Is It time to escalate to Triple Therapy and
Trelegy 200 for your asthma patients?
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Disclaimer

* This event is sponsored by GSK, in the interest of advancing the
scientific knowledge of healthcare professionals.

* | am receiving honoraria from GSK of this service.

* GSK dose not approve of or recommend the use of medicines in any
way other than that stated in the approved package inserts.

* For full prescribing information, refer to the package inserts approved
by TFDA.
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Asthma Is Characterized by Chronic Inflammation
& Variable Airway Obstruction
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Due to the chronic inflammation, ICS is the Bronchodilation in asthma can be achieved by
cornerstone in the management of asthma | the use of LABA and LAMA

DC, dendritic cell; IgE, immunoglobulin E; IL, interleukin; Th2, T helper 2; TSLP, thymic stromal lymphopoietin
1. Wenzel S. Nat Med 2012;18:716-725

2. Palomares O & Akdis CA. 2015. ISBN:978-0-323-29875-9

3. Palomares O, et al. Immunol Rev 2017;278:219-236



Mechanism of Glucocorticoid-mediated Anti-inflammation
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The Complementary Mechanisms of Action of LABA, LAMA & ICS

* Synergic effects between ICS and B,-agonists?
* B,-agonists enhance the action of corticosteroids, with an increase in nuclear translocation of glucocorticoid receptors.
* Corticosteroids increase the expression of B,-adrenergic receptors in the lungs and prevent their downregulation and
uncoupling in response to B,-agonist activation

* Muscarinic antagonists provide bronchodilation in a way that is both complementary and different to ,-agonists.!

ICS & LABA!

Glucocorticosterorid
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Inhibit airway smooth
GRE, glucocorticoid-responsive elements; SNS, sympathetic nervous system

Relax airway
smooth muscle

muscle constriction

1. Barnes PJ, Adcock IM. Ann Intern Med 2003;139:359-370
2, Lipworth BJ. Br J Clin Pharmacol. 2014;77(1):55-62 4.




Asthma Is A Heterogeneous Disease With Several Phenotypes

Age of Onset
Early Late

Lung Function
(FEVY)

Preserved Preserved Low

Allergic
Status

SARP Cluster 1 and 2 SARP Cluster 4 SARP Cluster 3 (+) obese SARP Cluster 5
U-BIOPRED 1 U-BIOPRED 4 U-BIOPRED 2 (+) obese U-BIOPRED 4 (+) obese
UK. Cluster 3 UK. Cluster 1 UK. Cluster 4 U.K. Cluster 2 (+) obese

Yan TEA Cluster 3 Mixed granulocytic cluster Yan TEA Cluster 1 Yan TEA Cluster 2
Eosinophilic Cluster Neutrophilic Cluster

FIG 1. Diagram showing similarities between asthma phonotypes in Custer analysis studies using age of
onset and kung function, Inflammatory subtypoes. 7.2 positive IgE level, positive SPT response, elevated
Fono value, elevated sosmophil count, ecsincphilic (T2L slevated cosnophil count, negative IgE
velUSPT responee, and slevated Fino value, non-T2 normal scsinophldl coumt, negative IgE levelSPT
responss, and normal Fowo vialue Disesss modifier ncludes cbesity, which s present In both
oosinophific and nonecsinophilic lute-onset ssthma. £O0S, Eosinophils
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Figure | Asthma phenotypes, based on cluster analysss

Notes: Reprinted with permission of the American Thoracic Society. Copyright® 2018 American Thoracic Soclety. Haldar P, Pavord 1D, Shaw DE, Berry MA, Thomas M,
Brightling CE, Wardlaw AJ, Green RH. Cluster analysis and dinical asthma phenotypes, Am | Respir Crit Cove Med, 2008:178(3):218-24." The American journal of Respiratory
and Critical Care Medicine Is an official journal of the American Thoracic Soclety

1. J Allergy Clin Immunol. 2019 Jul;144(1):1-12.
2. 2.J Asthma Allergy. 2019; 12: 7-19.



GINA-defined Asthma Treatment Goals
Can Be Summarized as:

-

To achieve good control
of symptoms and
maintain normal
activity levels

J

To minimize future risk
of exacerbations, fixed airflow
limitation and

\ side effects /

GINA 2022. www.ginasthma.org



http://www.ginasthma.org/

Adults & adolescents
12+ years

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

and

(Track 1). Using ICS-formoterol
as reliever reduces the risk of
exacerbations compared with
using a SABA reliever

and
ALTERNATIVE RELIEVER
(Track 2). Before considering a
regimen with SABA reliever,
check if the patient is likely to be
adherent with daily controller

Other controller options for either
track (limited indications, or less
evidence for efficacy or safety)

STEPS 1 -2

Symptoms
Exacerbations
Side-effects
Lung function
Patient satisfaction

As-needed low dose ICS-formoterol

STEP 1

Take ICS whenever
SABA taken

STEP 3
Low dose
maintenance
|CS-formoterol

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

Comorbidities
Inhaler technique & adherence
Patient preferences and goals

" w;i" Treatment of modifiable risk factors

and comorbidities
Non-pharmacological strategies

Confirmation of diagnosis if necessary

ASTRND

Asthma medications (adjust down/up/between tracks)

Education & skills training

STEP 4
Medium dose
maintenance
|CS-formoterol

RELIEVER: As-needed low-dose |ICS-formoterol

STEP 2

Low dose
maintenance ICS

STEP 3

Low dose
maintenance
ICS-LABA

STEP 4
Medium/high

ICS-LABA

RELIEVER: As-needed short-acting beta,-agonist

Low dose ICS whenever
SABA taken, or daily LTRA,
or add HDM SLIT

Medium dose ICS, or
add LTRA, or add
HDM SLIT

high dose ICS

dose maintenance

Add LAMA pr LTRA or
=i\ , or switch to

STEP 5

Adao AMA

Refer for assessment

of phenotype. Consider

high dose maintenance

ICS-formoterol,

* anti-IgE, anti-IL5/5R,

anti-IL4R, anti-TSLP
See GINA
severe
asthma guide

STEP 5

Refer for assessment
of phenotype. Consider
high dose maintenance
ICS-LABA, * anti-IgE,
anti-IL5/5R, anti-IL4R,
anti-TSLP

Add azithromycin (adults) or
LTRA. As last resort consider
adding low dose OCS but
consider side-effects

© Global Initiative for Asthma, www.ginasthma.org



More than One in Three Patients Remain Uncontrolled
Despite Using Inhaled Treatments

Proportion of patients with uncontrolled asthma despite receiving LABA/ICS
One year follow up in UK primary care settings

Medium-dose LABA/ICS High-dose LABA/ICS
(n=29,229) (n=16,575)

Retrospective cohort study in patients with asthma newly initiated with medium- or high-dose ICS-LABA, followed up for
ICS, inhaled corticosteroid; LABA, long-acting beta agonist a minimum of 12 months. Data from the United Kingdom Clinical Practice Research Datalink analysed between 01
Buhl R et al., Respir Med. 2020 Feb;162:105859. January 2006 and 28 February 2016. Plotted data is patients who were uncontrolled during the post-index period.



> Many Patients with Asthma Continue to Experience
Symptoms Despite Treatment with ICS/LABA

Patients may continue to experience
symptoms on ICS/LABA therapy:!

ANOOANANON
~50% Suffer from one or more @ U U u u U U u U U U

night-time awakenings a week

~50%  eirenseneces (0 30%

Have normal activities affected by @b
~ )
2 5 /O symptoms 3 or more days
a week of whom continue to experience symptoms despite good
adherence and inhaler technique?

ICS, inhaled corticosteroid; LABA, long-acting B,-agonist. 11
1. Price D, et al. NPJ Prim Care Respir Med 2014;24;14009; 2. Bateman ED, et al. Am J Respir Crit Care Med
2004;170;836-44.



} Poor asthma symptom control may be a result of overlooked and
undertreated bronchoconstriction

13-26% of patients underperceive Undertreated bronchoconstriction
bronchoconstriction due to asthma due to asthma

Bronchoconstriction is contributes to poor asthma
often overlooked by patients1—3 symptom control4®

. Barnes PJ, et al. J Allergy Clin Immunol 2019;144;1180-6; 2. van Schayck CP, et al. Thorax 2000;55;562-5; 3. GINA: Global Strategy for Asthma Management and
revention 2022. http://www.ginasthma.org [Accessed July 2023]; 4. Thamrin C, et al. Thorax 2011;66;1036—42; 5. Heffler E, et al. Respir Med 2016;112;45-50.
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http://www.ginasthma.org/

Symptoms are reported more in patients with asthma with
airflow obstruction than without and could be due to
undertreated bronchoconstriction

Wheeze _ m Reversible airway obstruction

® No airway obstruction

Phlegm

Shortness of breath

Asthma symptom attacks

Percentage of patients reporting respiratory symptoms

Adapted from Vonk JM, et al. Thorax 2003;58:322—7. Copyright © 2003 BMJ Journals. All rights reserved.
Vonk JM, et al. Thorax 2003;58:322-7.

13



(i g
‘8
&/
2

Difficult-to-treat asthma (17% of total asthma patients)
remain high unmet needs in clinical practice

Box 1. What proportion of adults have difficult-to-treat or severe asthma? Proportion of patients with uncontrolled
asthma despite receiving high-dose LABA/ICS

(n=16,575)

TI.I 46%

24% 17% 3.7%
GINA Step 4-5 difficult-to-treat asthma @ severe asthma
treatment = GINA Step 4-5 freatment = GINA Step 4-5 freafment
+ poor symptom control + poor symptom control
+ good adherence and
inhaler technique ICS = inhaled corticosteroid; LABA = long-acting beta agonist
Retrospective cohort study in patients with asthma newly initiated with medium- or high-dose
ThESE data are frDm a Dutch prulatIGn SUWET’F D'r peﬂple :_h‘l B Years with aSthmﬂE ICS-LABA, followed up for a minimum of 12 months. Data from the United Kingdom Clinical

Practice Research Datalink analysed between 01 January 2006 and 28 February 2016.
Plotted data is patients who were uncontrolled during the post-index period.

Hekking et al, JACI 2015 Buhl R, et al. Resp Med 2020;105859.

© Global Initiative for Asthma, www.ginasthma.org



Benefit of LAMA In Asthma Treatment
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LAMA, long-acting muscarinic antagonist; M3, muscarinic acetylcholine subtype 3; SAMA, short-acting muscarinic antagonist.
Figure from Expert Opin Investig Drugs 2017;26;761-6. figure 1.

1. Ferrando M, et al. Expert Opin Investig Drugs 2017;26;761-6; 2. Gosens R, et al. Eur Respir J 2018;52;1701247; 3. Bulkhi A, et al. Drugs 2016;76;999-1013

LAMAS prevent bronchoconstriction and

Mucus secretion

17

Acetylcholine plays a key role in the
pathophysiology of obstructive airway
diseases such as asthma, through binding
to muscarinic receptors inducing bronchial
smooth muscle constriction!-3

LAMAS bind to and inhibit activation of

M3 receptors by acetylcholine, blocking
smooth muscle contraction and preventing
bronchoconstriction?

LAMAs also inhibit a key feature
of asthma
— Acetylcholine-induced mucus?

reduce

Parasympathetic

————————————————————————————————_—————_—————_

vagus nerve
2y S

-~

Acetylcholine '. 7 * Acetylcholine

LAMA/SAMA

Airway smooth M3 \( x/ M3 ; Aiqway
muscle cell ‘ epithelium

Prevent Inhibit

A mucus
bronchoconstriction c..retion
| \ 4
Bronchoconstriction Increased
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secretion
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p- Respective Advantages of LAMA and LABA

1.

2.

http://biosiva.50webs.org/respiration.html (last accessed 2023.07);

Number
Name of branches of tubes
in branch
Trachea 1
Bronchi 2
g LAMA:
N 4 predominantly inhibits
g tonic contraction
.g ‘ | A 8 of large airways
8 | Bronchioles ) 16
A 32
J
1 /
Terminal bronchicles I’ y
\\ 6 x 10%
Respiratory bronchioles Q
(] 3
S A 5x 10°
2 predominantly inhibits
o [ — phasic contraction
7 = AR of small airways
& .
Alveolar sacs 8x 10°

Allergy Asthma Immunol Res. 2017 September;9(5):386-393;
3. Nature reviews. Disease primers;2015;1;15076

Symptoms / Signs

Chest tightness
Breathlessness at rest
(tonic contraction)
Breathlessness on
rapid breathing

(airflow turbulence)

Upper wheezes

Exertional dyspnea and
exercise incapability
(dynamic air-trapping)

Vulnerability to

environmental stimulation
(phasic contraction)

End-expiratory wheezes

18


http://biosiva.50webs.org/respiration.html

LAMA Work Through a Distinct, Complementary
Pathway to Support Bronchodilation

Parasympathetic
cholinergic neuro /

—

Acetylcholme »
LAMA < LABA
In the airways, LAMA block the € a LABA stimulate beta, -adrenergic
bronchoconstrictor effects of acetylcholine ¢ receptors, which increases cyclic AMP
on M3 muscarinic receptors in smooth P > levels in smooth muscle cells, causing
relaxation of bronchial smooth muscles’

muscle cells, leading to bronchodilation’ > |

-
P X
> a O Bronchodilation

M, Muscarinic B,-Adrenergic
receptors receptors

O Bronchoconstriction

ICS bind to intracellular glucocorticoid receptors in
smooth muscle as well as immune and epithelial cells
to promote the synthesis of anti-inflammatory proteins
and inhibit the synthesis of proinflammatory cytokines,
leading to decreased inflammation2#

LAMA=long-acting muscarinic antagonist.
References: 1. Cazzola M, et al. Pulm Pharmacol Ther. 2010;23:257-267. 2. Suissa S, et al. Proc Am Thorac Soc. 2007;4:535-542. 3. Raissy HH, et al. Am J Respir Crit Care Med. 2013;187(8):798-803. 4. Barnes PJ. Pharmaceuticals (Basel).

2010;3(3):514-540.
19



Endotyping Asthma: T,,2-high asthma & non-T,2 asthma

® T,2 high most recognized phenotypes are allergic and eosinophilic asthma

Severity

T2

T,2

Allergic
asthma

Allergy/duration

Late-onset,
eosinophillic

Non-T,2

Q) .9

= =

. 'Oé—) S -0

o 0= 53O

Obesity | £ g = Eg3
associated g o 2 £75 o
S o (=)

(f)%q_) S = o

c e S

G

o

v

Childhood

Adult
Age at onset

Adult

AERD, aspirin-exacerbated respiratory distress; EIA, exercise-induced asthma; Th2, T helper 2
1. Wenzel S. Nat Med. 2012;18:716-725

2. Woodruff PG, et al. Am J Respir Crit Care Med. 2009;180:388—395

3. Fahy JV. Nat Rev Immunol. 2015;15:57-65



Add on LAMA Treatment Could Be Started
With A Specific Phenotype of Asthma Subjects

(%9)
S D

Virus-induced Late-onset
Asthma Asthma
@ &Z z ;
Obese Asthma Nocturnal Asthma
9 9
. q?’l
GORD Asthma Cough-Variant
Asthma

Q

Current-smoker
Occupational Asthma

n

Asthma-COPD
Overlap

R

OSA or UARS
Asthma
Courtesy of Prof. Lin in CGMH-LK



GP OR SPECIALIST CARE

Consider referring to specialist or severe asthma clinic at any stage

DIAGNOSIS:

“Difficult-
to-treat
asthma”

For adolescents and
adults with symptoms
and/or exacerbations
despite medium or
high dose ICS-LABA,
or taking maintenance
0Cs

Key

decision,
filters

intervention,
treatment

diagnosis,
confirmation

Confirm the diagnosis
(asthma/differential
diagnoses)

Look for factors
contributing to symptoms,
exacerbations and poor
quality of life:

« Incorrect inhaler technique
« Suboptimal adherence

« Comorbidities including obesity,
GERD, chronic rhinosinusitis, OSA

« Modifiable risk factors and
triggers at home or work, including
smoking, environmental exposures,
allergen exposure (if sensitized);
medications such as beta-blockers
and NSAIDs

« Overuse of SABA relievers
« Medication side effects

« Anxiety, depression and social
difficulties

Severe Asthma Managements Proposed by GINA

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

Optimize management,
including:

» Asthma education

* Optimize treatment (e.g. check and
correct inhaler technique and
adherence; switch to ICS-formoterol
maintenance and reliever therapy,
if available)

« Consider non-pharmacological
interventions (e.g. smoking
cessation, exercise, weight loss,
mucus clearance, influenza and
COVID-19 vaccination)

« Treat comorbidities and
maodifiable risk factors

« Consider non-biologic add-on
therapy (e.g. LABA, LAMA,
LM/LTRA, if not used)

« Consider trial of high dose ICS-
LABA, if not used

V

Review response after ~3-6 months

DIAGNOSIS:
Is asthma

still uncontrolled?

Consider stepping down
treatment, OCS first
(if used)

Restore previous dose

Does
asthma become
uncontrolled when
treatment is stepped
down?

yes

no

Continue optimizing
management

AN
7

“Severe If not done by now, refer to
asthma” BE specialist, if possible



Could patient
have Type 2 airway
inflammation?

no

(No evidence of Type 2 airway inflammation

Review the basics: differential diagnosis, inhaler technique, adherence,
comorbidities, side-effects

Avoid exposures (tobacco smoke, allergens, irritants)

Consider investigations (if available and not done)

- Sputum induction

- High resolution chest CT

- Bronchoscopy for alternative/additional diagnoses

Consider trial of add-on treatments (if available and not already tried)

- LAMA

Low dose azithromycin
Anti-IL4R ¥ if taking maintenance OCS
Anti-TSLP* (but insufficient evidence in patients on maintenance OCS)

As last resort, consider add-on low dose OCS, but implement strategies
to minimize side-effects

Consider bronchial thermoplasty (+ registry)
Stop ineffective add-on therapies

Go to section 10

SILNE]
\\‘\ )/‘,[

Gig
Z

ISTund

uh A



Could patient
have Type 2 airway
inflammation?

yes

Consider other treatments

(Type 2 airway inflammation

» Consider adherence tests
» Consider increasing the ICS dose for 3-6 months

» Consider add-on non-biologic treatment for
specific Type 2 clinical phenotypes, e.g. AERD,
ABPA, chronic rhinosinusitis, nasal polyposis,
atopic dermatitis

Is add-on
Type 2 biologic yes
therapy available/
affordable?

ino

If add-on Type 2-targeted biologic therapy is

NOT available/affordable

» Consider higher dose ICS, if not used

» Consider other add-on therapy

(e.g. LAMA, LM/LTRA, low dose azithromycin)

» As last resort, consider add-on lo
implement strategies to minimize

 Stop ineffective add-on therapies

w dose OCS, but
side-effects

Go to section 10
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LAMAS Approved for Treatment of Asthma

TRIPLE THERAPY FIRST GLOBAL

THERAPY (ICS/LAMA/LABA) APPROVAL SPONSOR

. . Boehringer
Tiotropium Add-on to . g . . ) ,
(TIO) ICS/LABA PrimoTinA Spiriva Respimat 2014 IngeIPhﬁezlg and
Umeclidinium Triple therapy Fluticasone
(UMEC) (ICS/LAMA/LAB furoate/Umeclidinium/ CAPTAINS3 Trelegy Ellipta 20204 GSK
A) Vilanterol
. Mometasone
Glycopyrronium (:-Cr'lsr;lfAE\:eA?&lB furoate/Glycopyrroniu IRIDIUMS Enerzair 20205 Novartis
bromide (GLY) A) m bromide/Indacaterol Breezhaler
acetate
Beclometasone
. Triple therapy  dipropionate/Glycopyrr .
Gt',ﬁf.ﬁchgﬁ?q (ICS/LAMA/LAB onium TRITI\l/lafGRc/:ENand Trimbow pMDI 20212 Farmaccr;f:ilci SpA
A) bromide/Formoterol P
fumarate

ICS, inhaled corticosteroid; LABA, long-acting B,-agonist; LAMA, long-acting muscarinic antagonist; pMDI, pressurised metered dose inhaler.

1. Kerstjens HAM, et al. N Engl J Med 2012;367;1198-207; 2. Boehringer Ingelheim Spiriva Respimat press release 16 September 2015 [Accessed July 2023];

3. Lee LA, et al. Lancet Respir Med 2021;9; 69-84; 4. GSK Trelegy Ellipta press release 9 September 2020 [Accessed July 2023]; 5. Kerstjens HAM, et al.

Lancet Respir Med 2020;8;1000-12; 6. Novartis Enerzair Breezhaler press release 7 July 2020 [Accessed July 2023]; 7. Virchow JC, et al. Lancet 2019;394;1737-49; 25
8. Chiesi Trimbow press release 1 February 2021 [Accessed July 2023].


https://www.boehringer-ingelheim.com/us/press-release/fda-approves-boehringer-ingelheims-spiriva-respimat-maintenance-treatment-asthma
https://www.gsk.com/en-gb/media/press-releases/fda-approves-trelegy-ellipta-as-the-first-once-daily-single-inhaler-triple-therapy-for-the-treatment-of-both-asthma-and-copd-in-the-us/
https://www.novartis.com/news/media-releases/novartis-receives-ec-approval-enerzair-breezhaler-including-first-digital-companion-sensor-and-app-can-be-prescribed-alongside-treatment-uncontrolled-asthma-eu
https://www.chiesi.com/en/chiesi-group-receives-the-european-marketing-authorisation-for-trimbowr--28beclometasone-dipropionate-2C-formoterol-fumarate-2C-glycopyrronium-29-an-extrafine-formulation-fixed-triple-combination-therapy-for-the-treatment-of-asthma/

_ung function improvements were observed with
CS/LAMA/LABA triple therapy compared with
CS/LABA in several clinical trials

PrimoTinAl-3 CAPTAIN?

o A 110 mL A92mL
2 A 88 mL A111 mL 180 - 95% Cl: 66, 153 95% Cl: 49, 135
£, -
g3 200 95% Cl: 27, 149 95% Cl: 53, 169 p<0.001 ESZ 160 p<0.00012 p<0.0001%
5% p=0.01 23% 140
£z 150 SET 120 -
'?3 kS 5 § L 100 A
& §° 100 5o 80 1 76
£ 56 44 o3
c£ 50 E% S 60 1
ga n=222 n=232 w8E 40 A 24
33 0 j -235 20+ =379 n=385
g = TIO Placebo TIO Placebo 0

: cevo o ° .
% N Respimat® g Respimat N Respimat' g Respimat® , EEIUMECVI EEMI EF/UMECIVI EEVI
3 Tl Trial 2 100/62.5/25 100/25 200/62.5/25 200/25

TRIMARAN & TRIGGER®

A 76 mL A 65 mL A 57 mL A73mL
9 . ) ] 250 - 95% Cl: 15, 99 95% ClI: 26, 120
9 350 - 95% CI: 41, 111 95% Cl: 31, 99 o p=0.008 p=0.0025
3 p<0.001 p<0.001 =0
2 - 300 - 2o 200 1
o E =
£ 250 A 299 23
23 83 150 A
F& 200 293 255 265
2% 150 s 2 & 100 1 127
£ 9o = £
g% 1001 58 50 5
o T 574 571
E’ 50 1 n=538 n=527 n=527 ‘g 8 0 A _ n
.5 0 1 T ; BDP/FOR/GLY BDP/FOR T BDP/FOR/GLY BDP/FOR
MF/IND/GLY MF/IND MF/IND/GLY MF/IND \ 100/6/10 10076 J \ 200/6/10 20076
80/150/50 160/150 160/150/50 320/150

TRIMARAN TRIGGER

It is inappropriate to draw any comparisons and /or make any conclusions as the study design, demographics and other criteria may be different.

All doses are presented in ug. “p-value adjusted for multiplicity; “co-primary endpoint.

BDP, beclometasone dipropionate; Cl, confidence interval; FEV,, forced expiratory volume in 1 second; FF, fluticasone furoate; FOR, formoterol fumarate; GLY, glycopyrronium bromide; ICS, inhaled
corticosteroid; IND, indacaterol acetate; LABA, long-acting B,-agonist; LAMA, long-acting muscarinic antagonist; LS, least squares; MF, mometasone furoate; TIO, tiotropium; UMEC, umeclidinium; VI,
vilanterol.

1. Kerstjens HAM, et al. N Engl J Med 2012;367;1198-207; 2. ClinicalTrials.gov NCT00772538. [Accessed July 2023]; 3. ClinicalTrials.gov NCT00776984. [Accessed July 2023]; 26
4. Lee LA, et al. Lancet Respir Med 2021;9;69-84; 5. Kerstjens HA, et al. Lancet Respir Med 2020;8;1000-12; 6. Virchow JC, et al. Lancet 2019;394;1737-49.


https://clinicaltrials.gov/ct2/show/results/NCT00772538
https://clinicaltrials.gov/ct2/show/results/NCT00776984

Confirmation of diagnosis if necessary

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

Comorbidities :
Inhaler technique & adherence ASTNd
Patient preferences and goals

Adults & adolescents
12+ years
Personalized asthma management

Assess, Adjust, Review
for individual patient needs

UIJIQ
§od

Symptoms
Exacerbations
Side-effects
Lung function
Patient satisfaction

Treatment of modifiable risk factors
and comorbidities
Non-pharmacological strategies
Asthma medications (adjust down/up/between tracks)
Education & skills training

STEP 5
SUELFC gzgé??olr_gs'\,ﬂséssment
STEP 3 Medium dose of phenotype. Consider
CONTROLLER and STEPS 1 -2 Low dose Irgasmftc?rnrﬁcr;feerol high dose maintenance
PREFERRE.D RELIEVER As-needed low dose ICS-formoterol maintenance ICS-f_ormotero_I,
(Track 1). Using ICS-formoterol ICS-formoterol + anti-IgE, anti-IL5/5R,
as reliever reduces the risk of anti-IL4R, anti-TSLP

See GINA
severe
asthma guide

exacerbations compared with

using a SABA reliever RELIEVER: As-needed low-dose IC§

STEP 5
Add-on LAMA
STEP 3 Medium/high Refer for assessment
CONTROLLER and STEP 2 Low dose dose maintenance ﬁ{g%hggg;y %Zirigﬂiffé
ALTERNATIVE RELIEVER STEP 1 orlce maintenance (CSLABA ICS-LABA, * anti-IgE,
(Track 2). Before considering a Take ICS whenever maintenance ICS ICS-LABA anti-IL5/5R, anti-IL4R,
regimen with SABA reliever, SABA taken anti-TSLP

check if the patient is likely to be

adherent with daily controller RELIEVER: As-needed short-acting geta,-agonist

Other controller options for either Low dose ICS whenever Medium dose ICS, or Add LAMA or LTRA or ﬁ?gzzﬂr&?ﬁ’ggéﬁdcﬂtnss)ig;r
track (limited indications, or less SABA taken, or daily LTRA, | add LTRA, or add HDM SLIT, or switch to :

i i high dose ICS adding low dose OCS but
evidence for efficacy or safety) eI e Ak LT D Y consider side-effects

© Global Initiative for Asthma, www.ginasthma.org



Tiotropium in Asthma Poorly Controlled with

Primo-TinA

Treatment: add-on therapy

to ICS (2800 pg budesonide Follow-

Screening ) or equivalent) + LABA l up ;

| 1 1 1

Visit 0 1 2 3 4 5 6 9 10

L. | | | | | | | J

Week -4 0 4 8 16 24 48 562
A Randomization

« b5-year or longer history of asthma

« Diagnosed before the age of 40 years.

« ACQ-7215

« Persistent airflow limitation

« Daily therapy with inhaled glucocorticoids (2800 pg of
budesonide or the equivalent) and LABAs

« At least one exacerbation that was treated with
systemic glucocorticoids in the previous year

« Nonsmokers or to have a smoking history of fewer
than 10 pack-years, with no smoking in the year
before enrollment.

Standard Combination Therapy

Table 1. Baseline Characteristics of the Patients.”

Characteristic

Female sex — no. {56}
Age—yr
Body-mass indext
Race — no. (%)]
White
Other
Mever sroked cigareltes — no. (%)
Median age of astima onset — yr {range)
Median duration of asthrmz — yr (range}
Severe exacerbations in past year — no. (%)
<3
3-5
=5
Use of maintenance oral glucocorticoids — $6%*

Use of omalizumab — %

Mean daily ne. of puffs of short-acting beta-agonists|i

Use of theophyllines — %

Use of leukoatricne modifiers — 3

Use of antibistarmines — 5%

ACQ-7 score™ §+

AQLQ score*>ff

Forced expiratory volume in 1 sec
Walue before bronchodilation — fiters®*
Percent of predicted value befere branchodilation
Percent of predicted value after bronchodilation
Reversibility — m|

Forced vital capacity — litersi*

All Patients
(N=912)

551 (50.4}
53.0412.4
28.216.0

750 (83.2
153 (16.8)
692 (75.5)
26 [0-44)
28 (5-72)

738 (50.5)
128 {14.0)
46 (5.0}
53
3.9
3.2
16.7
223
14.7
2.640.7
4.6-1.1

1.603:0,54¢

S54.8+12.4
62.2:12.7
2172217

2.74420.500

Trial 1
Tiotrapium Placeto
(M=237) (M=222)
146 (61.6} 143 (64.4)
52.9+12.4 53.9+128
282153 28.116.4
200 (24.4) 187 [84.2)
37 (15.6) 35 (15.8)
182 (7e.8) 174 (78.4)
23 (0-40) 26 (0-39)
31 (6-70) 28 (6-68)
207 [84.8) 185 (83.3)
27 (11.4) 27 (12.2)
9(3.8) 10 (4.5)
6.3 5.0
25 4.5
18 33
18.5 212
25.3 275
203 16.2
2.7:0.7 2.7:0.7
4,6+1.1 46=1,1
1.59610.546  1.558=0.537
54.6+12.2 5462122
6151125 62.7:126
2014211 230=223
271510923  2.704=0.912

Trial 2
Tietropium Placebo
[N=219) [N=234)
127 {58.0) 135 (57.7)
S1A=12.5¢ S36=110
28.2159 28.2:5.8
176 (80.4) 196 (83.8)
43 {19.6) 38 (16.2)
158 {72.1) 178 (76.1)
25 [0-44) 27 {0-39)
26 (5-72)§ 28 {5-69)
173 181.7) 173 (73.9)
30013.7) 44 (18.8)
10 {6} 17(7.3)
3.7 2.6
2.7 6.0
34 13
4.2 128
164 18.7
14.27 81
2.620.7 2.610.7
4.6+1.0 4.7+1.1
1.653+0.562 1.588+0.506
5514128 55.0«126
62.6412.5 6234130
228+706 2094275
2.8%4£0.909 2.788£0.851

N EnglJ Med 2012; 367:1198-1207




FEV, Change from Baseline (ml)
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©
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86134 ml in trial 1 (P=0.01)

Days

FEV, Improvements
154132 ml in trial 2 (P<0.001)
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CAPTAIN trial: Designed to support personalised therapy for patients
with asthma

N=2,436 (ITT population)

Run-in Stabilization :
TRELEGY Ellipta (FF/UMEC/VI)
100/62.5/25 mcg QD (n=406)

. | e ICS/LABA (FF/VI)
Twice-daily Once-daily 200/25 mcg QD (n=406)
{ e B B TRELEGY Ellipta (FF/UMEC/VI) el
1 I2 . Ipta
250150 meg 00725 meg 200/62.5/25 mcg QD (n=408)

Additional patients included to explore a lower UMEC
dose to meet regulatory requirements (n=405)**

Patients
iInadequately
controlled on

ICS/LABA Additional patients included to explore a lower UMEC
dose to meet regulatory requirements (n=405)**

Run-in period Stabilisation period Fixed treatment period Variable treatment period Follow-up

Week -5 Week -2 Week 0 Week 24 Week 52 ~7 days after
ast study visit

Primary efficacy endpoint: Mean change from baseline in trough FEV, at Week 24

*Randomisation stratified by pre-study ICS treatment strength (medium vs high); Two UMEC doses (31.25mcg) were included in this study for regulatory authorities. The licensed UMEC dose in TRELEGY Elliptais 62.5 mcg, which
reflects
the data included in this presentation; FF, fluticasone furoate; ICS, inhaled corticosteroid; ITT, intention-to-treat; LABA, long-acting B,-agonist; QD, once daily; R, randomisation; UMEC, umeclidinium; VI, vilanterol.

ClinicalTrials.gov. NCT02924688. Available at: www.clinicaltrials.gov/ct2/show/NCT02924688 [accessed August 2021];
30ee LA, at al. Lancet Respir Med 2020. ePub September 2020 https://doi.org/10.1016/S2213-2600(20)30389-1 [accessed August 2021].



http://www.clinicaltrials.gov/ct2/show/NCT02924688
https://doi.org/10.1016/S2213-2600(20)30389-1

CAPTAIN Trial: Characters of Study Subjects

Age (years) 53.2 (13.11)
Female 1514 (62%)
BMI (kg/m?) 29.35 (6.642)
Pre-study ICS dose at Screening - mid 1621 (67%)
CV history/risk factor 1181 (48%)
Duration of asthma (years) 21.2 (15.31)
Smoking status

Never smoked 1966 (81%)

Former smoker 470 (19%)

Current smoker 0

revious 12 months
892 (37%)
1166 (48%)
2 378 (16%)

Number of exacerbations requiring oral/systemic corticosteroids and/or hospitalisation in

o

vV =

ITT population
BMI, body mass index; CV, cardiovascular; ICS, inhaled corticosteroid; ITT, intent-to-treat; SD, standard deviation.
Pavord I, et al. American Academy of Allergy Asthma & Immunology [AAAAI] 2020 AB241 # REF-78203; GSK DOF #REF-47001.
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CAPTAIN Trial: Efficacy of LAMA Addition in Trough FEV1

Difference 2 ) B Difference 118
(95% Cl 49 to 135); p<0-0001 (95% C174 to 162); p<0-0001
T 1 Difference 111 r ,
Difference 110 Difference 82 0 (95% €1 6710 155); p<0-0001 Difference 88
(95% C1 66 to 153); p<0-0001* (95% CI 39 to 125); p=0-0002 = f ' (95% C1 44 to 132); p<0-0001
- — 1 c Diﬁ'erence: 88 —
Difference 96 168 (13710 198) ‘@ 3004 : 286(255t0317)
(95% C152 to 139); p<0-0001 157(127t0188) £ - GaR Q411250000 256 (225 to 288)
— g 29 ' ! 243 (2120 274)
134 (104 t0 165) o =07 220 (189 to 251)
120 (89 to 151) § @
o -
g é 200 168 (137 to 199)
=
76 (450 106) € 3 150-132(100t0163)
£
2 € 1004
5 E— 100
24(-6to55) .55
. g 50
_ n=3 n=390 s
n=379 : : : n=369 n=375 n=379
] T T 1
— FEIUMECNE  FEUMECVI - FEUMECVI  FF/UMECVI FFIVI FFIUMECVI  FF/UMEC/VI FFVI FFIUMECVI  FF/UMEC/VI
100/25pg  100/31:25/25pg 100/625/25ug  200-25ug  200/31:25/25 pg 200/62:5/25 ug 100/25pg  100/31-25/25pg 100/62:5/25ug  200-25ug  200/31-25/25ug 200/62:5/25 g

Lee LA, at al. Lancet Respir Med 2020.
ePub September 2020



Mean annualised moderate and/or severe exacerbation rate (95% (1)

1.0+

09+

0.8

05

0-4 4

034

02+

014

CAPTAIN Trial: ICS Titration Decreased Asthma Exacerbation

Adjusted rate ratio 0-87 (95% (1 0-72-1.05); p=0-15

Adjusted rate ratio 0-97
(95% C10-81-117); p=0-78
f 7

0-70 (0-61-0-80)

0.68 (0-60-078)

n=809

0-61(0:53-070)

FF/VI FF/UMEC 31-25 pg/VI

FF/UMEC 62-5 pg/VI

All comers of CAPTAIN study

B Adjusted rate ratio 0.78
(95% C1 0-61-1.01); p=0-060
[ 1
Adjusted rate ratio 0-88
(95% €1 0-68-1-13); p=0-32
—
10~ Adjusted rate ratio 0-97
0-87 (95% C10-73-1.28); p=0-80
0.9- (0 73"1 04] r 1
0-76 Adjusted rate ratio 1.08
08 (0-64-0-92) (95% Cl 0-82-1.42); p=0-60
0-68 —_—

- (0.56-0-82)

O./ — 061
0-57 (0-50-0.74) 0
= 55
0-6 (0-47-0-69) (0-45-0-67)
()f) =
0-4 -
03- 35%
reduction
024 95% Cl: 14.8, 49.8; P=0.002
014
n=407 n=405 n=406 n=406 n=404 n=408
0 T T
FF/VI FF/UMEC/VI FF/UMEC/VI FF/VI FF/UMEC/VI FF/UMEC/VI
100/25pg  100/31-25/25pug 100/62-5/25 pg 200/25pg  200/31-25/25pg 200/62-5/25 pg

Lee LA, at al. Lancet Respir Med 2020.



Trough
FEV,
@ wk 24

Moderate/severe
exacerbation
rate
(1-52 wks)

LS mean (95% CI) change
from baseline in trough

Adjusted mean (95% CI)
annualised moderate/severe

Increasing ICS Is Effective in Asthma With Higher
EOS and FeNO Levels for Trough FEV, & Exacerbation Reduction

FEV, (mL)

exacerbation rate

300

200

EOS

100

-100-

2.0
1.6

1.2
1.0

0.8

0.6 7] m—

0.5
0.4

0.3

0.2+

50

l(I)O Z(I)O 3(I)0 4(IJO 5(I)0 6(IJO I
Baseline EOS count (cells/pl)

= [FF 100 pg-containing therapies === FF 200 ug-containing therapies

Pooled analysis
Unpooled analyses show similar trends for clinic trough FEV,; and moderate/severe exacerbation rate. Pooled analyses were performed post hoc. Best-fitting fractional polynomial models from 36 pre-defined models are presented.
EOS, eosinophil; FeNO, fractional exhaled nitric oxide; FEV,, forced expiratory volume in 1 second; FF, fluticasone furoate; ppb, parts per billion.
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Adding Umeclidium 62.5 ug leads to numerically greater improvements
in trough FEV, regardless of EOS/FeNO status

Trough
FEV,
at week 24

Moderate/severe
exacerbation
rate
(1-52 weeks)

FF/VI

LS mean (95% CI) change

Adjusted mean (95% CI)
annualised moderate/severe

from baseline in trough

FEV, (mL)

exacerbation rate

-100

300

200

EOS

100

2.0
1.6

1.2
1.0

0.8

0.6
0.5

0.4

0.3
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50

—— FF/UMEC 62.5 ug/VI
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Baseline EOS count (cells/pl)
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Triple therapy in uncontrolled asthma:
a network meta-analysis of phase lll studies

' o ~
MD ICS/LABA/LAMA :
FDC
BDP/FOR/GLY 200/12/20* ol i ( :DD,':(,:%;A;,% ,'23"
FF/VI/UMEC 100/25/31.25" ' FE/NVI 100/251
FF/VI/UMEC 100/25/62.5% l ME/IND 160/1501
MF/IND/GLY 80/150/50" - 3
L
ARGON 2020 CAPTAIN 2020
Ll RGON 2020 CAPTAIN 2020
CAPTAIN 2020 HD ICS/LABA FDC+TIO RIDIUM 2020 IRIDIUM 2020
IRIDIUM 2020 BDP/FOR 400/12%+TI0 57
FP/SAL 500/50"+TI0 5%
ARGON 2020
TRIGGER 2019 ARGON 2020 & HD 'CS/';?)EA/LAMA
/’ -~ BDP/FOR/GLY 400/12/20"
FF/VI/UMEC 200/25/31.25%
HD ICS/LABA FDC FF/NVIJUMEC 200/25/62.51
BDP/FOR 400/12¢ CAPTAIN 2020 TRIGGER 2019 MF/IND/GLY 160/150/50"
FF/VI 200/251 IRIDIUM 2020 \.
FP/SAL 500/50" o
MF/IND 320/1501 CAPTAIN 2020 [RIDIUM 2020

Eur Respir J 2021; 58: 2004233



Triple therapy in Uncontrolled Asthma: A Network Meta-analysis of Phase Ill Studies

HD ICS/LABA/LAMA FDC+TI0 versus MD ICS/LABA FDC HD ICS/LABA/LAMA FDC versus MO ICS/LABA FDC

HO ICS/LABA/LAMA FDC versus MD ICS/LABA FDC HD ICS/LABA FDC+T10 versus MD ICS/LABA FDC

HD ICS/LABA FDC versus MD ICS/LABA FOC ™ HD ICS/LABA/LAMA FOC versus HD ICS/LABA FDC — e

HD ICS/LABA FDC+TIO versus MD ICS/LABA/LAMA FDC « MD ICS/LABA/LAMA FDC versus MD ICS/LABA FOC B

MD ICS/LABA/LAMA FDC versus MD ICS/LABA FDC - HD ICS/LABA FDC+TIO versus HD ICS/LABA FDC ™

HD ICS/LABA/LAMA FDC versus MD ICS/LABA/LAMA FOC — MD ICS/LABA/LAMA FDC versus HD ICS/LABA FDC R
HD ICS/LABA FDC+TIO versus HD ICS/LABA FDC - HD ICS/LABA/LAMA FDC versus MD ICS/LABA/LAMA FDC B R

HD ICS/LABA/LAMA FDC versus HD ICS/LABA FDC E HD ICS/LABA FDC versus MD ICS/LABA FDC -
HD ICS/LABA/LAMA FDC versus HD ICS/LABA FDC+TIO lm HD ICS/LABA/LAMA FOC versus HD ICS/LABA FDC+TI0 =

MD ICS/LABA/LAMA FOC versus HD ICS/LABA FOC » HD ICS/LABA FOC+TI0 versus MD ICS/LABA/LAMA FDC =

—r— ———
0.40 0.50 0.63 0.79 1.00 1.2 ~50.0 0.0 500 100.0 150.0

Relative risk [95% Crl} of moderate to severe exacerbation Change [95% Crl] from basetine in trough FEV, mi
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E E
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¢ E
% »
2 X
£ £
- ?
% 2
B S
e >
= =
% B
I 2
L [=3
e a
a
) 0.00 0.25 0.50 0.75 1.00

0.00 0.25 0.50 0.75 1.00

SUCRA for change in trough FEV,
. SUCRA for reduction in risk of moderate to severe )
Eur Respir J 2021; 58: 2004233 adthera exacarbulion



Triple therapy in uncontrolled asthma:
a network meta-analysis of phase lll studies

=)

TABLE 3 Relative effects with 95% credible interval resulting from the subset network meta-analysis with

respect to the moderate or severe asthma exacerbations

Comparisons Moderate asthma exacerbation Severe asthma exacerbation
relative risk relative risk

Risk difference of moderate
to severe exacerbation

HD ICS/LABA/LAMA FDC versus

HD ICS/LABA FDC+TIO 0.87 (0.65-1.15) 141 (0.92-2.21) 0.4 .
MD ICS/LABA/LAMA FDC 091 (0.75-1.10) 0,65 (0.49-0.87)" VRICHLERVLAMA: HDICHLAMVLANA: HDICATLAANINA HBICALIBALANA
HD ICS/LABA FDC 0.8 (0.73-1.06) 0.75 (0.57-1.00)" o
MD ICS/LABA FDC 0.67 (0.55-0.82)" 0.57 (0.42-0.78)" tama [ otama [ Escatate cs Escalate ICS
HD ICS/LABA FDC+TIO versus MD ICS/LABA HD ICS/LABA MD ICS/LABA/LAMA  MDICS/LABA
MD ICS/LABA/LAMA FDC 1,04 (0.78-1.44) 0.46 (0.29-0.72)" s e s S
HD ICS/LABA FDC 1.00 (0.76-1.39) 0.53 (0.33-0.85)" S
MD ICS/LABA FDC 0.77 (0.56-1.07) 040 (0.24-0.66)" 2 1504
MD ICS/LABA/LAMA FDC versus 5 o
HD ICS/LABA FDC 0.96 (0.79-1.18) 1.16 (0.87-1.58) Zu 1257
MD ICS/LABA FDC 0.74 (0.61-0.89)" 0.88 (0.66-1.16) $2
HD ICS/LABA FDC versus 2c 757 .
MD ICS/LABA FDC 0.76 (0.62-0.94)" 0.76 {0.55-1.02) £2 s0;
= E 25
0

MD ICS/LABA/LAMA  HD ICS/LABA/LAMA HD ICS/LABA/LAMA HD ICS/LABA/LAMA

FOC FDC FOC FDC
+LAMA
T Lama titama P eecatate 1cs S B
MD ICS/LABA HDICS/LABA  MDICS/LABA/LAMA  MD ICS/LABA

Eur Respir J 2021; 58: 2004233 FOC FOC FDC FOC
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95% of patients can use Ellipta correctly after just one demonstration

of patients can use Ellipta correctly
after just one demonstration
(n=1,000/1,049)*

100% of patients maintained
correct inhaler technique at 2-
and 4-week follow-up

Ellipta - Patient preferred & has less critical errors!?

~Pooled data from 3 randomised, double-blind studies in which Relvar 100/25mcg OD or FF 100mcg OD was delivered via the Ellipta inhaler
FF:Fluticasone Furoate; OD: Once Daily

Svedsater H et al. NPJ Prim Care Respir Med; 2014; 24; 14019; 1-3



Device Training: ELLIPTA is associated with less inhaler
teaching time compared to other commonly used inhalers

[ BHAZE—ERABREENRABERZnaivelBRT - BITREMHERE - ]

u Elllpta N=100 N=118 N=98

10 Ngo | p<O.00L  p0.00l | p<0.001 57-70% of patients
% 9 , | ! 85 8.44 made no errors using
= ' p<0.001 : 7.8 : | .
v 8 : ; ; ; the ELLIPTA inhaler,
(%) N=171 1 | i 1 2
o7 § 63 ; ; after reading PIL.
% 6 p<0.001 |
S 5 i | e | For the other inhalers,
S 393 | 379 | i | more than half of the
o 4 : i i . 3.15 :
5 3 2.75 g . 2.87 ; L patients could not
° | g g § perform correct use
o 2 | | i | after reading the PIL
£ 1 i i i i
= ; | | | only.

0 ; : : |

vs Accuhaler vs MDI ! vs Turbuhaler ! vs Handihaler ! vs Breezhaler

*Critical error: defined as errors that are likely to result in no, or minimal, medication being delivered to the lungs. patients were naive to
Ellipta and at least one other inhaler device (patients naive to Breezhaler and Handihaler must also have been naive to all other inhaler
devices that required a capsule)

COPD, chronic obstructive pulmonary disease; MDI, metered-dose inhaler, PIL: Patient Information Leaflet

GSK created image, van der Palen J, et al. NPJ Prim Care Respir Med. 2016;26:16079;1-8.



Summary

€ Increasing ICS may reduce exacerbation and improve lung function in uncontrolled
asthma, either T2 or non T2, but more benefit in T2 high patients

€ Add on LAMA to HD/MD ICS + LABA may improve lung function, and modestly
decrease exacerbation.

€ We could use blood eosinophil or FeNO to predict response of escalating ICS or
adding LAMA for AE prevention.



Case 2: Addition of LAMA In
Difficult To Treat Asthma



ldentification

* Mr. C

* Age: 62 years old [2023]

* Gender: male

* First visit to my clinic: 2021/01/27

* Chief complaint: referred by cardiologist due to refractory wheezing
* BH: 165 cm, Bwt: 78 kgw, BMI = 28.65



Past & Social History of Mr. C

* Previous medical illness:
* CRS s/p FESS in 2016, followed at ENT OPD
« HTN/DM under regular OPD follow up at CV OPD

* Occupation:
e Construction site worker

* Active smoker: hesitated about smoking cessation, more than 25
pack-year

* Residency: urban area of Kaohsiung City



Findings of Echocardiography & ENT Fiberscopy

R R
| .Chamber and function
LA dilatation
Concentric LVH
Adequate global LV systolic function
Impaired myocardial relaxation , borderline LA (LV filling) pressure,
average, E/E =8.6
Normal RV function
Normal RA pressure
Mild pulmonary hypertension, PA systolic pressure=45mmHg

2.Valves
Mild MR
Moderate TR

MENR TR ERS

(2020/05/06) Fiberoscopy:

Nasal cavity: patent nasal cavity, no ulcer, no obvious tumor; no obvious nasal polyps:; mucopus arising from left mddle
meatus (+)

Nasopharynx: smooth mucosa, bilateral Rosenmullar fossa patent, no obvious tumor; PND (+)

Oropharynx: smooth mucosa, no obvious tumor; tongue base lymphoid hyperplasia (+)

Hypopharynx: smooth mucosa, no ulcer, no obvious tumor

Larynx: freely bilateral vocal movement, no obvious tumor . . L. .
Keep intra-nasal steroids + anti-histamine
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About Mr. C Asthma

* Diagnosed at the age during his thirties. Family Hx: (-)

* He received ICS/LABA as controller for about 2 decades, but limited
adherence to inhalation therapy by self-statements.

* Moved back to Kaohsiung City 2 years ago since retirement, but still
under regular clinic visit in Tai-Tung for asthma medication.

* Frequent LMD visit for steroids injection due to SOB/wheezing =
every one or two months.



Diagnostic Examinations At My Clinics

2022/01/27

Chest PA view shows:

>Bilateral lung markings increased.

>No pleural effuston.

>No obvious mediastinal mass like lesion.
>The heart shadow is borderline enlarged.
>Status after fixation of the spine.

I - e ey S
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Lung Function Test Was Performed in Dec 2021

Spirometry PRE-RX POST-RX
PRED BEST %PRED BEST %PRED % Chg
FVC Liters 3.28 2.83 86 3.13 96 1
FEV1 Liters 242 1.99 82 2.21 91 1
FEVI/IFVC % 70 70
FEF25-75% L/sec 3.37 122 36 1.39 41 14
FEF50%  L/sec 461 192 42 2.20 48 15
PEF L/sec 7.65 5.00 65 6.91 80 38
MWV L/min 102
PRE___ POST

Flow

a -

s *

4

Volume

? 8

0 s b 'y

2- i

4 2 2 - - e = =t

-8 o | (3 } + . 4 4 : . 4 + ‘- 4

' W e ® E e 2 3 Tmi S e B
Comments:
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T2 Inflammatory Potency Was Not Obvious

o helreA @R WY 25
WBC 7.9 1073/pL  3.4-9.1

Seg 48.6 % 43.0-64.0

Eos 2.0 % 0.0-6.0 Absolute eosinophil count = 158
Baso 04 % 0.0-1.0

Mono 9.1 |% 3.0-9.0

Lymph 39.9 % 27.0-47.0

> G Hif 2FER
of BB &R HUI 7l MAST/ immunoCAP were not performed
IgE 40.5 IU/mL 0-100 FeNO was NOT available then



Question 4: For patients with difficult-to-treat asthma,
how to evaluate and correct their comorbidities and

other modifiable risk factors?

Recommendation hasthis |
We recommend using a check list to comprehensively T"‘f\‘(‘f =T
evaluate the modifiable risk factors, including smoking | Activesmoking [INo  [INo
status, exposures to environmental tobacco, allergens, epientananmonl Ovee || Cives
and indoor and outdoor air pollutants. We also o oo e e iants, 1IN0 [INo
recommend using a check list to evaluate comorbidities, ST [IYes  [Yes
. ‘ . ' . .is . " Chronic rhinosinusitis CN CIN
including chronic rhinosinusitis, COPD, bronchiectasis, — DYO []vo
OSA, cardiac diseases, GERD, anxiety and depression, and | gicease . | [iNo  [iNo
ObeSlty' Bronchiectasis }:} Kleos H Leos
BEV[EH”E [ASTHM Obstructive sleep apnea EK&S Er\leos
Cardiac diseases E:\rfleos HII?
Gastroesophageal reflux disease HLG‘: HLGOS
Anxiety and/or depression % :ﬁ)s E K’?
; [ Yes [1Yes
TSPCCM 2020 Obesity CINo CINo




Active Problems & Plans

* Active smoker, hesitating for * Refer to specialist for quitting
smoking cessation. smoking!

 The adherence to inhalation * Choose an ICS/LABA inhaler that
therapy is quite doubtful! may enhance his adherence.

* Overweight » Suggest BW reduction = time

* CRS & CV comorbidities = consuming

under surveillance and
treatment!



Choosing An Inhaler for Mr. C

hﬁb’% Infeler Weatatan e Range

NEXThaler ()

pMDE &

s ICTE ¥ Tai

l Clmsent Clarke baternations) Lad
Fdinbargh Way, Hatlow, Fassex, CMM0 27T Resgtimat®
Teb « 44 (011279 41499 Pax: 444 (0)1279 456300
emanl: resp@chenent -clarke com Wby www.clement-clarke com

OCapyright 2016 Clemient Clarke International Lad, EIE c e CLEMENT CLARKE
Part po. S109%04 Emoeoe 3 Apr 17 INTERNATIONAL

RELVAR™

ELLII
200/25 Ll il]

vilante
fluticasonelvitanterol
furoato de .
fluticasona! 4
vilanterol

1 puff once daily

Start with step 3/4 treatment by GINA
guideline

We choose “once daily administration with
dose counter’” ICS/LABA in the hope of

enhancing his adherence to inhalation therapy!
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Response After Regular ICS-LABA Administration

|ICS/LABA (medium)

Anti-histamine

, |
Intra-nasal steroids

SABA prescription

OCS
[20mg/day x 7 days]

ACT 13

Smoking cessation
program

Hydro-cortisone

17 15 15 16

join Drop out Re-join join

4 4
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LAMA Was Added Due To SAE in July

|ICS/LABA (medium)
LAMA

Anti-histamine
Intra-nasal steroids

SABA prescription —

0CS | >

[20mg/day x 7 days]

ACT 16 14 17 19 19
Smoking cessation join join join join join
program

Hydro-cortisone ¥

v
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Biomarker Profiles & Chest Radiography At ER

i RBEEm &SR Wil 2N fhixE
 WBC 6.9 1073/pL 3.4-95

Seqg  52.6 % 140.8-76.6

Eos 2.8 % 04-7.5

Baso 0.4 '% ‘0.2-1.7 |

Mono 8.5 % 4.4-11.8

Lymph 35.7 % 115.4-47.0

Absolute eosinophil count = 193

2022/07/12



After SDM, Single Inhaler Triple Therapy Was Prescribed in July 2023

ICS/LABA (medium) S— -
LAMA —

Anti-histamine | >

Intra-nasal steroids

SABA prescription —

OCS

[20mg/day x 7 days]

ACT 18 20 20 21

Smoking cessation join Finished! B
program o

Hydro-cortisone

v

PDC > 80%
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Brief Summary of Case

* Clinical benefit post LAMA addition was observed in terms of ACT
score and AE frequency!

* Better adherence to inhaled therapy after the introduction of Ellipta
device!

* The follow up lung function test is pending due to PCR-screening
concern [self-paid]

* The clinical efficacy from quitting smoking!
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Safety information

Trelegy 92/55/22 mcg
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