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Zmeny v GOLD 2023




Zmeéna kategorizace stupnu CHOPN
dle GOLD
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Iniciacni lecba CHOPN dle GOLD

> 2 moderate
exacerbations or2 1
leading to
hospitalization

0 or 1 moderate
exacerbations
(not leading to
hospital admission)

Group C
LAMA

Group A

A Bronchodilator

} INITIAL PHARMACOLOGICAL TREATMENT ’

mMRC 0-1, CAT < 10

GroupD LAMA or
LAMA + LABA* or
ICS + LABA**

*Consider if highly symptomatic (e.g. CAT > 20)

L2

Group B

A Long Acting Bronchodilator
(LABA or LAMA)

mMRC 2 2, CAT 2 10

GOLD 2022

Initial Pharmacological Treatment
Figure 4.2

> 2 moderate GROUP E

exacerbations or LABA + LAMA*

> 1 leading to

hospitalization consider LABA+LAMA+ICS* if blood eos > 300

oo mo ot GROUP A GROUP B

exacerbations ~

(not leading to A bronchodilator LABA + LAMA*

hospital admission)

4

mMRC 0-1, CAT < 10 J

mMRC 2 2, CAT 2 10 J

*single inhaler therapy may be more convenient and effective than multiple inhalers

GOLD 2023

GOLD 2022, GOLD 2023
30.06.2023




Follow-up lecba CHOPN dle GOLD

e DYSPNEA e EXACERBATIONS ¢
LABA or LAMA LABA or LAMA
| *
I | |
L " ~
(J‘J‘_ (:_'_
LABA + LAMA ( LABA + ICS LABA + LAMA ( LABA + ICS
Consider if
| eos < 100 Consider if
s e eos 2100
* Consider (| LABA+LAMAHICS Y aBa+LAMA+ICS | €
switching

inhaler device
or molecules

* Investigate
(and treat)
other causes
of dyspnea

eos = blood eosinophil count (cells/ul)

t v
- In former smokers
Roflumilast
FEV; < 50% &

» Azithromycin
chronic bronchitis

* Consider if eos 2 300 or eos 2 100 AND 22 moderate exacerbations / 1 hospitalization
*¥ Consider de-escalation of ICS or switch if pneumonia, inappropriate original indication or lack of response to ICS

GOLD 2022

GOLD 2022, GOLD 2023

DYSPNEA

LABA or LAMA J

l

LABA + LAMA* J

!

e Consider switching inhaler device or
molecules

¢ Implement or escalate
non-pharmacologic treatment(s)

e |Investigate (and treat) other causes
of dyspnea

A

*Single inhaler therapy may be more convenient and effective than multiple inhalers

EXACERBATIONS

LABA or LAMA J
if blood _J [

eos < 300

if blood

LABA + LAMA* }' o
|

* %
if blood I
€05 <100 jf plood

eos 2 100

__) LABA+LAMA + |cs*J

X
[ !

Roflumilast J Azithromycin

FEV1 < 50% & chronic bronchitis Preferentially in former

smokers

**Consider de-escalation of ICS if pneumonia or other considerable side-effects. In case of blood eos 2 300 cells/pl
de-escalation is more likely to be associated with the development of exacerbations
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Triple terapie — vliv na
exacerbace a plicni funkce




Uc¢innost IKS v triple terapii CHOPN

L

vysledky studie TRINITY porovnavajici G¢innost IéGebnych rezim( BDP/FF/G a monoterapie TIO12

VYZNAMNE VYZNAMNE
ZLEPSENI SNIZENI POCTU
PLICNICH FUNKCI EXACERBACT

-20 %

snizeni poctu
stredné tézkych /
tézkych exacerbaai

+61 ml

u plicnich funkci
v 52. tydnu

p<0,0001 RR=0,80
p=0,0025

1. Vestbo et al. - Lancet 2017;389(10082):1919-1929; 2. Singh et al., International Journal of COPD 2017:12 2917 -2928




Uc¢innost IKS v triple terapii CHOPN

Pocet stfednich a vainych exacerbaci

14 IMPAC] TRIBUTE

12

1 0,91

0.8 /
0,56

0,6
0,46

0.4

0,2

IMPACT IMPACT IMPACT  KRONOS  KRONOS  KRONOS  TRIBUTE  TRIBUTE
Triple LABA/ICS LABA/LAMA  Triple LABA/ICS LABAJLAMA  Triple  LABA/LAMA

1. Lipson DA et al. Am J Respir Crit Care Med 2020; 201(12): 1508-1516; 2. Wedzicha JA N Engl J Med 2016; 374(23):2222-2234




Vliv IKS na mortalitu
u CHOPN pacientu




Vliv IKS na mortalitu u CHOPN

studie prinesly rozporuplné zavéry ohledem ovlivnéni mortality pfi pouziti samotnych IKS

 studie TORCH prokazala zvySenou mortalitu u pacientu s CHOPN uzivajicich samotny flutikason
propionat v porovnani s rameny s placebem a kombinaci SAL + flutikason propionat?

 studie SUMMIT neprokazala zvySenou mortalitu u pacientu s CHOPN uzivajicich samotny

. -~ 2
ﬂ utl kason fU roat B Death from Any Cause 12 — Placebo
— Fluticasone furoate
18+ 11— vilanterol
i Placebo 10 — Combined fluticasone furoate and vilanterol
16+ Salmeterol ,1 9 T
X 14- Fluticasone ,} g &
= —— Combination therapy I 377
w® 124 5 6
a .
S 1o 2 ,
=} & 47 e
& 84 3
g o
g 4 HR, 0.825 o7 T T T
o o )
2 _ (95 /O Cl, 0.681 1‘002) Number alive Time to event (years)
s P=0.052 (Iog-rank test) Placebo 4111 3465 1715 469
g Fluticasone furoate 4135 3499 1734 490
0 T T T T T 1 Vilanterol 4118 3466 1734 486
0 24 48 72 96 120 156 Combined fluticasone 4121 3484 1718 485
furoate and vilanterol
Wee ks Figure 2: Probability of death (primary endpoint)

GOLD 2023;

1. Calverley et al. Am J Respir Crit Care Med 2018; 197(1): 47-55; 2.Vestbo et al. Lancet 2016; 387(10030): 1817-1826



Probability of event (%)
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Vliv IKS na mortalitu u CHOPN

studie IMPACT a ETHOS potvrdily vyssi redukci rizika mortality pfi pouziti trojkombinace s IKS v
porovnani s dualni bronchodilatacni terapii (zejména symptomaticti pacienti s historii
exacerbaci)l2

— FF/UMECNI
FFVI
—— UMECNVI

GOLD 2023;
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1. Lipson DA et al. Am J Respir Crit Care Med 2020; 201(12): 1508-1516; 2. Rabe KF et al. N Engl J Med 2020; 383(1): 35-48
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Vliv IKS na mortalitu u CHOPN

pool analyza studii TRILOGY, TRIBUTE a TRINITY prokazala statisticky vyznamné (p=0.037) snizeni
rizika mortality (35%) z nerespiracnich pri¢in u symptomatickych CHOPN pacientul s rizikem vzniku
exacerbace uzivajicich 1éCbu s IKS v porovnani s [éCebnymi rezimy bez IKS?

Pacienti s fatalnimi prihodami (%) Pacienti s fatalnimi prihodami (%)

BDP/FF/G, BDP/FF, TIO, IND/GLY

BDP/FF+TIO (N=3,745) (N=1,844)

HR (95 % CI)

POOLOVA ANALYZA 19 (0,5 %) 9 (0,5 %) 1,01 (0,45; 2,22)

(RESPIRACNI PRIHODY)

p=0,990

POOLOVA ANALYZA 56 (1,5 %) 41 (2,2 %)

(NERESPIRACNI PRIHODY)

1. Vestbo et al., Eur Respir J 2018; 52: 1801230




[IKS a hladina eozinofilu




Factors to Consider when Initiating ICS Treatment
Figure 3.1

Factors to consider when adding ICS to long-acting bronchodilators:
(note the scenario is different when considering ICS withdrawal)

History of hospitalization(s) for exacerbations of COPD*
STRONGLY > 2 moderate exacerbations of COPD per year"
FAVORS USE Blood eosinophils 2 300 cells/pL

History of, or concomitant asthma

1 moderate exacerbation of COPD per year*
Blood eosinophils 100 to < 300 cells/pL

Repeated pneumonia events

AGAINST USE Blood eosinophils < 100 cells/uL

History of mycobacterial infection

"despite appropriate long-acting bronchodilator maintenance therapy (see Table 3.4 and Figure 4.3 for recommendations);
*note that blood eosinophils should be seen as a continuum; quoted values represent approximate cut-points; eosinophil
counts are likely to fluctuate.

Adapted from & reproduced with permission of the © ERS 2019: European Respiratory Journal 52 (6) 1801219; DOI:
10.1183/13993003.01219-2018 Published 13 December 2018

Zahajeni lécby s IKS dle GOLD 2023

GOLD 2023



IKS a eozinotilie

- . A
e post-hoc analyza studie )£ — FEJUMECNVI
IMPACT prokazala lepsi —E‘ng
|ECebny efekt reziml s IKS u |
pacientd nad 150 bunék/uL? g
* pocet exacerbaci ve studii 2
IMPACT ve vztahu k poctu £ 15-
eosinofild? 8
£
| % 1.0
0943 | v |
Eosinophils <2% (n=512) .| g '
0806 | s
Eosinophils 22% (n=1018) — ! = 05—
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) ! 0
Favors BDP/FF/G Favors IND/GLY i lt!lD E[If'D EEID 4613' 560 E»E'D

Baseline blood eosinophil count (eosinophils per pl)

1. Pascoe et al. Lancet Respir Med 2019; 7(9): 745-756; 2. Papi A et al. Lancet 2018; 192(4): 1076-1084




IKS a eozinotilie
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1. Wedzicha JA N Engl J Med 2016; 374(23):2222-2234




Eozinotily - jak se rozhodovat u
nasich pacientu?

imické RA (8) | [L] OLM-Biochémia snp (2) | [L] OLM-Statim.labor. hematﬂhg RA (2) | [s] CT-Urgent RA (1) | [S] FDPLL (1) | [S] RTG-XLPAV. (1) | [K] KARK

Neu ‘ Eo Ba Mo ‘ Neu abs | Eo abs ‘ Ba abs ‘ Mo abs | Lyabs ||
[%] [%] [%] [%] [%] [10~9/1] [1079/1] [1079/1] [10~9/1] [10~9/1]
68,7 1,34 .,,10,86 ..,17,97 4,51 0,09 0,71 1,18 70 bunék/uL

< 100 buniek/uL(mm?3)

nJaborbiochémické RA (3) | [L] Mikrobiolégia_(1) | [L] OLM-Biochémia SHP (1) | [L] OLM-Statim.Jabor.hematolog. RA (1) | [S] CT-Urgent RA (1) | [S] RTG-XLPAV. (2) |

PLT ‘ MpV ‘ PDW Neu ‘/W\L Mo ly | Neuabs %ﬂaam Moabs | Lyabs
[% [10~9/] mf\g [10A9/|]

[mf\gl] ‘ 10ﬂ9 (] [% _ U6l | D] | (10790 | A
1358« 529 .. 803 .1629 .. 73 0,16 202 310 bunék/uL
> 300 buniek/ul (mm3)

117 11w 7,72 | 9,014,90 65 10,0




Fenotypy CHOPN pacientu
a postaveni IKS




Efekt IKS u ruznych fenotypu CHOPN

Fenotypizace CHOPN v CR:?
» Bronchiticky

* Emfyzematicky

e ACOS - vyhodné vyuzit IKS v kombinovaném léCebném rezimu,
zejména u pacientd s Eos > 300 bunék/pL

» Kachekticky
* Bronchiektaticky

* Frekventni exacerbator - vyhodné vyuzit IKS v kombinovaném
|éCebném reZimu , zejména u pacientl s Eos = 300 bunék/uL

111 H 33 (13 t1]
« (over-lap CHOPN se spankovym apnoe?) Rink puffer Bius bloater
The presence of pursed lip The presence of barrel
breathing has an LR of 2.7 chest has an LR of 1.5

https://www.netterimages.com/

1. Zatloukal J et al. Biomed Pap 2020; 164(4): 325-356

30.06.2023




Bezpecnost IKS v terapii
CHOPN




Zvysene riziko pneumonie u
CHOPN lécene IKS

studie prokazaly, ze pouzivani IKS ovliviiuji mikrobiom dychacich cest!, zpusobuji vySSi prevalenci
oralnich kandidoéz, chrapotu, hematomu( a pneumonie? (u flutikason furoat i v nizkych davkach?3):

* vySSi riziko pneumonie u kuraku, pacientl > 55 let, s historii exacerbaci anebo pneumonie, s BMI > 25, u
dusnych pacientl a pacientl s vaznou ventilacni obstrukci*°

na druhou stranu:
» pacienti s eozinofily < 2% méli vysSi riziko vzniku pneumonie nezavisle na |écbé IKS®

* U pacientu se stfedné tézkou CHOPN monoterapie IKS i kombinovany rezim IKS+LABA nezvySovaly riziko
vzniku pneumonie®’

GOLD 2023; 1. Leitao Filho FS et al. Am J Respir Crit Care Med 2021; 204(10):1143-1152; 2. Yang IA et al. Cochrane Database Syst Rev 2012; 7(7): CD002991; 3.Dransfield MT et al. Lacet Respir Med

2013; 1(3): 210-223; 4. Crim C et al. Ann Am Thorac Soc 2015; 12(1): 27-34; 5. Crim C et al. Respir Med 2017; 131: 27-34; 6. Pavord ID Lancet Respir Med 2016; 4(9): 731-741; 7.Vestbo et al. Lancet
2016: 387(10030): 1817-1826



Zvysene riziko pneumonie u
CHOPN lécene IKS

. < e o 500 -
Celkovy poOmMer prinosu —— BDP/FFIG Acute exacerbations of COPD BDP/FF/G vs IND/GLY=
a rizik IéCebnych el IND/GLY | /I ~52 events
rezimu obsahujicich s L -

IKS v porovnani's £ 350 //

- QD oy
rezimy bez IKS? 2 300 e

(T

_ _ O 250 - //
triple terapie E o
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e . ;_?. 150 1 _
ucinnost a stejne L

S .. . 100 A
nizké riziko vzniku / —
pneu monie jako 50 4 #,f'{ BDP/FF/G vs IND/GLY =
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Time since randomization (days)

1. Vanfleteren et al. - International Journal of COPD 2018:13 3971-3981




Step-down v terapii
CHOPN (vysazeni IKS?)




Vysazovani IKS u CHOPN

studie prinesly nejednoznacné zaveéry vlivu vysazovani IKS na plicni funkce,
symptomy a exacerbacel2345

nejvyznamnéjsi pokles FEV, a zvySena frekvence exacerbaci po vysazeni IKS
(nasledujici terapie LABA+LAMA) byly zaznamenany u pacientu s poctem krevnich
eozinofild = 300 bunék/uL krve®

GOLD 2023; 1. Nadeem NJ et al. Respir Res 2011; 12:107; 2. van der Valk P et al. Am J Respir Crit Care Med 2002; 166(10): 1358-1363; 3. Wouters EF et al. Thorax 2005; 60(6): 480-487; 4. Kunz LIZ

et al. Chest 2015; 148(2): 389-396; 5. Magnussen H et al. N Engl J Med 2014; 371(14): 1285-1294; 6. Chapman KR et al. Am J Respir Crit Care Med 2018; 198(3): 329-339



Vysazovani IKS u CHOPN'!

100

vysazeni IKS (flutikason furoat) vedlo k -70 ml/rok

poklesu FEV1 2 . 0
B3 E
L 3
-~ E
[ 3
5 & 0
£ 3
N £
on e -140 mL
oty
5 g o0
s 3
R ]
s g
8 & -100
a
-
-150
-6 0 6 12 24
Doba (mésice)
® ® ®
Zalatek IKs ~ Vysazeni IKS Konec sledovani

&by

1. Lapperre et al. Ann Intern Med 2009; 151:517-527
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Vysazovani IKS u CHOPN'!

Silné doporuceni
pokracovat v IKS terapii

Pocet eozinofilu
2300 cells-pL-1

Zanét

Poéet eozinofilu PdelnFnE:
<300 cells-pL-1 doporuceni
vysadit IKS

Min neZ 2 za rok, bez hospitalizace Vic neZ 2 za rok anebo 1
hospitalizace
Exacerbace

1. Chalmer JD et al. Eur Respir J 2020; 55(2000351)




Shrnuti




Kdy maji IKS v terapii smysl?

pacient s frekventnimi exacerbacemi (2 stfedné anebo 1 a vic vaznych za rok)

k dispozici také dikazy u smysluplnosti terapie IKS u pacientu s historii jedné stfedné tézké
exacerbace za rok (GOLD doporuceni, post-hoc analyzy triple studii)

ACOS pacienti s prokazanou bronchialni hyperreaktivitou

pacienti nedostatecné reaguijici na terapii LAMA/LABA a soucasnou eosindfilii (eos nad 150
bunék/uL na zvazeni) anebo prokazanou bronchialni hyperreaktivitou

30.06.2023




Kdy IKS spiS nemaji smysl?

u pacientl s opakovanymi pneumoniemi
u stabilnich pacientd na LABA+LAMA bez exacerbaci
u pacientt s eos < 100 bunék/pL

s opatrnosti u pacientll s bronchiektaziemi a/nebo historii plicni mykobakteridézy

30.06.2023
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