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* Asthma - Management
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Updated 2020



GINA 2020: Asthma management
cycle for personalized asthma care

Confirmation of diagnosis if necessary

Symptom control & modifiable
risk factors (including lung function)

Comorbidities

l 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 or up)
Education & skills training

https://ginasthma.org
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°* Asthma - Management

°* Controller als reliever
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Stepwise asthma treatment

Confirmation of diagnosis if necessary

Symptom control & modifiable
risk factors (including fung function)

Comorbidities
Inhaler technique & adherence
Patient goals

Symptoms
Exacerbations
Side-effects /
Lung function A~ — _
Patient -~ Treatment of modifiable risk
satisfaction N factors & comorbidities _ STEP 5
Non-pharmacological strategies :
Education & skills training High dose
Asthma medications STEP 4 (St
Refer for
f \’ STEP 3 Medium dose phenotyplct
) assessmen
.................... STEP 2 ICSLABA
Low dose
EEy i i : i ICS-LABA therapy
Daily low dose inhaled corticosteroid (ICS), or tiotropium
to prevent exacerbations | As-needed as-needed low dose ICS-formoterol * anti-IgE
and control symptoms low dose anti-IL5(R)
ICS-formoterol * anti-IL4R
Other Low dose ICS Leukotriene receptor antagonist (LTRA), or Medium dose High dose Add low dose
controller options | taken whenever low dose ICS taken whenever SABA taken t ICS, or lowdose :ICS, add-on OCS, but
SABA is takent ICS+LTRA # tiotropium, or consider
oy add-on LTRA # : side-effects
PREFERRED \ As-needed low dose ICS-formoterol * j: As-needed low dose ICS-formoterol £
RELIEVER : :
Other : As-needed short-acting 8, -agonist (SABA)
reliever option -
* Off-label; data only with budesonide-formoterol (bud-form) I Low-dose ICS-form is the reliever for patients prescribed
1 Off-label; separate or combination ICS and SABA inhalers bud-form or BDP-form maintenance and reliever therapy

# Consider adding HDM SLIT for sensitized patients with

www.ginasthma.org allergic rhinitis and FEV > 70% predicted




Fixe ICS/Formoterol-Kombination

Symptom - Schwere

nur bel Bedarf

- Asthma-Symptome

- ICS/Formoterol-
Inhalationen

Zeit



ICS / Formoterol als Reliever
und Controller

* Exazerbationsrisiko selbst bel mildem Asthma
> Reduktion um ~50% durch ICS/Formoterol
nur bel Bedarf oder ICS-Erhaltungstherapie

°* ICS und ICS/LABA bei Asthma gut vertraglich

°* Population-level risk reduction strategy

* Asthma- Patienten 2 12 Jahre
> ICS-Formoterol nur bei Bedarf
oder ICS-Erhaltungstherapie plus SABA

Reddel et al. ERJ 53(6):1901046, 2019 https://ginasthma.org



SABA, Exazerbationen und Mortalitat
bel Asthma: SABINA

Asthma-Patienten,
12-45 Jahre, mit 2 2
Verordnungen anti-
obstruktiver Medi-
kamente pro Jahr

2006 - 2014

* Exazerbationen
* Mortalitat

Nwaru et al. Eur Respir J 55(4), pii:1901872, 2020

Baseperiod SABA use
<=2 canisters
3-5 canisters
6-10 canisters

11+ canisters

Baseperiod SABA use
<=2 canisters
3-5 canisters
6-10 canisters
11+ canisters

Baseperiod SABA use
<=2 canisters
3-5 canisters
6-10 canisters
11+ canisters

Overall mortality

No. of patients/no. of deaths HR (95% ClI)

254,500/1,365 1.00
76,619/608 - 1.26 (1.14-1.38)
27,065/375 —_ 1.66 (1.48-1.87)
7,140/216 —_— 2.33(2.01-2.71)
| | I [
05 1 2 3

Hazard ratio

Asthma-related mortality

No. of patients/no. of deaths HR (95% CI)
254,500/7 1.00

76,619/4 1.70 (0.49-5.88)
27,085/5 4.70 (1.47-15.04)
7,140/12 e 31.72 (11.88-84.70)

mr -1t 1T 1T T 1"

055 10 15 20 25 30 35 40
Hazard ratio

Respiratory-related mortality

No. of patients/no. of deaths HR (95% ClI)
254,500/43 1.00

76,619/19 1.26 (0.73-2.17)
27,065/20 —_—— 2.87 (1.67-4.92)
7,140/18 - 6.33 (3.56-11.26)

052 4 6 8 10 12
Hazard ratio



GINA 2020: Beurteilung
der Asthma - Kontrolle

A. Asthma symptom control Level of asthma symptom control
In the past 4 weeks, has the patient had: cor\::’g:led coz?:gﬁ’ed Uncontrolled
e Daytime asthma symptoms more than twice/week? Yesd NoOl |
¢ Any night waking due to asthma? Yes NolO [ None 12 34
e SABA reliever for symptoms more than twice/week?* .~ Yes[ No[d |of these of these of these
e Anv activity limitation due to asthma? Yesd No[O

* SABA-Bedarf als Parameter zur Beurteilung

der Symptom- und Asthma-Kontrolle

https://ginasthma.org
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°* Asthma - Management
°* Controller als reliever

* Montelukast



GINA 2020: Montelukast

FDA requires Boxed Warning about serious
mental health side effects for asthma and allergy
drug montelukast (Singulair);‘advises restricting

use for allergic rhinitis

Risks may include suicidal thoughts or actions

FDA-Warnung im-Marz 2020

* Risiko neurapsychiatrischer Nebenwirkungen
°* Nutzen-Risiko-Bewertung vor Verschreibung
* Information der Patienten

https://ginasthma.org
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°* Asthma - Management
* Controller als reliever
* Montelukast

* Triple - Therapie

www:pixabay.com



Stepwise asthma treatment

Confirmation of diagnosis if necessary

Symptom control & modifiable
risk factors (including fung function)

Comorbidities
Inhaler technique & adherence
Patient goals

Symptoms
Exacerbations
Side-effects /
Lung function A~ — _
Patient -~ Treatment of modifiable risk
satisfaction factors & comorbidities _ STEP 5
Non-pharmacological strategies »
Education & skills training ligh dose
Asthma medications STEP 4 I bz
fer for
STEP 3 Medium dose : P enotyplct
) afisessmen
e STEP 2 : ICSLABA - Siiien
. 3 Low dose
STEP 1 _ : _ _ ICS-LABA tprapy
: Daily low dose inhaled corticosteroid (ICS), or tidtropium
to prevent exacerbations : As-needed as-needed low dose ICS-formoterol * : afiti-IgE
and control symptoms ~ : low dose ati-IL5(R)
. ICS-formoterol * apti-IL4R
Other Low dose ICS Leukotriene receptor antagonist (LTRA), or Medium dose High dose Aad low dose
controller options : taken whenever low dose ICS taken whenever SABA taken t ¢ ICS, or low dos ICS, add-on O¢S, but
: SABA is taken+t i ICS+LTRA # tiotropium, or  : consider
: PN : add-on LTRA # : side-effects
PREFERRED As-needed low dose ICS-formoterol * As-needefl low dose ICS-formoterpl
RELIEVER : ’
Other : As-needed short-acting B8, -agonist (SABA)
reliever option - \ 4
* Off-label; data only with budesonide-formoterol (bud-form) I Low-dose ICS-form is the reliever for patients prescribed
1 Off-label; separate or combination ICS and SABA inhalers bud-form or BDP-form maintenance and reliever therapy

. # Consider adding HDM SLIT for sensitized patients with
Www.glnasthma.org allergic rhinitis and FEV > 70% predicted




ICS/LABA-Therapie: Asthma-Kontrolle

' 0
45804 Asthma-Patienten. Unkontrolliertes‘Asthma [%0]

UK Clinical Practice 100 1
Research Datalink
1.1.2006 — 28.2.2016 30
1 Jahr vor und 60+
nach Neubeginn [%0]
ICS + LABA 404
v 20-
* Asthma - Kontrolle
> Exazerbationen

> Therapie-Intensivierung Alle Therapie- "~ Alle Therapie-
> SABA-Bedarf treu treu
Mittlere ICS/ Hohe ICS/

Buhl et al. Respir Med 163, 2020 [epub] LABA-Dosis LABA-Dosis



Triple bel Asthma: ICS + LABA +LAMA

GB/FF/BDP
50/24/800 pg

Phase lll: 52 Wochen >

GB/FF/BDP VS.
50/24/400 4 N (O N
Ivlg Mittelhochdosierte Hochdosierte Triple FF/BDP
VS. Triple vs. mittelhoch- vs.hochdosiertes 24/800 g
dosiertes ICS/LABA ICS/LABA
FF/BDP . / VS.
24/400 ug [ ) b
TRIMARAN [ TRIGGER FF/BDP
] ) | 24/800 pg

Vortherapie
° TRIMARAN extrafeines BDP>200 und <400 pg plus LABA

+ Tiotropium 5 pg

* TRIGGER extrafeines BDP>400 ug plus LABA

GB: Glycopyrronium
FF: Formoterol
BDP: Beclometason

Virchow et al. Lancet 394:1737-49, 2019
Fitzgerald & Sadatsafavi. Lancet 394:1690-2, 2019



TRIMARAN und TRIGGER

Mittel- und schwer-
gradige Exazerbationen

FEV1 [vs. Baseline,
Woche 26]

Annualised rate of moderate and severe exacerbations

304

2.5+

2:0

1.5

1.0+

05

Adjusted rate ratio* 0-85
(0-731t00-99); p=0-033
e

216
(1-94 to 2.40)

183
(16310 2-04) T
T i
|

Adjusted rate ratio* 0-88
(07510 1-03); p=0-11
—t—

Adjusted rate ratio 1.07
(0-88t01:30); p=0-50
|

1.96
173 (17610 2-19) 161
(154t01.93) T (13710 1°90)

I : :

BDP/FF/G BDP/FF BDP/FF/G BDP/FF BDP/FF
group group graup, group plus tiotropium
(n=575) (n=574) (n=571) (n=571) group (n=287)
TRIMARAN TRIGGER

Predose FEV, change from baseline, mL

Adjusted mean difference* 57 mL
(15 to 99); p=0-0080
——

Adjusted mean difference* 73 mL
(26 to 120); p=0-0025

Adjusted mean difference-45 mL

_ (-103 to 13); p=0-13
30 T I 1
274 mL
300 229 mL (22710 321)[
(196 10 263)
250 185 mL J
(155 to 214) J_ 157 mL
12310190
200 T — (123t0190)
| (9810157) |
150 '|' J-
100 J.
50+
BDP/FF/G BDP/FF BDP/FE/G BDP/FF BDP/FF
group group group group plus tiotropium
(n=575) (n=574) (n=571) (n=571) group (n=287)
TRIMARAN TRIGGER

Virchow et al. Lancet 394:1737-49, 2019

Fitzgerald & Sadatsafavi. Lancet 394:1690-2, 2019




Triple-Therapie bel Asthma

Triple-Therapie in fixer und freier Kombination bei
unkontrolliertem Asthma unter ICS /LABA-Therapie
In Therapiestufe 4

* Verbesserung der Lungenfunktion
°* Reduktion von Exazerbationen

* Effektiver als Steigerung der ICS-Dosis
* Kosteneffektivitat

Fitzgerald & Sadatsafavi. Lancet 394:1690-2, 2019
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°* Asthma - Management
* Controller als reliever
* Montelukast

* Triple - Therapie

°* Therapiebeginn ?



Initial controller treatment

Confirmation of diagnosis if n¢ Sym ptO me
Symptom control & maodifiable i
=y ¢ an meisten
com Symptome || Tagen oder
Inha : c " .
oo animeisten " néchtliches
Tagen oder Erwachen
Symptoms n : >
Exacerbations nachtliches 2 1x/Woche
Side-effects Erwachen u. Lungen-
Lung function a2 1x/Woche | | funktion ¥*
Symptome [T Symptome factors & c iing L STEPS5
< i =Y lr Non-pharma | strategies :
2x | Monat nicht tag lich Education & skins training High dose
Asthma medications STEP 4 (St
Refer for
STEP 3 Medium dose phenotypict
) assessmen
..................... STEP 2 ICSLABA
Low dose
EEy i i : i ICS-LABA therapy
: Daily low dose inhaled corticosteroid (ICS), or tiotropium
to prevent exacerbations : As-needed as-needed low dose ICS-formoterol * anti-IgE
and control symptoms ~ : low dose anti-IL5(R)
. ICS-formoterol * anti-IL4R
Other Low dose ICS Leukotriene receptor antagonist (LTRA), or Medium dose High dose Add low dose
controller options : taken whenever low dose ICS taken whenever SABA taken t ICS, or lowdose :ICS, add-on OCS, but
© SABA is takent ICS+LTRA # tiotropium, or i consider
- add-on LTRA # : side-effects
PREFERRED As-needed low dose ICS-formoterol * As-needed I{  * iti
i OCS kurzzeitig

Other :
reliever option -

As-needed short-acting 8, -agonist (SABA)

* Off-label; data only with budesonide-formoterol (bud-form)
1 Off-label; separate or combination ICS and SABA inhalers

www.ginasthma.org

I Low-dose ICS-form is tl
bud-form or BDP-form
# Consider adding HDM SLIT for sensitized patients with
allergic rhinitis and FEV > 70% predicted

bei schwerem
unkontrolliertem
Asthma




IF:

Symptoms most days,

START WITH:

Medium dose

waking at night = once a week === YES == |CS-| ABA (MART or

and low lung function?

NO

¢

Symptoms most

days,or waking at night

= once a week?

NO

¢

Symptoms twice a
month or more?

maintenance-only)
V)

\,
L ose
— YES =i SN CS- A (MART or

tenance-only)
wV)

Daily low dose
= YES == |CS or as-needed low
dose ICS-formoterol

As-needed low dose

https://ginasthma.org

> ICS-formoterol

STEP 4

STEP 3

STEP 2

STEP 1

Initial controller treatment

Short course QCS may
also be needed for patients
presenting with severely
uncontrolled asthma
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GLOBAL
INITIATIVE
FOR ASTHMA

GINA
DIFFICULT-TO-TREAT &
SEVERE ASTHMA

in adolescent and
adult patients

Diagnosis and Management

A GINA Pocket Guide
For Health Professionals

V2.0 April 2019

°* Asthma - Management
* Controller als reliever
* Montelukast

* Triple - Therapie

°* Therapiebeginn ?

* Schweres Asthma



to prevent exacerbations :

and control symptoms

Other
controller options

PREFERRED
RELIEVER

.....................

- As-needed
: low dose
: ICS-formoterol *

Low dose ICS
taken whenever
: SABA is takent

Other :
reliever option -

Symptoms
Exacerbations
Side-effects
Lung function

Patient
satisfaction

y

7

Confirmation of diagnosis if necessary

Symptom control & modifiable
risk factors (including fung function)

Comorbidities

Inhaler technique & adherence

Patient goals

Asthma medications

Treatment of modifiable risk
factors & comorbidities

Non-pharmacological strategies
Education & skills training

Stepwise asthma treatment

ﬁ
STEP 5

High dose

Daily low dose inhaled corticosteroid (ICS), or
as-needed low dose ICS-formoterol *

STEP 2

Leukotriene receptor antagonist (LTRA), or
low dose ICS taken whenever SABA taken t

As-needed low dose ICS-formoterol *

As-needed short-acting 8, -agonist (SABA)

Medium dose
ICS, or low dose
ICS+LTRA #

As-needed low dose ICS-for

STEP 4

Medium dose
ICS-LABA

High dose
ICS, add-on
tiotropium, or
add-on LTRA 1

ICS-LABA

Refer for
phenotypic
assessment
+ add-on
therapy
tiotropium
anti-IgE
anti-IL5(R)
anti-IL4R

Add low dose
OCS, but
consider
side-effects

[oterol i

* Off-label; data only with budesonide-formoterol (bud-form)
1 Off-label; separate or combination ICS and SABA inhalers

www.ginasthma.org

| —

I Low-dose ICS-form is the reliever for patients prescribed
bud-form or BDP-form maintenance and reliever therapy

# Consider adding HDM SLIT for sensitized patients with
allergic rhinitis and FEV > 70% predicted



Triple-Therapie bel Asthma

° Triple-Therapie in fixer und freier Kombination bei
unkontrolliertem Asthma unter ICS / LABA-Therapie

* Triple-Therapie kosteneffektiver als Biologika

* Triple-Therapie weniger effektiv als Biologika im
Hinblick auf Reduktion von Exazerbationen und
den Bedarf an systemischen Kortikoiden (?)

° Triple-Therapie ohne Effekt auf extrapulmonale
Asthma-Komorbiditaten (atopische Dermatitis,
Polyposis nasi)

° Triple-Therapie vs. Eskalation auf Biologika
= Patienten-individuelle Entscheidung

Fitzgerald & Sadatsafavi. Lancet 394:1690-2, 2019



Severe asthma: Diagnosis & management

9 Consider add-on biologic Type 2 —

targeted treatments

(E— f_

2-targeted biologic for . i .
patients with exacerbations | gﬁﬁhﬁﬁmﬁﬁ
or poor symptom control ' S o ) _ o
on high dose ICS-LABA, | + Sensitization on skin prick testing or specific IgE
who: O » Total serum IgE and weight within dosage range @
- have eosinophilic or - EemrisiTie T o

allergic biomarkers, or Lz L=
- need maintenance OCS

+ Consider local payer

eligibility criteria ©

What factors may predict good \

asthma response to anfi-IgE? \
- Blood eosinophils =260/l ++ | !

Anti-IL5 / Anti-IL5R

and predictors of

response when choosing -
between available ll'l Is the patient eligible for anti-IL5 / anti-IL5R
therapies | for severe eosinophilic asthma?

» Exacerbations in last year ©
+ Blood eosinophils 2300/ul @

no
no

- Also consider cost, dosing ‘
frequency, route (SC or
V), patient preference | |

l | |

>
Which biologic / Is the patient eligible for anti-ILAR
is appropriate to .. for severe easinophilic/Type 2 asthma?
start first? ype

» Exacerbations in last yearﬁ
« Blood eesinophils 2150/l or FeNO 225 ppb®
... or because of need for maintenance 0CS© ?
|
J/I Eligible for none?
Retum to section 6a

© Check local eligibility criteria for specific biologic
therapies as these may vafnyfrom those listed

» FeNO 220 ppb + Extend trial to
+ Allergen-driven symptoms + 6-12 months
+ Childhood-onset asthma +

|| | unclear

\\x Irial?clzr at least B{gﬁo?gﬂ ye%s

What factors may predict good /n 4 months and response?  Good response
asthma response to anti-IL5/5R? I.’ assess response (L] to T2-targeted
« Higher blood ecsinophils +++ I no  Merapy

» More exacerbations in |
previous year +++
= Adult-onset of asthma ++ |

» Nasal POWPOGiS ++ i STOP add-on

//'I Consider switching

- to a different Type
What factors may predict good 2-targeted therapy,
asthma response to anti-IL4R? if eligible
» Higher blood eosinophils +++
« Higher FeNO +++ o
Anti-IL4R may also be used to freat N
+ Moderate/severe atopic dermatitis Little/no response
+ Nasal polypoﬁis to TE-talgeled
therapy

https://ginasthma.org/severeasthma/



It‘’s time to personalize asthma treatment
Biologika bel Komorbiditaten

Allergien Urtikarial

Anti-IgE

chron. Rhinosinusitis

2
ABPA s/w Polyposis nasi3

chron. Rhinosinusitis

) TPV
Hypereosinophilie s/w Polyposis nasi?

Anti-IL-5 (R)
Churg-Strauss-Syndrom?®

Neurodermitis®

Anti-IL-4/13

chron. Rhinosinusitis s/w Polyposis nasi?

1. Maurer et al. NEJM 2013; 2. Voskamp et al. JACIP 2015; 3. Bachert et al. JACI 2017,
4. Roufosse et al. JACI 2012; 5. Wechsler et al. NEJM 2017; 6. Simpson et al. NEJM 2016



Selbstinjektion von Biologika

« Ausgewahlte Patienten

s&“ \ » 2 3 Injektionen unter
-— Aufsicht problemlos

hwerem

aen Injektion bei sC
Antikorper zur

- Notfall
Anaphylaktische Reaktionen
erkennen & richtig behandeln
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Biologika bei schwerem Astlima

* Schweres # schwieriges Asthma
> Diaghose, Adharenz, Komorbiditaten, Risikofaktoren?

°* Optimale inhalative Therapie
* Biologika vor oralen Kortikosteroiden

* Typ 2-Asthma: allergisch vs. eosinophil
> klinische Prasentation
> Biomarker (spez. Igk, Eosinophile im Blut, FeNO)

* Evaluation Therapieansprechen nach 4-6 Monaten
> viele Parameter beurteilen
> nicht jedes Biologikum wirkt bei jedem Patienten
> im Zweifel Switch oder Stop
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°* Asthma - Management
* Controller als reliever
* Montelukast

* Triple - Therapie

°* Therapiebeginn ?

* Schweres Asthma

* SARS-CoV-2 & COVID-19



GINA 2020: COVID-19 und Asthhma

Asthma-Patienten sollen die bewahrte Therapie beibehalten,
Insbesondere inhalative (ICS) und orale Kortikosteroide (OCS),
wenn verordnet. Das Absetzen von Kortikosteroiden kann zu
gefahrlichen Verschlechterungen der Asthma-Kontrolle fihren

Schriftlicher Therapieplan fur alle Patienten!

Die kurzzeitige Therapie mit oralen Kortikosteroiden ist ein
wichtiges Element der Behandlung von Asthma-Anféllen

Vernebler nur in begrindeten Fallen verwenden
= Infektionsrisiko flr andere Patienten und medizinisches
Personal

Dosieraerosole mit gro3volumigen Inhalationshilfen (Spacer)
bei Exazerbationen verwenden, ggfs. mit enganliegender
Gesichtsmaske

Patienten mit schwerem Asthma sollen die Biologika-Therapie
fortsetzen und verordnete OCS nicht abrupt absetzen

https://ginasthma.org
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°* Asthma - Management
°* Controller als reliever

* Montelukast

* Triple - Therapie

GLOBAL * Therapiebeginn ?
INITIATIVE
FOR ASTHMA

* Schweres Asthma

* SARS-CoV-2 & COVID-19





