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Npa 18.00-19.30
AiBouoa Tepixépn A

“O1 TTapPoUCIACEIC OTOXEUOUV OE EKTTAIOEUTIKOUG OKOTTOUG KOl MOVO, Kl
Oev avTIKaBIOTOUV TNV AVveEEAPTNTN ETTIOTNHOVIKA Kpion.

O1 dnAwoeig Kal o1 ATTOWEIG TTOU EKPPAlOVTAl TTPOEPXOVTAI ATTOKAEIOTIKA
a1TO TOUG OMIANTEG KAI, EKTOG ATTO TNV TTEPITITWON TTOU dNAWVETAI PNTA TO
avTifeTo, dev arroteAouv arrowyn R 8éon Tng AstraZeneca.

H AstraZeneca dev utrootnpilel, dev eykpivel Kol dev avaAauBavel Kapia
gvluvn vyia TO TrEPIEXOMEVO, TNV OKPiBElId R TNV TANPOTNTA TWV
TTAnpo@opIwyv TTou TTapoucidlovral”
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ouvdpopHou aAAnAoenikaAuywng givai
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XAI

OpIOHOC

H Xpovia AnogpakTikn MveupovonaBeia (XAM) sivai
vOOOC nou npoAauBaverar kai OepaneVeTal  HE
OPIOHEVEC ONHAVTIKEG EEWNVEUHMOVIKEC OUVENEIEC NOU
HNopoUv va oupBalouv oTn Baputnta TNG OE
OPICHEVOUG ACOEVEIG

TO NVEUHOVIKO OKEAOG XapakTnpPIileTal ano NePIOPICHO
TAG PONG TOU dagpa nou Oev E€ivar nARpwg
AQVTIOTPEWIHOG, E€ival ouvnNOwc nPoOodEUTIKOC KAl
OXETICETAl ME avwWHAAn @PAsypovwdn andavrnon Tou
nveUpgova o€ eniBAaBn cwpaTidla R agpia

O nePIOPICHOC oTn pon OoPEiAeTal oTn QAsypovn Kai
TNV avadiagopPwon TwWV dEPAy®wymv, EV® ouxvd
OXeTI(ETAl HME KATACOTPOPIN TOU MNVEUMOVIKOU
NAapeyYXUHATOC KAl avanTtuén EHPUORHATOCG

GOLD 2010




Bpoyxmo aocOua

OpIoHOG

Xpovia pAsypovmdonc diarapayxn aspaywywv

ZUMHMETOXN NOAA®V KUTTAPWV Kdal
HECOAAaBNTWV

H xpovia (pAeyHov) GUVOJEUETAI ANO
UNEPAVTIOPAOCTIKOTNTA TWV AEPAYWY®V MOU
odnyei o€ enavaAaufBavoueva eNeIcodia HE
ouplyno, duonvoia, «o@i&iyo oTo oTNOOG>
Kal Bnxa

AlayuTo, noikiAo ka1 kaTa kavovda
AVAOTPEWIHO NEPIOPICHO TNG PONG

GINA 2010 (www.ginasthma.com)



XAI

dAeyuovn

NOZOZ MIKPQN AEPAIQIrQN
D AsyHOVRH dEpay Wy v
AvAadiapopPpwon dspay wywv

KATAZTPO®H
NMAPErXYMATOZ

Me sAATTWON EAAOTIKOTNTACG

NEPIOPIZMOz POH

M
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H oxeTiki Baputnta Tou KaBevog tToikiAAel atrd aoBevh o€ aocBevi



Bpoyxiko AcOua

Agpyd

YTITEPAVTIOPACTIKOTNTA OEPAYWYWV

Histamine (mg/ml)

Methacholine (mg/ml)
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XAIl - AoBua

Ala@popéc

ASTHMA
Allergens OC}

“w’

Ep cells

N\
o -~ ©

Eosinophil
(Th2) ‘

Bronchoconstriction
AHR

COPD

Cigarette s*?(r/noke

o—
&5 e

Alv macrmpage \Ep cells
CD8+ cell

Neutrophil
(Tcl)

Siall airwaynartowing
Alveoladestruction
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Source: Peter J. Barnes, MD



Similarities and differences in
inflammatory mechanisms of
asthma and COPD P.J. Bames

Breathe | March 2011 | Volume 7 | No 3

Table 1 Differences in histopathology between asthma and chronic
obstructive pulmonary disease (COPD) airways

Mast cells Increased and activated Normal
Dendritic cells Increased Uncertain
Eosinophils Increased Normal
Neutrophils Normal Increased
Lymphocytes Th2 Thi, Tel
Epithelium Often shed Pseudostratified
Goblet cells Increased Increased
Airway smooth musce Increased Minimal increase
Airway vessels Increased Not increased
Fbrosis Subepithelial Peribronchiolar
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MaBoAoyoavaTopia HEYAAWV
OEPAYWYWV

Fabbri LM et al Am J Respir Crit Care Med 2003;167 418-424



NMaBoAoyoavaTopia HIKPp®WV
AEPAYWYWV

+++  Inflammation +++

+++ _ASM

Fibrosis

Alveolar

disruption ZOBGPT’] XA



Similarities and differences in

-
L

inflammatory mechanisms of
asthma and COPD

P.J. Bamnes

Breathe | March 2011 | Volume 7 | No 3

! Table 2 Comparison between asthma and chronic obstructive pulmonary disease (COPD) inflammation patterns

Neutrophils
Eosinophils
Mast cells

F || Macrophages
T-lymphocytes

B-lymphocytes
Dendritic cells
Chemokines
Cytokines

Lipid, mediators
Oxidative stress

Asthma

Mild

0

+

++

+

TH2++, iNKT??

B-¢

-

CCL11

IL-4, IL-5, IL-13
LTD4++, PGD2+
0

Steroid response  +H+

Thi+, The+,
Tel+, Te2, Thi7?

B-¢

i

OXCLe+

TNF-2

LTB4++ PGD2+
A

o

(oPD

Mild

(XCL8+, CXCL1+, MCP-1

TNF-o+
LTB4+

+
0

Severe

+H
0

0
+HH+

Tcl++, Thi++,
Th17?

++
+?

++
0

| 0: no response; + to +++: degree afmagmtude:? uncertain. Th: T-helpef; NKT: natural killer T-cell; CCL: CC-chemokine ligand; IL: interleukin; Te: T-
c;totoxic cell; CXCL: CXC motif ligand; TNF: tumour hecrosis factor; MCP: monoq:te chemotactic protein.



AcOua — XAI
KAIVIKEG O1OQPOPES

AcOua XAIl
ZUMNTTTWMOATO [MoikiAAouv Etipova

2 UPIYMOG AvuoTrvoia oTnVv KOTTWon
‘Evapén 2uvnRBwcg TTaIdIK NAIKia 2uvnbweg >45 etwv
Mopcia [MoIkiAAEl, UQEDEIC [MpoodeUTIKA

OTTAVIA TTPOOOEUTIKN

Karmrviopa OpICHEVES POPEC 2.UvnBeg
AAAepyieg/ AToTTia 2UXVN Acuviong
Avtatmrékpion otn B/ KaAn PTwxnA

AvTaTTOKpPION OTA
oTEPOEION KaAn dTwxn




AoBua - XAI: KAIvikég dla@opéEg

KAivika n d1akpion peragu acOuarog ko XAl gival o ep@avng oe
OKPAie§ NAIKIEG: o1 VEOI a0 0eVEIG TEIVOUV va £XOUV TTEPICOOTEPA
CUNTITWHATA Kal d1dyvwon aoduarog evw ol ynpaidotepol acleveig (>60

i , . ;
ETWV) TTEPICOOTEPA CUMUTTTWHATA Kal diayvwon XATl
Soriano JB et al. Chest 2003;124:474-81

XA - Bpoyxitida  XAIl - Epeuonua




ZTNV NPAYHATIKOTNTA...

“In theory, theory and practice are the same.
In practice they are not”

Yogi Berra
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2TNV
NnPAyHATIKOTNTA...

« Ol TPEXOVTEC OpPIOUOI TOU aoBuaToc kal TN XAT
anoTeAoUV unepanAoUoTEUCN

e 2TNV NPAYNATIKOTNTA CUVUNAPXOUV NMApPAYOVTEC
nou OUOKOAEUOUV TNV KATaTta&n evoc acBbevn o€
hia ano TIC U0 VOOOUC

GOAINOTYNOI:

o XAl ge onuavTiKn avTanokpion oTn
BpoyxodlaoToAN

B « XAl o€ un KANVIOTECG

W - AoBua oe KanvioTEg

\ + =oBapd acBua - Acbpa pe povIpN andepagn
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AcBua — XAT
KAIvikéC d1a@popEg

O1 Beeh kal cuv. dnuioupynoav eva
EPWTNHATOAOYIO PUE OKOMO TN OIAKpIion TwV OUO
VOOWV

H BaBuoAoyia ntav o€ kKAipaka 1-15, pe opio 10 7

EuaioBbnoia Tou epwTnuatoAoyiou (aAnbwg
BeTikoi yia Tn diayvwon): 87,6% vyia tn XATll

QoT1000, 0 ~20% TWV A0OEVOV
aAAnAosnikaAuyn (BabuoAoyia 6-8)

Beeh KM et al. Respir Med 2004,98:591-7



To @acua TNG ATTOPPAENG
2 UVOPOPO OAANAOETTIKAAUWNG

American Thoracic Society. Standards for diagnosis and care of patients with chronic
obstructive pulmonary disease. Am J Resprr Cnt Care Med 1995;,152:577-121.

Chronic
bronchitis

11 ouvdpoua
AAAnAosmTIKGAUYN o€ 6

f—
Airflow
obstruction

|
|
l
|
l
J

Asthma




The overlap syndrome of asthma and COPD: what
are its features and how important is it?

e 12 ' 1
P G Gibson,"* J L Simpson Thorax 2009:64:728-735

Table 1 Definition of obstructive ainway syndromes
Syndrome Definition

Asthma Episodic respiratory symptoms
Wariable airflow obstruction occurring
spontaneously, with treatment or after
provocation

COFPD Incompletely reversible aiflow obstruction «  Augnpévn peTaBAnTOTNTA
OTn CUNTITWHATOAOYIA
KOl GTOV TTEPIOPIOHO TNG

Chronic bronchitis Symptomatic mucus hypersecretion with pong’ i
cough and sputum daily for at least * ATEANG aQVOOTPEYIPOTNTA
3 months over 2 years TG amoéppaing

Emphysema Abnormal airspace enlargement

Variable aiflow obstruction Increased diurnal variability of peak flow:

maximum—minimumyaverage == 10%
Increased response to bronchodilator: =
200 ml FEV; and =12% baselne

Increased ainwvay responsiveness:
provocation dose or concentration

== nor rmal
Incompletely reversible airflow Postbronchodilator FEV; -—80% predicted
obstruction and FEV/FVC =T70%
Bronchodilator responsiveness Improvement in FEV, =>15% and 400 mil

after a therapeutic dose of inhaled rapid
acting Bs-agonist

Airway hyper-responsiveness Significant fall in FEV; from a stable
baseline after inhalation of bronchial
provocation stimulus occurring at a
stimulus dose less than required to induce
a significant change in FEV; in healthy
controls.




The overlap syndrome of asthma and COPD: what
are its features and how important is it?

P G Gibson,'* J L Simpson’

Thorax 2009:64:728-735
100 [1Pre bronchadilator

90 - B Post bronchodilator
80 -
70 1
60 -
50 -
40 -
30 1
20 1
10 -

0 | I

Reversible AQ Irreversible  Irreversible  Irreversible
AD AO+BDR  AO+BHR

O Post bronchoconstriction

FEV, %
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The Proportional Venn Diagram of
Obstructive Lung Disease*

Two Approximations From the United States and
the United Kingdom

‘CHEST 2003; 124:474-481

Joan B. Soriano, MD; Kourtney ]. Davis, PhD; Bobbie Coleman, BSc;
George Visick, PhD; David Mannino, PhD; and Neil B. Pride, MD

70 - [0 Male
E 60 W Female
g 50 - s N=22.431
a (NHANES) 1988-
® 40 - 1994
3 « UK General
€ 30 Practice Research
z Database 1998

D 20 - « 17% and 19%,

respectively, of
& 10 patients had more
s _. than one condition
[+ 8

0 ' ' ' ' present

40-49 50-59 60-69 70-79 >80
Age
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The Proportional Venn Diagram of
Obstructive Lung Disease*

Two Approximations From the United States and
the United Kingdom

‘CHEST 2003; 124:474-481

Joan B. Soriano, MD; Kourtney ]. Davis, PhD; Bobbie Coleman, BSc;
George Visick, PhD; David Mannino, PhD; and Neil B. Pride, MD

Table 1—Descriptive Characteristics of NHANES 11 and GPRD Participants With OLD, Extrapolated to the US
and UK Populations for all Ages

NHANES 111 GPRD

Mean - Mean |

Characteristics No. (%) Female, No. (%) Age.yr  No. (%) Female, No. (%) Age, yr
Asthma only 10710843 (427) 5930434 (237) 286  1277207(216) 660.042(1.13) 207
Chronic bronchitis only 4612955 (184) 3048853(121) 428 15522003  8248(001) 590
Emphysema only 2300062(092)  851042(034) 633 9223(002)  3412(001) 673
Asthma + chronic bronchitis 2255,186(090) 1435115(0.57) 382 3,037 (0: 1 QIE [[l 00 551
Asthma + emphysema JIS2U1(0.13)  153.064(0.06) 632 ( 00) 669
Chronic bronchitis + emphysema ALA81(0.18) 162951 (007) 654 ( 108 {]:.-l [ 1§) 694
Asthma + chronic bronchitis + emphysema 506376 (024 181616(0.07) 614 82010, 30,065 (0.05) 662
Total country population 251,097,002 (100.0) 343 50,237,000 (100.0) 376




Current perspectives

Airway obstructive diseases in older adults: From detection
to treatment

Enrique Diaz-Guzman, MD, and David M. Mannino, MD  Lexington, Ky

All diseases run into one, old age.
—Ralph Waldo Emerson

TABLE I. Differentiating features of COPD and asthma

COPD Asthma [early-onset) Asthma (late-onset) Overlap syndrome
Onset Mid life Early life 65 y or older May have history of asthma in early life
Risk factors Smoking Atopy, airway hyperresponsiveness ~ Atopy, imitant exposures | Smoking, aging
Symptoms Slowly progressive  Intermuttent, worse at Intermittent, poor Slowly progressive
night/moming perception of symptoms
Family history May be present  Frequently present May be present May be present
FEV,/FVC ratio 0% 210% <% <%

FEV,% predicted 0% >b0% <}% <8l
Bronchodilator response  Absent Present Present Absent




Burden of Concomitant Asthma
and COPD in a Medicaid Population*

Fadia T. Shaya, PhD, MPH: Du Dongyi, MS; Manabu O. Akazawa, PhD;
Christopher M. Blanchette, PhD; [ingshu Wang, PhD;

Douglas W. Mapel, MD, MPH, FCCP; Anand Dalal, PhD, MBA;

and Steven M. Scharf, MD, PhD

CHEST 2008: 134:14-19

Table 2—Means of Annualized Medical Utilization and Cost Related to Asthma/COPD by Cohorts

Annualized Medical Utilization

and Cost Related to Asthma All Asthma COPD Asthma/COPD P
or COPD n=0131) (n=3072 3364%) (n=234553784%)  (n=260, 2852%) Value
All medical utilization, No. 13 T 8 26 < ().000]
Physician office visits T 1 5 13 < 0.000]
Outpatient services 2 2 l | < 0.000]
Inpatient services 4 l 3 § < 0.0001

Cost of all medical utilization, § 6,875 2307 {871 4 < 0.000]
Cost of office visits 521 177 : 06 < (0.0001

Cost of outpatient services 314 42 < 0.0001
Cost of inpatient services 6,013 1,870 1k < 0,000}



The overlap syndrome of asthma and COPD: what
are 1ts features and how important is it?

P G Gibson,'* J L Simpson’

Thorax 2003;64:728-735

.

Subject Group

A
500+
450+ ) Asthma
E 400- s Overlap Syndrome
£ 350~ = CCPD
E ::z: ) Healthy
Fo 44 aoOeveig >55 eTwyv
3 130+
1:: — *659%0 ocuUvdpopuo
q N aAAnAosmikaAuyng
Subject Group 0160/0 BA
B * «219%0 XAIl
13 —Ashma
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avaoTpeEYINOTNTAC BewpnONKE N €100M010C
dlagpopa pera&u XAl kal aobuaTtoc

 H napouocia avaoTpewigoTnNTac BewpnOdnKe
|  XapakTnpIoTIKO TOU aoBuaToc Kai n
anouacia TNG XapakTnpioTiko TNG XATT




Bronchodilator Reversibility in COPD

Nicola A. Hanania, MD, FCCP;: Bartolome R. Celli, MD, FCCP:
James F. Donohue, MD, FCCP; and Ubaldo |. Martin, MD, FCCP

CHEST 2011; 140(4):1055-1063

2UyXuon wg TTPOoG TNV AvTATTOKPIoN OTNn BPOYX0dIaoTOAN

Table 1—Common Criteria Used to Assess Acute
Bronchodilator Reversibility

Table 2—Factors That May Influence the Determination

of Acute Bronchodilator Reversibility
in Patients With COPD

Guideline Criteria

ATS® FEV, or FVC improvement [rom predose value
by = 12% and =200 mL

COLDs FEV, improvement from predose value by > 12%
and > 200 mL

ERS Percentage predicted FEV, improvement [rom

predose value by = 10%
ACCP FEV, improvement from predose value by = 15%
ATS/ERS® FEV, and/or FVC improvement from predose
value by > 12% and > 200 mL

Criterion used to define reversibility

Baseline FEV,

Dose and type of bronchodilator used to assess reversibility

Prior use of bronchodilator(s)

Timing of reversibility testing following bronchodilator
administration

Delivery technique

In 813 COPD pts BR: 11% with ipratropium, 27% with albuterol, and 35% with

ipratropium and albuterol

Donohue JF. Chest 2004



Responders, %

1 %v’—é
Bronchodilator Reversibility in COPD

Nicola A. Hanania, MD, FCCP;: Bartolome R. Celli, MD, FCCP:
James F. Donohue, MD, FCCP; and Ubaldo |. Martin, MD, FCCP

N=5.993 acBeveic CHEST 2011; 140(4):1055-1063
ipratropium MDI 80 ug+ -
albuterol MDI 400 ug >15% Threshold ATS Criterion

(212% + =200 mL)

100 -
=
0 - 730 £
=3
=
WATS (212% + 2200 mL) §
B =212% Alone &
0 2200 mL Alone
ACCP (215%)
D ERS (210% predicted)
I m v TR | TR \Y;
COPD GOLD Severity Stage

Revarsibility Criterion

= AiyoTepo atrd 20% Twv acBevwyv gixav (-) dokKipaoia
BpoyXodilaoToANg o OAEC TIC ETTICKEWEIC

= H TTapoucia | N atroucia (+) doKIhdaoiag BpoyXodIacToARS
D& oxeTifOoVvTAV HME TNV AVTATTOKPICN OTO TIOTPOTTIO

Respiratory Research 2011;12:6



Bronchodilator reversibility testing in chronic obstructive: & “*
pulmonary disease

P M A Calverley, P S Burge, S Spencer, J A Anderson, P W Jones, for the ISOLDE Study
Investigators

H Tagivopnon tTwv aclevwyv wg aoBeveic pe aobua n
XAI pytTopei va dla@EPEl aTTO NEPA OE MEPO - AV
BaoileTal HOVO OTO OIAYVWOTIKO KPITAPIO TNG

AVTATTOKPIONG OTN BPoyXodiacTOARN

Calverley et al, Thorax 2003




Bronchodilator reversibility testing in chronic obstructive s
pulmonary disease 3

P M A Calverley, P S Burge, S Spencer, J A Anderson, P W Jones, for the ISOLDE Study
Investlgutors

A
Reversibility defined according to ATS criteria

Total % not reversible
at each visit

Visit O Visit 0: 58%
Visit 1 isit 1: 62%
Visit 2 Visit 2: 59%

660 aobeveic ue XAl
B 3 érn mapakoAoubnong

Total % not reversible

at each visit
Visit O Visit 0: 77%
Visit 1 _ . Visit 1: 77%
Visit 2 Visit 2: 79%
[] Reversible

LO Mot reversible

Using ATS criteria, 52.1% of patients changed responder status
between visits



Partial Reversibility of Airflow Limitation and
Increased Exhaled NO and Sputum Eosinophilia
in Chronic Obstructive Pulmonary Disease

ALBERTO PAPI, MICAELA ROMAGNOLI, SIMONETTA BARALDO, FAUSTO BRACCIONI, IPPOLITO GUZZINATI,
MARINA SAETTA, ADALBERTO CIACCIA, and LEONARDO M. FABBRI
Am | Respir Crit Care Med Vol 162, pp 1773-1777, 2000

“...suggesting that these patients may have a differ ent response
to treatment than do those without reversible airflo w limitation...”



XAl 0€ UN KANVIOTEG

| Chronic obstructive pulmonary disease in non-smokers

Sundeep S Salvi, Peter | Barnes Lancet 2009; 374: 733-43
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Chronic obstructive pulmonary disease in non-smokers

Sundeep S Salvi, Peter | Barnes Lancet 2009; 374: 733-43
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Asthma as a Risk Factor for COPD in a
Longitudinal Study* o

Graciela E. Silva, MPH; Duane L. Sherrill, PhD:
Stefano Guerra, MD, PhDD, MPH; and Robert A. Barbee, MD, FCCP

« EvnAikec aoBeveic ye acbua €xouv 12nAdacio kivouvo
va eugavioouv XAl ouykpITikG JE ATOUA Xwpic acbua,
Onw¢ pavnke o€ Pia npoonTikn KMEAETN >3000 aTopwyv
nou napakoAouBnbnkav yia 20 €Tn

Silva GE et al. Chest 2004;126:59-65

« EvnAikec pe XAl avapepouv oUXVOTEPA CUNNTWHATA
ano TO AavanveuaoTIKO o€ naidikn NAIKIa, CUYKPITIKA JE
aTtoua xwpic XA, yeyovog nou €ival eVOEIKTIKO TNG
NpoodeUTIKNG €EEAIENC TOUu aoBuaToc oe XAl

Horak E et al. Br Med J 2003;326:42203
Sears MR et al. N Engl J Med 2003,;,349:1414-22




Decline in Lung Function in the Busselton Health Study
The Effects of Asthma and Cigarette Smoking

Alan L. James, Lyle ). Palmer, Elizabeth Kicic, Peta S. Maxwell. Sharon E. Laaan. Gerard F. Rvan,
i i s e - Am ] Respir Crit Care Med Vol 171. pp 109-114, 2005

G
[
&9 | —— Non-Asthmatics non-smokers i
o Asthmatic non-smokers R
=== Non-asthmatic smokers e
.| === Asthmalic smokers e
. L T T T 1 | |
20 30 40 50 60 70 a0

Age (years)




Asthma and cigarette smoking
Eur Respir J 2004; 24: 822-833

N.C. Thomson, R. Chaudhuri, E. Livingston

Clinical effects

Therapedutics of
in asthma

asthma

t Symptoms of asthma VResponse to corticosteroids
f Severity tClearance of theophylline
{Quality of life

| Self-management

B S

Physiology of Pathology of
asthma asthma

1 Acute bronchoconstriction Altered airway inflammation
fDecline in FEV1 R

(7:.,' fy.m, Floealtie

Ilsmm II}IIHEIIES

SIIE[ e

o 95 S A

.
£ [fF[ETIII.T TRERTS:
ASTHMA, HAY FEVER, FOUL BREATH
ALL DISEASES OF THE THROAT.

BRONCHIAL
Nor RECOMMENDED FoR CHILDREN UNDER f.




Smoking Affects Response to Inhaled Corticosteroids
or Leukotriene Receptor Antagonists in Asthma

Stephen C. Lazarus', Vernon M. ChinchilliZ, Nancy J. Rollings?, Homer A. Boushey', Reuben Cherniack®,
Timothy J. Craig?, Aaron Deykin®, Emily DiMango®, James E. Fish®, Jean G. Ford® Elliot Israel’, James Kiley’,
Monica Kraft’, Robert F. Lemanske, Jr.%, Frank T. Leone® Richard ). Martin’, Gene R. Pesola’,

Stephen P. Peters®, Christine A. Sorkness®, Stanley ). Szefler?, Michael E. Wechsler!, and John V. Fahy',

for the National Heart, Lung, and Blood Institute’s Asthma Clinical Research Network

A P = 0.09
0.2 ['—""‘
P =.0003
0.15 -
Change in
FEV1 0.1
(L)

0.05 |

u E
Beclomethasone Montelukast
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Katmrviopya Kal aocOua

e AuCNUEVA CUPTITWHATA KAl TTAPOLUVOEIC

o Aulnuéva oudeTepOPIAG OTO TITUEAD

e Tayxurepn mrwon FEV,

e [lTwxn avratrokpion OTa EICTIVEOUEVA KAl per 0S
KOPTIKOOTEPOEIDN
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—-40 “ Placebo Fluticasone Placebo Fluticasone
Non-smokers Smokers

Mean (95% Cl) change in morning
PEF following freatment period (I/min)
e
o
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Chalmers et al Thorax 2002;57:226-30




Eosinophilic
\ corticosteroid responsive

Early/childhood onset phenotypes

Wenzel S et al. Lancet 2006,368:804-13




Fixed airflow obstruction due to asthma or chronic
obstructive pulmonary disease: 5-year follow-up

Marco Contoli, MD, PhD,® Simonetta Baraldo, PhD,” Brunilda Marku, MD,? Paolo Casolari, PhD,* John A. Marwick,
PhD,*¢ Graziella Turato, PhD,” Micaela Romagnoli, MD, PhD,® Gaetano Caramori, MD, PhD,* Marina Saetta, MD,”
Leonardo M. Fabbri, MD,® and Alberto Papi, MD® Ferrara, Padua, Forli, and Modena, Italy, and London, United Kingdom
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FIG 1. FEV, decline rates over 5 years in patients with fixed airflow obstruction due to asthma or COPD. A,
Changes in postbronchodilator FEV; over the S-year follow-up. * P < .05 versus patients with fixed airflow
obstruction due to asthma or COPD at the same time point, ** P < .01 versus patients with fixed airflow ob-
struction due to asthma or COPD atthe same time point. 1P < .05 versus baseline. {P < .05 versus baseline.
Error bars indicate SEMs. B, Mean postbronchodilator FEV, decline per year. * P < .01 versus asthmatic
patients with fully reversible airflow obstruction. Error bars indicate SEMs,
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Changes in Forced Expiratory Volume
in 1 Second over Time in COPD

Jergen Vestbo, Dr.bled. Sc. | Lisa D Edwards, Pl D, Paul D. Scanlon, h.D
Julie C. Yates, B.S., Alvar Asagusti, M. D, Ph.D., Per Bakke, Ph.D
Pater MA. Calwverley, M.OAB., Ch.B., M.D. Bartoclome Celli, M.D.,
Harvey O Coxson, Ph.D., Courtney Crirn, M. D, David A, Lomas, M.D., Ph.D.,
Widliarm MaciNee, M.B., Ch.B.,, M.D., Bruce E. Miller, Ph.Dr.,
Edwin K. Silverman, M.D., Ph.C., Ruth Tal-Sirger, Ph.D.,
Emial Wouters, M. D., Ph.D., and Stephern |. Renmard, M. D
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["lovidila oto doOua kail Tn XAl
YTTapXel aAANAOETTIKAAUYN;

XAl
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Koiva yovidia;;

TABLE 2. GENES ASSOCIATED WITH DIFFERENT PHENOTYPES

OF CHRONIC OBSTRUCTIVE PULMONARY DISEASE AND
WITH ASTHMA

FEV, COPD: COPD: CT: Airway

Gene Decline Lung Function CT Emphysema Wall Thickening Asthma
ADRB?2 + — — + +
CHRNA3 NT +* + NT NT
EPHX1 +* +* +1 + _
GSTP1 + + + — +
HMOXT +* + + NT —
SERPINE2 ~ NT +* + + NT
TGFB1 — +* # + +
TNFa — +* # NT +

Postma D. et al, Am J Respir Crit Care Med 2011; 18 3: 1588-94.
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OpoloTNTEG Kal S1aQOpPES
OTN YEVETIKN TTpodidbson

AcOua XAl

IL13 ADAM33 HHIP
, IL18R MMP12 FAM13A i
AMAepyia IL33 ADAM19 AGER Eu@uonua
ILA(R ORMDL3
|L1(3 ) TNFA BICD1
STAT6

EGiocpuoc orn vikotivn: CHRNA3,5

Koivoi Tra@oyeveTiKoi pnxaviopoi




H "OAAavdoikn” unoBeon

Tn dekasTtia Tou ‘60 o1 Orie kal cuv nNpoTelvav OTI

"ro aoOua, n xpovia BpoyxiTida Kai To EYPUOoNMHA NPENEl va
BswpouvTal dIAPOPETIKEG EKPPAOCEIG Hiag VOOOAOYIKIG
ovrornraq, Ornou 1000 oI gEo0wTepPIKOi napayovreg ( ysvsrmn
npoélaesan oTnv aronia, Bpoyxmn unspavrlﬁpaa'rmornra ),
000 kai ol nepifaAAovrikoi (kanvioua) Exouv onUavriko
pOAo”

H unoesor] auTn O&v eyKaTaAgipONKeE NoTE and TNV €NICTNHOVIKN
KOIVOTI’]TCI av kal To acbua kai n XA 6|c1(popor|0|ouvm| w¢ Npoc:
TOUC MapayovTeg KIvOUvou, TNV KAIVIKN €1KOvd, TNV Npoyvwaon Kal
Tn Bepaneia

Agv unapxsl KCII'IOIO consensus av To aceua Kal n XAI'I gival
OIaPOPETIKEC OVTOTI’]TEC nou |JOIpCICOVTCII Kanola kKoiva
XCIpCIKTI‘]pIOTIKCI N avTInpoowneuouVv d1apopETIKOUC PpAIVOTUNOUG
TNG idlag vooou

Guerra S. Curr Opin Pulm Med 2004;11:7-13
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H "OAAavOIKR” utt60eon

FeveTikn

TPodIGoeon AO‘9|JC1
Wt g /
0 HAKia
Hyperresponsiveness
MepiBaAAovTiKOl \
TTAPAYOVTEG XAN
e AANAepyloyova
e OAsypovn
e Katrvioua

e ATHOOQAIPIKN
pUTTOVON




“OAAavdikn umrolson’ “Bpsravikn urrobson”

AIG(pOpng(ég qrrigg Prof Charles Fletcher

Koivn airia;

Professor Dick Orie London UK
1 Groningen NL 1
Koivoi M nXaV|O'|.IOi AIQ@OPETIKOI UNXaVIoUOi
AcbBua XAN AocBpa XAN
=w

“Irritants”
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Am | Respi Cit Care Med Vol 174, pp 238-244, 2006 l”

Pro/Con Editorials

Asthma and Chronic Obstructive Pulmonary Disease
| Exhibit Common Origins in Any Country!

Monica Krarr, M.D.
Duke University Medical Center
Durham, North Carolina

Against the Dutch Hypothesis: Asthma and Chronic
Obstructive Pulmonary Disease Are Distinct Diseases

PETER J. BARNES, D.M., D.Sc.
National Heart & Lung Institute
Imperial College

London, United Kingdom

H avrittapd®eon cuveyilerail...



To @acua TNG ATTOPPAENG
2 UVOPOPO OAANAOETTIKAAUWNG

American Thoracic Society. Standards for diagnosis and care of patients with chronic
obstructive pulmonary disease. Am J Resprr Cnt Care Med 1995;,152:577-121.

Chronic
bronchitis

11 ouvdpoua
AAAnAosmTIKGAUYN o€ 6

f—
Airflow
obstruction

|
|
l
|
l
J

MNari gival onuavTtiki n didyvwon Tou

T ouvopouou;
Asthma



AN,

MNari eival onpavTikn n 3iIGyvwon Tou
2uvopopou AAAnAosnmikaAuywng (1)

« O1 acOeveiq P al\)\n)\osnmal\uqm acOpuarog ka1 XAl
anokA&giovTadl ano KAIVIKEC OOKIMEGC OEpANEUTIK®WV OXNHATWV

« Enopevwg, Ta CII'IOTE)\EO'|JCITCI KAIVIK®OV 60K|pwv OXETIKA HE TNV
CII'IOTE)\€0'|JCITIKOTI’]TCI cpapuaKu)v eV avTanokpivovTal o€ £va
oNUAavTikKo NooooTO acBevwy

e Ta napaﬁslypa 0l KAIVIKEG psAsqu yia Tnv anoTeEAEOUATIKOTNTA
EICNVEOUEVWYV KOPTIKOOTEPOEIOWY OTO AcOua

*  O1 HEAETEG QUTEG TUMIKA AMOKAEIOUV TOUG KAMVIOTEG, AOYw TNG
6u0|<o)\|c1q 6|cn<p|cmq aoepaToq He XAl. 'Opwg, 1o 30% Twv aoeevwv
HE aoeua gival KClI'IVIO'TEQ, s—:nopsqu AanokKA&gieTal ano Tn JEAETN €va
oNUAavTiko NooooTo Tou NANBuUouoU

Chaudhuri R et al. Am J Respir Crit Care Med 2003;168:1208-11
Gibson PG, Simpson JL. Thorax 2009;64:728-35




‘Exhektikétnre’ oty emloyf acOsvarv pe BA o

GUUUETOYN] O KMVIKES HEAETES

Subjects with current

Criterion asthma excluded by criterion

(%)
Bronchodilator reversibility  >15% 76
Bronchodilator reversibility  >12% 71
Peak flow variability >20% 66
FEV, >50% and <80% of predicted 61
Inhaled corticosteroid use 48
Less than 10 pack-years cigarette exposure 31
Active symptoms or use of rescue medication 20
FEV, =50% of predicted 12

THE LANCET

Treating Individuals

Travers et al. In: Treating Individuals: From rando  mised trials to personalised

medicine in routine practice. Elsevier Limited 2007



‘Exlektikétnre’ oty emdloyn acOsvaov pe XAIl yw
GUUUETOYN O€ KAMVIKES NEAETES

Subjects with COPD excluded

Criterion by criterion
(%)

Physician diagnosis compatible with COPD 86

No atopy 57

FEV, =50% and <80% of predicted 57

At least 10 pack-years cigarette exposure 55

No asthma diagnosis 42

Bronchodilator reversibility <15% 29

Age at least 40 years 9

THE LANCET

Treating Individuals

Travers et al. In: Treating Individuals: From rando  mised trials to personalised
medicine in routine practice. Elsevier Limited 2007
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| THOWGHT | WAS
INTERESTED IN UNCERTRINTY
BuT oW ‘M poT So SURE

A
"’—:,- =

<10% aoBevwyv pe BA kai XAIl oto
YEVIKO TTANBUO S TTANpOUV TA KPITHPIA

yia cupperoxny o RCT

Ta eupquata Twv RCT yevikevovTai

e Avetrapkeic evocigeig yia Bepartreia oTnv
TAgioyneia Twv aocBevwyv pe BA Kkai

XAN

Travers et al, Thorax 2007
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;- Nari eival onpavrikn n diayvowon 1 ou"
Zuvdpopou AAAnAenmikaAuyng (2)

Ynapyel ouyxuon HETAEU TV yiaTpwVv Nnwg 0a
diapopodiayvmoouv To aodua ano tn XAnN

e AlanioTwbnkKe :

1. Mn ouoTnuaTikn Xpnon Tnc opoAoyiac

2. AIOTAKTIKOTNTA OTN Xpnon cuvtopwyv opwv (nx ‘acdua’ )

3. Enektaon - xpnon eninAgov opwv (nx ‘aGodBua Ye poviun
ano®pagn’)

Pride NB et al. Eur Respir J 1989;2:702-9
Gibson PG, Simpson JL. Thorax 2009;64:728-35



Coexisting Asthma and COPD LB

Confused Clinicians or Poor

Prognosticator?
David M. Mannino, MD, FCCP

Chest 2008;134;1-2

AZOMA

Av n TeAIk diayvwon givar XAll, n Av n TeAik didyvwon gival aobua,
Baon Tng Beparreiag givai ol n Baon Tng Beparreiag eival Ta
LABAs OTEPOEION




Nari eival onpgavrikn n diayvwon Tou
2uvopopou AAAnAosnikaAuywng (3)

' H peAETN TOU ouVvdpOpOoU aAAnAoenikGAuync NNOPEi va
anokKAaAUWElI NaBOyYEVETIKOUC HNXaviopouc TG XAl

Eival yvwoTo OTI:
1.01 aoBeveic pye XAM avalntouv 1aTpikn Bonbeia kabuoTepnueva
2.H XA unodiaylyvwokeTal

| oH KaTavonon TWV napayovm)v K|v6uvou gival n1Bavo va odnynoel o€
- Tpononomon NG cpucrlan |IoTOpIag NG vOOooU (EMITAXUVOMEVN
anwAE&la TNG NVEUPOVIKNC AgIToupyiac)

«[MBavoi napayovTeg KIvOUVOU €ival: nAikia, kanvioua, BpoyxIkn
unepavTIOPACTIKOTNTA, NAPOEUVOEIG

Gibson PG, Simpson JL. Thorax 2009;64:728-35




A

ZUMNEPpAoHATAO

H TauTtoxpovn napoucia acOuarog pe XAIN otov idio
aocBevn (oUuvipopo aAAnAoenikaAuywng) unapyel os
ONHAVTIKO NOCOOTO AC0OeVWYV, I1I01AiTEPA OE HEYAAUTEPEG
NAIKIEC

To oUuvdpopo aAAnAosnikaAuywng SEV avaPpEPETAl OTIC
TPEXOUOEG 0dNYIEC Yia Tn diayvwon Kal avTIHET®WNIoN TOU
BA kai Tnc XA av kai napoucialel dia@opeTiKa
XOPOAKTNPIOTIKA aT1TO KaOepia

To ocUuvdpopuo aAAnAosnikaGAuywng PpaiveTal va NPOKAAEi
ONMAvVTIKN OIKOVOMIKN Enifapuvon

Eivdl ENITAKTIKA N avaykn avayvmpiong Tou cuvopoHou Kdal
O NPOCSIOPICHOC, HE KAOAA OXEDIAOUEVEG MEAETEG, TNG
BEATIOTNG OEpansiag Tou

“"When nothing else works, look at the patient”






