= /ASYOD

:)
»
|HH

Stabil ve Alevlenmeye Yatkin
KOAH’nin Tanimlanmasi, Izlenmesi ve Yonetimi
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» Impaired lung function ¢———

COPD

KOAH

Kronik inflamasyon ve yapisal remodeling ile progresif hava akimi kisitlanmasina yol
acan, stabil donemler ve alevienmelerle seyreden sistemik , heterojen bir hastaliktir.

MacNee W. Proc Am Thorac Soc. 2005;2:258-266.
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Figure 2: Global crude percentage prevalence of COPD by country, according to GBD 2021
COPD=chronic obstructive pulmonary disease. GBD=Global Burden of Diseases, Injuries, and Risk Factors Study.

KOAH’In Kiiresel ve Tiirkiye’deki Prevalans Yukii

Tirkiye’deki yiiksek prevelans yiikii
Sigara kullanimi, biyokiitle maruziyeti, hava kirliligi, yaslanan niifus

Global Burden of Diseases, Injuries, and Risk Factors Study 2021 (GBD 2021).de Oca MM, et al.Lancet Respir Med. 2025 Aug;13(8):709-724.



Table 3. Ten Leading Causes of Death, by Income Group, 2030 (Baseline Scenario)

Income Group

Rank

Disease or Injury

Percent of Total Deaths

World

High-income countries

Middle-income countries

Low-income countries

Mathers CD. PLoS Med. 2006 Nov;3(11):e442. World Health Organization. Chronic obstructive pulmonary disease (COPD). 16 March 2023.
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Ischaemic heart disease
Cerebrovascular disease
HIV/AIDS

CopPD

Lower respiratory infections
Trachea, bronchus, lung cancers
Diabetes mellitus

Road traffic accidents

Perinatal conditions

Stomach cancer

Ischaemic heart disease
Cerebrovascular disease
Trachea, bronchus, lung cancers
Diabetes mellitus

CoPD

Lower respiratory infections
Alzheimer and other dementias
Colon and rectum cancers
Stomach cancer

Prostate cancer
Cerebrovascular disease
Ischaemic heart disease

corD

HIV/AIDS

Trachea, bronchus, lung cancers
Diabetes mellitus

Stomach cancer

Hypertensive heart disease
Road traffic accidents

Liver cancer

Ischaemic heart disease
HIV/AIDS

Cerebrovascular disease

corD

Lower respiratory infections
Perinatal conditions

Road traffic accidents
Diarrhoeal diseases

Diabetes mellitus

134
106
89
78
5
31
30
29
22
19
158
90
51
48
a1
16
36
i3
19
18
144
127
120
62
43
37
4
27
25
22
134
132
82
55
51
39
37
23
21

Table 5, Changes n Rankings for 15 Leacing Causes of DALYS, 2002 and 2030 (Basline Scenari)

Category Disease of njury 2002 Rank 2030 Ranks Change in Rank

Within top 15 Perinatal conditions I § -4
Lower espiraary infectons ! § -
HI/AIS ] I 11
Unipolr depresie disrders ! ] 1l
Diarhogsl disceses § )] -1
schaemic heat dsease b ] 1
Cerebrovasculr disease 1 b 4
Road raffic accidents § 4 -4
Malaria g 15 -5
Tuberculoss 10 i 1§
) I ] -4
Congenital anomalies 12 0 -4
Hesring loss, adut onst 3 9 +
(atracts 14 10 -4
Viokence 15 ] 4

Outside top 15 Sefinficed ijuries 17 14 1
Diabetes mellus 0 I 4

do: 107371 oumalproed 0030442005

KOAH'ta klinik ve yasam kalitesi yiikii

3,23 milyon oliim/yil

= 9000 o6lim/giin




Klinik Onceliklerin Degerlendirilmesi

KOAH Alevlenmeler mi?

Geleneksel akut atak odakli
mUdahale modeli, hastaligin asil
ilerleme hizini kontrol altina
almakta yeterli midir?

Stabil KOAH mi?

Kesitsel bazda dengede gortnen
hastalarin anlik klinik sapmalarini
degiskenligin dlcmek oncelik
odagl mi olmali?

KOAH'ta “Hastalik
Stabilitesi”ni saglamak mi?

Semptom, akciger fonksiyonu ve
atak sikligi birlikte olarak hedefleyen,
en az 12 aylik boylamsal istikrari
yakalamak m?



Alevlenmeler KOAH’ta FEV1 kaybini hizlandiran temel belirleyici
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Figure 1. Estimated FEV, changes by Global Initiative for Chronic Obstructive Lung Disease (GOLD)
group and severe exacerbations status. Estimates were obtained from limnear mixed model fits (see
StansncaL Anavses section) for the completer and late subjects. The plot demonstrates that those
with at least one severe exacerbation (dashed lines) had faster declines in FEV,, on average,
comparad with those that did not (solicd ines), for each GOLD group. PRISm = preserved ratio
impaired spircometny.

Etki 6zellikle erken KOAH evrelerinde belirgin
GOLD 1: Her alevlenme = ek -23 mL/yil FEV, kaybi
Her agir alevienme - ek -87 mL/yil FEV; kaybi
GOLD 2-3: FEV1 kaybi 4,
PRISm: Alevlenme sikligi yiiksek, ek FEV, kaybi belirgin degil (PRISm
heterojen bir ara fenotip olabilir)

Dransfield MT, et al. Am J Respir Crit Care Med. 2017 Feb 1;195(3):324-330.



KOAH’ta klinik kontrol (Clinical Control)

Transversal assessment
of impact

High impact ~ Stability
B (improvement or
Instability absence of changes)
(deterioration) §

Impact

Low impact i
"

(J
Control
1 1 i i -
Visit 1 Visit 2 Visit 3 Visit 4

Stability

Figure | Representation of the concept of impact, stability, and control in COPD.

Motes: The circles represent the transversal measurement of the clinical situation at different times (impact); the lines show the analysis of the changes (degree of stability)
and the gray area marks the concept of control understood as the desirable situation in which a condition of low impact is maintained over a long period of time according
to the severity of the disease. Copyright © 2014 European Respiratory Society. Reproduced with permission of the European Respiratory Society. Eur Respir | erj00644-2014;

Kesitsel etki (cross-sectional impact) ve uzunlamasina /zamansal (longitudinal stability) I

Soler-Cataluna JJ, et al.Int J Chron Obstruct Pulmon Dis 2014;9:1397-1405




Klinik Kontrol Anketi (CC)
Stabilite (Stability)

e Son 3 aydaki alevilenmeler
e Son kontrolden bu yana
saghk algisindaki degisim

Etki (Impact)

e Kurtariciilag kullanimi
* Dispne diizeyi

e Gunlik yurume suresi
e Balgam rengi

Miravitlles M,, et al.Arch Bronconeumol 2022; 58:69-81.

Questionnaire on clinical control in COPD

How have you been since your last visit?
D Better D The same D Worse
£
E Hawve you had any exacerbations in the last 3 months?
o
(o [ Jves
Stable G Unstable
{Must meeat all criteria) (i any of the criteria are met)
What color has your sputum been in the last few days?
@ White / clear or no sputum D Dark
How many times have you used the rescuse medication in the past weak?
(MumBer Of GOASONS NSO MedR:ASon i requined, regandess of 1he num ber of nhalalions used each Bme)
=3 times / waek D = 3 times /f week
How long (on average) have you walked per day in the last week?
B =30 minutes a day D = 30 minutes a day
E What is the current grade of dyspnea (mMRC scale)?
E FEV, = 50%: FEWV, = 50%: FEWY, = 50% FEV, < 50%:
C] Dyspnea 0 - 1 C]Dyspnca 0-2 Dyspnea =2 Dyspnea = 3
. Low impact High impact
(Must meeat 3 of the 4 criteria) (If at least 2 criteria are met)

D Gracche 0 Mo dys prsisi, @&oepd Wilh SIrenuous & ercasae
: Dy=spnea when h g on & beved or wihen wallkkng up a skgil h

up with ofhar people of the samea age On a keved,
ol @1 T O pac e

& 2! Dysprea makes 1 I OG5 M
FCES T 10 SI00 OF rest wihe

e on beved ground

D Grade 4: Dyspnea prevenis the patiend from keaving home or appears wilth acliviies such as dressing or undnes Sing

Stability D L @ Low impact Instability D or C] High impact

() control D Mo control
(Must meet all criteria) {If any of the criteria are met)

Fig 3. COPD control criteria.




Klinik kontrol kriterlerini karsilayan KOAH...

Table 3 HR of controlled compared to non-controlled 1o -
patients according to the different criteria used '
HR 95% ClI
08 =
Control by clinical criteria

Time to combined event 0.49 0.36-0.66

Time to exacerbation requiring 0.27 0.15-0.47 -

hospitalization ©

Time to emergency department 0.42 0.23-0.77 ‘08

exacerbation =

Time to ambulatory exacerbation 053 0.38-0.73 g
Control by CAT criteria =

Time to combined event 0.82 0.60-1.14 =

Time to exacerbation requiring 0.61 0.33-1.12 g 04

hospitalization o

Time to emergency department 0.72 0.37-1.42

exacerbation

Time to ambulatory exacerbation 0.68 0.48-0.97 02 =

Values in bold are statistically significant. -

CAT, COPD Assessment Test; COPD, chronic obstructive pul- —— persistently controlled
monary disease; HR, hazard ratio, risk attributable to presenting ) I led
an event in controlled patients versus non-controlled patients. a0 - PErsistently uncontrie

T T T T T T
. . . ] 1 2 3 4 5
* Hastaneye yatis gerektiren alevlenme riski Follow-up time (years)
HR 0,27 Fig. 3 Kaplan—-Meier analysis for all-cause mortality. Persistently
. . . e controlled patients were associated with a longer survival time than
* Acil basvuru gerektiren alevlenme riski rones P . S N
persistently uncontrolled patients
HR 0,42
* Ayaktan tedavi edilen alevlenme riski
HR 0,53 5 yillik izlemde kontrol kriterlerini
Y} oo (v} o (]
* CAT’e gére kontrol saglanan hastalarda ayaktan karsilayan grupta sagkalim daha yiiksek
alevlenme riski daha diistik
HR 0,68

Miravitlles M, et al.Respirology. 2020 Nov;25(11):1136-1143.Calle Rubio M, et al.Respir Res. 2021 Feb 4;22(1):36



“Stabil KOAH ” ile “Hastalik stabilitesi ” ayni kavram degil...

2, Materials and Methods

For this prospective cohort s

of the Otto Wagner Hospital,

1 StUdy DESigﬂ nd Participants This cross-sectional comparative

acute exacerbation. Inclusion criteria ¢
least 20 pack-years and spirometricall§ Stable COPD  patients with
defined as no acute exacerbation for 8

characterized by a worsening of COPD: patients who presented with agg

|
Methods

in the Department of Pulmonary S[Udy POPU|3ti0n
[nstitute of Postgraduate Me

tudy pati} Research, Puducherry, India,

Methods

W analyzed data from the COPD Phenotyping Study. & collabration bebween the Unversty of Caifornia Los Angels
months from December 2018 t4(UCLA) ind AMGEN (Thousind Odks, )" Thi prospectve, observational cohort study was performed at UCLA
who were aged =18 years and clinffron Octobér 2015 to September 2018, The study was approved by the UCLA Instuional Review Board (IRB 14-

~myD P - - ) o , o . .,
COPD based on spirometry resyynug oyt ifomed orsen s bnd fom ll priprs. Th s e 4010 80 yarsof

Vienna. A

e e i e with 10 pack-year smoking history and clncally stable COPD, For subjets wth chimically stable COPD), clnica
the last three months were §sablitywas deinedashaving been on stable medicatons or COPD for 3 months before Vist 1 not mchuding systemie

uorticoserouds, and having no hisory of am exacerbation i the preceding 3 months. The clnially stable subjct

CIMETLENCY CdATre were also l'C(_'l'LliL{I

fui identfied at the outpaient clinis of Ronald Reagan Univesty of Caliornia and Los Angeles (UCLA) Medieal

Stabil KOAH Tanimi
-> Klinik ¢calismalarda yaygin giris kriteri
v Alevlenme yok
v Tedavi degisikligi yok
v Semptomlarda kotiilesme yok
1-4 ayhk donemde klinik stabilite
Hastalik stabilitesi kavraminin temel bileseni




Goals for Treatment of Stable COPD

Figure 3.1

* Relieve Symptoms
* Improve Exercise Tolerance } REDUCE SYMPTOMS
* Improve Health Status

Prevent Disease Progression
Prevent and Treat Exacerbations } REDUCE RISK
Reduce Mortality

Stabil KOAH tedavisinde yalnizca semptom degil, gelecekteki riskin azaltilmasi




Diagnosis and Management Cycle

Figure 3.7

Is the patient with
f COPD therapy naive? ]

YES NO
Review
Proceed to Figure 3.8 Symptoms:
INITIAL Pharmacological Treatment D?SIJT'IEE}
Exacerbations
@& Adjust Treatment
Proceed to Figure 3.9 Assess

FOLLOW-UP Pharmacological Treatment 4

Inhaler technique and adherence

MNon-pharmacological approaches
E includin Imonary rehabilitation and
If the patient has responded adequately ( ks = :

3 self-management education)

to current treatment, continue treatment Chack for other ralevant diceases
Escalate

Switch inhaler device or molecules

KOAH yonetimi tek seferlik degil; degerlendir-tedaviyi baslat/optimize et—yaniti izle




Initial Pharmacological Treatment

Figure 3.8

INITIAL treatment - for patients with COPD who are naive
to maintenance pharmacological treatment

EXACERBATIOMN
HISTORY

(PER YEAR)

One or more (= 1) GROUP E
moderate or severe LABA + LAMA*
exacerbations in the
previous year consider LABA+LAMA-+ICS* if bloodgos = 300
e >
Zero (0) GROUP A {5 “GROUP B
moderate or severe -
exacerbations in A bronchodilator LABA + LAMMA™*
the prewvious year
_ o
mMRC 0-1, CAAT < 10 J mMRC = 2, CAAT = 10
I - s

SYMPTOMS

*Single inhaler therapy may be more canvenient and effective than multiple inhalers; single inhalers improwve adherence to
treatment

Exacerbations refers to the numberof exacerbations per year; eos: blood eosinophil count in cells per microliter; MmMRC:
modified Medical Research.Cowncil dyspnea questionnaire; CAAT™: Chronic Airways Assessment Test™.

GOLD 2026’da baslangi¢ tedavi algoritmasi
Son 1 yilda 1 ve iistii orta veya agir alevienme tedavi eskalasyonu




Follow-up Pharmacological Treatment
Figure 2.9

@& Adjust Treatment

CONTINUE CURRENT TREATMENT
unless dyspnea or exacerbation(s) require optimization

IF PERSISTENT DYSPNEA IF ONE OR MORE MODERATE OR
SEVERE EXACERBATION

‘ Treat-to-traits (Tedavi edilebilir 6zellikler) ‘

LABA + LAMAS J LABA + LAMA® J ]
! o ) l
il blaod
oo < 100 @ hicod
wo- i 300 N i D ke @l o
« Consider switching inhaler device or l'-_.. LABA = LAMA + ICS" —— ::Dsntlv:r;;uﬂo:v:::a@
molecules .
« |mplement or escalate i
non-pharmacological treatment(s)
= Consider adding ensifentring f 1
= [nvestigate (and treat) other causes = = T
o despiies Roflumilast Azithromycin Biologic Therapy:®
if FEV1 < 50% & preferentially in |see Figure 3.11)
" chronic browchitis ) former smokers = Dupilumab [if chroviic Bromchitis)®
= fepolizumal

Mevcut tedaviye devam et, dispne veya alevlenme varsa tedaviyi optimize et!!! I
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(UPLIFT) trial (December 2002 - February 2008)

doubl-linded trel, The particpants wererequi

of decline in the mean FEV1 before atw aner vuncnwunauun veguining on day 30, /

i II-- .||: .ul- ] { .II i'-|-I a1 a | 1 i , \ . i
L!"u'[l"ln 130l W l'.' ”]b 0 dngieris The two arms of this trial were tiotropium users and the placebo group which was permitted to use all

it ikl bthan athar amant ala » |respiratory medications except inhalermm mean oo s - rimary outcome measured was the rate
educing mortaty than either agentalone, The {7 P TORCH) survival™™

After day 30, the

differences between the two groups in the rate of decline in the mean FEV1 before and after bronchodilation
were not significant. However, at 4 years and 30 days, tiotropium was associated with a reduction in the risks
of exacerbations, related hospitalizations, and respiratory failure, St. George’s Respiratory Questionnaire
was improved in the tiotropium group, as compared with the placebo group, at each time point throughout

the four-year period. This study concluded that Tiotropium treatment in COPD patients was linked to the

Hastalik Stabilitesi Tanimi

* KOAH klinik calismalarinda yeni bir sonlanim noktasi adayi (1-5YIL)
* Maevcut ve yeni tedavilerin etkinligini degerlendirmeyi kolaylastirir
* Sadece iyilesmeyi degil, progresyonun 6nlenmesini de yansitir

Martinez FJ, et al.Respir Med 2021;185:106509EISaygh J, et al.Cureus. 2021 Apr 21;13(4):e14618




Hastalik stabilitesi ATS ve ERS 2024'te 6ne ¢ikan yeni bir tedavi hedefi ...

M FF/UMEC/VI
60 -
é
£
-
. 40 -~
(1]
&
= 30 4
=
£ 20
E
(1]
® 10 -~
]
s =45 =23
& 0- :
x SGRAQ iceren tanim

daha fazladir.

M BUD/FOR

CAT iceren tanim

Hastalar

CAT iceren tanim

100 + —— FF/UMEC/VI
—— BUD/FOR
80 -
.
60 N
40 Medyan B
FF/UMEC/VI; 169 giin
BUD/FOR: 30 giin
20 4 oRr (%95 CI)
2.04 (1.79, 2.27), p<0.001
0 T T T T

0 24 48 72 96 120 144

Randomizasyon sonrasi siire (giin)

168

FF/UMEC/VI ile iki kat fazla hasta 24. haftada hastalik stabilitesine ulasmig ve stabilitenin korunma siiresi 5 kattan

Singh D ve ark. ATS 2024, A3826.

FULFIL Post Hoc Analizi

Hastalik stabilitesi tanimi

e Orta/agir alevlenme olmamasi
* FEV/de <100 mL kotiilesme
 SGRQ’da <4 puan kotiilesme

e CAT’te <2 puan kotiilesme

Singh D, et al. Am J Respir Crit Care Med 2024;209:A3826.

24. Haftada Hastalik Stabilitesi

SGRQ i¢ceren tanim
FF/UMEC/VI: %50
CAT iceren tanim
FF/UMEC/VI: %49

BUD/FOR: %26

BUD/FOR: %26




no accelerated loss of lung function.

While reducing disease activity can prevent symptom worsening and may improve symptoms, additional interventions
to further optimize symptom relief may be required. Two terms with similar, but importantly different definitions,
have been proposed to describe the clinical state achieved when considering these outcomes over time:

disease stability 4 a low disease activity state vlith no exacerbations, no worsening of symptoms and no

accelerated loss of lung function (%)
disease control —a state of low disease activity, <|efined by no exacerbations and no worsening of symptoms,
plus low impact on the patient defined as symptoms below a threshold value.20)

Hastalik Stabilitesi Hastalik Kontrol(Klinik kontrol)
Diisiik hastalik aktivitesi Diisuk hastalik aktivitesi
e Alevlenme yok * Alevlenme yok
* Semptom kotiilesmesi yok * Semptom kotiilesmesi yok
* Hizlanmis FEV, kaybi yok Semptomlar belirlenen esik degerin altinda




Saglik durumu ve semptom stabilitesinin degerlendirilmesi

CAAT™ Assessment
Figure 2.12

For each item below, place a mark (x) in the box that best describes you currently.

Be sure to only select one response for each question.
EXAMPLE: | am very happy ONXCH23H4)lS I am verysad Score
| never cough 0jl1)|2)(3]|4]|5 | couigh all the time

| have no phlegm (mucus) in my ol1121131al(s My chest is completely full of
chest at all phlegm (mucus)

oQ 0Q My chest does not feel tight at all ojl1][2]I3](Y |5 My chest feels very tight
KOAH 06zgli anketler

wWhen | walk up a hill or one flight of

When | walk up a hill or one flight

of stairs | am not breathless stairs | am very breathless
e St.G Sol
= eor e o unum | am not limited doing any oY 112113 (alls I am very limited doing activities at
. activities at home home
An ketl (SG RQ) | am confident leaving my home o113 1Es I am not at all confident leaving my
despite my lung condition home because of my lung condition

1 don‘t sleep soundly because of my

1)|2 4
« CAAT /CAT e : 2[41(5] iung condition

« CCQ = Clinical COPD :
Questionnaire

Reference: Jones et al. ERJ 2009; 34 (3); 648-54. TOTAL SCORE:

CAT™ has been renamed as the Chronic Airways Assessment Test CAAT™,; CAT™ and CAAT™ are equivalent and the scores are

Genel anketler CAAT / CAT Degerlendirmesi
. EuroQol 8 madde ,Toplam skor: 0-40
* Yiiksek skor: Daha fazla semptom yiikii
* Short-Form Health Survey * 210 puan : Klinik olarak anlamli semptom diizeyi
(SF-36) (SGRQ =25’e yaklasik karsilik gelen pratik esik
deger)




Akciger fonksiyon kaybinin 6nlenmesi hastalik stabilitesinin temel bileseni..

Figure 1. Change from Baseline in Trough Forced Expiratory Volume in 1 Second, St George’s
Respiratory Questionnaire Total Score, and COPD Assessment Test Score at Week 52 Across
Forced Expiratory Volume in 1 Second-Decrease Subgroups

m FEV, increase/no change - =0 and <60 mL =60 and =110 mL =110 and =210 mlL =210 mL

AL Trough FEW,

300 -

2 = —-3.0 —1.8 —0.3
o 200 = 13.1) (14.0) (14.0)
(] =

L 100 - =

= =]

i o

= o - @

= —30 —-148 —-353 e

| =100 - (14.1) —80 (27.7) (192.4) P

S (14.0) et

=3 —200 =

=

] =300 E

= =

—400 -
C.CAT soorne
O —

-1.3 -0.8 —-0.1
2 _o.s- (&.3) (5.2) [6.3)
2
—_
5 -
=
= 1.5
=
8 -2-
=
B
L 254

-3

CFE frough FEW, at Wesek 52: >0mL and <60miL, n=795; =60mL and <110mL, n=T27; =2110mlL and <210mL. n=8B8; =210mL_ n=B64_. CFB SGRO total score at Week 52- >=0mil and <60mL. n=7T78; =60mlL
and =110mL, n=7T06; =2110milL and <210mL. n=865; =210mL, nr=637_. CFB CAT score at Waeaek 52: >0mL and <50milL, n=7&4; =60mL and <110miL, n=&22; =110mL and <210mL, n=856; =210mL. n=826G

IMPACT Calismasi/52 hafta

* FEV,'i korunan veya artan hastalarda saglik durumu belirgin olarak daha iyi
SGRQ degisimi: -6,7 puan CAT degisimi: -2,6 puan
* FEV, kaybi olan hastalarda
SGRQ degisimi: -0,3 ile -3,1 puan arasinda CAT degisimi: -0,1 ile —-1,3 puan arasinda

Han MK, et Chronic Obstr Pulm Dis. 2024 Jan 25;11(1):106-113.




Figure 2. Comparison of On-Treatment Moderate/Severe COPD Exacerbations, St George’s
Respiratory Questionnaire Total Score, and COPD Assessment Test Score, at Week 52
Between Forced Expiratory Volume in 1 Second Decrease and Increase/No Change
; ® FEV, incresse/no change FEV, decrease
at Week 52
AL On-treatment exacerbations B. SGRQ total score
Fercentage reduction in annual rate
1.2 (95% CI): 26% (21%, 30%) - 0
w5 I £ -6.5 (0.20) -2.3 (0.24)
o = 14 T - =1
@ o 1 =
o = —2
BE 089 £
o = @
= = o -3 4
B2 o6 = MCID
L T —aq4-———-———- N - - —————————————-
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Decreases in SGRO fotal score and CAT score represent cinical improvement.

I FEV1'de tek 6lciim yerine longitudinal /zamansal FEV, egilimi izlenmeli

IMPACT Calismasi
52. haftada FEV;'ini koruyan hastalarda alevlenme yiikii/semptom yukii diizeyi diistik

Orta/agir alevlenme orani: 0,72'ye karsi 0,97
Yilhk alevlenme oraninda %26 azalma (%95 GA: %21-30)

Han MK, et al.. Chronic Obstr Pulm Dis. 2024 Jan 25;11(1):106-113.



Hastalik stabilitesini degerlendirmede klinik agidan en anlamh esik
degerler nelerdir?

Table 1: Minimal Clinically Important Differences for Commonly Used Qutcomes in Chronic Obstructive Pulmonary Disease

Endpoint MCID (Improvement) Method of Estimation Reference

Lung function
Trough FEW, 100 mil Anchor-based (exacerbations, patient perception, 9
2-yr decline in lung function)

Exacerbations Mo wvalidated MCID — —_
Dyspnea
TDI total score 1 wunit Anchor-based (physician’s global evaluation 19
score), distribution-based (SEM, 0.5 SD), expert
preference
ucScsD sSOBOQ 5 units Anchor-based (CROQ dyspnea domain, TDI), 20

distribution-based (SEM, Cohen’'s effect size).
estimate by experienced users
Health status

SGRCQ total score 4 units Anchor-based (MRC dyspnea grade. CRQ dyspnea 23
domain., mortality rate), expert and patient
preference

CRQ domain scores 0.5 units (average)” Anchor-based (patient perspectives). 24

distribution-based (SEM, Cohen’'s effect size).
expert panel-based
Exercise capacity

B-min walk distance 26 = 2 m (patients Anchor-based (SGRQ, UCSD s0OBQ), 31
with severe COPD) distribution-based (SEM, Cohen’'s effect size,
empirical rule effect size)
Incremental shuttle walking test 47.5 m Anchor-based (patient perception) 32
Endurance shuttle walking test 4585 s Anchor-based (patient perception), 33
distribution-based (0.5 SD)
Constant-load cycling endurance tests 46—105 s Distribution-based (0.5 SD) 8
Dywspnea during exercise tests
Modified Borg scale 1 wnit Distribution-based (Cohen’s effect size) 39
Visual analog scale 10—20 units Distribution-based (Cohen’s effect size) 39

Drafinnftion of abbrewviations: COPD = chronic aobstructive pulmonary disease; CRCO = Chronic Respiratory Queastionnaire; MCOID = minimal clinically
important difference; MRC = Medical Research Council; SGRCO = St George’s Respiratory CQuestionnaire; TDI = Transition Dyspnea Index; UCSD SOBQ =
University of California, San Diego Shortness of Breath CQuestionnaire.

*The MCIDs for the individual domains differ around this mean estimate.

Minimal Klinik Olarak Onemli Farklilik (MCID)
 KOAH'ta akciger fonksiyonu ve saglik durumu igin tanimlanmis

e Alevlenmeler igin tanimlanmis bir MCID yok

Donohue JF. COPD 2005;2:111-124..Jones PW, et al.Am J Respir Crit Care Med. 2014 Feb 1;189(3):250-5.



Baseline Change over12months  pvalue

Mean age (years [SD)) 70(8)
FEV, (% predicted) 476 (44-4t0508) 17 (-69t034) 051
MRC 31(30t033) 01(-01t602) 035
ISW (m) 227 (2080 247) -15(-43t012) 0-28
AMGS (ms) 0:92 (0-89t0 0-95) 004 (-006t0-002)  <0:0001
SGRQ

Total 506 (48:0t0531) 03 (-44t039) 091

Symptoms 63.9 (6090 67.0) -25(-74t024) 032

Activities 687 (654t07240) 13(-38t063) 062

Impact 359(331t0387) 0:0(-43to43) 099
CAT 201(191t021.2) 06 (-0-4to 1) 025

Data are mean (95% CI) unless otherwise specified. FEV. «forced expiratory volume in 15. MRC«Medical Research Council
dyspnoea score. [SWincremental shuttle walk. SGRQsSt George's Respiratory Questionnaire. 4MGS=4 m gait speed.
CAT=COPD Assessment Test.

Table 4: Baseline characteristics in patients with stable COPD and change over 12 months (Study 3; n=164)
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Figure 4: Association between change in CAT score and change in SGRQ score over 12 months in stable
patients with COPD (Study 3)
CAT=COPD Assessment Test. SGRQ=5t George's Respiratory Questionnaire.

MCID FEV; i¢in 100-140 mL mutlak degisim veya %15 degisim

MCID CAT i¢in toplam skorunda >2 puanlik degisim anlamli

Donohue JF. Minimal clinically important differences in COPD lung function. COPD 2005;2:111-124.Jones PW, et al.Am J Respir Crit Care Med. 2014 Feb 1;189(3):250-5.




KOAH hastalik stabilitesi ve mukus tika¢ (mucus plug)...
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Severity categories

Smokers with preserved lung function
GOLD 1

o GOLD 2

GOLD 3
GOLD 4

Smokers with preserved lung function
GOLD 1
o GOLD 2
GOLD 3
GOLD 4

Smokers with
presensed
lung function

BN Mucus score =5
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SPIROMICS kohortu, gozlemsel BT-goriintiileme
* 400 smoker / sigarayi birakmis

* GOLD Evre 3—-4'te mukus tikaci skoru 25
* Mukus tikaci skoru GOLD evresi ile

Dunican EM, et al. Am J Respir Crit Care Med. 2021;203(8):957-968.




Stabilite /alevlenmede yeni goriintiileme biyobelirteci: Mukus tika¢ (mucus plug) olabilir mi?

Figure 1. Airway mucus plugs in smokers with chronic obstructive pulmonary disease. (4) An
example of two mucus plugs occluding subsegmental airways in the lower lobes identified as tubular
opacifications in the axial plane (yellow and red arrowheads). (8) The mucus plugs in the coronal plane
(the yellow and red arrowheads indicating the same mucus plugs as in A), revealing that the plugs
extend for several millimeters and branch. (C) An example of a branching mucus plug occluding a
segmental airway - -
ame plug in the {

of the lungs
ree subsegmental
ral segment

Mukus Tikaci

ludes
ased
e BT’de goriintulenebilir ve mukus tikaci skoru ile degerlendirilebilir ctasts
creatd *  Yuksek skor, diisiik FEV1,yiiksek CAAT/CAT skoru, sik alevlenme ve more
791 mortalite artisi ile iligkili —
eosind *  Kan eozinofil yluksekligi ile iligkisi, Tip 2 inflamasyon baglantisi? other

] * Hastalik stabilitesi ve fenotipleme i¢in aday goriintiileme biyobelirteci



Hastalik aktivitesi azaltilmasinda alevlenme riski ve eozinofil diizeyi temelli ICS karari

Factors to Consider when Initiating ICS Treatment
Figure 3.10

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*
STROMNGLY > 2 moderate exacerbations of COPD per year®
FAVORS USE Blood eosinophils = 300 cells/uL

History of, or concomitant asthma

1 moderate exacerbation of COPD per year”

Blood eosinophils 100 to < 300 cells/julL

Repeated pneumonia events
AGAINST USE Blood eosinophils < 100 cells/pL

History of mycobacterial infection

*despite appropriate long-acting bronchodilator maintenance therapy (seeFigures 3.8 & A3.1 for recommendations); *note
that blood eosinophils showld be seen as a continuum; quoted valuesyepresent approximate cut-points; eosinophil counts
are likely to fluctuate.

Adapted from & reproduced with permission of the © ERS 201% European Respiratory Journal 52 (6) 1801219: DOW:
10.1183/13993003.01219- 2018 Published 13 December 2018

* KOAH alevlenmesi nedeniyle hastane yatisi 6ykiisii
* Yilda 22 orta siddette KOAH alevlenmesi

* Kan eozinofil 2300 hiicre/puL

e Astim oykiisu veya eslik eden astim




Hastalik aktivitesi azaltilmasinda alevienme riski ve eozinofil diizeyi temelli

biyolojik tedavi kullanim karari

Evidence Supporting Use of Biologics in the Treatment of COPD

Molecule )/ RCT™

Dupilumalk

(00 Mmgs2 weeks)
BOREAS"

(m=939)

NOTUS?
(N=935)

Mepolizurmalk
(100 Mg/ 49 weeaelks)
METREODS

(n=674)

METREX?
(N=836)

MATINEES
(N=804)

Keyw inclusion criteria™

FEW1l post-BD 20-70%5
chronic bronchitis®
eos = 300 (screen)
FEW1 post-BD I0-70%:

chronic bronchitis®

aeos = 300 (screen)

FEW1l post-BD 20-80%5
eos = 150 (screen) or
eos = 300 (prewvious
wear)

FEW1l post-BD 20-80%5
eos = 150 (screen) or
eos = 300 (previous
wear)©

FEW1l post-BD 20-80%6
eos = 300 screen) and

eos = IS0 (previous
wear)

Anmnualized rate of
moderate/severe
exacerbations

RR O.70; P < 0.001

RR O.66; P < 0.001

RR 0.80; NS

RR O.82; P = 0.04

RR O.79; P

I
0
Q
'_1

Lumng function
improwverment
(pre-BD FEW1)“

S23mL; P =< 0.001
(95% Cl: 42, 125)

e2mL; P = 0.02
(95%6 Clz 11, L4333}

19mL; NS

(95% Cl:z -29, 67)

-1 0miL; NS

(95%% Clz -S4, 33)

-D.0OmL; NS
(95% Cl- -60.1, 42.1)

Figure 3.1 1

COuality of life
improvernment
(SGRCL)

-3.4; P = 0002
(as2e Cl: -5.5, -1_.3)

-3_.a4%

(959 CI: -5_8, -0.9)

“1.8; NS

(95% CI: -4_5, 0.8)

O.2; NS

(952% Cl: -2.8, 3.2)

—2.3; NS

(95%: Cl: -4_6, 0.1)

Boreas, Notus ,Metreo, Metrex, Matinee ¢alismalari ve biyolojik ajanlar

(DUPILUMAB,MEPOLIZUMAB)




GOLD 2026
Stabilite Kriterlerini Saglama Yaklasimi

& Adjust Treatment

CONTINUE CURRENT TREATMENT

unless dyspnea or exacerbation(s) require optimization

IF PERSISTENT DYSPMNEA IF ONE OR MORE MODERATE OR
SEVERE EXACERBATIOMN

Treatable- traits ‘ Treat-to-target

S 1
("]

- i tevs mMmoderate or
= Consider switching inhaler device or L e LABA~+LAMA + ICS" — e B B ey

molecules

= Implement or escalate i
non-pharmacological treatmenti(s)
= Consider adding ensifentrine [ 1

= Investigate (and treat) other causes

Persistan dispne Orta/agir alevienme Biyolojik tedavi
 LABA veya LAMA * Kan eozinofil diizeyine gore «  Dupilumab
. !.ABA + LAMA tedavi yonlendirilir (Kronik bronsit)
* Inhaler cihaz/uyum * LABA + LAMA - Mepolizumab
* Non-farmakolojik tedaviler * LABA + LAMA +ICS

gozden gegirilir * Roflumilast, Azitromisin

GOLD Pocket Guide 2026. Figure 3.9. Follow-up pharmacological treatment.Yawn B. J Fam Pract. 2021 Jul;70(6S):529-S34.




Treat-to- target-Hedefe yonelik tedavi

Belirlenmis olgulebilir bir hedefe ulasana kadar tedaviyi
diizenleme/eskale etme yaklasimi

 Romatoid artrit: Hedef remisyon / diisiik hastalik aktivitesi
 IBH

 Diyabet: Hedef HbA1lc diizeyi
* Hipertansiyon: Hedef kan basinci

KOAH icin onerilen hedef: Hastalik stabilitesi

Hastalik kontrolii bozulmaya basladiginda ve semptomlar arttiginda,
henliz akut bir alevlenme gelismemis olsa bile, hastanin tedavisini
yogunlastirabilmesi saglanmali




Hastalik stabilitesinin degerlendirilmesinde takip araliklari ne olmahdir?

iBH: DINAMIK Kigisellestirilmis Takip Faktorleri Alevlenme Sonras! lyilesme
TAKIP ARALIGI 4

i | :
i
{%_ =~ Stabilitesi  Aktif Kitilesme  Alevlenme -
Durumu Gegmigi ' ; :
Takip shreleri; hastann stabilitesi, aktif kStGlegme durumu oik ve afir alevienme gegiren hastalarda

ve alevlenme gecmigine gare belirlenir iyilesme siireci daha uzun surebilmektedir,

Hastalik aktivitesine .Mﬂif D‘ﬁﬂEm Tﬂklh'l '
gore 3 ile 12 ay arasinda |._ 3 L% g Ay’ 1y
degisen periyodik O
kontroller uygulanr. @ ﬂrg iy g A}' _# Qngrilen Takip Aralii '
r ' | "
s sl pmnm_ Hastaligen aktif seyrettigi donemlerde 3 ile

[ m . - 9 ayda bir degerlendirme yapiimalidir.
IBH modeline benzer sekilde, 5
coklu kriterler kullamlarak E STABIL KOAH TAKiBi

yapilan diizenli hasta

deferlendirmesidir Remisyon ve N 6=-12A () 6-12A
Stabilite Dénemi mﬂmmx‘ ﬁ 'a AL

Hastalk remisycnda veya
stabil oldufjunda takip aralif
aya cikanlabilir.

Gonczi L, et al.Disease monitoring strategies in inflammatory bowel diseases: what do we mean by “tight control"? World J Gastroenterol 2019;25:6172-6189



©

HASTALIK
STABILITESI

+ 0 alevlenme hedefi
+ Saglk durumu stabil

* Treat-to-target

STABIL KOAH P WO ALEVLENME

« Semptomlar stabii - - ) A + Semptom artisi
» Alevlenme yok 3 g * Risk artigi

» Fonksiyon korunur . ‘ ‘ 4 o FEV1 kaybi
HASTA-HEKIM
IS BIRLIGI
Ortak hedef

@ AMAG: HASTANIN “KENDI EN iYi DURUMUNU- PERSONEL BEST” KORUMAK
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Tesekkir ederim...
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