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D Inhoud Workshop

* Transmurale stedelijke afspraken
* Achtergrondinformatie/ literatuur
* (asus

* Vragen/discussie
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D ICS bij COPD, a pendulum that keeps swinging




Diagnose volgens ABCD Tool

Spirometrically
Confirmed Diagnosis

Assessment of
airflow limitation

Post-bronchodilator
FEV,/FVC < 0.7

FEV.
Grade predi::ted)

GOLD 1 >80

GOLD 2 50-79

GOLD 3 30-49

GOLD 4 <30

Moderate or Severe
Exacerbation History

>2 or
> 1 leading
to hospital
admission

Oor1l
(not leading
to hospital
admission)

Assessment of
symptoms/risk
of exacerbations

mMRC 0-1 EE mMRC 2 2
CAT<10 i CAT210
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Initiele farmacologische behandeling

) INmiAL PHARMACOLOGICAL TREATMENT ]

> 2 moderate
exacerbationsor> 1
leading to
hospitalization

0 or 1 moderate
exacerbations
(not leading to

hospital admission)

FIGURE 4.1

mMRC 0-1 CAT< 10

mMRC 2 2 CAT 2 10
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Group D |

Drie opties initiele farmacologische behandeling

> LABA/LAMA:

«  CAT >20 voornamelijk door toegenomen
benauwdheid en/of inspanningsbeperking

> ICS/LABA:
Eosinofilie (2300 cellen/ul)
* Voorgeschiedenis astma
* Bepaal risk/benefit bij inzetten I1CS
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Beoordeling behandeling:
review, assess and adjust

FIGURE 4.2



Follow up
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LABA or LAMA

U
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LABA+LAMA | gyy | LABA+ICS
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* Consider (| LABA+LAMA+ICS

switching

inhaler device
or molecules

e Investigate
(and treat)
other causes
of dyspnea

e EXACERBATIONS

FEV; < 50% &
chronic bronchitis

LABA or LAMA
| *
- l
(**
LABA + LAMA | g4 LABA + ICS
Consider if
eos < 100 Consider if
eos 2100
Y| LaBA +LAMA+IcS | €
"
' |
bt L 4
Roflumilast In former smokers

Azithromycin
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D GOLD 2019

* Exacerbaties

» Ziektelast

* Eosinofielen

* Voorgeschiedenis asthma
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D Waarom terughoudendheid afgelopen jaren met ICS

 Pneumonie
« Systemische bijwerking ICS
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Het risico op een pneumonie is significant hoger bij gebruik van deze vaste
triple (FF/UMEC/VIL) vs. de LABA/LAMA (UMEC/VIL)[HR 0,53 p <0,001]*

Table 3. Adverse Events of Special Interest in the Intention-to-Treat Population.*

11

Triple Therapy Fluticasone Furoate-Vilanterol Umeclidinium-Vilanterol
Event (N=4151) (N=4134) (N=2070)
Rate per 1000 Rate per 1000 Rate per 1000
No. of Patient-Yr (No. No. of Patient-Yr (No. No. of Patient-Yr (No.
Patients (%) of Events) Patients (%) of Events) Patients (%) of Events)
Anticholinergic syndrome 184 (4) 60.8 (226) 140 (3) 47.1 (163) 70 (3) 47.7 (31)
Asthma or bronchospasm 27 (<1) 7.5 (28) 34 (<1) 10.1 (35) 16 (<1) 9.4 (16)
Cardiovascular effects 450 (11) 167.2 (621) 430 (10) 157.0 (543) 224 (11) 166.6 (283)
Cardiac arthythmia 153 (4) 50.9 (189) 161 (4) 51.5 (178) 81 (4) 51.2 (87)
Cardiac failure 138 (3) 42.5 (158) 126 (3) 42.8 (148) 68 (3) 44.3 (76)
CNS hemorrhages and cere- 41 (<1) 12.1 (45) 28 (<1) 9.3 (32) 11 (<1) 6.5 (11)
brovascular conditions
Hypertension 113 (3) 35.5 (132) 115 (3) 35.0 (121) 54 (3) 34.2 (58)
Ischemic heart disease 30 (2) 26.1 (97) 57 (1) 18.5 (64) 47 (2) 30.6 (52)
Lower respiratory tract infection, 200 (5) 63.0 (234) 199 (5) 69.7 (241) 108 (5) 76.0 (129)
excluding pneumonia
Pneumonia 317 (8) 95.8 (356) 292 (7) 96.6 (334) 97 (5) 61.2 (104)
Urinary retention 8 (<1) 27 (10) 12 (<1) 35 (12) 9 (<1) 5.3 (9)
. U
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De toevoeging van een extrafijne ICS aan LABA/LAMA laat geen toename zien

1] het risico Op een pneumonle1 Serious adverse events 117 (15%) 130 (17%)
COPD 61 (8%) 69 (9%)
BDP/FF/G IND/GLY Pneumonia 18 (29%) 17 (2%)
(n=764) (n=768) Cardiac failure 6 (1%) 7 (1%)
Adverse events 490 (64%) 516 (67%) De;”’ o 3 (<1%) 8 (1%)
COPD 273 (36%) 288 (38%) Ischaemic heart disease 2 (<1%) 11 (1%)
. Myocardial infarction 1 (<1%) 8 (1%)
Nasopharyngitis 43 (6%) 37 (5%) )
Coronary artery disease 1 (<1%) 2 (<1%)
Headache 44 (6%) 35 (5%) o .
Myocardial ischaemia 0 1(<1%)
Pneumonia 28 (4%) 27 (4%) i o
- e g Atrial fibrillation 0 7 (1%)
espiratory tract infection 22 (3%) 28 (4%) Respiratory failure 3 (<1%) 4(1%)
Zs:no?a 23 (3%) 24 (3%) Lung neoplasm 4 (1%) 2 (<1%)
ckpain ) 21 (3%) 23 (3%) Treatment-related adverse events 43 (6%) 37 (5%)
e 15 (2%) 26 (3%) Oral candidiasis 12 (2%) 6 (1%)
Cough 13 (2%) 25 (3%) Dry mouth 3 (<1%) 6 (1%)
Cardiac failure 15 (2%) 16 (2%) Cough 1 (<1%) 7 (1%)
Ischaemic heart disease 8 (1%) 16 (2%) Treatment-related serious adverse events 1 (<1%) 1 (<1%)
Myocardial infarction 1 (<1%) 8 (1%) Severe adverse events 86 (11%) 87 (11%)
Angina pectoris 5(1%) 1(<1%) Adverse events leading to study drug 37 (5%) 47 (6%)
Coronary artery disease 2 (<1%) 4 (1%) discontinuation
Myocardial ischaemia 2 (<1%) 4 (1%) Adverse events leading to death 16 (2%) 21 (3%)

A4 L=
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Risk-benefit balans van ICS/LABA* (Ernstig COPD)

550

500

450 —

400 —

350

300

250 —

Number of events

200
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100

S0
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Groups
BDP/Form, Exacerbations
— — — - BDP/Form, Pneumonias

Exacerbations

Form, Exacerbations A (BDP/Form vs Form) = -125 events
- — — - Form, Pneumonias

Pneumonia

(o]

18 36 54 72 90 108 126 144 162 180 198 216 234 252 270 288 306 324 342
Days

1 pneumonie tegenover de preventie van 9,6 exacerbaties die een kuur
prednison/antibiotica of ziekenhuisopname ten gevolg zouden hebben
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Estimated probability
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Studies zonder ICS

0.6 7

0.5

0.4
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Hazard ratio, 1.06 (95% Cl, 0.94-1.19)
P=0.35 byWald's chi-squared test

= |CS continuation
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* Wisdom studie
* 30% gebruikte geen IC bij inclusie
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Studie met ICS/triple therapie

2.0
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e |CS + LABA + Tio
ICS + LABA
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) Consensus over ICS bij COPD
bloed eosinofiele cellen als biomarker

COPD patienten met bloed eosinofilie (22% bloed
eosinofiele cellen) hebben significant meer exacerbaties
dan COPD patienten met normale waarden!

Sputum eosinofilie wordt waargenomen in 28% van de
exacerbaties =2 22% bloed eosinofiele cellen voorspelt voor
90% sputum eosinofilie?

17
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Consensus over ICS bij COPD
COPD patient met astmatische kenmerken

Van de COPD patiénten:

Heeft 60% bronchiale hyperreactiviteit

Is 44-50% reversibel

Heeft 15-40% verhoogd aantal eosinofiele
cellen in bloed

Is 18-30% atopisch

Boven I j ziekenhuis
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CoPD e

Mucosal and peribronchial Increased smooth-  Inflammation’

inflammation and fibrosis @ 100+ muscle mass
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Conclusies

 Veel studies met wisselende uitkomst tav ICS of niet

* Meest afhankelijk van welke patienten zijn
geincludeerd

« Extrapolatie van treatable traits

o N \ ¥ 4
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Treatable Traits - voor toevoegen ICS

 Exacerbaties

« Ziektelast

« eosinofielen
 Asthma component
* Risk-benefit
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D Indien geen treatable traits, dan stop ICS
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Ip bij COPD geen dusdanige dosering dat afbouwen
nodig is

Wel met patient bespreken wanneer beste moment is,
bijvoorbeeld in lente na griepseizoen

Na stop wel moment controle



