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Bronkodilator sonrasi FEV,'e gore KOAH siddetinin Semptomlar, spirometrik siniflandirma ve
spirometrik siniflandirmasi alevlenme riski arasindaki iliski
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Evre IV: Cok Agir FEV,/FVC<0.70 MRC<2 mMRC>2
FEV,<%30 beklenen veya FEV;<%50 CAT<10 CAT>10
beklenen ve kronik solunum yetmezligi Semptomlar
(MMRC veya CAT skoru)
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Nefes darhgi

Global Initiative for Chronic Obstructive Lung Disease (GOLD) Global Strategy for the Diagnosis Management and
Prevention of Chronic Obstructive Pulmonary Disease. Updated 2011. Available at www.goldcopd.org
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Grup C Grup D

Eger FEV1<50% pred. ve
hastads kronik bronsit var

ise roflumilastdusun

Makrolid dusun

) Takip eden
Takip eden alevienme(ler)
alevienme(ler)

LAMA

LAMA + LABA LABA + ICS { (dans e sizars wulanmig)

Devam etmek,kesmek ya da

+ LABA Kalici
+ICS | semptomlar/
T Takip eden
LAMA Takip eden alevlenme(ler)
alevienme(ler)
LAMA LAMA + LABA ﬂ__‘, LABA + ICS
Grup A Grup B

alternatif bir bronkodilatatdr LAMA + LABA

sinifi denemek
T Kalic

semptomlar

etkiyi
degerlendir
T Uzun etkili Bronkodilatator
Bronkodilatator (LABA or LAMA)

Tercih edilen tedawi « =g
Hastalarda hissedilen semptom dereceleri ve havayolu kisthlZ 35rhd: arasinda major bir tutarseidk meveut clup daha dleri bir deZeriendirme gereklidir.

Ref: GOLD 2017 soaporc 16Y | avPivmc & &RPY f.F Y YPO G PNJ
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Tablo 4.1 Stabil KOAH'da tedavi hedefleri

Semptomlarin giderilmesi

Egzersiz toleransinin arttinimasi
Saglik durumunun yilestirilmesi

Ve

Hastalik progresyonunun engellenmesi

Alevlenmelerin engellenmesi ve tedavisi

Moﬂaliteninazaltnlmasl

SEMPTOMLARIN AZALTILMASI

RISKIN AZALTILMAS|

Y|
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Spirometrik Havayolu Semptomlaryada
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Semptomlar
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Comparison of the 2017 and 2015 Global Initiative for Chronic

Obstructive Lung Disease Reports
Impact on Grouping and Outcomes

Carlos Cabrera Lopez', Ciro Casanova Macario?, José Maria Marin Trigo®, Juan P. de-Torres?, Rebeca Sicilia Torres,
JesUs Maria Gonzalez®, Francesca Polverino®, Miguel Divo®, Victor Pinto Plata’, Javier J. Zulueta?, and
Bartolomé Celli®

2015 2017

D
11.72%

A B

.369 26.749
A 5 53.36% 6.74%

42.86% 14.04%

American Journal of Respiratory and Critical Care Medicine Volume 197 Number 4 | February 15 2018



Comparison of the 2017 and 2015 Global Initiative for Chronic
Obstructive Lung Disease Reports
Impact on Grouping and Outcomes

Carlos Cabrera Lopez', Ciro Casanova Macario?, José Maria Marin Trigo®, Juan P. de-Torres?, Rebeca Sicilia Torres,
JesUs Maria Gonzalez®, Francesca Polverino®, Miguel Divo®, Victor Pinto Plata’, Javier J. Zulueta?, and
Bartolomé Celli®

Group Obstruction n (2o)
A GOLD 1 104 (27)
GOLD 3 65 (16)
C ) | ) A e

B GOLD 1 19 (10)
GOLD 2 85 (449)
GOLD 3 72 (37)

GOLD 4 17 (9
C GOLD 1 10 (11)
GOLD 2 46 (50)
GOLD 3 28 (30)

GOLD 4 8 (9

D GoOLD 1 7 (7))
GOLD 2 38 (36

() | ) /] ®
GOLD 4 20 (18)

Armerican Jourmal of Respiratory and Critical Care Medicine Volume 197 Number 4 | February 15 2018



Comparison of the 2017 and 2015 Global Initiative for Chronic

Obstructive Lung Disease Reports
Impact on Grouping and Outcomes

Carlos Cabrera Lopez', Ciro Casanova Macario?, José Maria Marin Trigo®, Juan P. de-Torres?, Rebeca Sicilia Torres,
JesugMaria Gonzalez®, Francesca Polverino®, Miguel Divo®, Victor Pinto Plata’, Javier J. Zulueta®, and
Bartotbmé Celli®

o Kaplan-Meier curves for survival.
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Comparison of the 2017 and 2015 Global Initiative for Chronic

Obstructive Lung Disease Reports
Impact on Grouping and Outcomes

Carlos Cabrera Lépez’', Ciro Casanova Macario?, José Maria Marin Trigo®, Juan P. de-Torres?, Rebeca Sicilia Torres’,
Jesuis Maria Gonzalez®, Francesca Polverino®, Miguel Divo®, Victor Pinto Plata’, Javier J. Zulueta®, and

Bartolomé Celli®

>
o B Kaplan-Meier curves for survival.
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p < 0.0001
0 12 24 36 48 60
A 407 367 341 298 237 123
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American Journal of Respiratory and Critical Care Medicine Volume 197 Number 4 | February 15 2018
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Komorbideteler
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The revised GOLD 2017 COPD categorization in relation to comorbidities

Kathrin Kahnert™", Peter Alter”, David Young®, Tanja Lucke”, Joachim Heinrich?,

Rudolf M. Huber”, Jiirgen Behr”, Margarethe Wacker®, Frank Biertz', Henrik Watz®, Robert Bals",
Tobias Welte', Hubert Wirtz, Felix Herth®, Jorgen Vestbo', Emiel F. Wouters™,

Claus F. Vogelmeier”, Rudolf A. Jorres®

Symptoms Exacerbations

Gastrointest?
disorders
Asthma
Sleep apnea
Osteoporosis
Mental disorders
Heart failure

Coronary artery
disease

Hyperuricemia
Diabetes
Hyperlipidemia
Hypertension

Respiratory Medicine 134 (2018) 79-85
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The revised GOLD 2017 COPD categorization in relation to comorbidities

Comorbidities

Hyperlipidemia

Heart failure
Hypertension

Coronary artery disease
Diabetes

Mental disorder

GOLD 2017 grouping according to

CAT

BD vs. AC (symptoms)

1231

[0.930; 1.629]
3208
(1144 9.111]
1132

10.853; 1.502]
2,00+
[1.306; 3.127)
0742

10492 1.118]
2,839+++
(1,852 4.351]

< 008 **p < 001, ***p = 0.00L F

(D vs. AB
(exacerbations)

1775
[1.051; 1.548]
1,840+
[1.203, 2813]
1234
[1.018; 1518]
1,256

[0.976; 1.616]
1424¢
[1,066; 1.901]
1,303
[1.046; 1.625]

GOLD 2017 grouping according to

mMRC
BD vs. AC (symptoms) (D vs. AB
(exacerbations)
0.981 1.304**
[0.803; 1.199] [1.074; 1.584]
1.591 1852+
[0.995; 2.543] [1.205; 2.845]
0.965 1,265
[0.786; 1.185] [1.035; 1.546]
1,902+ 1.220
[1.452; 2.493] 0947, 1.573]
1197 1.344*
[0.883; 1.623] [1.007; 1.793]
1.585%* 1.304*
[1.253; 2.007] [1.044; 1.629]

Overall prevalence %

428
99

56.6
171
130

24.2

Respiratory Medicine 134 (2018) 79—-85
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The revised GOLD 2017 COPD categorization in relation to comorbidities

Kathrin Kahnert™", Peter Alter”, David Young®, Tanja Lucke”, Joachim Heinrich?,
Rudolf M. Huber®, Jiirgen Behr®, Margarethe Wacker®, Frank Biertz', Henrik Watz#, Robert Bals",
Tobias Welte', Hubert Wirtz, Felix Herth®, Jorgen Vestbo', Emiel F. Wouters™,
Claus F. Vogelmeier”, Rudolf A. Jorres®
Respiratory Medicine 134 (2018) 79—-85

GOLD 2017 grouping according to GOLD 2017 grouping according to Overall prevalence %
Comorbidities CAT mMRC
BD vs. AC (symptoms) CDvs. AB BD vs. AC (symptoms) (D vs. AB
(exacerbations) (exacerbations)
Gastrointestinal 1.548* 1.801%** 1,607+ 1i750%* 46.3
disorders [1.167; 2.053] [1.489; 2.179] [1.317; 1.961] [1.445; 2119]
Asthma 3314+ 1.641%* 1079 1,762+ 17.7
[1.973; 5.568] [1.287; 2.093] [0.831; 1.400] [1.380; 2.151]
Hyperuricemia 1.275 1439+ 1.092 1454 181
[0.866; 1.877] [1.119; 1.851] [0.839; 1.421] [1.130; 1.871]
Osteoporosis 1700 1.465* 1598 1.421% 158
[1.062; 2.720] [1.126; 1.905] [1.197; 2.117] [1.090; 1.852]
Sleep apnea LT47* 1463 1.441% 1485 104
= 005 **p < 001, ***p < 0.00L F
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Effect of a single exacerbation on decline in lung function in COPD

David M.G. Halpin ", Marc Decramer °, Bartolome R. Celli ¢, Achim Mueller ¢,
Norbert Metzdorf ¢, Donald P. Tashkin '

Pre-bronchodilator Post-bronchodilator

n = 583 n =579

FEV FvC FEV FvC

1 1
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20 -
=
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| ]
§, 40
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§ i 49.5
R 60
S
@ pr = 0.0611
©
= 80 -
[a%]
(<5
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100
Bl Before exacerbation
120 - Il After exacerbation

Respiratory Medicine 128 (2017) 8591



Effect of a single exacerbation on decline in lung function in COPD

David M.G. Halpin **, Marc Decramer °, Bartolome R. Celli ¢, Achim Mueller ¢,
Norbert Metzdorf ¢, Donald P. Tashkin '

Pre-bronchodilator Post-bronchodilator

n = 1038 n = 1035

FEV FvC FEV FvC

1 1

20

31.0

40
35-3 40.4 38-2
‘ 41.8 . 43.9

60 T p = 0.4939

pr = 0.4033 p = 0.2827 p =0.5616
80

Mean rate of decline (mL/year)

100 —

Bl Beginning of treatment
120 - End of treatment

Respiratory Medicine 128 (2017) 8591



C9+mM YAlaenmen@bf A G

AOrtaveyal f SOt SYYS IS A N
Af 1 HakiBeR8n ABPE I O0NRY ] 2
FEV1d&S C+/ RS 2NIFf Y
| FEVI38.2Y f Kk &TP8mL/A P S
I FVC45.¥ f Kk & I3tomIVef Bof



KOAH
Alevlenmeler

Hava Hapsi
Hiperinflasyon

Y2y RA&E2Y

Komorbiditeler v

, t N2INBayYy |
Maluliyet P
Y EE— 11 G0Nt

HRQLE F EEPLEL TEAGLAEA [ F3lY Y Fekd T ORScal PUINNEry Medic2@05 Decramer M. Eur Respir R2806



. NRY {1 2RATE

1 |




. Global Strategy for Diagnosis, Management and
¢ Prevention of COPD v

7 3 » 5 ;““‘\wﬂ
Manage Stable COPD: C¢ SRIF GAYAY Y|l el

NNNNNNNNNNNNNNNNNNNNNNNNN

A{ SYLIWG2YE F NP AeAf SO6GAN
AEgzersiti 2 f S NIABAR\VSBYR.INT" ="
A, FdFY 1TFHEAUSAAYRA AéAf

Al I & U lprodgreSyBryintengelle
Al £ S@E Sy YSt SNR | yI°S" 3¢
A Mortaliteyi azalt

GOL018



[ SYLIWGi2Yft I NP ]I
. NRY{12RAT |



SEMPTOMLAR
NEfesid a .
IONIKIOK S U

Salgam

KOAH TANISI

Ri SK FAKT@@L
MARUZI YE
S| garya,
MESIEK

[YCc/AA S 01

J

SHRORBEMRE T R E




KOAH
RNONYRN
semptomlar
AbSTSa

A Kronik

| 1 & NNN |
veya
ABalgam

GOLD 2018

Semptomlar
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Perception of symptoms and quality of life —
comparison of patients’ and physicians’ views in
the COPD MIRROR study

334Yh! | | B3BAM\e3IBIDI €Na | FadrtPlLEtLINP 1T YIl
Mild/moderate Severe/very severe
1 2 3 4 5 . 1 2 3 4 L5

QoL * i ® A OF

Daily activities - o4 of

Work activities » E A oF

Leisure/social activities *0 E e Ao of

Sleep - E “e

Physician/patient relationship « E ¢ A0

e Patients ¢ GPs a PULs

1= not at all impacting 2= only a little impacting 3= somewhat impacting 4= very much impacting
5= completely impacting

CelliB, et.al. International Journal of COPD 2017:12 2IB6



Perception of symptoms and quality of life —
comparison of patients’ and physicians’ views in
the COPD MIRROR study

334Yh! | | B33AH®3BIDI ENa | FadlFtPLtFNP ! 1T YLl
Mild/moderate Severelvery severe
1 2 3 4 5 1 2 3 4 5
Self care A * i id
Household chores 0¢ A * i soi
i
Carry things like grocery/laundry ® A* ; i
1
Walking up/down stairs *a | S & *
Taking walks A E ® A O
Doing small repair work at home/on the car ® 4 i | *A0
% I
Doing grocery shopping ® A i 2o
oe¢ AF i ¢ 04

Sexual intercourse

e Patients ¢« GPs a4 PULs

1= not at all impacting 2= only a little impacting 3= somewhat impacting 4= very much impacting
5= completely impacting

CelliB, et.al. International Journal of COPD 2017:12 2IB6
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—A— Tiotropium -#- Salmeterol
—— Tiotropium + salmeterol qd —e— Tiotropium + salmeterol bid
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ATS 2005 Van Noord
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250 - 234

200 -

150 -

100 -

50 -

Change from Baseline in FEV, (mL)

Daytime FEV,4

Van Nord JA, et al. ERJ 2005.

G1 At A

® Tiotropium
= Formoterol
= Combination

* P<0.03 vs formoterol, ** P<0.02 vs tiotropium,
** P<0.02 vs formoterol, **** P< 0.0001 vs each agent

Nighttime FEV,

o)



Comparative efficacy of long-acting [32-agonists as

monotherapy for chronic obstructive pulmonary
disease: a network meta-analysis

Salmeterol
50 pg BID

Stockley et al*®

Indacaterol Torch (Calverley

75 pyg OD et al*', Jones et al*?) Korn et al'™®
Chapman et al** Kornmann et al'®
Molken et al*®
Celli et al**
B2354 (Gotfried et al*®, Kerwin et al*®) Hanania et al*
B2355 (Gotfried et al**, Kerwin et al*) Calverley et al Indacaterol
Mahler et al*® 150 pg OD
. Brusasco et al*” Kinoshita et al**
Vilanterol Celli et al?' Donohue et al*® Kornmann et al'®
25 ug OD Donohue et al”? Kornmann et al'® Feldman et al’”

Yao et al* (82333)
Donohue et al®*
Bateman et al® (QVA2303)

417 (Maltais et al*?)
418 (Maltais et al**)

1222.11 (Ferguson et al*®)
1222 .12 (Ferguson et al*?)
1222.13 (Koch et al'®)
1222 .14 (Koch et al'?)

Placebo

Kinoshita et al**
Yao et al*® (B2333)
Donochue et al**

Dahl et al'®
Donohue et al**
Kinoshita et al**
Yao et al*® (B2333)

1222.11 (Ferguson et al*®)

Olodaterol o 1222.12 (Ferguson et al?)
1222.11 (Ferguson et al*®) 1222.13 (Koch et al')

1222.14 (Koch et al'®)

5 pg OD 1222.12 (Ferguson et al*®)
1222.13 (Koch et al'®)
1222 14 (Koch et al'®)

Rossi et al*! Indacaterol

Dahl et al* 300 pg OD

Olodaterol Dahl et al'*

10 ug OD Gross et al**
1222.13 (Koch et al'®) D'Urzo et al*®
Singh et al*®
1222 .14 (Koch et al'®) 1222.13 (Koch et al'®) 12292-13 (Koch et al'®) Dahl et al'®

T~ | 122214 (Kochetal®) 1222.14 (Koch et al'®)

T

Formoterol
12 pg BID

DonohuelF et alinternational Journal of COPD 2017:12 &#&1



Comparative efficacy of long-acting 32-agonists as
monotherapy for chronic obstructive pulmonary
disease: a network meta-analysis

>

1.60

1.40

1.20

1.00

0.80

0.60

versus placebo

0.40

Difference in intervention

0.20

0.00

1.60

1.40

1.20

1.00

0.80

0.60

0.40

0.20

Difference in CFB in intervention @
versus placebo

0.00

TDI

1 95% credible interval |

1.051 1AL
0.831
0.855 0.618 0-134 g

SAL 50 ug FOR 12 ug IND 75 ug IND 150 ug IND 300 ug OLO 5 ug OLO 10 ug VIL 25 pg

——— 95% credible interval

1.184
0.894
0.696 0.594 0.556

SAL 50 pg FOR 12 ug IND 150 pg IND 300 pg OLO 5 ug OLO 10 pg  VIL 25 ug

Figure 4 Difference in change from baseline TDI focal score of intervention versus placebo at 12 and 24 weeks. (A) TDI focal score at 12 weeks and (B) TDI focal score

at 24 weeks.
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Difference in mean trough FEV,

compared with placebo (ml)

Trough FEV 1
26 Hafta

300 - A=80 ml, P<0.00]I
A=90 ml, P<0.001
|
A=70 ml, P<0.001
200 |
100
0
QVAI49 Indacaterol Glycopyrronium
(110/50 pg OD) (150 pg OD) (50 pg OD)
n=474 n=476 n=473

Singh DBrJ ClirPharmacok014 / 79:5 / 695708 / 695



TroughFEV1
26 Hafta

Study 373 Study 361
A=114 ml, P<0.001
A=79 ml, P<0.001

1

300

A=95 ml, P<0.01
A=52 ml, P<0.01
1

[ ]

o

o
T

Al24*
100 |-

AT2%

Difference in mean trough FEV,
compared with placebo (ml)

0
UMEC/VI UMEC Vi UMEC/VI UMEC Vi

(62.5/25 pg OD) (62.5 pg OD) (25 pg OD) (125/25 pg OD)(125 pg OD) (25 pg OD)
n=413 n=418 n=42| n=403 n=407 n=404

Singh DBrJ ClirPharmacok014 / 79:5/ 695¢708/ 695



Difference in mean TDI focal score
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