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Cause of death

1. Heart disease
. Cancer
. COVID-19
. Accidents (unintenticnal injuries)
. Stroke (cerebrovascular diseases)

. Chronic lower respiratory diseases

6
Z. Alzheimer’'s disease
8

. Diabetes
9. Influenze and pneumaonia

10. Nephritis, nephrotic syndrome, and nephrosis
(kidney dissase)

Total number of
deaths

696,962
602,350
350,831
200,955
160,264
152,657
154,242
102,188

53,544

52,547

Percentage of total
deaths

20.6%
17.8%
10.4%
5.9%

4.7%




World Asthma Day
May 3, 2022




Asthma control in adults in the Middle East and North Africa: Results from
the ESMAA study

Overall 7236 eligible patients were included in 577 sites between June 2014 and December 2015 (median 10
patients/site).

Asthma Control - GINA

I i i
272
239 251

% of patients
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Box 1-5. Differential diagnosis of asthma in adults, adolescents and children 6-11 years

Age Symptoms Condition
Sneezing, itching, blocked nose, throat-clearing Chronic upper airway cough syndrome
Sudden onset of symptoms, unilateral wheeze Inhaled foreign body
Recurrent infections, productive cough Bronchiectasis
Recurrent infections, productive cough, sinusitis Primary ciliary dyskinesia
Cardiac murmurs Congenital heart disease
Pre-term delivery, symptoms since birth Bronchopulmonary dysplasia

Excessive cough and mucus production, gastrointestinal Cystic fibrosis
symptoms
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Symptoms Condition

Sneezing, itching, blocked nose, throat-clearing Chronic upper airway cough syndrome
Dyspnea, inspiratory wheezing (stridor) Inducible laryngeal obstruction
Dizziness, paresthesia, sighing Hyperventilation, dysfunctional breathing
Productive cough, recurrent infections Bronchiectasis

Excessive cough and mucus production Cystic fibrosis

Cardiac murmurs Congenital heart disease

Shortness of breath, family history of early emphysema Alphas-antitrypsin deficiency

Sudden onset of symptoms Inhaled foreign body
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Dyspnea, inspiratory wheezing (stridor) Inducible laryngeal obstruction
Dizziness, paresthesia, sighing Hyperventilation, dysfunctional breathing

Cough, sputum, dyspnea on exertion, smoking or noxious COPD*
exposure

Productive cough, recurrent infections Bronchiectasis

Dyspnea with exertion, nocturnal symptoms, ankle edema Cardiac failure

Treatment with angiotensin converting enzyme (ACE) inhibitor 'Medication-related cough
Dyspnea with exertion, non-productive cough, finger clubbing | Parenchymal lung disease
Sudden onset of dyspnea, chest pain Pulmonary embolism
Dyspnea, unresponsive to bronchodilators Central airway obstruction

Chronic cough, hemoptysis, dyspnea; and/or fatigue, fever, (night) | Tuberculosis
sweats, anorexia, weight loss
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Background { the risks of ‘mild’ asthma

Patients with apparently mild asthma are still at risk of serious adverse events
30-37% of adults with acute asthma

: : had symptoms less than weekly in previous
0 -
16% of patients with near-fatal asthma 3 months (Dusser. Allergy 2007)

15-20% of adults dying of asthma
Exacerbation triggers are unpredictable (viruses, pollens, pollution, poor adherence)

Inhaled SABA has been first-line treatment for asthma for 50 years

Dating from an era when asthma was thought to be a disease of bronchoconstriction

Its role has been reinforced by rapid relief of symptoms and low cost
Starting treatment with SABA trains the patient to regard it as their primary asthma treatment




Background - the risks of SABA-only treatment

Regular use of SABA, even for 1-2 weeks, is associated with adverse effects

B-receptor downregulation, decreased bronchoprotection, rebound hyperresponsiveness,
decreased bronchodilator response (Hancox, Respir Med 2000); increased allergic response, and
increased eosinophilic airway inflammation (Aldridge, AIRCCM 2000)

Higher use of SABA is associated with adverse clinical outcomes

Dispensing of 23 canisters per year (i.e. daily use) is associated with higher risk of severe
exacerbations (Stanford, AAAI 2012; Nwaru, ERJ 2021)

Dispensing of 212 canisters per year is associated with much higher risk of death (Suissa, AJRCCM
1994; Nwaru, ERJ 2021)

Inhaled corticosteroids reduce the risk of asthma deaths, hospitalization and exacerbations
requiring oral corticosteroids (OCS) (Suissa, NEJM 2000 & 2002; Pauwels, Lancet 2003)
BUT adherence is poor, particularly in patients with mild or infrequent symptoms

A safe and effective alternative was needed for mild asthma




SABINA lll - An observational, cross-sectional study carried outin
24 countries?

» 63% of patients were prescribed SABA, either as monotherapy or in addition to maintenance therapy
» Overall, 38% of patients had SABA over-prescriptions in the previous year and almost one-fifth were prescribed 210 SABA
canisters Iy

61% of the patients who were prescribed SABA had used more than 3 canister per year (overuse)

B 23 SABA canisters

2 210 SABA canisters

PATIENTS (%)

Overall Mild astbma Moderate-to-severe asthma
{n=8,147)* (n=1,939)' {n=6,203)¢




The GINA 2021 treatment figure for adults and adolescents

For clarity, the GINA treatment figure now shows two ‘tracks’, based on evidence about
outcomes with the two reliever choices across asthma severity

Track 1, with low dose ICS-formoterol as the reliever, is the preferred approach
Using ICS-formoterol as reliever reduces the risk of exacerbations compared with using
a SABA reliever, with similar symptom control and similar lung function

Track 2, with SABA as the reliever, is an alternative approach

Use this if Track 1 is not possible, or is not preferred by a patient with no exacerbations on their

current controller therapy

Before considering a regimen with SABA reliever, consider whether the patient is likely to be

adherent with daily controller — if not, they will be exposed to the risks of SABA-only treatment
Treatment may be stepped up or down within a track using the same reliever at each
step, or switched between tracks, according to the patient’'s needs and preferences




Confirmaidion of diagnosis & necessary
Adults & adolescents Symptom conirl & mocitable

12+ years sk factors (including Lung finction)
Comorindiies

Personalized asthmamanagement Imhaier techmgue & aaherence
Assess, Adjust, Review Patient preferences and goals
fer individual patient needs

Sympioms

Exacerbaiions =

Side-effects Treaimend of modiable nsk factors

Lung finction and comorbiditie 5

Hallent satistaction Non-pharmacological strategies
Asthiima medications (adiust dowrvupbetwesn tracks)
Educalion & skills frawing

STEPS
STEP A Add-on LAMA
STEP3 Medium dose Refer for phenotypic

and STEPS1 -2 Low dose maintenance assessment + anti-lgE,
maintenance ICS-formatero anti-IL5/5R, anti-ILAR
ICES-formoterol Consider high dose

| C5-formoterol

As-neaded low dose ICS-formoteral
(Track 1} Using 1C5-formotanol

as reliever reduces the risk of

HMUE'DE{UU"S compared with RELIEVER: As-needed low-dose | CS-farmoteral
using a SABA reliewve

STEPS
STEPA4 Add-on LAMA
Meadium.high Reafar for phenobypic
dose maintenance assessment £ anti-IgE,

o STEP 2 _ e )
ALTERNATIVE RELIEVER STEP1 Low dose (S LARA E?:;ﬁ?ﬁﬁné;!_: =
{Track 2). Before considering a Take 1CS whenever maintenance 105 |CS-LABA

ragimen with SABA reliever SABA laken

adherant with daily controller

Other contmaller options e oium oase 105, o A0y LAMA o LTHA o A AZITTrONTGAT {3dL [s)or
SABA rfaken, of daiy LTRA, | add LTRA, or add HOW SLIT, ar switchr io LTRA add low dase OG5

for ethar frack o s HOA 0T HOWE 2 T higfr dose M bl consider side_afacts
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STARTING TREATMENT

in adults and adolescents with a diagnosis of asthma

Track 1 is preferred if the patient is Bkely to be poorly adherent with daily controlier
ICS-containing therapy is recommended even ¥f symploms are infrequent. as It
reduces the risk of severe exacerbations and need for OCS

FIRST

ASSESS:

START
HERE IF:

« Confirm diagnosis

= Symptom control
and modifiable risk
factors, including
lung function

Comorbidities

Inhaler technigue
and adherence

Patient preferences
and goals

'R and
PREFERRED RELIEVE]
(Track 1). Using ICS-formoterol
as reliever reduces the risk of
axacerbations compared with

using a SABA reliever

START

HERE IF:

CON {OLLER and
ALTERNATIVE RELIEVER
(Track 2). Before considering
a regimen with SABA reliever
check o the patient |s kely

10 be adherent with daily
controller therapy

Symploms ess

than 4

a4 weex

STEPS 1 -2

As-neaded low dose ICS-formoterol

Symploms most

days, or waking

Dady symptoms
or waking wit
asthma once a
weaex OFf more

and low lung

wilth asthma once ikt
-5 days a weak or mora e
STEP 4
STEP 3 Medium dose
Low dose maintenance
mamtenance ICS-formoterol
ICS-formoterol

RELIEVER: As-needed low-dose ICS-formoterol

Symptoms twice

Symploms most
days, or waking

with asthma once

Dady symptoms
or waking witt
FSihma once 8
weex or more

and low ung

- a month or more function
Symptloms less but less than 4—5 2 week or more
than twice < ;. S 8 week
a8 month weiotedoiin;
STEP 4
STEP 3 Medium/high
STEP 2 | : dose maintenance
STEP 1 Low does malntenance '
Take ICS whenaver maintenance ICS ICS-LARA

SABA taken

RELIEVER: As-needed short-acting B2-agonist

STEP S
Add-on LAMA
Refer for phenotypic
assessment £ anti-IgE,
anti-ILS/SR, anti-IL4R
Consider high dose
ICS-formoteral

STEP S
Add-on LAMA
Refer for phenotypic

assessment £+ anti-IgE.
anti-ILS/5R, anti-IL4R

Consider high dose
ICS-LABA
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STARTING TREATMENT

in adults and adolescents 12+ years with a diagnosis of asthma

FIRST ASSESS:

Confirmation
of diagnosis

Symptom control

& modifiable risk

factors (including
lung function)

Comorbidities

Inhaler technique
& adherence

IF: START WITH:

Daily symptoms, waking at
night once a week or more
and low lung function?

i

f

Symptoms most days,
or waking at night once
a week or more?
|
l
|

\J

Symptoms twice a
month or more?

TRACK 1
(preferred)

Medium dose
ICS-formoterol
maintenance and
reliever (MART)

Low dose
ICS-formoterol
maintenance and
reliever (MART)

As-needed low dose
ICS-formoterol

TRACK 2

Medium/high
dose ICS-LABA

+ as-needed SABA

Low dose
ICS-LABA
+ as-needed SABA

Low dose ICS
+ as-needed SABA

he needed f

maL
oy

r patients

symploms are infrequent

as il reduces the risk of
Take low dose severs axacerbations and
ICS whenever need for OCS

SABA is taken

Pal»ené%r:;?;e i As-needed low dose
ICS-formoterol
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Add-on long-acting muscarinic antagonists (LAMA)

Isyuu®

Step 5 recommendations for add-on LAMA have been expanded to include combination
ICS-LABA-LAMA, if asthma is persistently uncontrolled despite ICS-LABA

Add-on tiotropium in separate inhaler (ages 26 years)
Triple combinations (ages = 18 years): beclometasone-formoterol-glycopyrronium; fluticasone
furoate-vilanterol-umeclidinium; mometasone-indacaterol-glycopyrronium

Lung function:

Adding LAMA to medium or high dose ICS-LABA modestly improves lung function (Evidence A)
but not symptoms

Severe exacerbations

In some studies, add-on LAMA modestly increased the time to severe exacerbation requiring
OCS (Evidence B)

For patients with exacerbations, it is important to ensure that the patient receives sufficient ICS,
i.e. at least medium dose ICS-LABA, before considering adding a LAMA

ICS: inhaled corticosteroids; LABA: long-acting beta,-agonist; LAMA: long-acting muscarinic antagonist; OCS: oral corticosteroids




Add-on azithromycin

Add-on azithromycin three days a week has been confirmed as an option for
consideration after specialist referral

Significantly reduces exacerbations in patients taking high dose ICS-LABA

Significantly reduces exacerbations in patients with eosinophilic or non-eosinophilic asthma

No specific evidence published for azithromycin in patients taking medium dose ICS-LABA
(Hiles et al, ERJ 2019)

Before considering add-on azithromycin
Check sputum for atypical mycobacteria

Check ECG for long QTc (and re-check after a month of treatment)
Consider the risk of increasing antimicrobial resistance (population or personal)




| Tertiary
Primary pravention Secondary prevention
P yP ravantion
Primordial prevention

Risk factor absent m;:“ﬂ';‘t‘“ Early disease Complications

Disease progress







