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4.3. Exclusion Criteria

Deviations from exclusion criteria are not allowed because they can potentially
jeopardise the scientific integrity of the study. regulatory acceptability or subject safety.
Therefore. adherence to the criteria as specified in the protocol is essential.

Subjects meeting any of the following criteria must not be enrolled in the study:

1. Pregnancy: Women who are pregnant or lactating or are planning on becoming
pregnant during the study:.

2. Asthma: Subjects with a current diagnosis of asthma. (Subjects with a prior history
of asthma are eligible 1f they have a current diagnosis of COPD).

Lipson DA. N Engl J Med 2018.



ICS 1 & Death |

Odds ratio for death

No. of ICS use




Factors Number of patients
Total 841

Baseline eosinophils (<150/uL vs. >150/ulL)

<150/uL 403

>150/uL 421

Baseline eosinophils (<300/uL vs. >300/ul)

<300/uL 669

>300/uL 155

Baseline eosinophils (<400/uL vs. >400/ul)

<400/uL 738

>400/ulL 86

Baseline eosinophils (mutually exclusive subgroups)
<150/uL 403
>150/uL to <300/uL 266
>300/ulL to <400/uL 69 |
>400/ul 86

0.5

«— Favors ICS Favors ICS —>
withdrawal

Calverley PMA. Am J Respir Crit Care Med 2017; 196: 1219-1221.



Table 6 Impact of eosinophil count on moderate-to-severe acute
exacerbation rates in COPD patients according to the exposure

to ICS/LABA
IRR (95% CI)? P-value for

interaction

Eosinophil count =200/uL
ICS/LABA use (n=60) .12 (0.66—1.91) 0.657

No use of ICS/LABA (n=39) 0.32 (0.00-20.88)
Eosinophil count >200/uL

|ICS/LABA use (n=34) 0.86 (0.48—1.56) 0.623
No use of ICS/LABA (n=35) 3.26 (0.36—290.9)

Song JH. Int J Chron Obstruct Pulmon Dis 2017; 12: 2455-2464.
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AUC= 0-63
p<0-0001

Sensitivity

DI-5
1-specificity

Figure 2: Receiver operating characteristic analysis for blood eosinophil
prediction of sputum eosinophils

Hastie AT. The Lancet Respiratory Medicine 2017; 5: 956-967.



Sputum eosinophil (%)

I
100
Blood eosinophil count (cells per pL)

Hastie AT. The Lancet Respiratory Medicine 2017; 5: 956-967.



Proportion with Stable Eosinophil
Counts at Time Point (%)

6mo 9mo 1yr 2yr 4yr 6yr 8yr

Patients with COPD 85 82 /5 62 49 42 35
Absolute blood
eosinophil count
<0.34 x 10°, cells/L 95 93 90 86 80 77 75
x10%celsl. 80 70 63 45 30 23 18

Oshagbemi OA. Am J Respir Crit Care Med 2017; 195: 1402-1404.
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Low-dose [CS

Moderate-dose ICS 4

High-dose ICS

0.5 1.0
OR for NTM-PD

Brode SK. Eur Respir J 2017; 5o0.



All COPD
(n=682 per cohort)

Change in HbA,¢ 0.16 (0.05-0.27)*

Change in diabetes-related 0.31 (0.03-0.60)"
GP visits

Decrease for ICS cohort < » Increase for ICS cohort

I | |
0O 02 04 06 08

Adjusted difference (95% ClI)

Price DB. PLoS One 2016; 11: €0162903.
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4 6 8
Time since first ICS prescription (y)

Gonzalez AV. Chest 2018; 153: 321-328.



[ Placebo group [ Roflumilast group

035 —_
0-326

0-315

0-30

0-25

Mean rate of chronic obstructive pulmonary disease
exacerbations per patient per year

Intention to treat Per protocol Intention to treat

Severe exacerbations Exacerbations leading to

hospital admission
Number at risk

Patients with at least Placebo 192; roflumilast 151 Placebeo 167; roflumilast 120  Placebo 190; roflumilast 150
one exacerbation (n)
Rate ratio (95% Cl) 0-757 (0-601-0-952) 0-668 (0-518-0-861) 0-761 (0-604-0-960)
Two-sided p value 0-0175 0-0018 0-0209

Figure 3: Mean rate of severe exacerbations or exacerbations leading to hospital admission per patient peryear
Rate ratios, 95% Cls, and p values are based on a negative binomial regression model excluding a correction for
overdispersion.

Lancet. 2015;385(9971):857-866.



— Azithromycin
— Placebo

L0% free
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Proportion free of COPD exacerbation (%)

rJ
T

180 240
Follow-up (days)
Number at risk
Azithromycin = 47 21 18
Placebo 45 6 3

Uzun S. Lancet Respir Med. 2014;2(5):361-368.



One-size fits-all Stratified medicine Precision medicine
medicine
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Stratification S e 0 Personalisation
_ > _
Patients are grouped Patient individual:
by: Disease Preferences,
Subtypes Clinical features
Demographics Medication history
Clinical features Environment

Biomarkers Behaviours & habits
Biomarker

Precision medicine




