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* Definitions
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e Difficult-to-treat / Severe asthma
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Asthma: Definitions

* GINA: chronic inflammatory disorder

of the airways associated with airway
hyper-responsiveness that leads to
recurrent episodes of wheezing,
breathlessness, chest tightness and
coughing, that vary over time

NHLBI NAEPP: Asthma is a common
chronic disorder of the airways that is
complex and characterized by variable
and recurrin%symptoms, airflow
obstruction, bronchial hyper-
responsiveness, and underlying
inflammation




Asthma: Easy definition

* Recurrent episodes of
reversible airway
obstruction

 Components: bronchospasm,
inflammation and mucous

plugging

 Asthma is a heterogeneous
disease
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Epidemiology

Worldwide time trends in the prevalence of symptoms of
asthma, allergic rhinoconjunctivitis, and eczema in
childhood: ISAAC Phases One and Three repeat multicountry

cross-sectional surveys
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Summary

Background Data for trends in pr nd time are scarce. We

lrp’ird!h(lﬂfhu!nulshldvdhmdwm(wﬂsw'}ilh\lSlmlﬂr‘ﬂumﬂ
disorders.

examiane changes in the prevalence of symptoms of these

Methods For the ISAAC Phase Three study, between 2002 and 2003, we did 3 ioral survey of
193,404 chidren aged 6-7yeas from 6 cntres in 37 countrie, and 304679 children 3 13-14 yearsFom 106 cenres

in 56 countries, chosen from 3

o 200 368 73343

Findings Fhase Three was compleied 2 mean of 7 years affer Pliase One. Most centres showed a change in peevalence of 1

in the 6-7 year age-group than in the 13-14 year agegroup, xnd at most levels of mean prevalence. An excrption was
kder 5 Forboth

s,

5 showed increases in all thr more often than . but most centres had mived
changes
4 .
of authima symptosm o h i apegroup is eassuring, The divergent trends in
prevallence of 1 of alerpi is. for fusther into the causes of such di
Introduction One™ and have provided some support for hypotheses

The Intemational Study of Asthia and Allergies in
Childhood (ISAAC) epidemiologicsl research programme
was established in 1991 because of concern that asthma
and allergies were increasing in prevaknce and severity,
but linle was known shout the scale of the problem
worldwide or the factors affecting prevalence
19905, most studies. of the prevalence of asthma and
allergies had been undertaken in the UK, Australia, and
New Zealand. The ISAAC investigators belirved that new
infomution woukd be contributed by the participation of
otfer countries, inchuling developing counties, with
comparisons between, rather dan within populations,
helped by standasdised methods

The enormous participation in ISAAC Phase One, in

which 700000 chikl
Nuded, d

asthama and allergies. The participstory ISAAC approach
with simple questioninaires enabled the collection of
comparable data from childsren thioughout the world. The
Latge vasistions 15 the workiwide preyalete of symplorms
of sathms, allergic thinoconjunctiviti, and ecaema
were meconded, even in genetially similar groups.
suggested that environmental factors underlie  the
variations. Many aspects of environments haw been
examisned in ecological analyses of dat (rom ISAAC Phase

o et Yol 168 Aupert 36, 106

that exonomic development,* dietary factors.” climate.”
infectione* and pollens.” might influence some of this
variati
16 ISAAC Phase Two, Gauses are studied i more detail
in 30 sudy cntres in 22 countries, with detiled
questonraines  and  objective  messurements  of
plysiological variables and indoor exposure.* the
outset, ISAAC Phase Three was planned 10 sssess time
toends in the prevalence of sympioms by repeating the
original cross-sectional study aftes atleast  years. Ous aim
to cxamine the hypothesis that the prevalence of
asthuma, allergic shinosonjunciivitis, and eczema ks
incseasing in some. but ot sil. regions of the world. The
fndings miglt give further clucs about the causes of these
conditions by revealing information about geographical
variation & the rate of change in symptom presalence for
dhe theve disonders

Methods

ISAAC Pase Three is 3 epetition of 3 mukicountry
crosssections] survey of two agegroups of
children—6-7 years and 13- years—sunderiaken 3t least
Syears afer the baseline survey, ISAAC Phse One. Phase
One study participants wese identified through random
sunples of schools in defined grogeaphical areas, or by

m




Epidemiology

Asma El Sony, Luis Garcia-Marcos, Guy Marks Refiloe Masekela)Eva Morales, Kevin
Mortimer, Neil Pearce, David Strachan

Philippa Ellwood, Innes Asher, Karen Bissell, C Eamon Ellwood, o GAN P h a Se 1 .

386 centres in 138 countries 2015-
2020

157 784 adolescents (13-14)
101 777 children (6-7)
193 192 adults

Source: Global Asthma Network 2022,

rigure: Global Asthma Network Centres at March 2022
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Pop out box shows expanded map of Europe

figure 1: Prevalence of current asthma symptoms in children aged 6-7

Pop out box shows expanded map of Europe Sources: Garcia-Marcos L et a. Eur Resp J 2022 Lai et al. Thorax 2009; ISAAC. Eur Respir J 1998,

rigue 22 Prevalence of current asthma symptoms in adolescents
aged 13-14

Sources: Garcia-Marcos L et al. Eur Resp J 2022; Lai et al. Thorax 2009; ISAAC. Eur Respie J 1998

Overall: 9.1% Overall: 11.0%
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Epidemiology

nable: Prevalence of current symptoms of asthma (12-month
prevalence rate of wheeze) by centre in South Africa 13 - 14
year age group as measured by the International Study of
Asthma and Allergies in Childhood (ISAAC) Phases One, Three
and the Global Asthma Network (GAN) Phase |

— 13-14 Years

Cape Town (ISAAC One) 5178 (16%)
Cape Town (ISAAC Three) 5037 (20.3%)
Polokwane (ISAAC Three) 4660 (18%)
Cape Town (GAN Phase One) 3979 (21.7%)

Sources: Asher M|, et al. Lancet 2021; Zar et al. Pedatric Allergy Immunaol 2007.
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Goals of Asthma Treatment

e Simply: asthma control

* Lead a normal and physically active life:
* Completely free from any symptoms

* Attend school regularly and participate fully in all school activities, including
sport

 Sleep restf
 Grow and d
* Minimise the number of attacks of acute asthma and avoid hospitalisation
* Avoid or minimise medication-related side-effects

and/or wheeze




Barriers to asthma management in RSA

* Poor socio-economic status

* High burden of other respiratory infections like TB
* Lack of awareness of the disease / symptoms

* Missed diagnosis / opportunities

* Lack of access to care and appropriate treatment
* Treatment factors — inhaler technique, adherence
* Environmental triggers and allergies

e Under-assessment of co-morbidities
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Management

Personalized asthma management

Symptoms
Exacerbations
Side-effects
Lung function

Patient (and parent)
satisfaction

Confirmation of diagnosis if necessary

Symptom control & modifiable
risk factors (including lung function)

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

Treatment of modifiable risk factors
and comorbidities

Non-pharmacological strategies

Asthma medicalions (adjust down/up/

between lracks)
Education & skills training

= NOT just about medications, NOT one-size-fits-all

GINA 2021 Box 3-2 © Global Initiative for Asthma, www.ginasthma.org
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A reminder — a key change in asthma management @

Gina 2019 — landmark changes in asthma
management in adults and adolescents

Q|

GINA 2019: a fundamental change in
asthma management

Treatment of asthma with short-acting bronchodilators alone is no longer
recommended for adults and adolescents

Helen K. Reddel ©', J. Mark FitzGerald?, Eric D. Bateman®,

Leonard B. Bacharier*, Allan Becker®, Guy Brusselle®, Roland Buhl’,
Alvaro A. Cruz®, Louise Fleming ? Hiromasa Inoue'®, Fanny Wai-san Ko
Jerry A. Krishnan'?, Mark L. Levy ©'2, Jiangtao Lin', Seren E. Pedersen'®,
Aziz Sheikh'®, Arzu Yorgancioglu'” and Louis-Philippe Boulet™®

11

Reddel et al, ERJ 2019; 53: 1901046 © Global Initiative for Asthma, www.ginasthma.org
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For safety, GINA no longer
recommends SABA only
‘treatment for Step 1

All should receive ICS-
containing controller




Global Initiative for Asthma (GINA)

What's new in GINA 20217
4 A
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GINA Global Strategy for Asthma
Management and Prevention

_____________



What's new in GINA 20247

GINA 2024 update published 22 May 2024
Download from

AsTyWS

GINA Global Strategy for Asthma
Management and Prevention
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GINA 2024 — Adults & adolescents
12+ years

Personalized asthma management
Assess, Adjust, Review
for individual patient needs

TRACK 1: PREFERRED

using a SABA reliever, and is a
simpler regimen

patient is likely to adhere to daily

xauy,

firation of di is if
control & modifiable

risk (see Box 2-2)
Comorbidities
Inhaler technique & adherence
Patient preferences and goals

Symptoms

Exacerbations

Asthma
training
CONTROLLER and RELIEVER
Using ICS-formoterol as the !
reliever* reduces the risk of
exacerbations compared with
Alternative _
CONTROLLER and RELIEVER
Before considering a regimen
with SABA reliever, check if the

RELIEVER: As-needed ICS-SABA", or as-needed SABA

controller treatment
Other controller options (limited | ntocian
i » or less evid ¢ for Low dose ICS whenever SABA taken®, mlmﬁ“
oor daily LTRA', or add HDM SLIT f fo
efficacy or safety — see text) HDM SUIT high

*Anti-inflammatory reliever; "advise about risk of neuropsychiatric adverse effects

GINA 2024 Box 4-6

f <

Aspun™

| Add azithromycin (adults) or
b TR | a0dLTRA As last rosort
dose ICS-only consider

© Global Initiative for Asthma, www.ginasthma.org

NATIONAL ASTHMA

E LDLCATION PROGRANME

Eid

wirs
......Eh LDRUn

Lo Bekdasd ol



THE
ot Ty,
"3,

',
%
%

Uiy,
4y,
%)

%

4 O
T

anv¥

GINA 2024

GINA 2024 — Children 6-11 years Confirmation of diagnosis if y s
Symptom

<lg,

control & modifiable
risk factors (see Box 2-2)

Comorbidities fsTuut
Inhaler technique & adherence
Personalized asthma management: Child and parer giver prof and gosls

Symptoms

Exacerbations

Side-effects

Lung function Treatment of modifiable risk factors
Comorbidities & comorbidities

Child and parent/ Non- Jogi g
caregiver satisfaction Asthma medications including ICS

Education & skills training

RELIEVER As-needed SABA (or ICS-formoterol reliever® in MART in Steps 3 and 4)

Asthma medication options:
Adjust treatment up and down for
individual child’s needs

PREFERRED
CONTROLLER

to prevent exacerbations
and control symptoms

“Anti-inflammatory refiever; "advise about risk of neuropsychiatric adverse effects

~ GINA 2024 Box 4-12 © Global Initiative for Asthma, www.ginasthma.org
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GINA 2024 — Children 5 years and younger Exclude altemative diagnoses : A
Symptom control & modifiable risk factors 3 P
Comorbidil .
Inhafer technique & adherence Axpan
Personalized asthma management: Child and p egiver prefe and goals

Assess, Adjust, Review response

Risk factors

Child and parent/ Nor

Treat modifiable risk factors
and comorbidities

caregiver satisfaction

Asthma medication options:
Adjust treatment up and down for
individual child's needs

PREFERRED 5

CONTROLLER (Insuicient
el evidence for dally

Other controfier options
(himited indications, or !
less evidence for efficacy | ane
or safely) Lot

RELIEVER

CONSIDER
THIS STEP FOR
CHILDREN WITH:

Infrequent viral
wheezing and no episodes requiring SABA occur frequently, e.g. 23 per year.

S!'_!'I'INOI‘I'I pattern not consistent with asthma but wheezing

or few interval Give diagnostic irial for 3 months. Consider specialist referral.

symptoms Symptom pattern consistent with asthma, and asthma
symptoms not well-controlied or 23 exacerbations per year.

*tAdvise about risk of neuropsychiatric adverse effects

GINA 2024 Box 11-2

Asthma medications
Education & skills training

As-needed short-acting beta-agonist

Asthma diagnosis, and Asthma not
asthma not well-controlled  well-controlled
on low dose ICS on double ICS

Before stepping up, check for alternative diagnosis,
check inhaler skills, review adherence and exposures

© Global Initiative for Asthma, www.ginasthma.org

NATIONAL ASTHMA
B roxcanon mockas
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GINA 2024

l”F\‘ LOBAL e Uncontrolled asthma
'S NITIATIVE + Poor symptom control
FOR ASTHMA * Frequent exacerbations (x2/year)

» Serious exacerbations (x1/year)

e Difficult-to-treat-asthma

GINA e Uncontrolled
DIFFICULT-TO-TREAT & * Med-high dose ICS + 2" controller
SEVERE ASTHMA * Maintenance OCS

in adolescent and adult patients * Possibility of modifiable factors

Diagnosis and Management e Severe Asthma
* Uncontrolled
A Short GINA Guide for Health Professionals * Max high-dose ICS/LABA

V4.0 August 2023 * Modifiable factors removed




GINA 2024

Box 1. What proportion of adults have difficult-to-treat or severe asthma?

00000000
00000000
00000000
90000000
0000
0000
0000
0000

L5 0000
‘9000

24%

High intensity

treatment

= high dose ICS-LABA

or medium dose
ICS-LABA + OCS)

© difficult-to-treat asthma
= high intensity treatment
+ poor symptom control

Data from the Netherlands, reported by Hekking et al (2015)*

@ severe asthma

= high intensity treatment
+ poor symptom control

+ good adherence and
inhaler technique

wiTS
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Difficult-to-treat Asthma

GP OR SPECIALIST CARE

Investigate and manage difficult-to-treat asthma in adults and adolescents

Consider rederring o specialist or severe asthma clinic at any stage
" 4 4 . J

- ~
! Confirm the diagnosis 7 ' Opti g 7 "% Review response after ~3-6 months . >
(asthmaldifferential including: /
diagnoses)
R = Asthma sducation
aocescensand £, ook for factors + Optimize treatment (e.g. check and Iz ssthma
yes
m:umm s i contributing to symploms, correct inhales ischnique and atill uncontrolied?
despite medium o exacerbations and poor mmmmn :“'ﬁmm
tigh dose ICSLABA, quality of life: ¥ )
5 My Taararic * Incarrect inhaler technique = Consider non-pharmacological no
+ Suboptimal agherence erventions (e.. qu
» Comorbidities inckating cbesty, mucus clearance. infuenza and
GERD, chronic thinosinusitis, OSA COVID-18 vaccnation)
il snd + Traat comorbidiies and
triggrars at home or work, inchuding modifiable risk factors wmm oo
SADOSLITS, it
ailergen exposure (f sensiized); + Consider add-on )
medscations such as bata-blockers fharapy (8.5. LABA, LAMA
and NSAIDs LMLTRA, f not used)
Ovanise of BABA milevers + Consider trial of high dose ICS-
; nl LABA, if not used asthma become yos
* Medication side effects uncontrliad when
* Anxioty, depression and social reatment is stepped
diffcultios
Kay
no
Gousion.
fitors I
Cartinus eplmizirg
mansgament
Intervention,
trostmant
dingnusis,
eomfirnation

© Global Initiative for Asthma 2024, www.ginasthma.org
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Severe Asthma

WL
SPECIALIST CARE; SEVERE ASTHMA CLINIC IF AVAILABLE S b

Gig,

S

Assess and treat severe asthma phenotypes

Continue to oplimize management as in section 3 (including inhaler technigue, s

|
/ 5 /
igate further and —%

7 Consider other treatments
provide patient support

' Assess the severe asthma phenotype

i add-on
+ investigale for - 2 biologic
diagnoses and ireatiraler as sppropriate o Type 2 sireay inflammation i ﬂ’::rm : o
."c;-mcsc.mw‘lnm 4 e | affordabie?
HRCT chest: DLCO: DEXA scan » Consider increasing the ICS dose for 3-6 months
- Skin prick tasting or speciic IgE for + Consider add-on non-biologic treatment for "”"
relevant aliergers, if nat aiready dons * Blood ecsinaphits 21504 specific Type 2 cinical phenotypes, .. AERD,
= Conabier soreding s ddvanal andior ABPA, chronic hinosinusitis, nasal polyposis, If add-on Type Z-targetod biologic therapy is
insufficiency in patients taking » FeND 220 ppb andior NOT avaiisbia/affordable
mantenance OCS of high dose ICS = Sputum sasinophils 22%, andior = Consider highar dose ICS, i nol used
« If blood sosinophis 2300/ul, lock fae + Asthma is cinically aSerger. + Consider other add-on tharapy
and treal non-asthma causes, inchid- drivan (2.9, LAMA, LMATRA, low dose azithromycin}
ing parasites {e.g. Strongylaides (Repaat bivod eosnogtls and \ » As last resort, consider add-on low dose OCS, bul
Michiry, & Mol e i) FeMO up 1o 3, at least 1-2 implemant sirategies lo minimize side-sfects
- If hyperecsinophiia e.g. 21500/, weeks after OCS or on lowest = Siop inefectve add-on tharapies
consider causes such as EGPA possiie OCS dose) .
- Othor dirocted testing (0.g. ANCA, CT . - s Go to section 10
wum:.ﬂ!“’.tdm} mmmmumm e [ o evicdence of Typs 2 sirvesy inflsmemation
* Consider need for sacialipsychological N—— * Review the basica: inhaler
suppart comartidities, side-offects
* Involve multdisciplinary team care + Avold exposures (lobacco smoke, aliergens, ieritars}
v :mmn)tnmmmw i Come Immft {f mitde me st dors)
- Sputum inducion
‘available) or clinical trial (f appropriate) - High hadt CT
+ Consider trial of add-on ireatments (if avakable and nat alwady tied)
- LAMA ;
Mot currently eiipible
- Low dose azihwomycin for T2-arpated bioiogic
- AntiIL4Ra* if taking maintonance OCS therapy
- AntTSLP™ (bt : ocs)
- As last resorl. consider add-on kow dose OCS, bid implement strategies. -
to minimize side-affects
+ Consider bronchial thermoplasty (+ registry)
* Check local ebgibility criteria for specific biologic * Stop ineflective add-on Merapies Go to section 10
tharapias as thess may vary from those sted
© Global Initiative for Asthrma 2024, www.ginasthma.org
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Continue to

Biologics

SPECIALIST CARE; SEVERE ASTHMA CLINIC IF AVAILABLE

Assess and treat severe asthma phenotypes cont'd

In section 3

—

>
2

Wity
4

T

-
2
=

8 Consider add-on biolk

Type 2-targ lmatmejls/

" Mo eviderca of Type 2 skway inflemmation

i

Procictors of sthma response

™ Chock kcal ety criteria for spechic biologi:
therapies as these may vary from those kisted

d Anti-IgE (omakrumab) VWhat factors mey good
Is the patient elgible for anti-igE for severs aergic asthma?® 232hvma response 10 antigE?
. el Ll -Emﬂummm,‘u
? 1€ and weigh age range * FeNO 220 ppb
* Exacerbalions in last year + Aliergen-drivon symptoms +
o 1 * Childhood-onset asthma +
4 no
PPN Anti-ILS / Anti-ILSR (benmérumab, mepolizumab, rosizumab) What factors may predict good
Is the for /anti-iL o asthma response fo ant-ILS/SR?
« Exacerbations in last year « Higher blood eosinophils +++
+ Biood eosinophis, 8.g. 2150/ or 2300/l * More exacerbations in
X previous year s+
no + Adult-onset of asthma ++
« Nasal polyposis ++
no
g Anti-ILARc (dupdumab) What factors may predict good
I3 the patient eligible for anti-IL4Rx for severs eosinophiic/Type 2 asthma?” asthma response 10 anti-iL4Ra ?
* Exacerbations in last year + Higher biood eosinophils +++
* Blood eosinophils 2150 and $150044, or FeNO 225 ppb, = Higher FeNO +++
o taking maintenance OCS
no| "
. mo
§ Anti-TSLP (tozepaiumat) Wb ctoen iy it giod
I the patient eligible for anti-TSLP for severs asthma?” 83thvma response 10 ant-TSLP?
* Exacerbations in last yoar * Higher blood eosinophils +++
« Higher FeNO »++
Efigible for none? Retum to section 7

Choose ane:

‘eligble” ;
= trial for at least
4 months and
355055 r03pONSE.

No evidence of Type 2 arway inflammation Go fo section 10

Extend rial lo
612 months®

SYOP add-on
10 a different Type

WV

© Global Initiative for Asthma 2024, www.ginasthma.org
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Biologics

SPECIALIST CARE; SEVERE ASTHMA CLINIC IF AVAILABLE

Assess and treat severe asthma phenotypes cont'd

Continue to

In section 3

%8 Consider add-on biologic Type 2-targ

>
2

Wity
4

T

-
2
=

" Mo eviderca of Type 2 skway inflemmation

treatments

Exgtty
d Anti-IgE (omakrumab)

Procictors of sthma response

™ Chock kcal ety criteria for spechic biologi:
therapies as these may vary from those kisted

What factors may predict good
Is the patient elgible for anti-igE for severs aergic asthma?® 232hvma response 10 antigE?
. g ok * Biood eosinophils 22604 ++
? 1€ and weigh age range * FeNO 220 ppb
* Exacerbations in last year * Allgrgen-driven symploms +
o 1 * Childhood-onset asthma +
4 no
PPN Anti-ILS / Anti-ILSR (benmérumab, mepolizumab, rosizumab) What factors may predict good
Is the for / anti-iL - asthma response fo ant-ILS/SR?
» Exacerbations in last year = Higher bicod eosinophils +++
+ Biood eosinophis, 8.g. 2150/ or 2300/l * More exacerbations in
X previous year s+
no + Adult-onset of asthma ++
« Nasal polyposis ++
no
4 Anti-ILARc (dupiumab) What factors may predict good
I3 the patient eligible for anti-IL4Rx for severs eosinophiic/Type 2 asthma?” asthma response 10 anti-iL4Ra ?
* Exacerbations in last year = Higher blood eosinophils +++
* Blood eosinophils 2150 and $150044, or FeNO 225 ppb, = Higher FeNO +++
o taking maintenance OCS
no| "
. mo
§ Anti-TSLP (tozepaiumat) Wb ctoen iy it giod
Is the patient eligitle for anti-TSLP for severe asthma?” asthma response 1o ant-TSLP?
* Exacerbations in last yoar * Higher blood eosinophils +++
« Higher FeNO »++
Efigible for none? Retum to section 7

Choose ane:

‘eligble” ;
= trial for at least
4 months and
355055 r03pONSE.

No evidence of Type 2 arway inflammation Go fo section 10

Extend rial lo
612 months®

SYOP add-on
10 a different Type
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Biologics

Is the patient eligible for anti-igE for savers allergic asthma?™
- Sensitization on skin prick testing or specific IgE - v
+ Exacerbations in last year AUCDE

is the patient eligitie for anti-1L5 / anti-IL 5R for sevars sosinaphilic asthma?"

+ Exacerbations in last year _
+ Blood eosinophils, e.g. 2150/ or =300/l

=\
Is the patient eligible for anti-IL4Rx for severs eosinophilic/ Type 2 asthma? ™ £ e
LS R [Anti-IL5)

+ Exacerbations in last year
+ Biood eosinophils 2150 and 51500/, or FeNO 225 ppb, )
; : il (Anti-ILARa)

or taking maintenance OCS

Anti-TSLP [terspsiumat)
g - Reslizumab
i " i

Is the pationt eligible for anti-TSLP for severs asthma?"
[Amti-IL-5)

- Exacerbations in last year AR =T e £
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Is the patient eligible for anti-IgE for severs ailergic asthma?" asthma response fo anti-igE?
+ Sensitization on skin prick testing or specific IgE * Blood eosinophils 2260/l ++
* Total serum IgE and weight within dosage range = FaNO 220 ppb +

* Exacerbations in last year * Allergan-driven symploms +

+ Childhood-onset asthma +

Interleukin-5
Interleukin-9
PGD:

oo * Private sector: R7500
e State sector: R2600
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Dupilumab
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Interleukin-17RB

Interleukin-9
Interleukin-13
Interleukin-5
Interleukin-4

Interleukin-13:

Omalizumab
- Interleukin-5

{Anti-1gE)

S J AntilaRe oy [—"—"
is the patient eligible for anti-IL4Ra for severs sosinophiic/Type 2 asthma?™ asthma response fo anti-IL4Ru?
= Higher blood sosinophils +++

« Higher FeND +++

« Exacerbations in last year

1
+ Blood eosinophils 2150 and £1500/ul, or FeNO 225 ppb,

Lipoxin
\/ P!

 R24000/month

Reslizumab
Mepolizumab
(Anti-1L-5)

. Interleukin-4Ra

1 Interleukin-4Ra i

- Dupilumab
(Anti-IL-4Ra)

= —

MUSCLE CELLS

Interleukin-4Ra

Interleukin-5R ]

Benralizumab
(Anti-IL'SR) q_{
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Benralizumab

- . Anti-IL5 | Anti-ILSR (benrsiizumab, mepolzumab, realizumab) What factors may predict good

Is the patient efigible for ant-IL5 / anti-iL5SR for severs eosinophilic asthma?” asthma response (o anti-ILS/5R?

+ Exacerbations in last year + Higher blood easinophis +++
= Blood eosinophils, e.g. 2150/ or =300/ + More exacerbations in
: 4 e PrEVIOUS yaar «++
Interleukin-9 « Aduli-onset of asthma ++
Interleukin-13 -  Interleukin-13 = Masal polyposis ++

Interleukin-5 Interleukin-5

Interleukin-4

* R25000/month

Dupilumab
(Anti-IL-4Re) [

Interleukin-4Ra Benralizumab

(Anti-IL-5R)

AIRWAY MUCOSA

= e
ENDOTHELIUM

Res\gffmab
Me| mab
(Anti-IL-5)

'BLOOD VESSEL
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Tezepelumab

Eosinophilic asthma

‘ ~ Eosinophil granules
= DNA strands

e
tants, viruses, bacteria
?“.h[‘;t. Tezepelumab | :
- wnirsiz) [ ASEEENISHIOA 5
A | - L

ATSLP
Interfeukin-33
Interleukin-25

512

Interleukin-17RB

Interleukin-13=
B s Interleukin.g \

TSLP
Interleukin-33 \

Lipoxin
‘(/P.

CRTH2

[

PGD;

Tesloj-!.erune @/‘\

TNF-a
Interferon-y

Interleukin-6
Interleukin-23

s
GM-CSF

CXCR2

Anti-TELP [lerepehsmat) What factors may predict

ix the patient siigibie for anti-TSLP for severs asthma? " asthma response fo anti-TSLP?

+ Exacerbations in last year = Higher blood eosinophils +++
= Higher FeND +++
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Severe Asthma

WL
SPECIALIST CARE; SEVERE ASTHMA CLINIC IF AVAILABLE S b

Gig,

S

Assess and treat severe asthma phenotypes

Continue to oplimize management as in section 3 (including inhaler technigue, s

|
/ 5 /
igate further and —%

7 Consider other treatments
provide patient support

' Assess the severe asthma phenotype

i add-on
+ investigale for - 2 biologic
diagnoses and ireatiraler as sppropriate o Type 2 sireay inflammation i ﬂ’::rm : o
."c;-mcsc.mw‘lnm 4 e | affordabie?
HRCT chest: DLCO: DEXA scan » Consider increasing the ICS dose for 3-6 months
- Skin prick tasting or speciic IgE for + Consider add-on non-biologic treatment for "”"
relevant aliergers, if nat aiready dons * Blood ecsinaphits 21504 specific Type 2 cinical phenotypes, .. AERD,
= Conabier soreding s ddvanal andior ABPA, chronic hinosinusitis, nasal polyposis, If add-on Type Z-targetod biologic therapy is
insufficiency in patients taking » FeND 220 ppb andior NOT avaiisbia/affordable
mantenance OCS of high dose ICS = Sputum sasinophils 22%, andior = Consider highar dose ICS, i nol used
« If blood sosinophis 2300/ul, lock fae + Asthma is cinically aSerger. + Consider other add-on tharapy
and treal non-asthma causes, inchid- drivan (2.9, LAMA, LMATRA, low dose azithromycin}
ing parasites {e.g. Strongylaides (Repaat bivod eosnogtls and \ » As last resort, consider add-on low dose OCS, bul
Michiry, & Mol e i) FeMO up 1o 3, at least 1-2 implemant sirategies lo minimize side-sfects
- If hyperecsinophiia e.g. 21500/, weeks after OCS or on lowest = Siop inefectve add-on tharapies
consider causes such as EGPA possiie OCS dose) .
- Othor dirocted testing (0.g. ANCA, CT . - s Go to section 10
wum:.ﬂ!“’.tdm} mmmmumm e [ o evicdence of Typs 2 sirvesy inflsmemation
* Consider need for sacialipsychological N—— * Review the basica: inhaler
suppart comartidities, side-offects
* Involve multdisciplinary team care + Avold exposures (lobacco smoke, aliergens, ieritars}
v :mmn)tnmmmw i Come Immft {f mitde me st dors)
- Sputum inducion
‘available) or clinical trial (f appropriate) - High hadt CT
+ Consider trial of add-on ireatments (if avakable and nat alwady tied)
- LAMA ;
Mot currently eiipible
- Low dose azihwomycin for T2-arpated bioiogic
- AntiIL4Ra* if taking maintonance OCS therapy
- AntTSLP™ (bt : ocs)
- As last resorl. consider add-on kow dose OCS, bid implement strategies. -
to minimize side-affects
+ Consider bronchial thermoplasty (+ registry)
* Check local ebgibility criteria for specific biologic * Stop ineflective add-on Merapies Go to section 10
tharapias as thess may vary from those sted
© Global Initiative for Asthrma 2024, www.ginasthma.org
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Biologics

SPECIALIST AND PRIMARY CARE IN COLLABORATION

Monitor / Manage severe asth ment
Conlinue to optimize management

N

ey Review response

10

» Asthma® symptom control. sxacerbatons, kung functon

» Type 2 comorbadibes &.g. nasal polyposss, alopic desmatitis
» Medcations: trestment intensity, side-eflects, afiondabiity
+ Patient satistaction

If pood respanse io Type 2-tarpetod thorapy
* Re-evaluate the patient every 3-8 months *
yes = First, consider " ocs

= Then, il asthma weill-controlied for 3-8 months, consder reducing manfenance
ICS-LARA dose. but do nat stop maintenance ICS-LASA. Ses e for datals.

- Re-evaluate need for ongaing biologs theragy

+ Order of reduchon of reasments basad on obsenved benefit, polential sda-affects.
oSt and patient preference.

If na good response 1o Type 2-targeted therapy
* Siop the biologic theropy
* Rivrw (he bascs différental dagnosis, mhalke Wechigue.
adherence, comorbidites. side-effects, emotionat suppor!
= Consider high resolution chest CT [if not dona)
o Reassess phenotype and treatment opbons.
* - Induced sputum (4 avallable}
- Consider add-on low dose azithromycin

- Consider
- Aa last resorl, consider add-on low dose OCS, but mpiement
strategies to menimze side-offocts

- Consider bronchial thermoplasty (+ regisiry)
* Stop incfloctve add-on therapios
« Da not stop ICS

o eviddence of Type 2 arway infammaton Go o secton 10

* Chack local slgribaty créena for spectic bologic
therapies as these may vary from thase ksied

* Inhaler techmique

> |] L Continue to optimize management as In saction 3 ncluding:
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Conclusion

* Biologics e Thank youl!
* Available...expensive
* Not for everyone
* Specialised centres

Rigorous process of screening
Phenotyping

Choosing best one
Monitoring

-
3



