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Figure 1: o
Change .
in asthma
prevalence in -
Taiwan 1995 -

2001
Source: Asher M, et al. Lancet 0%

2021.

Taiwan Jing-Long Huang, Kuo-Wei Yeh, Kuan-Wen Su G IObaI ASthma Re port_zozz

Asthma prevalence increases as the economy develops

Along with the rapid economic development
in Taiwan, asthma prevalence is increasing in the
past three decades. In the 1970s, only 1.3% of
7-15 year-old students had asthma. In 1994 the
prevalence of current wheeze increased to 5.2%
and to 7.1% in 2002. In 2017, the Global Asthma
Network (GAN) Phase | survey found that the
prevalence of current wheeze was 9.2%. The
change in asthma prevalence is demonstrated in
Figure 1.

Asthma is a great burden to patients, their

societies were devoted to formulating guidelines
and training physicians to provide better asthma
care. Physicians and nurses went to every corner
in Taiwan to educate patients and their families
about asthma. All of the measures attempted

to alleviate the burden of asthma in Taiwan. The
photo below shows the group asthma education
provided by Chang Gung Memorial Hospital.

In recent years new biologics for asthma
are being rapidly developed. Taiwan's National
Health Insurance covers these biologics for

ISAAC Phase 1({1995)
[ 154AC Phase 1 2001}

Ml GAN Phase | (2017)

Current wheeze

™

Exercise wheeze

Severe wheeze limiting speech Asthma ever

A Fnase 1)

and subsidies in Taiwan. Cigarette smoking is
prohibited in the most public areas in Taiwan.
High tobacco tax and education at schools and
in the media intend to decrease the smoking
population. All these measures are hopefully
decelerating the increasing trend of asthma in
Taiwan.

The prospect of asthma
control in Taiwan

Through the joint effort to decelerate asthma
prevalence and provide better asthma control,
physicians, asthmatic patients, and their families
look forward to a bright future in Taiwan. We hope
“no one suffers from asthma” in Taiwan, the same
as the vision of GAN.

A - \ ) '- 2 - i
Group asthma education provided by Chang Gung
Memoaorial Hospital
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Asthma control among children, adolescents, and
adults worldwide (patient’s perception)

Children Adolescents Adults

B well controlled
B Partially Controlled

B uncontrolled Source: Garcia-Marcos L, et al. 2022; Submitted.



100% -

Proportion of patients

Only 6% of asthma well controlled rate in
Taiwan (2011.2~2011.7)

7.6% 13% 1% 6% 14%

Thailand
h=400

AP AIM  Australia China Hong Kong India Malaysia Singapore S Kored
n=3630 n=403 n=402 n=412 n=400 n=413 n=400 n=400

Respirology, 2013,18(6),957-967  °



REALISE Asia | |he REcognise Asthma and Link to Symptoms and
Perception does not match GINA

Experience - Asia study
mARBIKEEH os not m

Asthma is controlled . 18% . 40%

R —
Not controlled

Asthma is not
controlled

GINA-defined asthma control level

J Asthma Allergy. 2015 Sep 23,8:93-103 ~blumberof pationte 22,467,



AIRIAP 1

The Asthma Insights and Reality in Asia-Pacific 2

Slided8

% of respondents

% of respondents

| HRRABEER(ICS)HY

Zh

FARAY

&

00

BE |

% of respondents very / somewhat familiar with ICS (AIRIAP 1)

40%

1 30%

20%

10%

0%

1 40%

20%

1 10%

40% - Total very / somewhat familiar
A—BERE - et
30.‘ | &N
20% & 3 17% [17%
13% m;' —l —I A%
10% 4 12% 12%
ARIAPTotsl  CH@00)  HK@02)  KR401)  MY(404)  PH(400)  SG@00) | TW00) | VN (400)
{3.207)
% of respondents very / somewhat familiar with ICS (AIRIAP 2)
40%
[31% 30% o
19% =
20% —I : 18%
= 28% 14%) 25% 14%] 7% %
13% . 8% o
10% 9% 8% 6%
= ~ul |
e B B E Bl s B
ARIPTotll  CH(402)  HK(387)  KR@0D)  MY(404)  PH(@400)  SG(399) | TW(400) | VN (40D

(3,202

*Bxcludes "'not familiar a alf* & "not too familar"

054 Now | want to ask you about a dass of asthma dugs called inhaled coicosteroids. How familiar are you with these types of asthma medication™

Base: All respondents (esee brackets)

Allergy. 2013 Apr;68(4):524-30.



Proportion of patients

High Steroid phobial!! in Taiwan

100% 1

80% 4
Average
80% A Australia
China
40% Hong Kong
India
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20%
Singapore

South Korea

0% -
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Respirology, 2013,18(6),957-967 ?
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Diagnosis and
Treatment Strategies




Patient with chronic or
recurrent respiratory symptoms
Are symptoms typical
of asthma?

YEs
\j
Detailed history/examination

Do history inati — WO
support diagnosis of asthma?

- O

|
YES

See Boxes 1-3and 14
for diagnostic approach in
patients already on ICS

Is patient already taking

e ICS treatment?

'JIO
\J
Dooes the patient have
severely uncontrolled
respiratory symptoms/
signs? (see Box 9-4)

YES —

)
NO

Further history and tests for

no - Is spirometry or PEF -0 altematw? d\agnosesr
available and feasible? Is alternative diagnosis
confirmed?
1
YES YES

v

Perform lung function

test(s) as in Box 1-2, &.9. Repeat during

o —  Spirometry or PEF before Symm"“;s
“ and after brenchodilator or consider
q 5 B additional fests
Is variable expiratory airflow [Box 1-2)

If other diagnoses are limitation confirmed?

unlikely, treat empirically with | |
ICS-containing freatment YES MO
(Boxes 4-5 & 4-11)

}

Review response in
1-3 months, including PEF
or spirometry if available
Have symptoms (and
lung function if available)
improved?

[
No

Treat for asthma with
ICS-containing treatment
See Boxes4-58 4-11

Treat for altemative

= YES =i -
diagnosis

Refer for higher
level advice

1. HISTORY OF TYPICAL VARIABLE RESPIRATORY SYMPTOMS

Feature

Symptoms or features that support the diagnosis of asthma

Wheeze, shortness of
breath, chest tightness
and/or cough

(Descriptors may vary between
cultures and by age)

2. CONFIRMED VARIABLE EXPIRATORY AIRFLOW LIMITATION

Feature

Excessive variability in
expiratory lung function
(one or more of the
followina:

+ Symptoms occur variably over time and vary in intensity

+ Symptoms are often worse at night or on waking

+ Symptoms are often triggered by exercise, laughter, allergens, cold air
= Symptoms often appear or worsen with viral infections

Considerations, definitions, criteria

The greater the variations, or the more occasions excess variation is seen, the more
confident the diagnosis of asthma. If initially negative, tests can be repeated during
symptoms or in the early morning. If spirometry is not possible, PEFT may be used,
but itis less reliable.

Positive bronchodilator (BO)
responsiveness (reversibility)
test with spirometry (or PEFt)

Aduits: increase from baseline in FEVy or FVC of 212% and 2200 mL, with greater
confidence if the increase is 215% and =400 mL; or increase in PEFT 220% if
spirometry is not available.

Children: increase from baseline in FEV1 of 212% predicted (or in PEFT of 215%).

Measure change 10-15 minutes after 200400 mcg salbutamel (albuterol) or
equivalent, compared with pre-BD readings. Positive test more likely if BD withheld
before test: SABA 24 hours, long-acting bronchodilators 24-48 hours (see below).

Excessive variability in twice-
daily PEF over 2 weeks*

Adults: average daily diurnal PEF variability >10%"
Children: average daily diurnal PEF variability >13%"*

Increase in lung function after
4 weeks of treatment

Aduits: increase from baseline in FEV1 by 212% and 2200 mL (or PEFT by 220%)
after 4 weeks of daily ICS-containing treatment

Children: increase from baseline in FEV1 of 212% predicted (or in PEFT of 215%).

Positive brenchial challenge
test

Aduits: Fall from baseline in FEV: of 220% with standard doses of methacholine, or
=15% with standardized hyperventilation, hypertonic saline or mannitol challenge, or
=10% and >200 mL with standardized exercise challenge.

Chiidren: fall from baseline in FEV1 of >12% predicted (or fall in PEFT >15%) with
standardized exercise challenge.

If FEV1 decreases during a challenge test, check that FEV4/FVC ratio has also
decreased, since incomplete inhalation, e_g., due to inducible laryngeal obstruction or
poor effort, can result in a false reduction in FEV:.

Excessive variation in lung
function between visits (good
specificity but poor sensitivity)

Aduits: variation in FEV1 of 212% and 2200 mL (or in PEFT of 220%) between visits.
Children: variation in FEV, of 212% in FEV1 (or 215% in PEFT) between visits
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Risk reduction: s_—l?T‘, I]#Iﬁ E’\] ,f’k EE E S Symptom control:

to minimize to achieve good

fut isk of . i
e Risk reduction & Symptom control | control of

exacerbations, symptoms and

airway d?ma!ge, maintain normal
and medication activity levels

side-effects r ‘

Inflammation

Maintenance Inhaler

Daily use ---Prevention

Bronchoconstriction

> _

Rescue Inhaler
Rapid symptom - Relief

(Does not address underlying
inflammation)

2016 GINA guideline 15
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Ellipta Inhalers Respimat Inhalers
Dosing Device Type i ;
1 puff once daily [ Dry Powder Inhaler

Medications Used

LABA = Vilanterol
LAMA = Umeclidinium
ICS = Fluticasone

Trelegy
LABA/LAMA/ICS
Anoro
[WA\SYAVAWAY\V AN
' A | £ )

P—— 1 FA

glCOR SYMBICORT*
30 3 -

BUHALE TURBUHALER'

nescnrTion e

7 27

wwder Inhaler {
dones
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IR A BAEEH RO AR B 50 48

SABA: short-acting B, agonist 3 G
SAMA: Short-acting muscarinic antagonist fif

LAMA
LABA: Long-acting B, agonist
LAMA: Long-acting muscarinic antagonist S

ICS: Inhaled Corticosteroid

LABA+LAMA .
Dual bronchodilator (MABA) : Muscarinic

4
antagonist + 3, agonist

. - ICS+LABA
Triple therapy : ICS+LABA+LAMA +LAMA

nnnnn
......
=N

= B

ICS alone
LABA alone

ICS+LABA



Synergistic effect between Steroids and [3,-agonist

Corticosteroid LABA

B,-adrenoceptor

Glucocorticoid v
recepto
Y @ -

Anti-inflammatory effect Bronchodilatation

®* + GR translocation ® 1 B,-receptor expression

®* ¢+ GRE binding * 1 B,-receptor coupling

* 1+ Anti-inflammatory effect | | ® | Down-regulation of B,-receptors
®* Prevention of f-agonisttolerance
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Whatis MA.R.T? Maintena_pce Anfi_ Reljever Therapy
Whatis MA.R.T? | e o e

Symptoms at
their worst

Proof of concept:

Fewer exacerbations?

: Fewer uncontrolled days?
ICS / Less ICS and oral CS use?

Formoterol

Mean onset:
5.1days

Mean recovery:
H 6.2 days >

Partridge MR et al. BMC Pulmonary Medicine 2006:6:13
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SREBEER S8H - | &ICS-Formoterol o/ I BICS-LABAES
LA/ SRERE—RM FEE ™ P | (AR EREEY @RBYERERCR  BIR
ThAEE? (MART) SABAfEA R R
&
FEBUAE AR A8 1E
RRET B ASBETFHEER {ERIEICS-Formoterol {ERIEICS-LABAYEA
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DT &
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2B ASRISR HES =P Emuics_Fomotero SABAE A ERR R
NEGEME
&
TRERERIFE
N B RERER RSABARS _
amER {EMIRBICS-Formoterol EE@EEENRCS ¢ P8

ICS: I AREEERE (inhaled corticosteroid ) ; LABA: R _RIZRIAPAEHRIME (long-acting B2 agonists) s MART : 45 5 48 R TR B
OCS : R #FEEE (oral corticosteroid ) ; SABA : SR _BIZZRIMHEERIH ™ (short-acting B2 agonists )



RImbY AR — P T — A RS

N

B P&

EREHERERARALEEENIREESE - BMEERTRE > HRE@EE
BE—INERAE - BRFIRHERERIFR OCS (£ R

PERIFIR FRE F PSR

o DR Im2E

o ZFIER WIS IE
RRBET - G5
FINRE

o HERRIIRIE

o TR AR BT
RIRfEE

o THRERIFHR
ARER

— W

HEFFEEY B

(RIFAR AR EIEEY) (RE—) B— & B R
%12 {FF ICS-Formoterol
1ELLE AR EY) - BB
SABA {E A& iR 2BV B BT [
B2 IENE

FEAMRDH
BA2R

andll FHULEFANE

HEFFEEY B

HREMIIEY) (5E-)

SIS SABA BEERE B TE

WY BMEYNARRAE 1R SABAREEER ICS
HEREREFENER T

RONIEHEE
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BE RIHEER
—RME

F=FE
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ICS-Formoterol

BREBE
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Rl —X

BRtThEE=

SEpE
P E R
ICS—-Formoterol

R REEEY) - BREREREME ICS-Formotrol

ERERB2X
HEZ BE
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{EMBLSEICS

ASHEFH

BIEMR > T

bz [ESEall
—RAE

B=h
{ERB AR
ICS-SABA

BRI|BATEM »
S BAR N
BR—RMULE

BRThaE=

E
B/ WEERSE
ICS-LABA

EAREIRY) - BRER(EMA SABA

iR AR
AlRAA FTREhRE
FEHABRAOCS

FHRE

0k LAMA

W RERRIE G

% [8 M5 & ICS-formoterol
+anti-IgE,anti-IL-5/5R,
anti-IL-4R & anti-TSLP

R E A ER
AlRAA AT HEE
FEHARRAIOCS

FRMK

Nk LAMA

BRR R
E@WH = ICS-LABA
+anti-IgE,anti-IL-5/5R,
anti-IL-4R E anti-TSLP



A. EIRIEH) | EEEE

BENER - BARS L o Db EHIE0T
. EEESLRRBWHRNEHERER 2 ROZ0 - AHG—EWE: 85
. BTEEARMMERMER 2 £OE0 a0 )
. EATRTNEEERRETETNREREEEY 2 enxg ° §§$=i@ﬁ-hﬂ
. BEEARIGTESEE NSRS 2 20%0
R SEFEEE)
—> 3-6RABaHA EHIE ICS/LABA;
SERREELY) SEER ) .
RIS ICS/LABA; HBIZ ICS/LABA;
BéER 25 OB
RE1E » I .
=T
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(Reliever)

SABA

(1) Berotec %%
(2) Ventolin ;284K

. SAMA

(1) Atrovent TEF4k

. SABA plus SAMA
(1) Combivent 72w

(2) Berodual {&lxZE

T AR H2 5 B2 2EY))

(Controller)

LAMA
(1) Tiotropium 3Eli 4 5 S IEIR AR

. ICS

(1) Fluticasone Propionate ¥#&FHETZELR
(2) Budesonide a]iFilm#L{RE B iAR AL
(3) Ciclosonide 3& i

3. Combinatior (LABA+ICS)

(1) Seretide accuhaler/evohaler {EffiZz
(2) Symicort rapihaler/turbuhaler TR /iE
(3) Relvar ;@IS 7E

(4) Foster ffig¥iB

(5) Flutiform M55

. Triple therapy (LABA+LAMA+ICS)

(1) Trelegy Ellipita 4= 5 FiE
(2) Trimbow lFE
(3) Enerzair Breezhaler 32 HEEF

. Theophylline #Xjif
. Leukotriene modifier B =& =S HHE|

TR IR R IR B AR R 5547

(Phenotype)

. Anti-IgE &I
2. Anti-IL-5 E#fge

3. Anti-IL-4/IL-13 &

¥RinES

4. Anti-TSLP

24
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FRERME
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( pMDiIs £ DPIs ) BT A « S0 Be (I S B B ol 3F RO - BREEFRe20RMPIHERNEERE
- B8 iR A Ol fE £ 21CS-formoterol fE R

ICS-LABA 124 (beclometasone-formoterol »

( PMDIs 5 DPIs ) budesonide-formoterol) OIEBE - GBS

- BERPEHEN ICS NRZARIEFIRIGRTZE
& B LABA J& &

H=mEZRENLE
( leukotriene receptor
antagonist ) ( &)

SRR ESOREETIEA

%7 zileuton # zafirlukast CIAEE {EATIEE
EFS - HERBIfERRD

BATEE ( chromones )

NERHOVRRS - REBBEPHURBIR

- BIfEAOR

( PMDIs =% DPIs ) . BRBAE S SRS
ERARBEN .y , . BIfERLR

( tiotropium ) SRR - WEER(CARE . BROAEEROEFEIER

7 IgE B5 FEbmME B E TR A IS SME ICS-LABA

( omalizumab )

BRERTDIENAE - TEEHBMINaREREY —

BEEHREER (#HM )

#1 IL5/5R 4
( mepolizumab -
benralizumab )

FRzL2AREBEMEKERRRA - £RZSHE
ICS — LABASS R R AL IESIALE - S5 ISR
AREEZ—  REBABRUEFNEE

FEENEEERREER (EH)

1 ILAR $8%24))
( dupilumab )

FE12RBABE A MIKFIREFOCSIKBIER
Rlwim ABIBINAE RS

- EHEfIAE
- EREMBREREIKIZZE

B8R (R - R
g& A E S AR
¥ )

+ ARBRERUBCRHaRRNEREY

- JREREA . SMRRE - BEEERIER - B
o - RRAR R B R - KRR
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ERRIDFIE
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National
Asthma
COU"C“ AUSTRALIA

SABA RELIEVERS

Ventolin inhaler A
saldbatamol Whmeg

Flixotide inhaler
Fatcasone prepionats
S0meg* « 125meg « 250meg

=3 “Flixatide Jusior &
- — =
= e

ICS PREVENTERS

———

Flixotide Accuhaler ¢
Hlutcasane promonets
100meg" » 25Gmey » Shlemeg
“Flinstide Juniar

e
Puimicort Turbahater §

Bricanyl Turbuhaler * Airomir Autohaler $ # y
terbtaling 5D0mcy ~ =
Fluticasone Cipla Inhaler
125mey » 250meg
RESOURCES .
TREATMENT
GUIDELINES
Australan Asthma
Handbook: QVAR Inhaler
asthmakandbook.ory au Kaciometatoss
COPDX Pt SQmeg » 100meg
” » =3 :
COPD inhaler Device = %
lungloundation.com au/ &
mhaler- Metered Aerosol t A
device-chart-poster/ Lrzo—
o i Alvesco Inhaler t
clesanide
INHALER 20meg 150
TECHNIQUE NON STEROIDAL T Y
How-to videos, patient and Aastide
utide
practtioner imformation
PMOts should be used =
with 3 spacer (and face “
mask # needed) Montelukast Tablet Axotide Inhaler
msatatban uticasone prepionats

SOmeg” » 125meg + 250mes
“Axstide Junior ¥

tyme

100meg * 200meg * 400y

Arnuity Ellipta t
Huticasans fursats
100meg + 200emcy

Axotide Accuhaler ¢
Huticasone progensts
100meg* = 250meg
“Axolide Junisr &

LAMA MEDICATIONS

Spiriva Handihaler #
tiotrosium 1Bmeg

Bretaris Genuair #
acidinium 322meg

h;rm ﬁmi

625meg

LAMA/LABA COMBINATIONS

...-._1
=

w

Spictto lhsphlul‘ Brimica Genuair ©
2525meg 346001 2meg
S

= »-
Smm— NAE

Uttibro Breezhaler © Anora Ellipta ©

110:/50meg 425/25meg

=
Budeasnae e moratiscne rdacalecol
0008 « 20006 » 40012 € ELSI12S « 12TSANIS « 280100
Asetionsl brang Flas! Tarbohaier all gnils in mecy

ICS/LAMA/LABA =

Austraba

COMBINATIONS
Trelegy Ellipta Enerzair Breezhaler # Trimbow inhaler
Rtz asene farnste) i
twrzt Satmstersl [r—
10642.5/25¢ - 2000625125 4 BE/AAITTA » 1387460104 10073046 € « 2007008 4 W s alf anits in meg
“Asthma autherity required * C benefit #COPD Seseft “COPD

ENEIE AU Do T | ieele e e e TR | uOEIuE AUt ssess Duirs Duvi T 1 ismeede ramu Gu e G DD || eI S
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wlm B COPD - IREAt 73 K55

CLINICAL PHENOTYPE - ADULTS WITH CHRONIC RESPIRATORY SYMPTOMS (dyspnea, cough, chest tightness, wheeze)

HI_GHLY LIKELY TO BE ASTHMA FEATURES OF BOTH ASTHMA + COPD _ LIKELY TO BE _COPD
if several of the following features TREAT AS ASTHMA if several of the following features
TREAT AS ASTHMA TREAT AS COFPD

‘/:0 ﬂiﬂ-‘i‘@%iﬁiéﬁ’é
k/ﬂ © BRTWEAEE
8 r‘) |

o '4*"“7\

- V. {

82))

LN L= R W

INITIAL PHARMACOLOGICAL TREATMENT (as well as treating comorbidities and risk factors. See Box 3-12)

+ ICS-CONTAINING TREATMENT IS ESSENTIAL + ICS-CONTAINING TREATMENT IS ESSENTIAL + TREAT AS COPD (see GOLD report)
to reduce risk of severe exacerbations and to reduce risk of severe exacerbations and - Initially maintenance LABA-LAMA
e _ - s - Add ICS as per GOLD for patients with
- ?P:NA T'%aCk 31 with ICS-formoterol as reliever is + Add-on LABA and/or LAMA usually also needed hospitalizations, =2 exacerbations/year
e preferred regimen. iri i i
SeepBox P ang s . Additional COPD treatments as per GOLD requiring OCS, or blood eosinophils =300/l
. DO NOT GIVE LABA and/or LAMA without ICS + DO NOT GIVE LABA and/cr LAMA without ICS * Avoid high dose ICS, avoid maintenance OCS
[ * Reliever containing ICS is not recommended
+ Maintenance OCS only as last resort * Maintenance OCS only as last resort

REVIEW PATIENT AFTER 2-3 MONTHS. REFER FOR EXPERT ADVICE IF DIAGNOSTIC UNCERTAINTY OR INADEQUATE RESPONSE




Severe Asthma

<Reference>

2024 GINA slms2E 5|

2023 GINA BER W2 EE5|

2022 8 A\ R %G RIBEES]
2020 8 ARG EES BT
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- BHEIE ICS g2 e MRER -
tHER

. BE—EEESHEICSREEE | BE—EEISSHIEICS/LABA HE
BRI EIE LABA SHSEREH | SAESEIRIFHREE OCS ABE
B/ FigEBE—FEAZ 50% B
- BEZHMHEERE-

 DEENE

| BREIEEEIREY) GEMA RiES LABA.

- BEEEIEHRRIEESIE

| REREEEE

1

INITIATIVE
0 FOR ASTHMA BEYER
S

BE—FFEGINATESF
ERIE4-5 BAESEE
ICS %2LABA X H=IF & — ,
&8 (leukotriene modifier) ~ =7

+4 . FEEE
| Z26& (theophylline)
B
> 50% REEERSMNE e
ElEE (systemicsteroids) KR ZE&EH

fER IR IE BT g & kA
FIETS1ZH (uncontrolled)

EMREEHIME : ACQ > 155 ACT |

< 20 ( 87 NAEPP/GINA 557
$824 not well controlled) °

@EMBEE(L: BE—FZ2R |
RUBEERR S EERAR |

3K

BREBMBIERE BE—FE
101 RAERS (EMERERATIE

IR&s2 5 ©

SRR : FEV,/FVC /INRIER1E |
TR BIEEE SIS R |

B {E 1% FEV,<80% Fa{&{H

1.
L 2. BA—FZ 2 RAMBEBRES

ACQ > 1.5 ACT < 20

5= 2 NEENZE MR EHE
EfE (BX=AR 3 K) °
BE—F= 1 RERESMEEM
EB -

2RISR : FEV,/FVC<70% »
WEZ RERREERE
FEV,<80% ; LIl FfThEEIE RIE(E
F3 OCS 8% 30 mg 2 iB&El1E -



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

24%

High intensity
treatment
= high dose ICS-LABA

or medium dose
ICS-LABA + OCS)

17%

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

3.7%

® severe asthma

= high intensity treatment
+ poor symptom control
+ good adherence and
inhaler technique
31
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de Groot JC, et al. ERJ Open Res. 2015;1:00024

NO : —&1{E& (nitricoxide ) ; INOS : FEE—GIEREALEE (inducible nitric oxide synthase ) ; TSLP : MIAREE
E4mME ( thymic stromal lymphopoietin ) ; TSLPR : R EE B REE ( thymic stromal lymphopoietin
receptor ) ; CRTH2 ( chemoattractant receptor homologous molecule expressed on Th2 cells ) ; MHCII : FZH%;
ABMUEEY ( major histocompatibility complex ) ; TCR : T #5458 ( T cell receptor ) ; TNF-o : BBEEIERET-a
( tumor necrosis factor-ot) ; CXCL8 : 1HA%E-8 / #81EE 78 ( CXC motif chemokine Ligand 8 ) ; GM-CSF : ki &
ZIKEEERIMERRE T ( granulocyte macrophage-colony stimulating factor ) ; CXCR2 : /¥ E3&-8 588B ( CXC
chemokine receptor2 ) ; BLT2 : A=%B4 2882 ( leukotriene B4 receptor-2 ) ; LTB4 : B=J%B4 ( leukotriene

B4) ; ST2: MEARLZEHEEAL (Interleukin 1 receptor-likel) ; VCAM : MEARFIES ( vascular cell
adhesion protein ) ; VLA-4 : &3 &8 ( Integrinodfl ) ; PSGL-1 ( P-selectin glycoprotein ligand-1)

A Type 2-High Asthma B Type 2-Low Asthma

Eosinophilic asthma
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Interleukin-8 fekRt Tw‘

PGD:
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Interleukin-4
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Interleukin-17A -
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G
Airway smooth muscle 2%
thickening TSUPR

Airway hyperreactivity
Potential remodeling
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Difficult-to-Treat Asthma
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Airway epithelial cells @ Allergens

o Viruses
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« Cytokines
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Epithelial Y Histarpine _
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+ Prostaglandins
8 Smooih MuscleCats | - Cytokines
Fibroblastai= Di?
Vessel * IL-4Re<

J Allergy Clin Immunol Pract. 2019;7(5):1379-1392.
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/\
7N\ Exploring the relevance and extent of small
ATLANTIS airways dysfunction in asthma (ATLANTIS)

6% SAD is present across all severities and particularly in more severe asthma
(o)

< . TTTTereen

2

39
%
GINA

.. Small Airways are an important
ana  target for asthma therapy’-©

Postma DS, et al. Lancet Respir Med 2019; doi: 10.1016/52213-

2600(19)30049-9 1. Tashkin, Allergy Asthma Proc 2002; 23:233-242 . 2. Adcock et al, Am J Resp Crit Care Med 1996;154:771-782. 3. Tulicet al, Respir Res 2001; 2:333-339.

4. Scichilone et al, Pulm Pharmacol Ther 2013; 26:172-179. 5. Usmani, Curr Opin Pulm Med 2015; 21: 55-67. 6. Pirina et al, "Respir Med. 2018 Oct;143:74-81.



Better approach of small airway with ICS/LABA with an extrafine

formulation PARTICLE SIZES (MMAD)
Foster® Relvar® Symbicort® Seretide® Flutiforme2
(100/6)2 Elliptae®ss Turbohaler®? Diskus®?
2.3 um 3.1-3.3um 3.5um 3,6-4pum
: FluF/VI/UMEC
Smaller

1
2.
3.

particles can
reach the small §
airways? |

Foster 100/6 pMDI SmPc
Scichilone N, et al. - J Asthma Allergy. 2013; 6:1-11
Wolthers OD. Pediatr Allergy Immunol. 2016; 27: 13-21



Foster®offers Flexible posology
according to the patient’s need:'3 - Step s

1x2-2x2- MART

2x2 puffs**
/-

+
ADDITIONAL
TREATMENT

Step 1

Maintenance

8TREATMENT
SHOULD BE
INTENSIFIED

B

MART

1. Foster100/6 SmPC
2. Foster200/6 SmPC
3. Globallnitiatives for Asthma 2024



LAMA =Rl P PR ERE &

( o= VN REA R )

£ GINA 55| step 4 1 3 MR IHmEBP -
7 BUIE NN trough FEV, +91mL #n
+131mlL:

ICS/LABA

RESHEMICS A ICS/LABAR
AN ESJUIIEVES

C ERRER(CERE(E 21%: )

FEV,, forced expiratory volume in 1 s; GINA, Global Initiative for Asthma; ICS, inhaled corticosteroid; LABA, long-acting  agonist; LAMA, long-acting muscarinic antagonist.

1. Abadoglu O, Berk S. Clin Respir J. 2016;10(4):421-427.
2. BuhlR, et al. Pulm Pharmacol Ther. 2020;60:101881.
3. Kerstjens HAM, et al. N Engl J Med 2012;367:1198-1207.
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Phenotyping to Endotyping &a@i&:

eI

Diagnosis

Determination of whether asthma is refractory

Characterize subtype

v

Endotype
Gender l l
Age
Obesity Blood Sputum Exhaled
Ethnicity biomarkers biomarkers biomarkers
Smoking history IgE Eosinophils FeNO
Eosinophils Neutrophils
Periostin

Adapted from Dunn R, et al. Clin Pharmacol Ther. 2015;97:55-65

|

Genotype
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