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GOLD: Spirometric Classification of COPD
Severity based on Post-Bronchodilator FEV,

Stage I: Mild

FEV, /FVC<o.70
FEV, 2 80% predicted

Stage Il: Moderate

FEV, /|FVC<o0.70
50% < FEV, < 80% predicted

Stage lll: Severe

FEV, /FVC<o.70
30% < FEV, < 50% predicted

Stage IV: Very Severe

FEV, /FVC<o0.70

FEV, < 30% predicted or
FEV, < 50% predicted plus




GOLD: Spirometric Classification of COPD
Severity based on Post-Bronchodilator FEV,

Stage |: Mild COPD (FEV, = 80% pred)
= Symptoms of chronic cough and sputum production may be
present but not always

= The individual is usually unaware that his/her lung function is
abnormal

Stage Il: Moderate COPD (50% < FEV, < 80% pred)

= Worsening airflow limitation, shortness of breath typically
developing on exertion

© Cough and sputum production sometimes present




Management of COPD

* Disease prevention (ultimate goal)

= Effective management goals:

O

a

a

Relieve symptoms

Prevent disease progression
Improve exercise tolerance
Improve health status
Prevent/ treat complications

Prevent/ treat exacerbations




Management of COPD: All patients

= Smoking cessation advice

= Assessment of comorbidities

= Exercise promotion

= Patient education / self management
= Annual influenza vaccination

= Pneumococcal vaccination

= Assess BMI
= dietary advice if BMI >25
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- specialist referral if BMI <20
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Oeparteia XA kotd otadilo

S16510 | 2tadio 21adio 21adio IV
‘Hma MéTpia 2ofapn NMoAU cofapn

FEV,/FVC <0.70
50% < FEV, 30% < FEV, <50%
FEV, 280%pred <80% pred pred

Amo@uy"| T®V Tapaydvimv KvouvoL (KATVIGHO), ovTILyputmikos EUBoMacOC

[TpocsOnkm Bpoyyodiactartikov Bpayeiag opdong (0tav eivorl amapaitnTo)
[TpocHnKN TOKTIKNAG Oy®YNG HE Eva 1) TEPLGCOTEPQ,
BpoyyodlacTaATIKA pakpdg dpdong (Otav eival amapaitnto).
[Tvevpovikn amokatdotoon

[TpocOn K™ €16TVEOUEVOV KOPTIKOGTEPOELODV
edv o1 mtapoéuopot etvan emavalapfoavopevor

GOLD guidelines 2011, www.goldcopd.com



Management of COPD: Smoking Cessation

= Smoking cessation is the single most effective way to reduce
exposure to COPD risk factors

= Quitting smoking
= can prevent or delay the development of airflow
limitation or reduce its progression

= can have a substantial effect on subsequent mortality

= Sustained smoking cessation was associated with
significantly lower declines in FEV1 than continued smoking



Management of COPD: Smoking Cessation

All COPD patients who are current smokers should be

offered the most intensive smoking cessation intervention
feasible

= Counseling

* Pharmacotherapy

= Nicotine replacement products (nicotine gum, inhaler,
nasal spray, transdermal patch, sublingual tablet)

~ Bupropion (Zyban)




Management of COPD: Vaccines

» |nfluenza vaccines can reduce serious illness and deaths in
COPD patients by 50%

= Pneumococcal vaccine is recommended for COPD patients
age >65 years

= |t has been shown to reduce the incidence of community-
acquired pneumonia in COPD patients <65 years with
FEV, <40%




Oepamneia Hrtiac XA (GOLD otdadio I)

=  ALOKOTIN KOTIVIOPOTOG

= AVTLYPLTITILKOG EUBOALAGOG

" Bpoy)0olaoTaATIKT) aywyn Bpoayelag Opdong
(Kat'eTtikAnon)
° B2-0yWwVLIOTEG
° AVTLYOALVEPYLKA

© @goduAiivn Bpadeiog amodeopevong ?




Osparnteio Metpiac XAMN (GOLD otddio II)

=  ALOKOTIN KOTIVIOPOTOG

= AVTLYPLTITILKOG EUBOALAGOG

= Bpoyx0odLaoTAATLKN aywyTr] LaKPAG OpAoNG (TOKTLKT)
aywyn)

° B2-aywvioTEg

© AVTIxoMvEpYIK& } MovoBepartreia r} ouvOuaouog

= @eoPuAAivn Bpadeiag amodEopeuons

= BpoyxodLaoTaATLkn aywyn Bpaxelag dpdong




Osparnteio Metpiac XAMN (GOLD otddio II)

* ELOTIVEOUEVA KOPTIKOGTEPOELO

= Xe aoBeveig ue FEV, <60% pred BpeBnke otL petwvel Tov pubuo
EKTITWOTG TNG AVATIVEUOTLKNG AELTOUPYLOG
(TORCH study, AJRCCM, 2008)

= JUVOUOOUOG ELOTIVEOUEVOU KOPTIKOGTEPOELOOUG +
BpOoyx0OLOAOTAATIKTG OyWYNG
° MEYAAUTEPN ATIOTEAECUATIKOTNTA OTNV ElWON TWV TTAPOEUVOEWY,
NV BeATiwon NG MVEVOVLKNG AELTOUPYIOG KOt TNG TTIOLOTNTOG CWig
ato kABe aywyn Eexwplotd




ACP

2011: ACP,ACCP,ATS and ERS guidelines sy e i,
on management of stable COPD

= Evidence is insufficient to support the use of inhaled therapies in
asymptomatic individuals who have spirometric evidence of
airflow obstruction, regardless of the presence or absence of risk

factors for airflow obstruction.

* For symptomatic patients with FEV1 60 - 80% predicted:

treatment with inhaled bronchodilators (anticholinergics or
long-acting B-agonists) may be used

occasional use of short-acting inhaled bronchodilators for
acute symptom relief.

Qaseem A et al, Ann Intern Med. 2011;155:179-191.



ACP

2011: ACP,ACCP,ATS and ERS guidelines
on management of stable COPD

GUIDELINES

* For symptomatic patients with FEV1 <60% predicted:

treatment with inhaled bronchodilators is strongly
recommended.

monotherapy using either long-acting inhaled anticholinergics
or long-acting inhaled b-agonists is recommended

(clinicians should base their choice on patient preference, cost,
and adverse effect profile)

combination inhaled therapies (long-acting inhaled
anticholinergics, long-acting inhaled B-agonists, or inhaled
corticosteroids) may be administered.

Qaseem A et al, Ann Intern Med. 2011;155:179-191.
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= Benefits of pulmonary rehabilitation
= |Improves exercise capacity
= Reduces symptoms (breathlessnss)
= Reduces number of hospitalizations
= Improves quality of life
= Increases survival
= Reduces anxiety and depression related with COPD

= COPD patients at all stages of disease appear to benefit
from exercise training programs



ACP

Rehabilitation

= Evidence supports the use of pulmonary rehabilitation for
symptomatic patients who have severe COPD (FEV1 < 50%
predicted) based on the fact that controlled trials of
pulmonary rehabilitation have had a mean FEV1 of less than
0% predicted.

= Physicians may consider prescribing pulmonary rehabilitation
for patients with an FEV1 >50% predicted if they remain
symptomatic or have exercise limitation despite maximal
medical therapy.

Qaseem A et al, Ann Intern Med. 2011;155:179-191.



BAevvoAutikd (N-Acetylcysteine -NAC)

Effects of N-acetylcysteine on outcomes in chronic

obstructive pulmonary disease (Bronchitis Randomized on
NAC Cost-Utility Study, BRONCUS): a randomised placebo-

controlled trial

N-acetylcysteine  Placebo
(n=256) (n=267)

Wormen 53 (21%) 57 (21%)
Age (years) : 62 (&

oot T Subgroup analysis suggested that the
; ' exacerbation rate might be reduced
with N-acetylcysteine in patients not
treated with inhaled corticosteroids

of inhaled corticosteroids
daily dose of inhaled

Use of theophylline b 0 .
2 e = Secondary analysis was suggestive of
Predicted FEV,

e Ry an effect on hyperinflation

ity (% predicted)

cerbation rate before study

=  No difference in the rate of decline of
FEV

1
Dara are number (%), mean (SD), ar % (SD)

Table 1: Baseline charactenstcs



1999: European Respiratory Study on Chronic
Obstructive Pulmonary Disease (EUROSCOP)

= 1277 individuals with post-bronchodilator FEV1 5o-100%
predicted and FEV1/FVC <70% who continued smoking were
randomised to budesonide 400 mqg or placebo twice daily

= After 3 years there was no difference in the rate of decline in
FEV1 in patients treated with budesonide compared with
those receiving placebo



2003:Tristan study (TRial of Inhaled
STeroids ANd long-acting 2 agonists)

= 1465 COPD patients with pre BD FEV1 25-70% predicted were
randomised to either 5o ug salmeterol bid, 5oo pg fluticasone bid, 50 ug
salmeterol + 5oo pug fluticasone bid, or placebo for 12 months.

= All active treatments improved lung function, symptoms, and
health status and reduced use of rescue medication and frequency
of exacerbations.

= Combination therapy

improved FEV1 significantly more than placebo, salmeterol, or
fluticasone alone (p<0-0001).

produced a clinically significant improvement in health status and the
greatest reduction in daily symptomes.

Calverley P et al, Lancet 2003; 361: 449-56.



2007 : TOwards a Revolution in COPD Health
(TORCH) study

= 6112 COPD patients with pre BD FEV1 <60% predicted were
randomised to either 5o ug salmeterol bid, 5oo ug fluticasone bid,
5o g salmeterol + oo pg fluticasone bid, or placebo for 3 years.

= The combination regimen compared with placebo,

= reduced the annual rate of exacerbations including those
exacerbations requiring hospitalization

= improved health status

= Improved spirometric values (p<o.001 for all arms vs. placebo)




2007 : TOwards a Revolution in COPD Health
(TORCH) study

= The probability of having pneumonia as an adverse event
was higher among patients receiving medications containing
fluticasone propionate than in the placebo group

= Absence of a significant difference among the groups in bone
mineral density among patients in the U.S. sub-study.




2009: AvdaAuon tnc Torch kata otadia

= 2,128 GOLD stage Il patients (FEV, > 50% predicted) of a
total of 6,112 patients

FEV,, % predicted, n (%) placebao SAL FP SFC total
{n=1524) {n= 1521} in=1534) {n=1533) in=6112)

< 30% 214 (14) 260 (17) 220 (14) 243 (18) 937 (15)

TFC § ‘'C || ¥

347 (13) 335 (22) 329 (21) 349 (23) 1360 (22)
148 (10) 160 (11) 165 (11) 173 (11) 646 (11)
35 (2) 25(2) 34 (2) 28 (2) 122 (2)

S5{<1) 2{=1) 2(=1 12(=1) 8(<1)

Jenkins C et al, Res Research 2009, 10:59



AvaAuon tng Torch kata otadia: FEV,

B Placebo ZASAL BFP ESFC
% FEV, at baseline_>tage Il: 50-60%p
<30% 30% to <50%
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Baseline FEV, (ml) 717 709 713 1108 1137 1101 1113 1634 1587 1635 1625

Jenkins C et al, Resp Res 2009;10:59



Stage Il: 50-60% pred
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% FEV, at baseline

Jenkins C et al, Resp Res 2009;10:59
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Torch conclusions

= SFCinGOLD stage BPlacebo FASAL BFP ESFC
patients When Compa rEd J::h." 4~ 214 260 220 243 JI8 183 TIT 108 B35 822 837 562

3 140 106 6 4 53 44

with placebo
improved SGRQ
reduced exacerbations

Stage II: 50-60% pred

improved lung function

was associated with
reduced mortality
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\30% 300/., to <50€’A
% FEV, at baseline

Jenkins C et al, Resp Res 2009;10:59



2008: Uplift trial

= 15,993 COPD patients with post BD FEV1 <70% predicted were
randomized to either tiotropium or placebo for 4 years

= 2,739 patients (46% of the randomized population) were GOLD
stage I

= Patients were permitted to use all respiratory medications except
inhaled anticholinergic drugs

= Therapy with tiotropium

was associated with improvements in lung function, quality of
life, and exacerbations

did not significantly reduce the rate of decline in FEV1

Tashkin DP et al, NEJM 2008;359:1543-54



GOLD Stage II: FEV,

1,807 —&— Tiotropium —# Control
)
—
a * * " T.—_ Post-bronch FEV,
LL — A=52-82mL
1,407
—~—
e —. Pre-bronch FEV,
. e —e . __ A=101-119mL
1,207~
] //
0 1T | | | | | | | |
01 6 12 18 24 30 36 42 48
Day 30
(steady state) Month

*P<0.0001 vs. control. Repeated measure ANOVA was used to estimate means. Estimated means are adjusted for baseline




T1 AapPavav ol aocBeveilc otadiou II katd tTn
UEAETN

Baseline During study

Tiotmopiom Comtrol Tiotropeum Control

(n=1334) (n=1355) (n=1334) (m=1355)
Longacting B agonists® T71(56%) 751 (55%) 055 (65% Q62 (71%)
inhaled cortcosteroids® 210 (59%

Coenbanation longacting B agonist and 627 (45%)
mbaled corticosterowds

Anticholinenge dnugs® 042 (39%)

Decramer M et al, Lancet 2009;374:1171-8



GOLD Stage II: SGRQ Total Score

—~ 5017
(% —&— Tiotropium —®— Control
=
=)
o 45- Difference: 2.7 - 4.0 units (p<0.001 at all time points)
= @)
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n
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GOLD Stage II: Exacerbations

Tiotropium Control Ratio (95% P-value
n =1384 n = 1355 Cl)
Time to first
exacerbation (month) 23.1 (21.0, 17.5 (15.9, 0.82 (0.75, <0.0001*
26.3) 19.7) 0.90)*
Mean number of
exacerbations/pt yr 0.56 (0.52, 0.70 (0.65, 0.80 (0.72, <0.0001t
(95% CI) 0.60) 0.75) 0.88)t

*Hazard ratio (control vs. tiotropium) and p-value were estimated using Cox regression with treatment, GOLD stage, and treatment
by GOLD stage interaction as covariates.

TRatio (tiotropium/control) and p-value were estimated using the Poisson with Pearson overdispersion model adjusting for treatment
exposure.

Randomized patients taking =21 dose of study medication were included in the analysis.




GOLD Stage II: Mortality

Tiotropium Control Hazard Ratio* P-
N (%) N (%) (95% ClI) value*

Total treated
(GOLD Stage 1) 1384 1355
On-treatment

All cause mortality 117 (8.5) 130 (9.6) 0.85 (0.66, 0.19

1.09)

Including vital status (until day 1470)

All cause mortality 134 (9.7) 148 (10.9) 0.88 (0.69, 0.26

1.11)




Avallable online at www.sclencedirect. com

SciVerse ScienceDirect

wpage: www.elsevie

Comparison of tiotropium plus fluticasone
propionate/salmeterol with tiotropium in COPD:
A randomized controlled study™

Ki Suck Jung ¢, Hye Yun Park ", So Young Park ©, Se Kyu Kim 9,
Young-Kyoon Kim ©, Jae-Jeong Shim ', Hwa Sik Moon ¥, Kwan Ho Lee",
Jee-Hong Yoo '"*, Sang Do Lee ''**

The study’s aim was to assess whether tiotropium (28
mg once daily) plus FSC (250/s0 mg twice daily)
provides better clinical outcomes compared to
tiotropium monotherapy.

The primary endpoint was the mean change in pre BD
FEV1 (L) from baseline to week 24

Jung KS et al, Respiratory Medicine (2011), in press



Subgroup analysis with GOLD stage II
patients (FEV1 50% to 65%)

= 266 (55.5%) of the 479 COPD patients randomized (FEV1 <65%)

(2 weeks wash-out run-in period)

= Qver 24 weeks, the pre-BD FEV1 increased significantly by 88 mL
in the tio+FSC group compared to 30 mL in the tiotropium only
group (p=0.011)

* |In health-related quality of life, tio+FSC provided a greater
improvement in the SGRQ-C total score than tiotropium alone.

= |n the overall rate of exacerbation, no significant difference was




KA1V1KO mopddeiyua

= Avdpag 62 eTWV

= Evepyog KamvioTiig (35 py)

= AvadeEpel duoTvola 0TV TIPOoTIAOELX TO TEAEUTALO £TOG

= Avadépel friya TtapaywyLkd pe BAevvwon amdypepdn

KOl OUXVEG AOLMWEELG VATIVEUCTIKOU




KA1v1ikn €&€toon

Akpoaon Tveuova: NTiLa EAdTTwon AW
BP =120/65 mmHg

HR =76/min

S1,S2 eukplveic, puBuikol

HKT: dAeBokouBikog puBpuog

SatO, = 96% (fiO, = 21%)




AELTOUPYLKOC EAEYXOC TIVEUUOVWV

FEV, = 58% predicted
» FVC =91% predicted
FEV_/FVC = 63.7%

FEV,/FVC < 0.70
= FEV_ >50% predicted




2NUOVT1KA onuelia

= O aoBevng eival <65 eTWV

= Elval eVvEPYOG KATIVIOTI|G

= Agv gxel A\aPeL mote Bepaneia
= FEV, <60% predicted

= EpdaviCel NTio GUPTITWHATO OAAG OCUXVEG AOLUWEELS

(tapo&UVoELq)




OEPAEVT KN TIPOOEYY10N

= ALOKOTIN KOTIVIOPOTOG
" AVTLYypLTILKOG EUBOALOCOG

= HAwia < 65 €1n), kot FEV_ > 40% (6¢ev ival amapaitntog o

QVTLTIVEULOVIOKOKKIKOG ELBOALOOG)

= [lveupOVIKT) aTtoKaTtdoToon ?

“What fits your busy schedule better, exercising
one hour a day or being dead 24 hours a day?”




OapUOKEUTK aywyH

= ‘Evapén povoBepareiag pe fpoyx0OoLo0TAATIKO HAKPAG
Spdonc (LAMA rj LABA)

= BpoyxodlaoToATIKA Bpayeiog & kat' eTikAnon

= Oa pmopovoe va yopnynBel kat cuVOLAOHUOG HaKPAG OpAong
BpoyyoodiaotaAitikov (LAMA , LABA) Kol ELGTIVEOEVOU

KOPTIKOOTEPOELOOUG




REVIEW

New horizons in early stage COPD Improving
knowledge, detection and treatment

Marc Decramer ®, Marc Miravitlles »-*, David Price <,
Miguel Roman-Rodriguez 94 Carl Llor ®, Tobias Welte ',
Roland Buhl ¥, Daniel Dusser ", Katerina Samara', Nikolaus Siafakas'

“...early stage COPD is under-recognised and under-
diagnosed, yet has a substantial impact on patients’ lives that
is out of proportion to measurable reductions in lung function.
The tools to detect early stage COPD in primary and
secondary care are widely available, and emerging evidence
strongly suggests that we can improve patients’ lung function
and quality of life, as well as reduce exacerbations, with early,
intensive treatment.”

Decramer M et al, Resp Med 2011;105:1576-1587.



