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KOAH’da farmakolojik tedavi secimi

Individual presentation and
underlying mechanisms

« Mortality

« Disease progression

+ Lung function

= Symptoms:
cough,
sputum production, and
dyspnoea

= Excercise tolerance

= Exacerbations

= Disability

« Health status and quality

of life

Expected benefits

Individualisation of
treatment choices in COPD

Present COPD pharmacological
treatments

Individual risk factors and
comorbidities

* Pneumaonia

s Tuberculosis

« Skin bruising

= Osteoporosis or fractures

= Muscle dysfunction

= Nutritional impairment

« Cataract

= Diabetes

= Tremour

» Cardiovascular events

= Neuropsychological effects
= Gastrointestinal symptoms

Expected risks

LABA;
LAMA;
LABA + LAMA;
LABA +IC5;
LABA + LAMA + 1CS;
LABA + raoflumilast;
LAMA + roflumilast

GOLD



Kortikosteroidlerin Hucresel Duzeyde Etkileri
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KOAH’da kortikosteroid direnci

Mormal asthma

Stimuli

Histone
acetylation

COoOPD
Smoking asthma

Severe asthma & "
Cigarette smoke 14
Z;

M

Corticosteroids | I
/ Oxidative stress
P eroxynitrite '_‘*-——--____
—
=2
. EB
4 B L
T HDACZ2 l HDACZ2

*\. Histone
» acetylation
@I
T

l Histone acetylation

\.

e ..;‘;: TNF-c :{;’,
I em-csF — 1L-8 —

Barnes ERJ 2006




Kortikosteroidlerin gen transkripsiyonu UGzerine etkisi

Increased franscription (trans-activation)
Annexin 1 (lipocortin-1, phospholipase A inhibitor)
fe-Adrenergic receptor
Secretory leukoprotease inhibitor
CC10 (phosphaolipase Ay inhibitor)
IL-1 receptor antagonist
IL-1 receptor type |l (decoy receptor)
|B-a
GILZ
MEP-1
IL-10 {indirecthy)
Decreased transcription (trans-repression)
Cytokines
IL-1 to IL-6, L3, IL-11 to IL-13, IL-16 to IL-18, TMF-2, GM-CSF, SCF
Chemokines
IL-B, RANTES, MIP-1a, MCP-1, MCP-3, MCP-4, ectaxins
Adhesion molecules
ICAM-1, VCAM-1, E-selectin
Inflammatony enzymes
iNCS, inducible COX-2, cPLA,
Inflammatory receptors
Tachykinin MK and MK. receptors, bradykinin B. receptors
Peptides
Endothelin-1

KORTIKOSTEROIDLER

s**Monosit kemotaksisi
s*Bakterisidal aktiviteyi
+*IL-1 ve TNF alfa Gretimini
T hiicre aktivasyonunu
bozabilirler

Barnes ERJ 2006




KOAH’da, ICS’li rejimlerin klinik sonuclar Gzerine etkisi

* Alevlenmeler

e Sag kalim

* Yasam Kalitesi

* Akciger fonksiyonlari




ICS ve Alevlenmeler
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IMPACT: ancak yillik alevienme oranini anlamli duzeyde azalttigini
gozterdi

FF/UMEC/VI
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Withdrawal of Inhaled Glucocortcoids and Exacerbations of COPD
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WISDOM Calismasi Post-Hoc Analizi
Eozinofil diizeyi >300 hiicre/puL olan hastalarda
ICS kesilen kolda alevlenme riski daha yuiksek
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Watz H, Am J Respir Crit Care Med . 2016



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 )

Y

:

527 were assigned fo

| indacaterol/glycopyrronium group

(526 were assigned to tiotropium plus

salmeterol/fluticasone group

32 Withdrew or were withdrawn
by guardian

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

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

456 completed the 26 weeks of treatment

472 completed the 26 weeks of treatment

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

»ort FEV1 69ml daha dusuk

=Alevlenmelerde %47 artis




Kan eozinofil duzeyinin ICS'nin alevlenmeler Gzerine etkisi
e iliskisi
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Kan eozinofil dizeyi ile ICS’den fayda gorme ve pnomoni gelisme
riski arasindaki iliski

AREA |

AREA I AREA I

Benefit
Reduction in exacerbations

Blood eosinophil
levels

Risk
Pneumonia events

G. Brusselle , Lancet RM 2015.



Sonucg

**Uzun etkili bronkodilatorle tedaviye ragmen alevlenme 6ykusu
olan hastalarda tedaviye ICS eklemenin gelecek alevlenme
riskini azalttigina dair gucla kanitlar mevcuttur

“»Ozellikle periferik eozinofilinin, ICS yaniti dn gérmede bir
belirtec olarak kullanilabilecegi konusunda kanitlar giderek
artmaktadir

Fabbri LM,. Lancet 2017
Agusti A. Lancet




ICS’lerin sag kalim UGzerine etkisi

Bu konuyla ilgili mevcut bilgiler 3 farkli kaynaktan saglaniyor:
1.Primer sonlanim noktasi mortalite olan RCTs

2.Sekonder sonlanim noktasi ya da guvenlik 6lcimu mortalite
olan RCTs

3. Gozlemsel calismalar



Primer sonlanim noktasi mortalite olan RCTs

Death from Any Cause

18- Placebo
—— a
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Salmeterol 1521 1502 1481 1451 1417 1368 1316
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Combination 1533 1514 1487 1456 1426 1393 1339

thera py Peter MA, 2007 NEJM




Fluticasone furoate and vilanterol and survival in chronic

obstructive pulmonary disease with heightened
cardiovascular risk (SUMMIT): a double-blind randomised

controlled trial
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Flacebo 4111 3465 1715 469

Fluticazsone furcate 4135 400 1734 A90
Vilanterol 4118 3466 1734 486

Combined fluticasone 4121 3484 1718 485

furoate and vilanterol

Vestbo J, Lancet 2016



Sekonder sonlanim noktasi ya da guvenlik analizi
mortalite olan RCTs

* INSPIRE: ICS/LABA azalmis mortalite orani ile iliskili;
SFC % 3/ tio %6; p=0.03

* IMPACT: ICS igceren tedaviler daha diisiik mortalite ile iliskili;
triple vs LABA/LAMA HR 0.38-0.88; p=0.01

LABA/ICS vs LABA/LAMA HR 0.40-0.93; P=0.02

* Post-hoc analiz (TRILOGY, TRINITY ve TRIBUTE)

ICS iceren rejimler ile ICS icermeyenler arasinda fetal olaylar
bakimindan fark saptanmamis;
triple vs LAMA veya LABA/LAMA HR 0.49-1.06; p=0.09

Wedzicha JA, Am J Respir Crit Care Med 2008
Lipson, NEJM 2018
Vestbo J, Eur Respir J 2018



Gozlemsel ve registry calismalar

COPD. 2016 Jun;13(3):203-302. doi: 10.2108/15412555.2015. 10442881, Epub 2015 Cot 20,
The Effect on Total Mortality of Adding Inhaled Corticosteroids to Long-Acting Bronchodilators
for COPD: A Real Practice Analysis in Italy.

Di Martino M Agabiti N', Cascini 5", Kirchmayer U', Bauleo L', Fusco D', Belleudi ', Pinnarelli L', Voci C?, Patomo E?, Pistelli R* DavoliM': QUTPUL
Study Group.

# Author information

Abstract

PURPQSE: Chronic therapy with long-acting bronchodilators (LB) is recommended to treat moderate-to-severe COFD. Although the benefits
of adding inhaled coricosteroid (ICS) to LE are still unclear, patients who experience repeated exacerbations are suggested to add ICS to
their LE treatment. The objective of this study is to analyze whether adding IC3 to LE therapy reduces moralify.

METHODS: Ve identified a cohort of patients discharged from hozpital with COFD diagnozis between 2006 and 2009, The first prescription
for LE or ICS following discharge was defined as the index prescription. Only new users were included (no use of any study drug in the 6
maonths before treatment). A 4-day time window was used to classify patients into "LE alone” or "LE plus ICS” initiators. We used propensity
score to balance the study groups. Sensitivity analyses were performed in patients with recent out-of-hospital exacerbations.

RESULTS: Among the 18615 adults enrolled, 12207 initiated "LEB plus 1C5" therapy and 6408 "LE alone.” Crude moriality rates were 110 and
143 cases per 1000 person-years in the "LE plus IC5" and "LE alone” groups, respectively. The adjusted hazard ratio (HR) was 0.83 (5% Cl:
0.72-0.97; p-value: 0.024). When analyzing patients with recent oui-of-hospital exacerbations, the benefit of the combination therapy was
maore pronounced, HR = 0.63 {95% CI: 0.44-0.90; p-value: 0.012).

DISCUSSION: Our findings showed a beneficial effect on mortality of adding inhaled corticosteroids to long-acting bronchodilators. The
advantage was much more pronounced in patients wiih frequent exacerbations.




Sonuc

¢ Bugiline kadar yapilmis olan primer sonlanim noktasi mortalite olan RCTs
lar LABD tedaviye ICS eklemenin sagkalimda iyilesme sagladigini
gosteremedi

¢ Glvenlik analizi veya sekonder sonlanim noktasi mortalite olan
calismalar ve gozlemsel calismalar, 6zellikle sik alevlenme geciren, agir
hava akimi kisitlamasi, astim oykusu veya birlikteligi olan KOAH
hastalarinda sag kalim avantaji saglayabilecegine isaret etmektedir




ICS ve Yasam Kalitesi

* Cok sayida calisma ICS’li rejimlerin yasam kalitesini
lyilestirdigini gdstermistir

* Ancak calismalarda yasam kalitesi SGRQ ile
degerlendirildiginde bu iyilesme 1.5-2.5 Unite arasindadir ve bu
degerler minimal klinik anlamli farkin altinda kalmistir

Lipson DA, N Engl J Med 2018
Papi A, Lancet 2018
Horita N, Cochrane Database Syst Rev 2017



IMPACT calismasinda triple tedavi ile yasam kalitesinde anlamli iyilesme

OR1.41 OR1.41

FF/UMEC/VI FF/VI  UMEC/VI
(%95 GA: 1.29, (%95 GA: 1.26,

n=3318 n=3026 n=1470 1.55) 1.57)
p<0.001 p<0.001

SGRQ toplam skorunda baslangica
kiyasla LS ortalama degisim
Responders™ (%)

-1.8 -1.8

(%95 GA: —2.4, — (%95 GA: —2.6,

11 -1.0
p<0,001) p<0{001 FF/UMEC/VI FF/VI UMEC/VI

n=41082 n=40922 n=2050?

Lipson, NEJM 2018



Sonuc

**|1CS'nin HRQoL Uzerindeki etkileri hastalar arasinda onemli
Olcide degismektedir

**KOAH'ta HRQoL cevabinin belirleyicilerini tanimlamak ve
onaylamak (valide etmek) bir sorun olmaya devam etmektedir




ICS ve Akciger Fonksiyonlar

* 6-12 ayda sonlanan calismalarda BD tedaviye ICS eklenmesi
FEV,'de 30-90ml iyilesme saglamistir

* Primer sonlanim noktasi FEV, kaybi olan ve hastalarin 3 yil
sureyle takip edildigi RCT, ICS monoterapinin FEV, kaybi Uzerine
etkisini gostermede basarisiz oldu

Highland KB, Ann Intern Med 2003
Soriano JB, Chest 2007



ICS ve Akciger Fonksiyonlar

* Uc yillik calismalarin meta analizleri de bu
konuda celiskili sonuclar vermektedir

* |SOLDE post-hoc analizi, ICS’lerin daha yuksek
eozinofili olan hastalarda, FEV, kaybini
azaltma lizerine daha etkili oldugunu
gostermistir

Highland KB, Ann Intern Med 2003 Sutherland ER,

Thorax 2003
Barnes NC, ERJ 2016



Sonug

“*ICS‘lerin akciger fonksiyonu tzerindeki etkileri, KOAH hastalari
arasinda degisken ve miktar olarak da kuguktur

“*ileri yas, aktif sigara icimi, daha siddetli hava akimi kisitlamasi
ve daha dustik VKI olan hastalar daha az fayda gdzlenmistir




KOAH’da ICS Kullanimiyla lliskili Riskler




ICS’ye bagli pnomoni gelisimi icin risk faktorleri

» Aktif sigara icenler

e 255 vyas

* Dusuk BMI

* Sik alevlenme ve pndmoni oykusu
e Agir hava akimi kisitlamasi

e Dusuk kan eozinofili (£%2)

Suissa S, Torax 2013
Crim C, ERJ 2009



ICS iliskili pndmoni riski

ICS lere bagh pnémoni
insidansi/riskindeki farkhiliklar
*¢Calisma dizaynlarinin
**Calismaya dahil edilen hasta
populasyonunun

s Kullanilalan ICS dozunun
s*Kullanilan ICS molekulinin
farkli olmasindan kaynaklanabilir

BUD/BDP

retention with inhaled corticosteraids due to refative lipophilicity, which in turn determines pneumonia rick in COPD.

s*Budesonide icin pndmoni riski daha disik goriinmekle beraber
budesonide calismalari daha kisa sireli ve bu nedenle daha az duyarli
++Ote yandan Cochrane derlemede yatis gerektiren ciddi pnémoni riski
hem budesonid hem de flutikazon ile iliskili bulunmus

+*ICS ile iliskili pndmoni mortaliteyi arttirlyor mu bu hala acik degil

Festic E, Am J Respir Crit Care Med 2015
Sin DD, Lancet 2009




2 1 moderate
exacerbations or 2 1
leading to
hospitalization
0or 1 moderate
exacerbations
(not leading to
hospital admission)

mMRC 0-1 CAT< 10 mMRC2 2 CAT2 10

GOLD 2019



e DYSPNEA » e EXACERBATIONS »
LABA or LAMA LABA or LAMA
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LABA + LAMA ( LABA + ICS LABA + LAMA ( N\ LABA + ICS
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Stabil KOAH: Takipte ICS’'ye devam mi1? tamam mi?

“. ICS vi .
ACO degil ve sik kaderzeli BD tedavi ile
alevlenmeyen olarak azalt takip et
ICS’ye
A
g devam et
Tedaviye iyi
cevap, yan etki Aksi durumda
SlkfaIeVI.enen yok,yan etki LABA+LAMA'ya
enotip riski disuk gec (switch)

ICS’ye devam



|ICS Tedavisi Baslamayi DlUsunduren Faktorler
[nhaled corticosteroids m COPD: Friend or foe?

Alvar Agusti, Leonardo M Fabbri, Dave Singh, Jargen Vestbo, Bartolome Celli, Frits ME Franssen, Klaus F. Rabe, Alberto Papi
European Respiratory Journal 2018 DOI: 10.1183/13293003.01219-2018

GUCLU DESTEK KULLANMAYI DEGERLENDIR | KULLANMAKTAN KAGIN

Tekrarlayan pnomoni

1 orta alevlenme
Kan eozinofil sayisi 100-300  Kan eozinofil sayisi <100

Mikobakteriyal infeksiyon
oykus

@ EUROPEAN RESPIRATORY journal
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