o™
epithelium IL-25 1 cell :::gg ‘T',’ Wl Macrophages
‘ il * TSEE™=33 .-*;;7)3 Natural killer
Mast cell T-cells
s ’&? MHCUE ) LasR R
o i Y IL-33R
4 : TCRQ « Prostaglandin D,
|gE * 4 r [ ] r [ J [ ] [ J [ ] r :RTHZ
v Kazda alergicka astma je aj eozinofilng,
B-cells . avsak
nie kazda eozinofilna astma je aj alergicka.
Airway hyper-responsiveness
[ Alergicky eozinofilny zapal J [ Nealergicky eozinofilny zapal J

Jackson DJ. et al. Eosinophils and eosinophilic immune dysfunction in health and disease. Eur Respir Rev 2022




Diamant Z. et al. Allergy 2019

Bronchialna astma

Nomenklatura a kl'acoveé terminy

Fenotyp

\_

meratelnych
vlastnosti
charakterizujucich
chorobu v skupine
pacientov

/" sabor viditelnych) )

J

\

Klinicka prezentacia

genotypom

~N

jedinca so Specifickym

J

~

BIOMARKER

Meratelny
indikator spajajuci
konkrétny fenotyp

\ a endotyp

é )

Endotyp

J

Subor mechanizmov
vysvetlujucich vznik
astmy v urdcitej
skupine pacientov

G J

( Podtyp ochorenia \

definovany funk¢ne
alebo
patofyziologicky
Specifickym
molekularnym

K mechanizmom /




INITIATIVE
Qp’ FOR ASTHMA




Astma a GINA 2021

Zopdr zaujimavosti z historie

21T T 4
é )

Zvysit povedomie o
astme

-

Zaloen3 v 1993 Zlepsit' prevenciu a Nezawsla,
liecbu AB t.j. bez podpory
(WHO, NHLBI) | - farmafiriem
\_ ) = ‘ Y,
Koordinovat’ postup
na celom svete
g \( Razzadva roy \( Déraz na A
Update kazdy rok vyrazné . praktickost
9 )L prepracovanie )\ y

GINA - Update 2023
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globalna a komplexna stratégia
pre manazment astmy

-

\_

Zalozena na EBM

~N

J

-

\_

Adaptacia na
lokalne podmienky

~N

-

J

\_

Modifikovana
podla dostupnosti
liekov

J

GINA - Update 2023




Pozn.: postupy odporucané
v GINA nemusia korespondovat’
s SPC pripravkov




GIINA

nerozlisuje medzi
intermitentnou &
Fahkou perzistujucou
astmou
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déraz na doslednost’ pri
stanoveni inicialnej dg. astmy

-
Vylucenie inych
podobnych stavov
-

\

J

r

\

Urcenie komorbidit

\

(

J

\_

~
Stanovenie

fenotypu/endotypu
y,

GINA - Update 2023




) - (_mﬁ . .
Dosiahnutie Dosiahnutie Minimalizacia

Bronchialna astma

Ciele liecby

kontroly na(”
ochorenim|

\_

4 Minimalizac
rizik do

budidcnosti

K progresia remodelacie)

(exacerbacie, hospitalizacie,

vau na zivot

Personalizovany |cienta(Qol)

pristup v liecbe I-<

jednotlivca

Minimum

neziaducich '
ucinkov

podavanej lieCby

sti pacienta

GINA - Update 2021




Astma a GINA 2023
Zalkladmny princip

Confirmation of diagnosis if necessary

Symptom control & modifiable
risk factors (including lung function)

Comorbidities
Inhaler technique & adherence
Patient (and parent) preferences and goals

Symptoms
Exacerbations
Side-effects
Lung function

Patient (and parent)

satisfaction Treatment of modifiable risk factors

and comorbidities
Non-pharmacological strategies

Asthma medications (adjust down/up/
between tracks)

Education & skills training
GINA - Update 2023




Bronchial asthma

New challenges and aims

- | Age ]—[ Course of disease J—[Structural changes ) ~
Early treatment intervention:

\_ J
N Z N\ Z A4 A4 A4

[ alcthe | [ Tfkelifoodtod M T A S (0 pevert
disease a<.:h|eve T QoL Improv? lung remodeling

. disease functions
progression . changes
\_ J remission -/ \_ J U "/

Domingo-Ribas D. et al. ATS San Diego 2022 Poster = Pilette C. et al. J Allergy Clin Immunol Pract 2022 = Moore WC. et al. Eur Respir J 2022 = Varicchi C. et al. Allergy 2022 = Cohn L. et al. J Allergy Clin Immunol 2022




Bronchialna astma

Zameranie liecby

Kontrola nad klinickymi priznakmi Znizenie poctu/prevencia exacerbacii
[ Znama pri inych ochoreniach ] ( oo .

(napr. RA, m. Crohn, UC, SLE) -'/-' vyliecenie J

p Remisia ochorema N
Vysoky stupen ( S alebo bez
kontrolynad -~ ~N7" ~N  pokracujucej
ochorenim L Normalizacia/ liecby
\_ Absencia priznakov a . e Y,
L . optimalizacia
exacerbacii " .
placnych funkcii

- VAN J

Thomas D. et al. Asthma remission — what is it and how can it be achieved? Eur Respir J 2022




Bronchialna astma

Je mozné dosiahnut’ remisiu bez potreby liecby?

‘ A Persistent asthma
' ‘Q" Lliemission and_relapseJ

Drug-induced remission

Symptom threshold seenenn s and relapse
- "
9
®
E
_§ Spontaneous Remission
€
g _______ i Drug-free remission? !
s - - B e o R e ..-.-.----....-.-.--.---..--......:
- drug

Cohn L. et al. J Allergy Clin Immunol 2021
Carpaij OA. et al. Pharmacol Ther 2019
Menzies-Gow A. et al. J Allergy Clin Immunol 2020




Prevalencia remisie

Dospela populacia:

) =

52

/e

-

~N

~N

-

'ahké form Lepsie plicne Lepsia Skorsi
Y|  Miladsi vek P>IE P dlhodobs zaciatok
astmy funkcie .
kontrola ochorenia
\_ VAN VAN VAN /
. 4 \( \( \( )
Kratsie : ey : v .
. Miernejsia Menej ko- Skoncenie Bez anamnézy
trvanle [ ] r [ V4 [ [ V4 [ ]
. BHR morbidit fajcenia fajcenia
ochorenia
\_ VAN VAN VAN /

Thomas D. et al. Eur Respir J 2022




Clinical Remission on Treatment

Clinical Remission off Treatment

For 212 months:

« Sustained absence of significant asthma symptoms based on
validated instrument, and

« Optimization and stabilization of lung function, and
» Patient and HCP agreement regarding disease remission, and

* No use of systemic corticosteroid therapy for exacerbation
treatment or long-term disease control

Same criteria maintained without asthma
treatment for 212 months

Complete Remission on Treatment

Complete Remission off Treatment

Clinical remission plus the following:

« Current, objective evidence of the resolution of previously
documented asthma-related inflammation (eg, reduced
blood or sputum eosinophil counts, FENO, and/or other
relevant measures), and

* In appropriate research settings: Current negative bronchial
hyperresponsiveness

Same criteria maintained without asthma
treatment for 212 months

Menzies-Gow A. et al. J Allergy Clin Immunol 2020




Klimicka vs. kompletna

O O
réennisial
Normalizacia ev. stabilizacia 1(

patofyziologického podkladu
\ J U

Symptomaticka remisia

Niektoré terapeuticka maju kapacitu navodit’
remisiu u casti pacientov

(najma biologika ev. azitromycin)

Thomas D. et al. Eur Respir J 2022




Upham JW. et al. J Allergy Clin Immunol Pract 2021
Menzies-Gow A. et al. J Allergy Clin Immunol 2020

ACQ-6 score
<1.50R <0.75

CLINCAL
REMISSION
1\ IN SEVERE
\ ASTHMA




Klimicka vs. kompletna remisia

Type Criteria Assessments

Clinical remission No symptoms Sustained absence of significant asthma symptoms established using a validated
instrument (e.g. ACQ score <1 or ACT score >20); the use of relievers is not
permitted during the remission period

No exacerbations The use of systemic corticosteroids for exacerbation treatment is not permitted
during the remission period; hospitalisation or emergency department visit or
unscheduled doctor visit for asthma exacerbation management are also not
permitted during the remission period

Optimisation of lung function Example: post-bronchodilator FEV; >80% predicted
Complete remission Clinical remission plus normalisation  No evidence of current inflammation established using either blood eosinophil
of underlying pathology count (<300 cells\uL™), sputum eosinophil count (<3%) or Fgyno (<40 ppb) [97, 98];

other measures of underlying pathology may include a negative bronchial
hyperresponsiveness test (e.g. histamine or methacholine provocation tests) or
degree of subepithelial fibrosis (subepithelial thickness)

Thomas D. et al. Eur Respir J 2022




Biologics

Omalizumab

Reslizumab

Mepolizumab

Benralizumab

Dupilumab

Tezepelumab

Form

Humanized IgG1-k mAb

Humanized IgG4-k mAb
Humanized IgG1-xk mAb

Humanized IgG1-xk mAb

Human IgG4 mAb

Human IgG2-A mAb

Varricchi G. et al. Allergy 2022

Target

IL-5
IL-5

IL-5 receptor
(IL-5Ra)

IL-4 receptor o
chain (IL-4Rx)

TSLP

Biological effects

e | circulating total IgE
e Downregulation of FceRl receptors
on basophils, mast cells, and DCs

Blockage of IL-5/IL-5R binding
Blockage of IL-5/IL-5R binding

| eosinophils and basophils via
antibody-dependent cell-mediated
cytotoxicity (ADCC)

e Blockage of IL-4/IL.-4Ra binding
e Blockage of IL-13/IL-4Rax binding

Blockage of TSLP/TSLPR binding

Effects on airway remodeling

e TFEV,

e | RBM thickness

e | airway wall thickness in CT

e | fibronectin deposition

e Prevents Igk-mediated ECM
deposition in vitro

o 1FEV,

e T FEV,

e | airway eosinophils and TGF-p1*
eosinophils

e | tenascin expression

e T FEV,
e | airway eosinophils
1 ASM mass

T FEV,

e prevents eosinophil infiltration into
lung tissue in a mouse model of
asthma

T FEV,

| airway eosinophils

| AHR to mannitol

e | airway inflammation

1 TGF-p1

1 CT scan-determined lumen area
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Asthma Remission

A high level of disease control —the absence of signs and
symptoms of asthma for 212 months

Types Either on or off treatment:
.. * No symptoms
Clinical
. * No attacks
remission . :
* Optimisation of lung function

Complete * Clinical remission plus normalisation
remission of underlying pathology

Potential treatments to induce remission

Biologics
e Highly effective in eosinophilic asthma

Macrolides
e Treat eosinophilic and non-eosinophilic asthma

Treatable traits approach
e Many underlying treatable traits contribute to the
multifaceted aetiology of asthma
e |dentifying and treating all underlying traits may
improve asthma outcomes

Early intervention

e People accumulate health and psychological issues
over time, including iatrogenic issues

e Timely targeted intervention might halt asthma
progression




Remisia a remodelacia

(

\_

-
Remisia = novy aspekt
manazmentu AB
. r
Remisia # vylieCenie
(hoci je k tomu blizko)
.
r
Nové studie zamerané na
tento aspekt
e N

Remisia s alebo bez lieCby

(

\.

Niektoré vybrané lieky
(biologika, azitromycin, Tdavka ICS)

[ ] [ ] [ ] r r \
Remisia je znamy fenomén
z inych zapalovych

Aplikacia liecby v skorsich
stadiach AB?

ochoreni
N
Remisia = novy ciel' v
liecba astmy
y
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+ Proud to be celebrating the 30" year of GINA -
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