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EEFECTIVLY TREATS:
ASTHMA, HAY FEVER, FOUL BREATH
ALL DISEASES OF THE THROAT,
HEAD COLDS, CANKER SOURS
BRONCHIAL IRRITATIONS

NOT RECOMMENDED FOR CHILUREN UNDER b,
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: Whooping Cough, Croup, i
”~ . - .)
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: Asthma, Catarrh, Colds, 3;
- : -
3 items from physicians’ statements in our D2. >
= scriptive Booklet. Send tor it =
z ‘“Have found it of such great wvalue in Whooping Cough, :

= Croup and other spasmodic coughs, that | have instructed every =
- family under my direction to secure one.”’ ''It 1s of great value =
y in Diphtheria.’” °'It gives relief in Asthma. The apparatus |Is 7
= simple and inexpensive.'' Sold by all chemists, &c. =
§ Wholesale Agents: ALLEN & HANBURYS, Ltd, =2
g 37, Lombard St,, London. 3
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EVALUATION OF THE ETEROID TREATMENT OF ABTHMA BINCE 1060

Horaee 8, Baldwin, M.D.* Marroy Pworetrky, M.D.*" and Normen J. Izaccs, M.D., """
New York, N, F,

THH vsE of the corticosteroids in asthma presents problems that are unigue
to the disease and peculiarly related to eurrent gquestions as to the dangers
of sterold therapy. In the first place, asthing in a high percentage of patients
13 reversible when the sam total of stimuli to the asthmatie state are studied
and treated.  Also, in intractable ecases, chronie infertion in the respiratory
tract is 0 eommon that steroid treatment ecarries with it the dangerons
possibility of lowering the patient's resistance to infection' and masking the
development of aeute intereurrent infection, especially pnenmonitis.  'There.
fore the physician, when starting an asthmatic patient on steroid therapy,
shomld be sure of the thoroughness of his analvsis of the patient’'s asthmatie
faetors so that if steroid therapy is instituted the dosage will be at the minimoum
effective amount. At all times the hazards of steroid therapy should be kept
in mind bat with the added precauntion to be alert to the problems of respiratory
infectioms that are s0 common in the asthmatie patient. The present paper
is based on a study of forty-eight patients with continuous intractable asthma
and thirty-nine patients with intermittent severe asthma in whom eortieo-
ateroids have been used, The mvestigation began in 1950 when ecortisone was
first nsed in The New York Hospital as an adjunet in the treatment of asthma
and ineludes experience with the various sterold compounds, prednisone, 6
I'I1I":1']'I:l¢='| prl':n:ln.i.xu:l]n:n::,, trinm("i.nl:dn-ru', and dezomothoaone,?*  The .=|1'||.-:];r Preaents
data on the general conditions of patients in the Continnons and Intermittent
groups, the doration and dosage of steroids used, side effects and complications,
mortality, and analysis of cases where steroid therapv was unsuecessful, the
manggement of interval surgery, hospitalization before and after steroid treat-
ment, and a summary of aneillary medical treatment with partienlar emphasis
on management of chronie and acute infection.

) From_ the New York Hoeepital-Corpell bledical Center, Department of Bbedicine New
York, N. Y.

I. Alleiev

SApril, DR
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Asthma, one of the
mystery diseases

E.-\CH year more than 400 people in Australia dic [, asthma
—— more than half the number killed by chronic heart disease,

and almost as Many as those who die from all forms of T'.B,

W D0Ctors  estimate break of mantne s




The revolution in asthma understanding and treatment
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* SABAs- salbutamol

* |CS- Beclomethasone

e Katavonon Twv UNXaVLIoHwY
* Newtepa ICS

* LABAs

* FACET study - ICS/LABA

e MovokAwvikd Abs- otoxeupevn Beparmeia
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= Stepwise Approach to Asthma Therapy - GINA 2006

Pprmeryé REDUCE INCREASE
TREATMENT STEPS
STEP STEP STEP STEP STEP
1 2 3 4 5
asthma education

environmental control

as needed rapid-

acting Bz-agonist as needed rapid-acting Bz-agonist

SELECT ONE SELECTONE  ADD ONE OR MORE ADD ONE OR BOTH

low-dose inhaled  low-dose ICS plus moderate- or oral

o &
=t | : . : : : glucocorticosteroid
E 3 s glucocorticosteroids long-acting B2-agonist  high-dose ICS (lowest dose)
u
i - g in children <6 years:  plus long-acting
&« § moderate-dose ICS Bz-agonist
leukotriene moderate-dose leukotriene anti-lgE
modifier ICS modifier antibodies
7
£ Z =
uw g low-dose ICS plus S raloass
T = leukotriene .
BB modifier HISCpUYS
(=]

low-dose ICS plus
slow release



Box 3-5A

Adults & adolescents 12+ years

Personalized asthma management:

Assess, Adjust, Review response

Asthma medication options:
Adjust treatment up and down for

individual patient needs

to prevent exacerbations
and control symptoms

Other
controller options

PREFERRED

RELIEVER
Other
reliever option

As-needed low
- dose

- ICS-formoterol *
- Low dose ICS

- taken whenever
: SABA is taken t

goals

Symptoms
Exacerbations Side-
effects Lung function
Patient satisfaction

Treatment of modifiable risk factors
& comorbidities

Non-pharmacological strategies
Education & skills training Asthma

medications

Confirmation of diagnosis if necessary
Symptom control & modifiable
risk factors (including lung function)
Comorbidities
Inhaler technique & adherence Patient

\WNI1T14 77,
S Z

wod
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STEP 2

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

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

As-needed low dose ICS-formoterol *

l STEP 3

Low dose
- ICS-LABA

Medium dose
“ICS, or low dose
ICS+LTRA #

STEP 4

: Medium dose

ICS-LABA

: High dose ICS,
: add-on
 tiotropium, or

- add-on LTRA #

STEP 5

High dose ICS-

LABA

Refer for
phenotypic
assessment
=+ add-on
therapy,

e.g.tiotropium,

anti-IgE,
anti-IL5/5R,
anti-IL4R

Add low dose

OCS, but
consider
side-effects

As-needed low dose ICS-formoterol

As-needed short-acting 3, -agonist (SABA)

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

© Global Initiative for Asthma, www.ginasthma.org

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

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



International ERS/ATS guidelines on
ERS 1999, ATS 2000, ........ definition, evaluation and treatment of

ERS/ATS 2014 severe asthma 1014

SEPAR 2019, SPLF 2019 |
Kian Fan Chung'*?!, Sally E. Wenzel*#', Jan L. Brozek*, Andrew Bush'?,
GINA 2019, ERS/ATS 2019 Mario Castro®, Peter J. Sterk®, lan M. Adcock’, Eric D. Bateman’,

Elisabeth H. Bel®, Eugene R. Bleecker®, Louis-Philippe Boulet’,
Christopher Brightling'®, Pascal Chanez'!, Sven-Erik Dahlen'?,

Nizar N. Jajour'®, Thais Mauad', Ronald L. Sorkness'® and W. Gerald Teague?®

FLAGSHIP SCIENTIFIC JOURNAL OF ERS

% EUROPEAN RESPIRATORY journa[ Ratko Djukanovic', Urs Frey', Mina Gaga'®, Peter Gibson'¢, Qutayba Hamid",

Early View
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2019 & -
Task Force Report S =
Management of Severe Asthma: a European ASTRMN
Respiratory Society/American Thoracic Society V2.0 April 2019
Guideline

Femando Holguin, Juan Cados Cardet, Kian Fan Chimg, Sarah Diver, Diogenes 5. Femeira, Ame
Fitzpainick, Mina Gaga, Liz Kellermeyer, Sandhya Klurana, Shandra Kmight, Vanessa M. McDonald,
Rebecca L. Morgan, Victor E. Ortega, David Rigau Padmaja Subbarao, Thomy Tonia, Ian M. Adeock,
Engene F_ Bleecker, Chns Brighling, Lows-Philippe Boulet, Michael Cabana, Mano Castro, Pascal
Chanez, Adnan Custovic, Ratko Djukanovic, Urs Frey, Betty Frankemolle, Peter Gibson, Donunigue
Hamerhijnck, Nizar Jarjour, Satoshi Konno, Huahao Shen, Cathy Vitary, Andy Bush



Guidelines vs Statements and Consensus reports

* Guidelines- peBodoAoyia GRADE
e Statement- Agv punopouv va mepLEXouV odnNyLeg
* Consensus reports- expert opinion



About the GINA strategy

ASTRMN

The GINA report is not a guideline, but an integrated evidence-based strategy focusing on
translation into clinical practice

Recommendations are framed, not as answers to isolated PICOT questions, but as part of
an integrated strategy, in relation to:

The GINA goals of preventing asthma deaths and exacerbations, as well as
Improving symptom control

Current understanding of underlying disease processes
Human behavior (of health professionals and patients/carers)
Implementation in clinical practice
Global variation in populations, health systems and medication access
GINA provides practical resources for clinicians
Figures and tables about implementation in clinical practice: not just ‘what’, but ‘how to’

A survey of GINA Assembly members in 2017 strongly encouraged development of a practical
resource about severe asthma

© Global Initiative for Asthma, www.ginasthma.org



GP OR SPECIALIST CARE

Investigate and manage adult and adolescent patients with difficult-to-treat asthma

Consider referring to specialist or severe asthma clinic at any stage Consider referring to specialist or severe asthma clinic at any stage

DIAGNOSIS, 1 3 4
“Difficult- Confirm the diagnosis Optimize management, Review response

to-treat (asthma/differential including: after ~3-6 months
asthma” .
diagnoses)

© Global Initiative for Asthma, www.ginasthma.org
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SPECIALIST CARE; SEVERE ASTHMA CLINIC IF AVAILABLE
Assess and treat severe asthma phenotypes
Continue to optimize management as in section 3 (including inhaler technique, adherence, comorbidities)
Consider non-biologic treatments

5 Assess the severe asthma phenotype
and factors contributing to symptoms,

quality of life and exacerbations

© Global Initiative for Asthma, www.ginasthma.org
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SPECIALIST CARE; SEVERE ASTHMA CLINIC IF AVAILABLE
Assess and treat severe asthma phenotypes contd
Continue to optimize management as in section 3 (including inhaler technique, adherence, comorbidities)

ﬁ Consider add-on biologic Type 2
targeted treatments

© Global Initiative for Asthma, www.ginasthma.org



SPECIALIST AND PRIMARY CARE IN COLLABORATION

Monitor / Manage severe asthma treatment

Continue to optimize management

é R‘E‘U"iEW response — COF‘I“F‘IUE tU optimize management

© Global Initiative for Asthma, www.ginasthma.org
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Management of Severe Asthma: a European
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Epwtnoeic PICO
Y€ TIOLOLOL KoL EVNALKEC LE 2A

* No. xpnOLUOTIOLNOOUE aywyn KE anti-IL5;

* No. xpNOLUOTIOLNOOU LE KATIOLO BLOOELKTN Yo TNV evapén Bepametac pe anti-1L5
N IL5Ra; (eNO, nwowod\a, mepLlootivn)

* [epav Tou Tithou IgE , va ypnolpomonoou e KamoLo BLlodelktn yLa TNV evapén
Beparmnelac pe anti-Igk; (eNO, nwowodlha, meploootivn)

* Na ypnotuormnotoou e LAMA;
e Na YpNnOLLOTIOLN 00U E HOKPOALON (i.e., azithromycin, clarithromycin);
* Na ypnotyonotnooupe anti-1L4/13 ;



ecommendation 1

erlet kinﬁstrategy versus no anti-interleukin 5 strategy be used for adults and children with sev

N: Adults and children with severe asthma

: Anti-interleukin 5 strategy (monoclonal antibodies directed
against the interleukin 5 or its receptor)

No anti-interleukin 5 strategy

Rate of exacerbations

Time to first asthma exacerbation

Asthma exacerbations requiring ER visits or hospitalization
Lung function

Asthma control

‘Maintenance corticosteroid dose reduction

Adverse events

" i i Saﬁous adverse events

Whi ||“n-. ,—,

BACKGROUND: I

By definition, patients with severe asthma h
is either unresponsive to traditional thel‘f

(IL5) is the principal cytokme driwﬁ"'__
inflammation in most of these patients.
antibodies that target the IL5 cytokine or its

in improving asthma-related outcomes. Thesé,
in this category are mepolizumab, resliz
benralizumab, and will henceforth be refe

IL5 strategy. This systematic review a
synthetizes the data from randomized
meta-analyses mvestigatmg the anfi



* How substantial are the desirable and the undesirable anticipated
effects?

* What is the overall certainty of the evidence of effects?
* How much people value the main outcomes?

 Does the balance between desirable and undesirable effects favor the
intervention or the comparison?

 Does the cost-effectiveness of the.intervention favor the intervention
or the comparison?

* What is the certainty of the evidence of resource requirements
(costs)?

 What would be the impact on health equity?
* |s the intervention acceptable to key stakeholders?
* Is the intervention feasible to implement?



Q1.Should a monoclonal anti-IL5 antibody be used in adults and
children with severe asthma?
1. Mepolizumab

120+

3 placebo-controlled RCTs -

108 109

bations

(patients with severe eosinophilic asthma (blood 2 w0
eosinophil count >300 cells/mm3in the 12 months
prior to screening or >150 cells/mm3)

60+

40-

Cumulative No. of Exac;

204

50% reduction in the rate of any exacerbation I S
Startof 1 2 3 4 5 6 7 8 9 10 11 12
Treatment Month

64% reduction in severe exacerbations

104 W Placebo M Mepolizumab

50% reduction in the dose of maintenance OCS
No effect on FEV,

No. of Subjects

Bel EH,. N Engl J Med. 2014, Ortega HG, N Engl J
Med. 2014, Chupp. Lancet Respir Med. 2017

0
9
8
7
6
5+
4
3
2
1
0




Q1. Should a monoclonal anti-IL5 antibody be used in adults and
children with severe asthma?
2. Reslizumab

4 studies, 3 used blood eosinophils >400 cells/mm?3
and one RCT used sputum eosinophil >3%. Number at risk

Placebo 244 169 138 112 107 97 0 0 0
Reslizumab 245 207 177 158 146 136 1 0 0

Visit (week)

54% reduction in the rate of any exacerbation L | P

—&— Placebo

33% reduction in severe exacerbations
Improved AQLQ and ACQ —Not MCID
No effect on FEV,

o
w
=)

°
LS mean change from
baseline in FEV, (L)
8
1

(=]
-
(=]

Bjermer, Chest 2016, Castro, Am J Respir Crit Care
Med., Castro, Lancet Respir Med 2015, Corren, Chest
2016



Q1.Should a monoclonal anti-IL5 antibody be used in adults and
children with severe asthma?
3. Benralizumab

5 studies, 3 used blood eosinophils >400 cells/mm?3 and

one RCT used sputum eosinophil >3%. P—— R
29 = Banralizumab 30 mg J4W 7| == Benralizumab 30 mg QEW

* 42% reduction in the rate of any exacerbation

* 55% reduction in severe exacerbations

[ ] Improved AQLQ and ACQ IGE_Benral'rwmdﬂ.DmgM [3 Benralizumab 30 mg QW

* No effect on FEV,

FEW, change (L)

025 e R —— - T ——

e — |

T T T T T T T T T 1 T T T T T T T T T 1
o 150 300 450 GO0 750 900 1050 1200 1350 1500 o 150 300 450 600 750 90D 1050 1200 1350 1500
Baseline blood ecsinophil count (cells per pl) Baseline blood eosinophil count (cells per pl)

Bleeker, Lancet 2016, Castro, Lancet Respir Med. 2014,

FitzGerald, Lancet 2016, Nair, N Engl J Med. 2017, Park,
Int Arch Allergy Immunol. 2016



Q 1. Should a monoclonal anti-IL5 antibody be used in adults and
children with severe asthma?

Anti-IL5 strategy reduces exacerbations in severe eosinophilic asthma.
Mepolizumab and benralizumab are effective in reducing OCS dose in
corticosteroid-dependent asthma.

The effects on asthma control, quality of life and FEV1 are modest for all drugs and
did not meet the MCID threshold

GINA and NAEPP include anti-IL5 in their algorithms

ERS/ATS suggest using anti-IL5 as add-on treatment in adults with SEA

Conditional recommendation- cost effectiveness, equity, feasibility



Q 2. Should a measurement of a specific biomarker be used to
guide initiation of treatment with a monoclonal anti-IL5 or
IL5Ra antibody in adults and children with severe asthma?

(Exhaled NO, eosinophils, periostin)

12 RTCs

150/uL for mepolizumab, 2300/l for benralizumab and >400/uLfor
reslizumab- Usually blood eos, one study used sputum

No evidence on FeNO or periostin
Most studies used fixed dose, one switch study of adjusted dose reslizumab



Q 2. Should a measurement of a specific biomarker be used to
guide initiation of treatment with a monoclonal anti-IL5 or
IL5Ra antibody in adults and children with severe asthma?

GINA Anti-IL5 in patients with 2300 /ulLcan

ERS/ATS Recommendation

* A blood eosinophil count cut-off point of 2150 /uLcan be used to guide anti-
IL5 initiation in adult patients with severe asthma and a history of prior
asthma exacerbations

(conditional recommendation, low quality evidence).
Remarks

The TF placed a high value on reducing exacerbations and a greater feasibility of
biomarker measurement and a lower value on cost



Q 3. Should a measurement of a specific biomarker be used, in addition
to total IgE level, to guide initiation of treatment with a monoclonal
anti-Igk antibody in adults and children with severe asthma?
(exhaled NO, peripheral or sputum eosinophils, and periostin)

2RTCs, 1014 patients

Subgroup study 1. low (<300/ul) and high (=300/ul) eosinophils.
Subgroup analysis 2. high and low subgroups as follows:

FeNO - low<19.5 ppb, high >19.5 ppb;

peripheral blood eosinophils - low<260/ul and high >260/ul
serum periostin levels — low <50 ng/ml and high 250 ng/ml.

Hanania, Am J Respir Crit Care Med. 2013, Busse, J Allergy Clin Immunol. 2013;



Q 3. Should a measurement of a specific biomarker be used, in
addition to total IgE level, to guide initiation of treatment with a
monoclonal anti-IgE antibody in adults and children with severe
asthma? (exhaled NO, peripheral or sputum eosinophils, and periostin)

2RTCs, 1014 patients

GINA A blood eosinophil level of 2260/ul and FeNO 220 ppb are factors
that may predict a good response to treatment

ERS/ATS Recommendation

Using a blood eosinophil cut-off of 2 260 /ul and a FeNO cut-off of = 19.5
ppb may help to identify adolescents S‘>12 years) and adults with severe
allergic asthma more likely to benefit from anti-IgE treatment

(conditional recommendation, low quality evidence).

Hanania, Am J Respir Crit Care Med. 2013, Busse, J Allergy Clin Immunol. 2013;



Q 4.Should a long-acting inhaled muscarinic antagonist (LAMA)
be used in adults and children with severe asthma?

3RTCs adults and children, high dose ICS/LABA, 3™ controller

Benefits: Improve FEV1 and reduction loss of asthma control. In adults, treatment with tiotropium also
improves asthma control and increases time to the first exacerbation

GINA recommend its use, NAEPP, do not include any reference

ERS/ATS conclusion A large benefit and trivial harm with the balance of effects clearly favoring
tiotropium.

This recommendation also accounts for the feasibility of this inhaled therapy compared to the cost and
burden of alternative add-on biologic therapies for severe asthma.

Kerstjens H, J Allergy Clin Immunol. 2011, Kerstjens H, N EnglJ Med. 2012; Hamelman E, ERJ 2017



Q. 5. Should a macrolide (i.e., azithromycin, clarithromycin) be used
in adults and children with severe asthma?

6RCTs
* Azithromycin reduced the number of combined Effect of azithromycin on asthma exacerbations and quality of
moderate and severe exacerbations (1.07 vs. life in adults with persistent uncontrolled asthma (AMAZES):

1.86/year; RR=0.59; it did not, however, reduce th
rate of severe exacerbations (25.3% vs. 34.6%; RR

1 1 1 Peter G Gibson, ban A Yang, Jabn WU 1 Poud N Repndlds, Sondra Hodge, Alanl James (histing|enkins, Matthew | Peters, Guy BMarks,
077) 1N Chll,dren or adUItS’ durlng d fO”OW Up M-:."IS.-'-:I B:f:k-;r.:.l:mrrfg%:iﬂl Sre'.l':erll'-TTn;.l'n:-.'. lac?j'l.‘l-an::; EE:Jiang'icga':,lc;:-.:fEJ.:pzl: i T
period ranging from 24 — 48 weeks

a randomised, double-blind, placebo-controlled trial

A
* No effect on QoL or AC 350 — Arkhromydn
* No serious adverse events- diarrhea — Placeho -
FLED -
z "
= 15‘:‘— -___/-"-
GINA —Include macrolides E P
i :
ERS/ATS recommendation use in adults, not : - e
adolescents nor children- E IS0+ / P
Conditional recommendation, low quality evidence E 100 ’ ____-——""_
= __.-"'r e
5 e
Pt

Gibson, Lancet 2017; 390: 659—-68, Strunk, J Allergy Clin

Immunol. 2008, Hahn, Am J Respir Crit Care Med. E !l 8 12 1 m f:l 75 ]': g.'-E- 1!|: |!|!|!| d'E
2008;177(2):148-55 Brusselle, Thorax. 2013; Weaiy




Q 6. Should an anti-interleukin 4/13 strategy be used for adults and
children with severe asthma?

3RTCs 200-300mcg/2 weeks, adults and adolescents

* 46-70% reduction in the rate of any exacerbation a 3300, %4909 2200, %300
£ = ‘
* Rate of exacerbations was significantly reduced in £ 0 Tey Sl _
patients with more than 150 eos/mm?3 8 18- (1.045-1.984) [Aoon SESUOONE Bis0g
28 14
* >50% reduction/discontinuation OCS dose 28 12 T11% 455%
* Improvements in FEV1, ACQ-5 and AQLQ were 3 g o 6 KDRL 1258
statistically significant but did not reach MCID. £ s gz A %%/; )
g8 = &
g § il /////////// /'
. o 02 /77
ERS/ATS suggest dupilumab as add-on therapy for 0 222002,
. . . ope (n=41) (n = 66) (n=48) (n = 55)
adult patients with severe eosinophilic asthma, and > : i I
. . . Placebo Dupilumab 300 mg q2w
for those with severe corticosteroid-dependent
asthma regardless of eosinophil levels (conditional Placebo 3300 e~ Dupilumab 300 mg q2w 2300
recom mendation 0.6 Placebo <300 -~ Dupilumab 300 mg q2w <300

Wenzel, Lancet 2016, Castro, N Engl J Med 2018, Rabe, N Engl J] Med 2018



AN Bepata

* NMWC UITOPEL VAL AVTLUETWTILOTEL N LN-CUMHOPPwWOon Kot
va tpoAndBouv Bavartol, Wolaitepa og odLd, Ko oV
uropetl va. 500l otoxeupevn Beparneia — DOT

e AV TIPETIEL N ATIOTEAECUATLKOTNTA HLOC Bepareiac va
eAEYXETOAL KOl O€ TIOLOLA CUYXPOVWC LLE EVAALKEC

* [Nolo okevoopA ElvaL ATTOTEAECUATIKOTEPO?

* [IpEMEL VA OTOLUATIIOEL N OTOXEVEVN AYWYN META ATIO
karmoto dtaotnua? MNowo?

* To KOOTOC TWV GOPAKWY

* OO IPETEL VO LELWOOUE T 0TEPOELSON o€ T2 low
acBeveic?



Long term oral steroids-some facts from short term studies

* BIOAIR: The highest sensitivity and specificity to predict more than 12%
increase in FEV1 in SA after oral prednisolone was found for sputum
eosinophils 23% and FeNO >45 ppb.

* Kupczyk M Resp Med 2013

 SHARP: A total of 21% of adults with SA and 20% of children with SA
achieved greater than or equal to 10% improvement after TA.

* Phipatanakul W Am J Respir Crit Care Med. 2017

* In a paediatric severe asthma population, only 11% of SA children exhibited
complete corticosteroid responsiveness

* Bosley et al Eur Respir J 2009



Higher cumulative SCS doses are associated with increased mortality

TABLF I The Effects of Systemnic C5 Dowe on Croarall Mortalsty, ED) wiagts, and Hespotalisatioms

M Annnal FD vimdts Arnmmal hospitalizations
Allcxse All-came Asthma-related All-cama Asfma-rolxied
HE 85% C1 HR 05% CI HE 95aCl HE 95l | HE 65l
All patanis
Cs-indepemdant asfhma Kai Baf Kaf Ead Eaf Raf Eaf Raf Eaf Eaf
C>-depandent asthma
Lowr dosa 184 169-200 | 1.26 1.17-137 |3.12 264360 |15 Q144164 |I46 22181270
Fligh dom 256 235280 | 143 1.32-1.55|361 306425 | 0178 1467191 |324 257353
Crearall 217 208231 | 134 127-142 | 337 200-376 | 165 Q5EB-L73 | 1Ef 247-3.01

°5: corbcosternid; FT: eoergency departmsant; HR - barard wtio; O combBdemce mianal Bof: mefsmuncs.

Lee et al, ERJ, 2019
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® Oral steroids in asthma: a double-edged

CrossMark sword

Mina Gaga © and Eleftherios Zervas

H'#Eﬂﬂpb]i::l:imu
is poor evidence on the benefits of long-term systemic steroid wse in asthma while the risks of
w'qrudmﬂjqﬂhuh.ﬁlﬂﬁcw b a last resort amd showkd be withdrawn
in non-responders. hittpoibitly (34303T



Table 2. Task Force recommendations for the management of severe asthma

Recommendation Strength Quality of evidence

We sugpest anti-ILS strategy as add-on therapy for Conditional Varied by treatment*
adult patients with severs unoonirolled asthma with
an eosinophilic phenotype and for those with severe
corticostercid-dependent asthma

We suggest that a blood eosinophil cut-point of 2 | Conditional Low
150/l can be used to guide anti-ILS initiation in adult
patients with severe asthma and prior exacerbations.
We sugpest using a blood eosinophil cut-off of = 260 | Conditional Lowr
Jul to identify adolescents (12 years) and adults with
severe allergic asthma more likely to benefit from
anti-[eE treatment

We suggest usinga FeNO cut-off of = 19.5 ppbto | Conditional Low
identify adolescents (=12 years) and adults with
severe allergic asthma more Hkely to benefit from
anti-IgE treatment

For children, adolescents, and adults with severe Strong Moderate
asthma uncontrolled despite GINA step 4-5 or NAEPP
step 5 therapies, we recommend the addition of
tiotropium

We sugzest a trial of macrolide treatment to reduce Conditional Low
asthma exacerbations in adult asthmaties on
GINA/NAEPP step 5 therapy that remain persistently
symptomatic or uncontrolled. We suggest against the
use of chronic macrolide treatment in children and
adolescents with severe uncontrolled asthma

We suggest duplumab for adult patients with severe | Conditional Low
eosinophilic asthma, and for those with severe
corticostercid-dependent asthma regardless of
ensinophil leveals




,

Our goal, control of severe
asthma
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