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Farmakologické studie vs realita

INCLUSION CRITERIA ?

EXCLUSION CRITERIA ?

STUDY PATIENT = REAL PATIENT ?

STATISTIKA POMAHA ?

Realita chovani lékara dle UPLIFT

2 Tiot (= 2386) 1 C (n= 3606
UPLIFT — 60% IKS+LABA a 40% IKS
9 e |écba je neadekvatni tizi nemoci
— pacienti ¢asto nemaji LAMA / LABA
— Casna stadia maji iracionalné IKS
e marketing vyrobcl IKS+LABA je kvalitni

e GUIDELINES = Gspora 200-300 €/rok/pac.

Guidelines vs REALITA

koureni cigaret je
zodpovédné za 85%
pripadii CHOPN!
celosvétoveé celkem 1.2
mld lidi je exponovéano
rizikm z koureni?

asi u 50% kuraka muaze
dojit ke vzniku CHOPN3
genetické faktory tedy
modifikuji individualni
rizika vzniku CHOPN

1. Yawn and Keenan, COPD 2007, 2. Guindon and Boisclair 2003, 3. Lundback et al. Respir Med 2003

Hlavni cile IéCby CHOPN dle GOLD

Odstranéni pfiznaki

Zlep3eni tolerance namahy

ZlepsSeni
soucasné

Zlepseni zdravotniho stavu

Prevence a lécba exacerbaci
Prevence progrese nemoci

Prevence a lé¢ba komplikaci

Redukce mortality

kontroly

Redukce
budouciho
rizika



Farmakologicka IéCba by méla byt stupnovita,
aditivni, respektujici progresi CHOPN
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Pulmonary Disease, Global Initiative for Chronic Obstructive Lung Disease (GOLD) 2009. Available from:  ntervenci
http://www goldcopd.org.

Mantra FEV1

Kdo ma presvédcivéjsi data ?

v

———— - Jak se v tom vlastné vyznat ?
T 5

Alternativni terapeutické schéma

. cessation
Immunizations

| 1 ]
HODE - 0:2 ] I BODE - 14 I I BODE - 5.6 I ‘nnm: 710
| |

Consider

Lung transplant
Celli Chest 2008

iy, ACCP/ACP/ATS/ERS 2011

\9
Lécba COPD FEV1>50% bez symptomt
Lécba COPD a deklinace FEV1
Monoterapie COPD

CLINICAL GUIDELINE — exacerbace, hospitalizace, mortalita

Gu NES

Diagnosis and Management of Stable Chronic Obstructive Pulmonary dleii Geink
Disease: A Clinical Practice Guideline Update from the American — vealejsi ucinky

College of Physicians, American College of Chest Physicians, Kombinace Iéké u COPD

American Thoracic Society, and European Respiratory Society

e e o by B oo S Pt 1 . — exacerbace, hospitalizace, mortalita

Roderick MacDonald, Ms; and Paul Shekelle, MD, PhD, for the American College of Physicians, the American College of Chest Physicians,
the American Thoracic Soclety, and the European Resplratory Soclety*

— kvalita Zivota, dusnost

— kvalita Zivota, dusnost

— vedlejsi ucinky



Lécba asymptomatické
COPD FEV1 >50%

e Chybi presvédcivé dukazy o efektivité
bronchodilatac¢ni nebo protizanétlivé lécby v
prevenci rozvoje bronchialni obstrukce u
rizikovych pacientd bez obstrukce DC

¢ Neni doporucena |écby asymptomatickych
pacientl bez bronchidlni obstrukce a
asymptomatickych pacienti s FEV1 > 50%

Thus, we reaffirm our 2007 guideline, which recom-
Evidence for Treating At-Risk Asymptomatic Individuals ki Gosinat et utpNGiaC ihdividias with e
With Mild to Moderate Airflow Obstruction (FEV,-FVC : & S-aymplona

Ratio 2070 and FEVs without spirometric evidence of airflow obstruction, re-

gardless of the presence or absence of risk factors for air-
the Development of Symptomatic Airflow Obstruction flow obstruction.

Inhalacni 1écba
COPD a deklinace FEV,

American College of Physicians
GUIDELINES

Roéni pokles FEV, po bronchodilataci
Dlouhodobé studie u CHOPN

Annual decline in FEV
Study (Duration) Aktivni Baseline (mL/year)

(order: year of KUFACH FEV, % Study drug Placeb

publication) predicted Study o  Placebo*
drug +
only

EUROSCOP 3 roky 100% ~ 79% Budesonide 57 69
ISOLDE 3 roky 36 — 39% ~ 50% Fluticasone 50 59
LHS 11 3.3 roky 90% ~ 68% Triamcinolone / a7

BRONCUS 3 roky 41- 51% ~57% NAC 47
TORCH 3 roky 43% ~ 48% S/F/SFC 55

UPLIFT (3 roky) 30% ~47% Tiotropium 37

UPLIFT (4 roky) 30% ~47% Tiotropium 40

* All respiratory medications permitted throughout the trial, other than inhaled anticholinergics

Vyznam spirometrie

Chybi data potvrzujici vyznam spirometrie
jako metody sledujici efektivitu léc
symptomy nekoreluji se spirometrii

e UZitecna metoda u symptomatickych pacientt
s obstrukci, ktefi mohou mit benefit z IéCby

¢ intraindividualni variabilita . .

support the use of routine periodic spirometry after initia-
tion of therapy to monitor discase status or to modify ther-
apy in symptomatic patients. Improvements in clinical
do not necessarily correlate with spirometric re-
therapy or reduction of I m decline in

rometry is useful to ident

fow obstruction who m:

Inhalaéni Ié¢ba COPD a deklinace FEV,

¢ 9 dlouhodobych studii (LABA, LAMA, IKS)
— |écba je lepsi nez placebo na roc¢ni pokles FEV1
— kombinace IékU je lepsi nez monoterapie

10
0

75

ACPc

GUIDELINGS

0
25 30 35 40 45 50 55 60 65 70 75 80 85
Age (Years)

Fletcher C. Peto R. Br Med J 1977: 1:1645-8

Inhalaéni Ié¢ba COPD a deklinace FEV,

¢ 9 dlouhodobych studii (LABA, LAMA, IKS)

e Jsou velké rozdily v kvalité studii
— UPLIFT — maximalni bronchodilatace + kvalita
spirometrii
— TORCH — bez standardizace spirometrii, prvni po 24 w
— INSPIRE — 2 roky — TIO vs SAL/FLU bez rozdilu na FEV1

¢ nejvétsi BENEFIT = COPD symptomy a FEV1<60%
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UPLIFT: FEV1 pokles u stadia ll

Tiotropium n=1218
Control n=1157

*P<0.0001 versus control

Post-bronchodilator
FEV,

Pre-bronchodilator

Inhalacni kortikosteroidy neovliviuji
pokles FEV1 u CHOPN

Inhaled Steroids Effect
Evaluation in COPD
(ISEEC) study

Data pooled from LHS,
EUROSCOP, ISOLDE,
CCLS & budesonide &
placebo arms of
Szafranski and
Calverley studies.

T T

T T T T
0 6 12 18 24 30 36
(3910) (3822) (3828) (1431) (2576) (1302) (2356)
Soriano et al. Chest 2007; 131:682-9
Months of Follow-up

Monoterapie CHOPN

Co je lepsi— LAMA ?, LABA ?, IKS ?
IKS = nejsou doporucovany !!!
TORCH

UPLIFT

POET

Prokazan efekt TIO na zpomaleni
deklinace FEV1 u dosud neléceny

Tiotropium vyznamné zlepsilo plicni funkce v Case.
Tiotropium zmirnilo deklinace FEV1 42+4 mL/rok vs 534 mL/rok paCiZe

2o oo1  Prebronchodilator FEV,

& Totropium

y Placebo

134 ml

(P<0.0001)
Postbronchodilator FEV,
X Tiotropium

w Placebo

P<0.05 at all time points.

Cas (Mésice)

Troosters T, et al. Eur Respir J 2010;36:65-73.

Monoterapie terapie CHOPN

ACP

GUIDELINES

Co fika GOLD k LAMA/LABA

e Zéstupci: Sz
— Tiotropium FEV,/FVE<0.70
sow2rEv, <60

— Salmeterol prodicted
— Formoterol

sk factor(s): influenza v
xchodilator (whenneed

— Indacaterol?

Add regular treatment with one or more lon-acting bronchodilators

(when needed): Add rehabiltation

Chybi jednoznaény diikaz favorizujici jeden ¢i druhy lék

nt, and Prevention of Chronic Obstru
LD) updated 2010. Available from: h




Indacaterol versus Salmeterol
Trough FEV1 po 26 tydnech lécby

240

Bronchodilatac¢ni efekt Indacaterolu a
Formoterolu u pacientl s CHOPN

—— Salmeterol
—&— Indacaterol

Indacaterol
o[ Formoterol
VA;%;I; Placebo

2nd dose of |
formoterol

FEV, Treatment Contrasts (mL)

4 6 8

Day 2 Week 12 Week 26 .
Time Post-dose (hours)

(Primary Endpoint)

Indacaterol zvysil ,trough FEV, ,, po 12 tydnech lé€by o 170mL vice nez placebo (P<0.001)

. Indacaterol and formoterol increased FEV, at all time points relative to placebo (P<0.001)
a0 60 mL vice nei salmeterol (P<0.001). 4 5 G

)-
Indacaterol had a greater effect than formoterol on FEV, at 8 hours (P=0.014) and 24 hours (P=0.003).
*+P<0.001 vs placebo; '1P<0.001 for treatment difference for indacaterol vs saimeterol.

0t ine she re- eCif 2 clir lly i ant diffi ce vs placebo. el el % 192-496. Reproduced with permission of ACADEMIC PRESS in the format
Kommann O, ot al. Eur Respi . 2011:37:273-27, D0ted ine shows pre-specified 120 L clinically important difference vs placebo :

Indacaterol vs Tiotropium open label
vs Placebo a FEVl A 6-Month, Placebo-Controlled Study

Comparing Lung Function and Health
Indacaterol 150 g g.d. (n=82) Tiotropium (n=90) Status Changes in COPD Patients
Indacaterol 300 ug g.d. (n=90) Placebo (n=69) Treated With tropium or Salmeterol*

Day1  —e— Tiotropium (n=202)
Day 15 —4— Sameterol (n = 203) Impacts
Day 169 —— Placebo (n = 179)

Threshold
- of clinical
significance

8
g
4
&
@
5

Treatment M Placebo (n = 159)

[ salmeterol (n = 187)
0123456 78 9101112 ] Tiotropturm (n= 166)
Time Post-dose (hours)
23456567 8910112
Time after administration (h)
Both indacaterol doses and tiotropium were significantly superior to placebo at all time points (P<0.05) and indacaterol 300 ug
was significantly superior to tiotropium at -50, -15 and 5 minutes, 2 hours, 4 hours and 23 hours and 10 minutes (P<0.05)

Donohue JF, et al. Am J Respir Crit Care Med. 2010;182:155-162. Permission granted from the American Thora retie 7 a7

POET-COPD - ORD
double-blind, double-dummy Study Vstupni data

Characteristic Tiotropium Salmeterol

Treatment period Follow-up SAEs (N=3707) (N=3669)
12 months 30 days Male, % 74.4 74.9

Age, years* 62.9 (9.0) 62.8 (9.0)

Tiotropium 18 pg HandiHaler® once daily Smoking status
+ Placebo MDI twice daily

Current smoker, % 48.0 48.3
All previously prescribed COPD medications permitted Smoking history, pack-years* 38.8 (20.0) 37.8 (19.2)
(exAcepl anticholinergics and beta-agonists, but salbutamfl) Duration of COPD, years* 8.0(6.7) 7.9(6.5)

GOLD stage, %*
L}

Screening Y1 2months 4months 8 months 12 months i
Randnmuanon End of trial

*Mean (standard deviation)
*Data on duration of COPD missing for 15 and 5 patients in tiotropium and salmeterol groups, respectively.
* na klinickych navstévdach hodnoceny exacebace #23 patients had GOLD stage | disease (tiotropium 0.2%; salmeterol 0.4%)

e s o v 2 % . . GOLD=Global Initiative for Chronic Obstructive Lung Disease.
* povolena LABA, fixni kombinace pfevedeny na ICS monoterapii pfed randomizaci

Jogelmeier C et al. N Enal J Med 2011:364:1093-103 Jogelmeier C et al. N Enal J Med 2011:364:1093-103




POET-COPD POET-COPD - AE a analyza podskupin

Characteristic Ha(l;sr; 'é?)ﬁﬂ P-value* Hazard ratio for at least one COPD exacerbation
Tiotropium oddalilo dobu do prvni exacerbace Age group 076 :
<55y 0.88 (0.74, 1.05) ]
255t0 <65y 0.87 (0.77, 0.98) —=—
i 265y 0.83 (0.74,0.93)
. 0.83
. (R0 17'y sexMah 0.86 (0.78, 0.94)
Salmeterol » O Famalel 0.84(0.73, 0.97)
40 Risk GOLD stage 1 )
i Stage Il 0.88 (0.79, 0.99)
. difference Stage lll 0.86(0.77, 0.97)
30 Stage IV 0.64 (0.50, 0.81)
Smoking status
. Noncurrent 0.84(0.75, 0.93)
Current 0.87 (0.78, 0.97)

" BMI group
15 Hazard ratio = 0.83* <20 0.66 (0.51, 0.85)
(95% Cl, 0.77, 0.90) 220t0 <25 0.89(0.79, 1.02)

20 225t0 <30 0.87 (0.76, 0.99)
P<0.001 (log-rank test) >30 0.85 (0.72, 1.00)

5 1S use at baseline
Yes 0.87 (0.79, 0.96)
No 0.82(0.73, 0.92)
[ ——
0 30 60 90 120 150 180 210 240 270 300 330 360 & o o am
Time to event (days)

Probability of COPD exacerbation (%)

Tiotropium Salmeterol

« vedlejsi ucinky lécby porovnatelné

*Cox regression adjusted for (pooled) centre and treatment.
Jogelmeier C et al. N Enal J Med 2011:364:1093-103 Jogelmeier C et al. N Enal J Med 2011:364:1093-103

Tiotropium zlepsuje cvi¢ebni kapacitu UPLIFT Study — Tio sniZuje exacerbace o 14

. 0.85/yr
ONTROLNI SKUPINA

(70% IKS/LABA)

Tiotropium + Rehabilitation

0.73/yr; P<0.001
Rehabilitation

Tiotropium (14% reduction)

Hazard ratio, 0.86
(95% Cl, 0.81-0.91)
P<0.001

Endurance Time (minutes)
Probability of Exacerbation (%)

10 12 14 1 4 O —T—T— T
Weeks on Treatment 0 6 12 18 24 0 36 42 48

Months

Chest. 2005;127:809-817. Reproduced with permission from American College of Chest Phy 3 Tashkin DP, etal. N Engl J Med. 2008;359:1543-1554. Copyright © Vassact Y Society. Al rights reserved.

Tiotropium a riziko
kardiovaskularnich prihod

Tiotropium Control Risk Ratio
Study or Subgroup Events Total Events Total  Weight  M-H

ynergie LAMA / LABA na FEV,

Tiotropium

Tiotropium vs. Placebo Formoterol
Subtotal (95% CI) 4 9 0.91[0.77,1.07] CrmisTE
Total events
Heterogeneity:

Test for overall effect: 02 v5 tiotropium
Tiotropium vs. Salmeterol

Subtotal (95% Cl) 4 % 0.75[0.17.3.31]
Total events

Heterogeneity: Not applicable

Test for overall effect: Z = 0.38 (P

Tiotropium vs. Salmeterol/Fluticasone

Subtotal (95% CI) 721 . 1.94[1.06,3.55]
Total events 30

Heterogeneity: Chi? = 0.05, df = 1 (P = 0.83); |

Test for overall effect 6 (P =0.03)

Change from Bas

Total (95% CI) 0.96[0.82,1.12]
Total events 295 302

Heterogeneit .

Test for overall effect (P =0.60)

Test for subgroup differences: Not applicable

I
15}

002 0.1 50 Daytime FEV, Nighttime FEV,

—_—
Favours tiotropium  Favours control

Adapted from Rodrigo GJ, et al. Respir Med. 2009;103:1421-429. Adapted from Van Noord JA,



Kombinacni terapie CHOPN

9 studii trvajicich déle nez 2 roky
LAMA/LABA vs LABA/IKS vs LAMA/LABA/IKS
Kombinacni terapie CHOPN UPLIFT
INSPIRE
POET
COCHRANE - nejista efektivita a bezpecnost

Kombinace pfinasi lepsi bronchodilataci
(UPLIFT, INSPIRE)

Chybi jednoznacna preference kombinace

ACP

GUIDELINES

Plicni funkce Il.st. UPLIFT a TORCH Exacerbace IL.st. - UPLIET a TORCH

UPLIFT* {4 years) TORCH (3 years) UPLIFT* (4 years) TORCH (3 years)
GOLD ] GOLD I GOLD I GOLD
(Decramer2009) | {Jenkins 2009) (Decramer 2009} H {Jerians 2009

To Contro¥ |  Sal  Fut  Comb Placebo GOLD Il Tio Comb GOLD I

= UPLIFT T
TORCH redukce exacerbaci srovnani oproti

o placebu
SAL/FLU 020%

GOLD Il

UPLIFT

TIO n=1218
43 mL/rok srovnani oproti P<0.0001

placebu

post hoc
ELELZE)
Control n=1158

49 mL/rok post hoc

ELELZE]

statistickd vyznamnost
rozdilu oproti placebu
L EREL T E

31

Rate of post-bronchadilator FEV, decline (mifyear)
Exacerbation rata rsduction/pt yr vs control (%)

: riziko hospitalizace
*p<0.05 vs control. tActive treatments vs placebo not ”EhV‘f’ (I WA NPT TN WANT 1., umber of exacerbations were 0.56 per . -
analysed statistically. caovang peo001 year and 0.57 per year in the UPLIFT® and TORCH oingepitalizace
LIUCAENCOINCII\A - ontrol group in the UPLIFT® study was permitted prospektivné studies, respectively. pro AE nesledovéno
P=0.02 use of ICS or LABA (alone or in combination); patients *p<0.0001 vs control. TStatistical significance of .
: ! - . placebo (mean of 0.57/year in SF
in the TORCH study were not permitted background standardizace comparisons between active treatments and [ placebo) in
respiratory medication. spirometrii ATS? lacebo not reported. with GOLD stage 2
jiny BD test

Rozdil 6mL/rok

Celli BR, AJRRCM 2008, Decramer M, Lancet 2009 Celli BR, AJRRCM 2008, Decramer M, Lancet 2009

MORTALITA UPLIFT vs TORCH e S
A co nejtézsi pacienti ?

(on treatment + vital status-Day 1440)
8 - fluticasone Stage IV:

46 4 Stage Ill: Very Severe
- Hazard ratio = 0.87 g D

95% CI: (0.76, 0.99) ‘”-" 14

P =0.034 (log-rank test)

FEV,/FVC<0.70

FEV,/FVC<0.70 FEV, <30%

30% 2FEV, <50% predicted or

predicted FEV, <50%
predicted plus
chronic respiratory

salmeterol

10 A flu+salm

& P=0.052 (og-rank e
18 24 30

Addinhaled glucocorticosteroidsif
repeated exacerbation

8 failure
6 accimaton——— 5
4 , HR, 0.825 P
N Tiotropium (95% ClI, 0681-1.002| twith one or more long-acting
..... o s Control 21 nneeded): Addrehabilitation
0

39

Addlong-term
oxygenif chronic
respiratory failure
Considersurgical
procedures

Months

GOLD Il 35%

GOLD lll & IV 65%

m the Global Str ment, and Prevention of Chronic Obstructive Pulmonary Dise

ate b
Tashkin DP et al NEJM 2008; 359:1543-54 Global Initiative for Chronic Obstru se (GOLD) updated 2010, Available from: hi joldcopd.org




ECLIPSE: riziko exacerbaci Inhala éni kortikosteroidy
e IKS snizuji vyskyt exacerbaci

Hospitalised for exacerbation in yr 1

M Frequent exacerbations Y |KS mohou ZIepé't dugnost

IKS mohou zlepsit odpovéd na BD IéCbu

% of Patients

IKS maji svoje rizika — CAP (TORCH)

GOLD stage 2 GOLD stage 3 GOLD stage 4 i i i 2
I o T IKS jen v kombinaci s LABA

22% of patients with stage 2 disease, 33% with stage 3, and 47% with stage 4 IKS nEOVIiVﬁ Uji dek“naci plicnl'ch funkci

still have frequent exacerbations despite to the current available treatment options

Hurst JR, et al. N Engl J Med. 2010;363:1128-1138. Reproduced with permission from the New England Journal of Medicine.

@ Budesonide/Formoterol pfidany k TIOTROPIU @
ORCH: Efekt IKS na exacerbace dle stadii 12 tydnt — double blind paralel study, n=660

Effi d f
Placebo M SAL FP SFC [NV Added’to Tiotropium in Patients with Chronic
Obstructive Pulmonary Disease
0.326

o
[
>
3 o
25
]
Se
S 3
=5
S
)
©
o

Rate of Events/Patient/3 m

<30% 30% to <50% ) N
Severe Exacerbations Hospitalisation/ER Treatment

% FEV, at Baseline
Tiotropium Tiotropium + Budesonide/Formoterol
neterol  FP=flu ne propionate Imeterolfluticasone propionate

s CR, etal. Respir R 0.

COPD forum Riziko pneumonie p filécbhé IKS — data z COPD forum

Potencialni vedlejsi ucinky Iécby IKS
Katarakta Glaukom

Rhinitis
Soor
Bolest v krku

Infekce HCD
Atrofie kize

Osteopenie/-por6za Pneumonie

Hazard Ratio for Pneumonia

Placebo Salmeterol Fluticasone Salmeterol/ Any ICS
(50 pg) (500 ug) Fluticasone
*P<0.001 versus reference (50 pg/500 pg)

riehner GG, et

Adapted from Crim C, et al. Eur Respir



) . ; COPD forum Kanadska analyza case-control COPD forum
Casdopanikupnipeumonls 1988-2003 — COPD pacienti v nemocnici

N=23,942
COPD patients Quebec, Canada, over the period 1988-2003
with pneumonia 1

Probability of event prior to wk 104 SFC 9.9%
TIO 5.5%

6

ey
s

= SFC 50/500

Number © 511 491 47 451 426 4 150  SFC 50/500
at Risk 4 5 497 468 4242 426 405 136  TIO18

Risk for Hospitalisation Due to

52 65 78
Time to Event (Weeks)

ox Hazard Ratio p-value
SFCvs TIO 1.94 (1.19,3.17) 0.008

COPD forum Concern Regarding Pneumonia in Patients COPD forum

BUDESONID nevadi ??? Treated With ICS

7 studif, 7042 pacient Evidence for Increased Pneumonia Evidence Against Increased
Risk Pneumonia Risk

Biologically plausible link — through ® In vitro and in vivo studies using ICS
inhibition of NF-kB by ICS show reduced bacterial invasion

Several large prospective trials report e Clinical trials not designed to assess
increased pneumonia associated with < ? pneumonia risk and no radiographic
ICS use - confirmation of pneumonia

Case=control study showing increased ICS not identified as an independent risk
risk of pneumonia hospitalisation with factor for pneumonia in a population
ICS use based study
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Two separate meta-analyses showing Meta-analysis restricted to budesonide
increased risk of pneumonia associated trials did not find a link with pneumonia

with ICS use in pooled analysis
f Y Failure of trials and meta-analyses to

control for antibiotic usage in treatment

No Budesonide Budesonide and control groups

(N=3241) (N=3801)

Adapted from Sin DD, et al. La Singanay , eta 2 sion requested,

KaSel a expektorace sputa [coPDforum] ROFLUMILAST COPD forum
indikuji zvySeni rizika exacerbaci PDE4 Inhibitor - 2010 GOLD Guidelines
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uceRs e Roflumilast Information:
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Chronicky kasSel
a expektorace
l Pacienti Pacienti

“In patients with Stage Ill: Severe COPD or Stage IV: Very
Severe COPD and a history of exacerbations and chronic
bronchitis , the phosphodiesterase 4 inhibitor, roflumilast,
reduces exacerbations treated with oral glucocorticosteroids.

p0gol These effects are also seen when roflumilast is added to
long-acting bronchodilators .”
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Adapted from Burgel PR et al, 2009. Initiative for
ntion, updated 2010.
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COPD forum Nejlepsi efektu u bronchitického COPD forum

DE4 Plays an Important Role in Inflammation fenotypu s cetnymi exacerbacemi

Overall
Female
Male
Current smokers.
Former smokers
ICS: yes
ICS: no
Anticholinergic: yes

Anticholinergic:
Completers
Non-completers
Very severe COPD
Severe COPD
3,5 cAMP Emphysema
PDE4 Chronic bronchitis + emphysema
Chronic bronchitis + emphysema + ICS

Chronic bronchitis = em

Cough 21

Cough score

Sputum sco

Sputum score < 1

0.2 04 06 12 1.4
Favours Roflumilast Favours Placebo
% Cls for reduction in COPD exacerbations with roflumilast by patient subgroup. Error bars represent 95% Cls

1, etal. Respiratory Research Reproduced from of Biomed Central.
Adapted from Rabe KF. Expe led 2010;4: 543-555,

Roflumllastwsn'lzme vyskyt ex'alcerb'au COPD forum Roflumilast a IKS — jiny protizan&tlivy COPD forum
pokud se prida k LABA (1 leté studie) efekt PDE4 inhibitoru?

o Pre-specified analysis of exacerbation rate in LABA subgroup Pooled post hoc analysis

All patients ICS: yes ICS: no
A=-14 A=-18.8% A=-T7%

-21% ; (Cl -25;-0.02) (©1-31-4) (Cl-39;20)
fDCIOs(’J%)ﬁ) P =0.0257 P = 00137 P = 0.5504
Placebo

Il Roflumilast
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exacerbations
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LABA + placebo LABA + Roflumilast e 813 809 546 518 ICS: Inhaled corticosteroid

n Bateman ED, et al. Eur 011; published on-line as DOI: 10.1

Roflumilast je fenotypov & specificky Iék @ Roflumilast zlepSuje plicni funkce pokud se @
Nejlepsi efekt u chronické bronchitidy prida k tiotropiu

Pooled post hoc analysis of patients with chronic b ronchitis Change in Pre-bronchodilator FEV
All patients ICS: yes
A
(C1-39;17)
P=0.3103

Placebo 780 ml

Il Roflumilast

Mean Change in FEV, (L)

Il Tiotropium + Roflumilast Tiotropium + Placebo
(n=371) (n=372)

Mean rate of exacerbations
per patient per year

847 817 493 492 354 325

CS: Inhaled corticosteroid

Adapted from Rennard SI et al. Respir R ; = Adapted from Fabbri LM, e




COPD forum’ COPD forum’
Roflumilast — nizké vedlejsi Gcinky Ockovani chripka a pneumokok

© Vil U@ty [son seiey i Prokazano snizeni exacerbaci (data z DBPCR studii)

Pneumokok: Atageme!, et a. Thorax. 2006;61:189-195

1.00 1.00 ¢ — Vaccinated = 132
|—| Control = 114

e VeétSinou se objevi v prvnich tydnech lé¢by a pak zmizi

Nejéastéji pozorované vedlejsi G €inky* 0.95

. 0.90
Prajem 5.9%

Ubytek hmotnosti 3.4% 0.85

Nausea 2.9% —— Vaccinated = 91 0.80
Control = 116

Bolesti bficha 1.9% 0.75

Bolesti hlavy 1.7% Log rank = 6.68 Log rank = 3.85

0.70

I P=0.0097 .F P=0.0498 (NS)
0 250 500 750 1000 1250 0 300 600 900 1200 1500
*Expressed as percent of total study population Time (days) Time (days)

Cumulative Proportion of Patients
Without Pneumonia

Zmény hmotnosti by mély byt béhem IéCby monitorovany.

e Datab 6:CIX

Pozice teotyllinu v ieche [ orum] COPD forum

CHOPN Co nas ¢eka v brzké budoucnosti ???

e Retardované preparaty, jednodussi podavani nez inhalace

o U pacientu s obtiznou compliance Indacaorol EU: Q2101

e Snizuji mirné exacerbace (dikaz B)
e Bronchodilata¢ni efekt, mukaociliarni transport, resp. svaly
e CAVE: intolerance, toxicita, koncentrace (44-110 mg/l)

e Pokud to jde, tak preferovat inhalacni [é¢bu

ey =o

e Sledovat lIékové interakce 5 |

PDE4

Campanis O T [ycores |

2
ow confidence for Launch Date, since only limited information available (e.g Phase Il for a long time)

KDO TEDY VYHRAL ???

TIO U-LABA




