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Stabil KOAH’da Tedavinin Hedefleri

Semptomlarin NE
Azaltiimasi Azaltilmasi

Semptomlar azaltmak Alevlenmeleri azaltmak

Egzersiz toleransini arttirmak Hastaligin progresyonunu onlemek

Saglik durumunu iyilestirmek Mortaliteyi azaltmak

GOLD



KOAH’da Farmakolojik Tedavi Se¢imi

Bireysel Prezentasyon ve Kisisel Risk Faktorleri ve
Altta Yatan Mekanizmalar Komorbiditeler

KOAH’ta Bireysellestirilmis Tedavi Sec¢imleri

LABA +ICS;
LABA + LAMA +ICS;
LABA +roflumilast;
LAMA + roflumilast

GOLD




Kortikosteroidlerin Hlicresel Duzeyde Etkileri
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KOAH’ta Kortikosteroid Direnci
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inhale Kortikosteroidlere Duyarl
(Naive) Hastalar

Eozinofilik inflamasyon?
Sik alevienme?

Hizh yilhk FEV1 kaybi?



M) BREQUAL

" SALMETEROL / FLUTIKAZON PROPIYONAT

~Alevlenmelerin onlenmesinde
IKS tedavisinden fayda gorebilecek
hastalari belirlemede yararli olabilir.

Referans: Donald P Tashkin et al. Int J Chron Obstruct Pulmon Dis. 2018 Jan 17;13:335-349.
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Kan eozinofil seviyesi;

>150 hucre/pL KOAH hastalarinda,

Eozinofilik
alevienme kat

gorulme sikligl daha fazladir.

1 yil stireli, 127 KOAH hastasi (izerinde yapilmig, prospektif, gozlemsel kohort ¢aligmasi olan AERIS ¢aligmasinin verileriyle
yapilan analiz galismasinda KOAH’ta eozinofilik inflamasyonun alevienmeler ve enfeksiyonlarla olan iligkisi arastiriimistir.

Referans: 1. Kim VL et al. Eur Respir J. 2017. 2. Jeong H. Yun et al. J Allergy Clin Immunol. 2018 June ; 141(6): 2037-2047.¢10.



AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA

Eozinofil
seviyesi’

*Kandaki eozinofil seviyesi



L Eozinofil sayisi” =300 hiicre/pL

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

& 4 olan hastalarda hospitalizasyon;

*Kandaki eozinofil sayisi

daha
yuksektir.



SALMETEROL / FLUTIKAZON PROPIYONAT
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eozinofilik inflamasyon
gorulmektedir.
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KOAH’lI hastalarin %75’inde
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yilda en az bir kez kan eozinofil sayisi
>150 hucre/pL olarak bulunmustur.
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Eozinofilik hastalar IKS iceren
tedavi rejimlerinden daha fazla
fayda saglamaktadir.
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Baseline blood eosinophil count (eosinophils per ulL)

Referans: Steven Pascoe et al. Lancet Respir Med. 2019 Sep;7(9):745-756.



Eozinofilisi olan hastalar ICS’den daha fayda gorilirken
daha az pnomoni gelisme riski tasiyorlar

AREA|

AREA I AREA I

Benefit
Reduction in exacerbations

Blood eosinophil
levels

Risk
Pneumonia events

G. Brusselle et al, Lancet RM 2015.



SAL/FP ile LABA/LAMA’ya DRRS AL
Kiyasla

Eozinofil seviyesi* >300 hiicre/pL
olan KOAH hastalarinda

tdaha az
alevienme

*Kandaki eozinofil seviyesi
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Eozinofil sayisi” >150 hiicre/pL
olan hastalarda SAL/FP ile;

daha az
alevienme

*Kandaki eozinofil sayis!.




SALMETEROL / FLUTIKAZON PROPIYONAT

Eozinofil seviyesi yuksek
hastalarda SAL/FP ile;

Alevienme oranlari
anlamli sekilde azalir.
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Solunum fonksiyon .
degerleri artar.

\-IZ\ Yasam kalitesi artar.“

*Kandaki eozinofil sayist.



Inhale kortikosteroid iceren rejimlerin
MORTALITE {izerine etkileri

**Son yillarda ICS iceren rejimlerin sag kalimi arttirdigi ve mortaliteyi
azalttigini gosteren RCTs’larin sayisi giderek artmaktadir



IMPACT Study: Tedavili/Tedavisiz Donemde Tum Nedenlere Bagli
Mortalitenin Post Hoc Analizi

Olay olasilig: (%)

3,5 7
1o Riskte rolatif azalma
UMEC/VI’ye gore FF/UMEC/VI

2,5

(%95 GA: 1, 47); p=0.042
2,0 A Mutlak risk farki = %0.83
s | UMEC/VI'ye gbre FF/VI

FF/UMEC/VI %18
1,0 - (%95 GA: —11, 40); p=0.190
0,5 - Mutlak risk farki = %0.55
0,0 T T T T T T T T T T T T 1
0 28 56 84 112 140 168 196 224 252 280 308 336 364
Risk altindaki hasta sayisi, N Oliime kadar gegen siire (giin) % Mortalite

FF/UMEC/VI 4,151 4,150 4,142 4,137 4,131 4,119 4,113 4,107 4,097 4,092 4,082 4,073 4,062 3,919 2.36 (n = 98)
FF/VI 4,134 4,129 4,123 4,118 4,111 4,106 4,095 4,082 4,065 4,060 4,050 4,040 4,027 3,848 2.64 (n =109)
UMEC/VI 2,070 2,063 2,052 2,045 2,037 2,030 2027 2021 2,013 2,008 2,004 1,999 1,99 1,914 3.19 (n =66)

Lipson DA, et al. Am J Respir Crit Care Med. 2020.



ETHOS Study: IKS’li Rejimler Tum Nedenlere Bagli
Mortaliteyi Dual Bronkodilatorlere Gore Azaltmis

—— BGF 320/18/9.6 ug BGF 160/18/9.6 ug GFF 18/9.6 ug BFF 320/9.6 ng

Kaplan-Meier cumulative incidence (%)

o n_,—' +’"lJ + Censored

0 4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks

Patients at risk
BGF 320/18/9.6 g 2,137 2,136 2,134 2131 2,130 2,127 2123 2,122 2,118 2,112 2106 2,103 2,100 2,075
BGF 160/18/9.6 pg 2,121 2,121 2,120 2,118 2,110 2,104 2,102 2,101 2,098 2,087 2,084 2,076 2,072 2,062
GFF 18/M@.6nug 2,120 2,117 2112 2,106 2,100 2,097 2,095 2,089 2,086 2,082 2,077 2,069 2,067 2,045
BFF 32096 g 2,131 2,127 2122 2120 2,118 2,116 2110 2,108 2,102 2,099 2,097 2,094 2,088 2,075

Figure 2. Kaplan-Meier plot for time to all-cause death (final retrieved dataset; intent-to-treat population). BFF = budesonide/formoterol fumarate;
BGF = budesonide/glycopyrrolate/formoterol fumarate; GFF = glycopyrrolate/formoterol fumarate.




TABLE 1 Patients with fatal events and hazard ratios for the treatment group comparisons in TRILOGY [5], TRINITY [6] and
TRIBUTE [7]

Test Comparator Patients with fatal Hazard ratio (95% Cl) p-value
events n (%)
Test Comparator
Single studies
TRILOGY BDP/FF/G [N=687) BDP/FF (N=480) 15 (2.2%) 16 (2.4%]
TRINITY BDP/FF/G (N=1077) TI0 [N=1076) 20 (1.9%) 29 (2.7%)
BDP/FF+TIO 8 (1.5%)
(N=537)
TRIBUTE BDP/FF/G [N=764) IND/GB(N=768) 16 (2.1%) 21 (2.7%)
Pooled analysis (all events)
TRILOGY, TRINITY, BDP/FF/G, BDP/FF, BDP/FF+TIO  TIO, IND/GB 75(2.0%) 50(2.7%)  0.71(0.50-1.02) 0.066
TRIBUTE (N=3745) (N=1844)
BDP/FF/G (N=2528] TIO, IND/GB 51 (2.0%) 50(2.7%] 0.72 [0.49-1.06) 0.096
(N=1844]
Pooled analysis [non-respiratory events)
TRILOGY, TRINITY, BDP/FF/G, BDP/FF, BDP/FF+TIO  TIO, IND/GB 56 (1.5%)  411(2.2%]  0.65 (0.43-0.97) 0.037
TRIBUTE (N=3745) (N=1844)
Pooled analysis (respiratory events)
TRILOGY, TRINITY, BDP/FF/G, BDP/FF, BDP/FF+TIO  TIO, IND/GB 19 (0.5%) 9 (0.5%) 1.01 (0.45-2.22) 0.989
TRIBUTE (N=3745) (N=1844)

BDP: beclometasone dipropionate; FF: formoterol fumarate; G: glycopyrronium; TIO: tiotropium; IND: indacaterol; GB: glycopyrronium
bromide.




Inhale Kortikosteroidlerin
Kardiyovaskiiler Sistem
Uzerine Olumlu Etkileri

**ICS'lerin bir miktar kardiyoprotektif
etkilerinin olabilecegine uzun
zamandir isaret edilmektedir

**Bununla birlikte, bu korumanin
hangi dozda ICS'lerle elde
edilebilecegi hentz belirlenmemistir

Calverley PM, Anderson JA, Celli B, et al. Cardiovascular events in patients with COPD: TORCH study results. Thorax. 2010
Huiart L, Low-dose inhaled corticosteroids and the risk of acute myocardial infarction in COPD. Eur Respir J. 2005



Inhale Kortikosteroidlerin Kardiyovaskiiler Sistem
Uzerine Olumlu Etkileri

KOAH hastalarinda ICS'ler, uzun etkili bir bronkodilator ile kombine
edildiginde, ST-eleve miyokard enfarktistintn klinik etkisini
azaltabilir

Bu koruyucu etki, KOAH'li hastalarda, ICS'lerin endotel
disfonksiyonunun baslangicinda bir kofaktor olan sistemik
inflamasyonu ve aterosklerotik stirecteki artisi baskilama
yeteneginden kaynaklanabilir

Contoli M. Inhaled corticosteroid/long-- acting bronchodilator treatment mitigates STEMI clinical presentation in COPD patients. Eur J Intern Med. 2018
Sin DD, Slaying the CVD dragon with steroids. Eur Respir J. 2010;



inhale Kortikosteroidlerin Kardiyovaskiiler Sistem
Uzerine Olumlu Etkileri

**ICS'lerin kan damari fonksiyonunu
olumlu yonde etkileyerek IL-6, TNF-a,,
MMPs ve NO gibi farkli medyatorlerin
modulasyonu ile iskemik olay riskini
azalttig) one surulmastar

Cazzola M, Management of chronic obstructive pulmonary disease in patients with cardiovascular diseases. Drugs. 2017



i.phale Kortikosteroidlerin Akciger Kanseri
Uzerine Etkileri

e Kanitlar, KOAH'li hastalarda tamamen sigara icmeye
bagli olmayan bazi mekanizmalar yoluyla artmis
akciger kanseri riski oldugunu gostermektedir ve
ICS'lerin bu riski azaltabilecegine isaret edilmektedir

e Kore'deki Kohort’dan elde edilen verilerin analizi, ICS
kullaniminin KOAH'li hastalarda akciger kanseri riskini
azalttigini gbstermistir

* |CS'nin kimulatif dozundaki artisla iliskili bir etkidir
* Erkeklerde, sigarayi birakan hastalarda daha belirgindir

Prekovic S. Glucocorticoid receptor triggers a reversible drug-tolerant dormancy state with acquired
therapeutic vulnerabilities in lung cancer. Nat Commun. 2021
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Referans: Tricco AC et al. Comparative safety and effectiveness of long-acting inhaled agents for treating chronic obstructive pulmonary disease:
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Olim olasiligr (%)

BREQUAL

. SALMETEROL / FLUTIKAZON PROPIYONAT

KOAH'da tum nedenlere bagli
olumlerde azalma

3 yil sonunda tiim nedenlere bagl dlimler
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Referans: Calverley PMA et al. Salmeterol and Fluticasone Propionate and Survival in Chronic Obstructive Pulmonary Disease. N Engl J Med 2007:356:775-89.



KOAH’da ICS Kullanimiyla iliskili Riskler

ICS-temelli tedavi ajanlari, hastalarda bazi yan etki risklerinin

artisiyla iliskilendirilmistir

Pnomoni

» Kolay morarma

—— 5= » Orofaringeal
S < kandidiazis
7S E » Tuberkiloz
el 3 > Katarakt, glokom
Osteoporoz ve Diyabet
Kemik kiriklari baglangici ve

ilerlemesi

Referanslar:

Barnes P.J. Inhaled Corticosteroids in COPD: A Controversy. Respiration 2010; 80: 89—-95.

Suissa S, Barnes PJ. Inhaled corticosteroids in COPD: the case against. Eur Respir J 2009; 34: 13-16.

Cates C. Inhaled corticosteroids in COPD: quantifying risks and benefits. Thorax 2013; 68: 499-500.

Price D, Yawn B, Brusselle G, Rossi A. Risk-to-benefit ratio of inhaled corticosteroids in patients with COPD Prim Care Respir J 2013; 22(1): 92-100.
Suissa S, Kezouh A, Ernst E. Inhaled corticosteroids and the risks of diabetes onset and progression. Am J Med 2010; 123: 1001-1006.
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WISDOM Calismasi Post-Hoc Analizi
Eozinofil diizeyi >300 hiicre/pL olan hastalarda
ICS kesilen kolda alevlenme riski daha yuksek

_ Risk orant
(IKS’nin geri cekilmesi/IKS)

2.0
1.8
1.6 —

1.4 —

1.2 7

1.0

0.8 —

0.6 —

0.4 —

0.2
0

<%2  >%2 <%3  >%3 <%4  >%4  <%150 >%150 <%300 >%300
eozinofil eozinofil eozinofil hiucre/pL hicre/pL

*p<0.05 **p<0.01

Watz H, et al. Am J Respir Crit Care Med 193;2016:A6234.




Long-Term Triple Therapy De-escalation to Indacaterol/
Glycopyrronium in Patients with Chronic Obstructive Pulmonary
Disease (SUNSET): A Randomized, Double-Blind, Triple-Dummy

Clinical Trial

(1,053 Underwent |
L randomization )

S |

527 were assigned to ( 526 were assigned to tiotropium plus
| indacaterol/glycopyrronium group | salmeterol/fluticasone group

Il

Sik alevlenmeyen KOAH'lilarda
ICS’nin direkt kesilerek ind+glyp
tedavisine gecilmesi akciger
fonksiyonlarinda kucuk bir
azalmaya yol acti (noninferior)
alevlenmeler bakimindan fark yoktu

32 Withdrew or were withdrawn
by quardian

17 Had adverse event

4 Had technical problems

7 Had lack of efficacy

3 Were dead

1 Was lost to follow-up

7 Had other reason

18 Withdrew or were withdrawn
by guardian

15 Had adverse event

7 Had technical problems

2 Had lack of efficacy

4 Were dead

2 Were lost to follow-up

6 Had other reason

456 completed the 26 weeks of treatment

472 completed the 26 weeks of treatment

ICS kesilen hastalarin %23’unde
(kan eozinofili2300/mcL)

ort FEV1 69ml daha dusuk

=Alevienmelerde %47 artis




“Drugs do not work in patients
who do not take them”

Charles Everett Koop (1916 — 2013)



KOAH’da Tedavi Uyumunun Belirleyicileri

faktorler

llac ve rejim ile ilgili

Hasta ile ilgili faktorler

Saglik bakimi saglayan
yada bakim verenler ile

ilgili faktorler




"4 seciminde g6z 6niinde bulundurdugu

Kriterler:
®, ©
-y, )
HASTANIN CiHAZ KULLANMA FiZiKSEL
YASI BECERISi YETERLIiLiK
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Kuru toz inhaler cihazlar

e 2 RN ¥

R iQi KOGNITiF P
EL BECERISi FONKSiYON KAS Gici

¢

gibi parametrelerden en az etkilenir.

(& Daha kolay

(@ Hata riski daha diisiik
bir tedavi saglar.

Referansl: Barrons R et al.; Inhaler device selection: Special considerations in elderly patients with chronic obstructive pulmonary disease; Am J Health-Syst Pharm.




ICS Tedavisi Baslamayi Dustinduiren Faktorler

Inhaled corticosteroids m COPD: Friend or foe?

Alvar Agusti, Leonardo M Fabbri, Dave Singh, Jargen Vestbo, Barlolome Celli, Frits ME Franssen, Klaus F. Rabe, Alberio Papi
European Respiratory Journal 2018; DOI: 10.1183/13993003.01219-2018

GUGLU DESTEK KULLANMAYI DEGERLENDIR | KULLANMAKTAN KAGCIN

Yatis gerektiren alevlenme Tekrarlayan pnomoni
oykuisi

> 2 orta alevlenme 1 orta alevlenme

Kan eozinofi sayisil>300 Kan eozinofil sayisi 100-300  Kan eozinofil sayisi <100
Astim oykusu veya Mikobakteriyal infeksiyon
birlikteligi oykusu

@ EUROPEAN RESPIRATORY journal
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