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Table S1: Physicians’ countries and level of participation

Scientific
Country Survey-1 Workshop Survey-2
answered (Y/N) attended (Y/N) answered (Y/N)

1 Abu Dhabi N N N
2 Argentina Y Y Y
3 Argentina N N N
4 Argentina Y N Y
5 Argentina Y Y Y
6 India Y N Y
7 India Y N N
8 India Y N N
9 Kuwait Y Y Y
10 Kuwait Y Y Y
11 Kuwait Y N Y
12 Mexico Y N Y
13 Mexico Y N N
14 Mexico Y N Y
15 Oman Y N Y
16 Philippines Y N Y
17 Philippines Y Y Y
18 Philippines Y Y Y
19 Thailand Y Y Y
20 Thailand Y Y Y
21 Thailand N N N
2| i N N v
B i N N N
24 Vietnam

25 Vietnam




Figure S1: Study and participant flow diagram
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Figure S2: Responses on concepts of desirable therapeutic outcomes
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Figure S3: Role of airway responsiveness measure in defining desirable
therapeutic outcomes
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Figure S4: Duration of treatment in concepts of desirable therapeutic
outcomes (survey 1)
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Figure S5: Views on treatment in relation to desirable therapeutic outcomes
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Figure S6: Most important outcomes for a composite measure (survey 1)
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Figure S7: Criteria that could be included in a definition of clinical remission
on treatment in mild or moderate asthma (survey 1)
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Figure S8: Concepts of asthma remission beyond clinical remission
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Figure S9: Outcomes that could be included in a definition of remission

beyond clinical remission on treatment

a. Survey 1
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Appendix 1: Delphi survey 1 questions

Section |: Therapeutic Outcomes in Moderate Asthma

S.NO | Questions Response
1 Do you agree that there is still no scientific | [N
consensus to support the o 100 20 300 40 500 el 700 81 9L Strongly
expected/desirable therapeutic outcomes Disagree Strongly Agree
in moderate asthma (Step 3 & 4 of GINA
recommendations)?
5 Do you agree that a desirable therapeutic outcome in moderate asthma patient could be when a patient:

a) Has no moderate/severe exacerbations.

o 100 200 300 40 500 el 700 81 9L Strongly
Disagree Strongly Agree

b) Did not use oral corticosteroids.

o 100 200 300 40 500 e 700 81 9L Strongly
Disagree Strongly Agree

c) Used rescue inhaler <2 days and <4
occasions per week.

o 100 200 300 40 500 e 700 81 9L Strongly
Disagree Strongly Agree

d) Achieved an ACT 2 20 in all last
year/monthly checks. OR achieved an ACQ
<0.75.

ol 100 200 300 40 s00 eld 700 81 90 Strongly
Disagree Strongly Agree

e) Has a normal lung function. (FEV; = 80%
and FEV1/FVC > 70%)

o 10 200 300 40 500 e 700 801 9] Strongly
Disagree Strongly Agree

f) Has a stable lung function in one year.
(Loss of the FEV; less than 10%).

o] 100 200 300 40J s0J el 700 8[1 9[I Strongly
Disagree Strongly Agree

g) Demonstrates no bronchodilator
reversibility.

1. Ontreatment

o 10 200 300 40 50 e 700 81 9L Strongly
Disagree Strongly Agree

2. Without treatment

ol 10J 200 300 400 s00 el 70J 81 9L1 Strongly
Disagree Strongly Agree

h) Has a good QOL based on an objective
QoL questionnaire assessment in your
clinical practice.

o0J 100 200 300 40d s0J el 700 8[1 9L Strongly
Disagree Strongly Agree

i) Does not have evidence of treatment
related adverse effects that require or
justify therapeutic change.

o001 100 200 300 40 500 el 700 8[1 901 Strongly
Disagree Strongly Agree
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j) Has avoided any work or school due to
asthma?

ol 100 200 300 40 s eld 700 8[1 9L Strongly
Disagree Strongly Agree

k) Demonstrates no airway
hyperresponsiveness. Or Has a negative
methacholine challenge test.

ol 100 200 300 40 s00 eld 700 8[1 9L Strongly
Disagree Strongly Agree

1) Has a FeNO: < 40 ppb for therapeutic
purposes

ol 100 200 300 40 s eld 700 8[1 9L Strongly
Disagree Strongly Agree

m) Has a FeNO: < 40 ppb for adherence
purposes.

ol 100 200 300 40 s eld 700 8[1 901 Strongly
Disagree Strongly Agree

n) FeNO: < 25 ppb

001 100 200 300 40 50 e 700 8[1 9[1 Strongly
Disagree Strongly Agree

How do you rank the above 14 therapeutic
outcomes (based on their importance) to
be considered in clinical practice to
evaluate moderate asthma patient?

Please rank the below therapeutic outcomes from 1-14 in the
text box

No Moderate/Severe Exacerbations

No use of oral corticosteroids

Used rescue inhaler €2 days and <4 occasions per week

ACT=20 or ACQ<0.75

Normal Lung Function

(FEV; > 80% and FEV1/FVC > 70%)

Stable Lung Function

(Loss of the FEV1<10%)

Bronchodilator Reversibility

Good Quality of Life

No evidence of treatment related adverse effects

Avoided work or school

Negative airway hyperresponsiveness

(Methacholine challenge test)

FeNO < 40ppb for therapeutic purpose

FeNO < 40ppb for adherence purpose
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FeNO < 25ppb

Do you agree that therapeutic outcomes
in moderate asthma require a composite

o001 100 200 300 400 500 e 700 8[1 9L Strongly

outcomes measure for better asthma Disagree Strongly Agree
management?
In your clinical practice, how many Open Text

individual outcomes do you consider
necessary to achieve a composite
outcome definition?

a) Can you enumerate the number and
type of outcomes you will be looking for a
composite outcome definition?

[~ No Moderate/Severe Exacerbations
[ No use of Oral corticosteroids

[ Used rescue inhaler =2 days and =4 occasions per week

[ ACT =20 0R ACQ = 0.75

Normal Lung Function

a (FEV1 = 80% and FEV1/FVC = 70%)

Stable Lung Function
(Loss of the FEV1<10%)

[ Bronchodilator Reversibility
[ Good Quality of Life
[ No evidence of Treatment Related Adverse Effects

[~ Avoided work or school

Negative Airway Hyperresponsiveness (Methacholine
challenge test)

[ FeNO < 40ppb for therapeutic purpose
[ FeNO < 40ppb for adherence purpose

[ FeNO <25ppb

Do you agree that treatment should or
must be continued until composite control
is achieved rather than individual
outcomes?

o 100 200 300 40 500 e 700 81 9L Strongly
Disagree Strongly Agree

Do you agree that regular pharmacological
treatment is recommended for the
management of all patients with
moderate asthma?

o] 10 200 300 40 500 e 700 81 90l Strongly
Disagree Strongly Agree

Do you agree that the desirable
therapeutic outcomes are achievable with
symptom-driven treatment?

o 10 200 300 40 500 e 700 81 90l Strongly
Disagree Strongly Agree

15




Do you agree that continuing regular

9 controller treatment is required even 00 100 200 30 40 50 el 700 8[1 901 Strongly
when clinical endpoints have been Disagree Strongly Agree
normalized?
Do you agree that many months or even | [
10 | years of continued treatment is required 00 100 200 300 40 50 e 700 8[1 901 Strongly
to ensure improvement of the underlying | Disagree Strongly Agree
airway hyperresponsiveness?
11 | The concept of desirable therapeutic outcomes in moderate asthma must include in the definition:
a) The duration of treatment and clinical | |G
outcomes (when a patient has reached an o001 100 200 300 40 500 el 700 8[1 901 Strongly
outcome in a sufficiently prolonged Disagree Strongly Agree
period).
b) Time taken by a patient to reach S
desirable therapeutic outcomes o 100 200 300 40 500 e 70d 81 9L Strongly
Disagree Strongly Agree
) when a patient achieved therapeutic | [
goals without changing their treatment o 100 20 300 40 500 el 700 81 9L Strongly
Disagree Strongly Agree
d) when a.patlent maintained all 6 months
therapeutic outcomes for
" 12 months
" >12 months
e) Poss|b|||ty of future re|ap5e5* in _
moderate asthma patient who achieved E)D 100 200 300 400 sO1 sU 700 801 9L Strongly
therapeutic goals Disagree Strongly Agree
(*Relapse means an exacerbation in the last year or
an ACT < 20 points)
12 | The concept of desirable therapeutic outcomes in moderate asthma:
a) Applies to all patients, regardless of |
whether they are adherent or not to the ol 100 200 300 40 s00 eld 700 8[1 90 Strongly
treatment. Disagree Strongly Agree
b) Only applies to adherent patients I
) Only app P o0 10 200 300 40 500 601 70 80 90 Strongly
Disagree Strongly Agree
¢) Applies at all levels of disease severity | I —
) App Y 1700 10 20 30 40 50 60 700 801 901 Strongly
Disagree Strongly Agree
DO Oou agree thata moderate asthma _
13 youag o0 10 20 30 40 50 60 70 80 901 Strongly

patient who achieved therapeutic
outcomes should be de-escalated from
his/her treatment?

Disagree Strongly Agree
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Do you agree that normalizing airway
14 hyperresponsiveness may be important

o0 10 20 30 40 50 60 70 8O 90 Strongly

for the prevention of exacerbations and Disagree Strongly Agree
improve long-term prognosis?
15 In your clinical practice, do you agree that it’s essential to measure airway hyperresponsiveness using

bronchoprovocation test/methacholine challenge:

a) In mild asthma patients?

o0 10 20 30 40 s0O 6O 70 80 90 Strongly
Disagree Strongly Agree

b) In moderate asthma patients?

o0 10 20 30 40 50 60 70 8O 90 Strongly

Disagree Strongly Agree
Section ll: Clinical Remission in Moderate Asthma
S.NO Questions Response

16 | Do you agree that clinical remission is a |

desirable outcome for a patient with asthma? o 10 20O 30 40O sO e™d 70 8O 9O
Strongly Disagree Strongly Agree

1, | Doyou agree that a definition of clnical |
remission in asthma should be stringent but L _ZD e L
achievable? Strongly Disagree Strongly Agree
Defining clinical remission, based primarily on e

18 patient symptoms, HCP assessment of disease o 100 200 300 40 50 ed 700 81 90d
activity, and routine clinical assessments (exact Strongly Disagree Strongly Agree
criteria to be defined), is an important first step
in asthma management. Do you agree?

Do you agree that any definition of asthma | [

19 remission should be validated to determine its o] 100 200 300 400 s00 e 700 8 91
ability to predict long-term positive outcome? Strongly Disagree Strongly Agree
Do you agree that clinical remission in asthma I —

20 should add value beyond the current ol 1D. 20 300 40 sU e 700 801 9L
definitions of asthma control based on ACT or Strongly Disagree Strongly Agree
ACQ?

21 Do you agree that one criterion of clinical remission on treatment in mild or moderate asthma should be:
a) The absence of attacks requiring systemic m
corticosteroid therapy for a specified period of 0 1 . 2 3 4 > 6 / 8 ?
time? Strongly Disagree Strongly Agree

al) If yes, what is the appropriate time Open text
period (exact duration needs to be
defined)?
b) The absence of asthma exacerbations? _




o 10 20 300 40 s50 e 7 80O 90
Strongly Disagree Strongly Agree

c) The absence of asthma symptoms during the
day?

od
Strongly Disagree

10 200 300 40 s0 el 700 8 91
Strongly Agree

d) The absence of asthma symptoms during the
night?

od 10 20 300 40 s50 e 70 80O 91
Strongly Disagree Strongly Agree

e) The absence of use of any reliever inhaler
treatment?

od
Strongly Disagree

10 200 300 40 s0 el 700 8 91
Strongly Agree

f) The sustained absence of significant asthma
symptoms (day or night) based on a validated
asthma tool (ACT or ACQ)?

od 10 20 300 40 s0 e 7O 80O 901
Strongly Disagree Strongly Agree

g) A normal FEV;?

o 10 20 300 40 s0 e 70 8O 901
Strongly Disagree Strongly Agree

Do you agree that clinical remission in mild and

22 moderate asthma patients should be o 1D_ 200 30 40 5O eD 700 8L oL
considered as a desirable a treatment goal for Strongly Disagree Strongly Agree
asthma treatment?

Do you agree that it is required to have I —

23 oijctivegmeasures of digease activity for the oD 10 200 300 400 50 el 700 8D sl
Clinical Remission definition? Strongly Disagree Strongly Agree

24 Do you agree that clinical remission definition on-treatment requires to achieve outcomes measure for:

a) At least for 12 months? —— ]
od 10 20 30 40 sO e 70 8O 91

Strongly Disagree Strongly Agree

b) At least for 18 months? ]
ol 100 200 300 40 s00 e 700 81 9Ud

Strongly Disagree Strongly Agree

¢) At least for 24 months? —— ]
od 10 20 30 40 sO e 70 8O 91

Strongly Disagree Strongly Agree

25 Do you agree that clinical remission of e
moderate asthma patients doesn’t mean cure? ol 100 200 300 40 s0O0 eld 700 81 9Ud

Strongly Disagree Strongly Agree
26 Do you agree that a clinical remission on treatment can be defined when a patient achieves the following

outcomes during at least 12 months on treatment:

a) No daytime symptoms.

o 100 20 300 40 s50 e 700 80 91
Strongly Disagree Strongly Agree

b) No rescue -2 agonist use as a reliever.

18




od 10 20 30
Strongly Disagree

4] 500 elJ 700 80J 90J
Strongly Agree

c) Morning PEF > 80% predicted every day.

od 10 200 301
Strongly Disagree

41 500 e[d 700 8O 91
Strongly Agree

d) No night-time awakenings.

od 10 20 30
Strongly Disagree

4] 500 elJ 700 80 90J
Strongly Agree

e) No exacerbations requiring treatment with
an oral corticosteroid, or an emergency

department visit or hospitalization.

od 10 200 301
Strongly Disagree

41 500 e[d 700 8O 91
Strongly Agree

f) No emergency visits.

o000 100 200 30
Strongly Disagree

41 500 el 700 8 9Ud
Strongly Agree

g) No treatment-related adverse events

requiring a change in asthma therapy.

od 10 20 30
Strongly Disagree

40 50 e[d 700 8O 901
Strongly Agree

h) Reduction in blood eosinophil counts. (BEC)

od 10 20 30
Strongly Disagree

40 50 e[d 700 8O 901
Strongly Agree

i) Reduction in sputum eosinophil counts.

o000 100 200 30
Strongly Disagree

41 500 el 700 81 9Ud
Strongly Agree

j) FeNO

iy Fe o0 10 20 30 40 50 60 70 80 90J
Strongly Disagree Strongly Agree
Open Text

k) Any other criteria for clinical remission.

27 Do you agree that a clinical remission off ]
treatment can be defined when same criteriaas | 0[] 1[0 2[00 300 40 50 6] 700 8 9l
mentioned above are maintained without Strongly Disagree Strongly Agree
asthma treatment for 212 months?

For clinical remission in asthma, should any " Yes " No

28 laboratory measures be included in the
definition to provide an objective measurement
of disease activity?

a) If so, what criteria should be used: [~ FeNO

[” Blood Eosinophils

[~ Pulmonary Function Test
[ Impedance Oscillometry
[~ Histopathology

[~ Sputum Eosinophils
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[ Airway Hyperresponsiveness

29

What long-term outcomes should be used to
test the predictive value of any asthma
remission definition?

Please explain your answer.

30

What would be needed for GPs to understand
and practice clinical remission in patients with

moderate asthma?

Open Text

31

Are individual components of clinical remission
easy to implement in the clinical practice of

GPs?

Open Text

32

When should a GP consider a referral to a
pulmonologist when considering clinical

remission as an outcome?

Open Text

33

What would be needed for pulmonologists to
communicate and implement the concept
clinical remission in patients with moderate
asthma with asthma management teams in

their hospitals?

Open Text

34

Is there a need to evaluate the previous clinical
studies or planned clinical trials to understand

clinical remission as an endpoint?

Open Text

Section lll: Complete Remission in Moderate Asthma
S.NO Questions Response
Do you agree that one objective measure for
complete remission definition should include ol 10 . 200 301 a4l s el 7L 801 oL
35 clinical remission definition and the absence of Strongly Disagree Strongly Agree
airway inflammation?
36 Do you agree that one objective measure for complete remission on treatment in mild or moderate asthma

patients could be:

a) To measure airway hyperresponsiveness?

o 10 20 300 40 s0O e 7 80 901
Strongly Disagree Strongly Agree

20




al) If your agreement answer score was 7 or
higher, do you consider a normal airway
hyperresponsiveness as the inflammation
biomarker must for clinical remission?

" Yes

b) To measure blood eosinophil count (BEC)?

od 10 20 300 40 s50 e 70 80O 91
Strongly Disagree Strongly Agree

b1) If your agreement answer score was 7 or
higher, what is the lower cutoff point of BEC
expected for clinical remission?

OPEN TEXT

c) To measure FeNO?

old 10d 200 30J 40 s00 el 700 801 91

Strongly Disagree Strongly Agree

c1) If your agreement answer score was 7 or

higher, what is the lower cutoff point of FeNO OPEN TEXT

expected for clinical remission?

The duration requirements for spontaneous

remission in asthma have ranged from 6 " Yes " No
37 months to 3 years. For remission in asthma that

allows patients to be receiving treatment,

should there be a duration requirement?

If h i houl ired?

a) If so, what duration should be required OPEN TEXT

Do you agree that a complete remission ——— ]
38 definition on-treatment requires achieving o] 100 200 30 400 s0O ed 70 8 901

outcomes measure at least for 12 months? Strongly Disagree Strongly Agree
39 Do you agree that complete remission of _

moderate asthma patients doesn’t mean cure? ol 10 . 200 30 a0 50 60 701 80 9O

Strongly Disagree Strongly Agree

40 | Dovouagree that for a patient to be —

considered in remission, HCP and patient old 100 200 300 40 sO e 70O 8 91

concurrence regarding asthma remission should | Strongly Disagree Strongly Agree

be required, as there are no validated HCP-

reported disease activity instruments for

asthma?

Do you agree that being in remission in asthma _
41 does not eliminate the risk of severe and even 0L ID_ 200 301 a0 50 el 701 8D oL

fatal asthma events? Strongly Disagree Strongly Agree
42 Do you agree that a complete remission on treatment can be defined when a patient achieves the following

outcomes during at least 12 months on treatment:

a) No daytime symptoms.

o] 100 200 300 400 s00 e 700 801 91
Strongly Disagree Strongly Agree

b) No rescue -2 agonist use as a reliever.

o] 100 200 300 400 s00 e 700 801 91
Strongly Disagree Strongly Agree
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c) Morning PEF > 80% predicted every day.

o 10 20 300 40 s0 e 70 80O 90
Strongly Disagree Strongly Agree

d) No night-time awakenings.

o 100 20 300 400 500 ed 700 80 91
Strongly Disagree Strongly Agree

e) No exacerbations requiring treatment with
an oral corticosteroid, or an emergency

department visit or hospitalization.

od 10 20 300 40 s50 e 70 80O 91
Strongly Disagree Strongly Agree

f) No emergency visits.

o 10 20 300 40 s50 e 70 80O 90
Strongly Disagree Strongly Agree

g) No treatment-related adverse events

requiring a change in asthma therapy.

o 10 20 300 40 s0O e 70 8O 901
Strongly Disagree Strongly Agree

h) Reduction in blood eosinophil counts. (BEC)

o 100 20 300 40 50 ed 700 81 90d
Strongly Disagree Strongly Agree

i) Reduction in sputum eosinophil counts.

o 10 20 300 40 s0 e 70 80O 901
Strongly Disagree Strongly Agree

j) FeNO

i) Fe o0 10 20 30 40 s0 60 70 80 901
Strongly Disagree Strongly Agree
Open Text

k) Any other criteria for complete remission.

43

Do you agree that a complete remission off
treatment can be defined when same criteria as
mentioned above are maintained without
asthma treatment for 212 months?

o 10 20 300 40 s0O e 70 80 901
Strongly Disagree Strongly Agree
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Appendix 2: Delphi survey 2 questions and responses from survey 1 where no
agreement reached

Section I: Therapeutic Outcomes in Moderate Asthma

S.NO | Questions | Response

15% H % §.25+ 2.07 8.5 g 2

Do you agree that there is still no scientific
consensus to support the expectedidesirable

therapeutic cutcomes in moderate asthma (Step
3 & 4 of GINA recommendations)? |

R e b I

consensus to support the
expected/desirable therapeutic outcomes | 0 0 100 20 30 40 50 e 70 8O 90O

in moderate asthma (Step 3 & 4 of GINA Strongly Disagree Strongly Agree
recommendations)?

Do you agree that a desirable therapeutic outcome in moderate asthma patient could be when a patient:

Used rescue inhaler =2 days and =4 L | |
occasions per week 13% 20% e T1£277 55 o o
Has a normal lung function (FEV1 = JLD T e
80% and FEVAIFVC = TiM%)

!I

7252174 75 2 4
Has a good QOL based on an chjective Mo Agreement
QoL gquestionnaire assessment in your 70% 74+ 218 85 a 1
clinical practice e | )
Mo Agreement
reversibility “without Treatment™
Mo Agreement
Has avoided any work or school due to 158 | 158 0% 7.1+ 3.04 a o o
asthma? ' )
- Mo Agreement
Demonstrates no ainvay
10% [ NG L 8.8 +2.28 7 o 0

hyperresponsiveness Or has a negative

methacholine challenge test Mo Agreement
pUTPOSES ) ' ’
Mo Agreement
pUrposes ’ )
Mo Agreement
FeNO: =25 ppb 51 6.7 +203 7 o z
mOizagree (0-3)
oMeither agres nor disagree (4-6)
BAgree (7-8)

Do you agree that a desirable therapeutic outcome in moderate asthma patient could be when a patient:

|
o0 10 20 30 40 50 60 70 80 903

Q2

a) Used rescue inhaler €2 days and <4
occasions per week.

Strongly Disagree Strongly Agree
b) Has a normal lung function. (FEV. > 80% | s
and FEV1/FVC = 70%) o 10 200 300 40 s0 e 700 8 91
Strongly Disagree Strongly Agree
c) Has optimal and stable lung function ]
(FEV1+10% of patient’s baseline)? o] 100 200 300 400 s00 e 700 801 91
Strongly Disagree Strongly Agree

d)H d QOL based bjecti
) Has a good QOL based on an objective _0[] 10 200 30 40 s0O e 700 801 901

QoL questionnaire assessment in your )
Strongly Disagree Strongly Agree

clinical practice.
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e) Demonstrates no bronchodilator

reversibility “without treatment” o0) 100 200 300 400 501 601 700 801 9l

Strongly Disagree Strongly Agree

f) Has avoided any work or school due to

asthma? ol 10J 200 300 40J 500 elJ 700 8] 91

Strongly Disagree Strongly Agree

g) Demonstrates no airway
hyperresponsiveness. Or has a negative
methacholine challenge test

o 100 20 300 40 500 e 700 81 9ld
Strongly Disagree Strongly Agree

h) Has a FeNO: < 40 ppb for therapeutic

purposes (if FeNO is available) o 10 20 30 40 s0O0 e 70 8O 91
Strongly Disagree Strongly Agree

i) Has a FeNO: < 40 ppb for adherence ]

purposes (if FeNO is available) od 10 20 300 40 s0O0 e 700 8 901
Strongly Disagree Strongly Agree

j) FeNO: < 25 ppb (if FeNO is available) o0 10 200 30 40 50 s0 700 800 o0

Strongly Disagree Strongly Agree

The concept of desirable therapeutic outcomes in moderate asthma must include in the definition:

Mo Agreement

Possibility of future relapses* in moderate
asthma patient who achieved therapeutic

goals

WDsagme (03]
BHeiher agee nordisagees )
Bagee :'.r:-'%:

Q3

The concept of desirable therapeutic outcomes in moderate asthma must include in the definition:

a) Early response to treatment s less |
important than achieving overall control od 10 20 300 40 s0O0 e 700 8 901

Strongly Disagree Strongly Agree

b) Possibility of fut | . |
) Possibility of future relapses™ in o0 10 20 30 40 50 60 70 8O 9O

moderate asthma patient who achieved )
Strongly Disagree Strongly Agree

therapeutic goals

(*Relapse means an exacerbation in the last year or
an ACT < 20 points)

The concept of desirable therapeutic outcomes in moderate asthma:

Mo Agreement
Applies to all patients, regardless of whether
they are adherent or not to the treatment. m
Mo Agreement

Only applies to adherent patients 15% | 15% To'%

mOizages (0-3)
O Meither a%ree nor disagres (4-8)
WAgres [T-E)

Q4

The concept of desirable therapeutic outcomes in moderate asthma:




a) Applies to all patients, regardless of
whether they are adherent or not to the
treatment.

- - - |
ol 10J 200 300 40J 50 eld 700 8LJ 90

Strongly Disagree Strongly Agree

b) Only applies to adherent patients

- - - |
ol 10J 200 300 40J 500 eld 700 8LJ 901

Strongly Disagree Strongly Agree

In your clinical practice, do you agree that it's essential to measure airway hyperresponsiveness using bronchoprovocation

testimethacholine challenge:

In mild asthma patients?

In moderate asthma patients?

60% % 0%
20% 0% 30% 525+ 2.27

Mo Agreement

33zx24 2 o i}

Mo Agreement

5 B 2

m[izages (0-3) ‘
O Meither agree nor disagree (4-6)
mAgree (7-8)

Q5 In your clinical practice, do you agree that it is essential to measure airway hyperresponsiveness using
bronchoprovocation test/methacholine challenge before and after reasonable interval (12 months)
during maintenance anti-inflammatory regimen?

a) In mild asthma patients? —
ol 100 200 300 40 s00 ed 700 81 901
Strongly Disagree Strongly Agree
b) In moderate asthma patients? ——
o 100 200 300 40 s50 ed 70O 8 9d
Strongly Disagree Strongly Agree
Mo Agreement
D that the desirable therapeuti -
n:t::r::'l:gra‘.!ri a:hievihl::iath syme;::um-d:ven £ Sl g 485318 55 a o
treatment?
B Cisages (1-3)
O Meither agres nor dissgres (4-3)
B Agrea (7-9)

Q6 | Symptom driven treatment (without |
regular maintenance) will be insufficient o 10 200 300 40 50 e 700 81 90d
to achieve desirable composite Strongly Disagree Strongly Agree
therapeutic outcomes in moderate to
severe asthma [GINA 3-4].

Mo Agreement
Do you agree that the desirable therapeutic -
outcomes are achievable with symptom-driven 3% A% 47% 4852218 55 ] V]
treatment?
B Cisages (1-3)
O Meither agres nor dissgres (4-3)
BAgre=s (7-8)

Q7 | Symptom driven treatment (with regular | [
maintenance) will be insufficient to od 10 20 300 40 s0O e 70 8 90O
achieve desirable composite therapeutic Strongly Disagree Strongly Agree

outcomes in moderate to severe asthma
[GINA 3-4].
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Section ll: Clinical Remission in Moderate Asthma

S.NO Questions Response
Do you agree that one criterion of clinical remission on treatment in mild or moderate asthma should be:
[ Mo Agreement | |
mCizagres (0-3)
O Meither agres nor disagree (4-6)
mAgres (T-8)
Q8 Do you agree that stable FEV1 (FEV1 +10% of
patient’s baseline) should be one criterion of I
clinical remission on treatment in moderate od 10 20 300 40 s e 700 80 901
asthma? Strongly Disagree Strongly Agree
Q9 Do you agree, that if a patient meets all other
clinical remission criteria but still used some I
reliever (less than twice a month), it is still od 10 20 300 40 s e 700 80 901
remission? Strongly Disagree Strongly Agree
quo | Would you agree that classifying a patientas | [
clinical remission does not need any biomarkers | 0 10 20 30 40 50 6 700 81 9
assessment? Strongly Disagree Strongly Agree
Do you agree that a clinical remission on treatment can be defined when a patient achieves the following outcomes during at least 12
months on treatment:
Nn Agreement |
Reduction in blood eosinophil counts. _
do Agreement
— wean] 7 [0 ]
[
B Cisagres (0-3)
O Meither agres nor disagres (4-8)
mAgree (7-3)
0 you agree that a clinical remission on treatment can be defined when a patient achieves the following
Qi1 D that a cl [ treat t be defined wh tient ach the foll

outcomes during at least 12 months on treatment:

a) Reduction in blood eosinophil counts. (BEC)

- |
ol 10d0 200 300 40J s00 eld 700 80 901

Strongly Disagree Strongly Agree

b) Reduction in sputum eosinophil counts

- |
00 10 20 30 40 50 60 70 80 9O

Strongly Disagree Strongly Agree

c) FeNO (if available)

- |
ol 10J 200 300 40J s00 eld 700 80 901

Strongly Disagree Strongly Agree




Q12

While on maintenance ICS containing regimen, clinical remission include lung function being?

a) Remains unchanged (stable FEV1 +10%

of patient’s baseline)

o 100 200 301
Strongly Disagree

4] 500 eld 70 801 901

Strongly Agree

b) Normalized (80% or more FEV1p)

o 100 200 301
Strongly Disagree

4] 500 eld 70 801 901

Strongly Agree

¢) Improved by 20% or more from

patient’s personal baseline

o 100 200 301
Strongly Disagree

4] 500 eld 70 801 901

Strongly Agree
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Section lll: Complete Remission in Moderate Asthma

. Response
S.NO Questions P
Q13 Would you agree that complete remission is
clinical remission with normal biomarker levels? o] 10d 200 300 400 500 ed 70d 800 91
Strongly Disagree Strongly Agree
Do you agree that one objective measure for complete remission on treatment in mild or moderate asthma patients could be:
T ; b . - If your agreement answer score was T or higher, do you
O MEASUE airway [ perresponsiveness < consider a normal airway hyperresponsiveness as the
] eement Mean + S0 Median Max. Min. inflammation biomarker must for clinical remission ?
_Wean £ oby T 7
mDisagnee (03] - I £ :
:?;.err;?:.rm nir disagres (4-5) E 2 5
w2
4
L]
fan M
Yes (6/3), No (2/3)
lower cutoff point of BEC expected for clinical remission?
_Means $D_Median Max. Min : .
ogussn = IEEEN IR » .
mOEagmee [03) - E H
::;nlcr:rlg:&rlm nor disagree (446 E ;
[ ]
=300 oells <100 calls
<300 cells (4/7), <100 cells (3/7)
lower cutoff point of FeNO expected for clinical remission®
Mean + 50 Median Max. Min.
- 23
B iiar aaee oy e (4 o g,
megre (75 E . .
I
: I
525 ppb 540 pb
=25 ppb (10/13), =40 ppb (2/13)
Q14 Do you agree that in your clinical practice, one objective measure for complete remission on treatment in

moderate asthma patients could be:

a) To measure airway hyperresponsiveness?

o 100 20 300 40 50 e 700 81 901
Strongly Disagree Strongly Agree
al) If your agreement answer score was 7 or  Yes ™ No
higher, do you consider a normal airway
hyperresponsiveness as the inflammation
biomarker must for complete remission?
b) To measure blood eosinophil count (BEC)?
) P (BEC) o0 10 20 30 40 50 60 70 80 901
Strongly Disagree Strongly Agree
b1) If your agreement answer score was 7 or
higher, what is the lower cutoff point of BEC OPEN TEXT
expected for complete remission?
¢) To measure FeNO (if available)?
ol 100 200 300 40 500 ed 700 81 9Ud
Strongly Disagree Strongly Agree




c1) If your agreement answer score was 7 or
higher, what is the lower cutoff point of FeNO
expected for complete remission if available?

OPEN TEXT

Do you agree that for a patient to be considered
in remission, HCP and patient concurrence

regarding asthma remission should be required,
as there are no validated HCP-reported disease
activity instruments for asthma?

% 23% T 7.05% 182

Mo Agreement

7 a 3

Do you agree that for a patient to be considered

15 . . .

Q in remission, HCP and patient concurrence o 10 20 30 40 s0O0 e 70 8O 91
regarding asthma remission should be required, | Strongly Disagree Strongly Agree
as there are no validated HCP-reported disease
activity instruments for asthma?

Do you agree that being in remission in asthma
does not eliminate the risk of severe and even 385z 1.8 T g 3
fatal asthma events? |

mCOisagres (0-3)

OMeither agres nor disagree (4-6)

DAgres (7-8)

que | Dovou asree that being in complete remission | [
in asthma does not eliminate the risk of severe o 10 200 300 40 50 e 70 8 91
and even fatal asthma events? Strongly Disagree Strongly Agree

Do you agree that a complete remission on treatment can be defined when a patient achieves the following outcomes during at least

12 months on treatment:

Reduction in blood eosinophil counts.
No Agreement
mCisagee (0-3)
O Meither agree nor disagree (4-8)
BAgres (7-9)
Q17 Do you agree that a complete remission on treatment can be defined when a patient achieves the following

outcomes during at least 12 months on treatment:

a) Reduction in blood eosinophil counts. (BEC)

o 100 200 30J
Strongly Disagree

4] 500 elJ 700 8L 90
Strongly Agree

b) Reduction in sputum eosinophil counts

ol 100 200 301
Strongly Disagree

4010 500 eld 700 8O 91
Strongly Agree
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