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O 060evic ne oy sp@oviCopevo aclpa

*  Opopog — emONUIOAOYIKGE GTOLYELN



OpPLOMOC — EMONULOAOYLKA GTOLXEL

Oplopoc oPpa epdpavilopevou acOatoc

» Adult-onset or late-onset asthma is considered when asthma symptoms represent
for the first time during adulthood

» Several definitions of adult-onset asthma can be found in the literature. The age
at diagnosis determining the term late-onset asthma varies from 12 years of age
to >65 years of age.

» Most studies about asthmatic symptoms earlier in life are based on questionnaires. The
possibility of recall bias is a frequently made comment

de Nijs S. et al. Eur Respir Rev. 2013



OpPLOMOC — EMONULOAOYLKA GTOLXEL

Oplopoc oPpa epdpavilopevou acOatoc

Adult asthma, Perret ef al. Longitudinal Australia 1389 448 <|>20 years Gender, smoking, atopy
general (2013)
Holguin et al. Cross-sectional uUsA 155 40 <I>12 years Gender, BMI, atopy,
(2013)* UK asthma severity, lung
function
Rossall et al. Cross-sectional UK 38 28 <201>40 years Gender, atopy, asthma
(2012) control, lung function, ICS
use
Holguin et al. Cross-sectional USA 1049 <|=12 years Gender, atopy,
2ot UK medication use
Rhodes et al. Cross-sectional USA 2149 - <I>10 years Gender
(2005)
Hsu et al. Cross-sectional Taiwan 504 474 <I>14 years Smoking, atopy, allergic
(2004) rhinitis, lung function, 1CS
use
Ségala et al. Cross-sectional France 319 - <121>18 years Gender, smoking, atopy,
(2000) allergic conditions, asthma

symptoms, lung function,
medication use

Khin-Maung Cross-sectional Burma 111 - <|=20 years Gender, smoking
and Aung-Than
(1992)
Adult asthma, de Carvalho- Cross-sectional Brazil 74 445 <I>12 years Gender, BMI, atopy,
severe Pinto et al. asthma control, asthma-
(2012) related healthcare use,
lung function, ICS and
oral CS use
Miranda et al Cross-sectional usa 80 339 <|=12 years Gender, atopy, asthma
(2004) symptoms, eczema, lung
function, oral CS use
Jenkins et al. Cross-sectional USA 275 404 ¥ Gender, atopy, lung
(2003) function, medication use
ten Brinke et al. Cross-sectional The 101 46.0 <I>18 years Gender, lung function
(2001) Netherlands

Tan D). et al. Expert Rev Respir Med. 2015



ErmudnuioAoyika otoxeio oPipa epdpavi{lOpevou acOpatoc

OpPLOMOC — EMONULOAOYLKA GTOLXEL
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Figure 2: Determinants of disease course across asthma transition and ages

This figure displays putative determinants that affect the disease course of different asthma phenotypes by course

and time of onset. AHR=airway hyper-responsiveness.

Fuchs O. et al. The Lancet Respiratory Medicine 2016
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OpPLOMOC — EMONULOAOYLKA GTOLXEL

Ermidnuiodoyika ctoxeia oPpa epdpavi{lopevov acOportoc

>

The estimated adult incidence of asthma from pooled general population studies appears
to be 4.6 cases per 1,000 person-years in females and 3.6 in males, and there is a trend
towards a higher incidence with age

de Nijs S. et al. Eur Respir Rev. 2013
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OpPLOMOC — EMONULOAOYLKA GTOLXEL

Ermidnuiodoyika ctoxeia oPpa epdpavi{lopevov acOportoc
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*  AWyvOGTIKI TPOGEYYIoN



ALOlYVWOTLKN TPOCEYYLON

» H SlayvwoTikr) mpoogyylon oto actua pe oPun Evapén dev dtadEpel amod To TPWLUNG

evapéng

v

Patient with
respiratory symptoms

Are the symptoms typical of asthma?

Detailed history/examination

for asthma
History/examination supports
asthma diagnosis?
Further history and tests for
Gl 3 | NO alternative diagnoses
inical urgency, an : : : %
S + YES Alternative diagnosis confirmed?

other diagnoses unlikely *

Perform spirometry/PEF

with reversibility test
Results support asthma diagnosis?

Repeat on another
occasion or arrange N
YES other tests

Confirms asthma diagnosis?

NIO

(e}

Empiric treatment with
ICS and prn SABA

Review response

Diagnostic testing
within 1-3 months

Treat for ASTHMA

\

y

S
3

'

Consider trial of treatment for
most likely diagnosis, or refer
for further investigations

Treat for alternative diagnosis i

GINA 2017



ALOlYVWOTLKN TPOCEYYLON

» H dLayvwoTtiki mpooéyylon oto acopa pe oPun evapén dev dtadEpeL amo To MPWLUNG
gvapéne....... OUwWC N dlawopodlayvwan o€ EVAAIKEC KATTVIOTEC UE oUVOS VOONUATO UTTOPE(
va gival mpoBAnuartikn

Differential Diagnoses
* Allergic and Environmental Asthma
+ Alphal-Antitrypsin Deficiency
* Aspergillosis
* Bronchiectasis
* Bronchiolitis

s Chronic Obstructive Pulmonary Disease (COPD)

* Chronic Sinusitis

» Eosinophilic Granulomatosis with Polyangiitis (Churg-Strauss Syndrome)

* Cystic Fibrosis

» Foreign Body Aspiration

* Gastroesophageal Reflux Disease
o Heart Failure

* Pediatric Airway Foreign Body

o Pediatric Tracheomalacia

* Pulmonary Embolism

* Pulmonary Eosinophilia
* Sarcoidosis

» Upper Respiratory Tract Infection

* Vocal Cord Dysfunction GINA 2017




ALOlYVWOTLKN TPOCEYYLON

» Awdopodlayvwon acBuatog — XA (n ACO??)

Table | Common symptoms, physiology, and pathology used to distinguish asthma and COPD and the common problems with this

approach

Traditional approach to differentiating disease Problems with this approach

Asthma COPD

Onset anytime throughout Onset usually after the Asthma is frequently diagnosed in adults and older people.'®

lifespan and often early in life age of 40 years

(childhood)

Often atopic Usually not atopic Atopy also occurs in COPD™ and not in all people with asthma,
particularly those with adult-onset disease.™

Symptoms often worse at night Dyspnoeic with activity A subgroup of patients with long-standing asthma do not

and in the morning demonstrate reversible airflow obstruction. AHR and

Wariable symptoms Progressive symptoms bronchodilator responsiveness are commen features of COPD

over time and asthma.** Symptoms may be specific to the patho-
Reversible airflow obstruction Only partially reversible physiological component of the disease rather than aligning with
airflow obstruction the diagnosis.

Ajrway inflammation — Ajrway inflammation The presence of inflammatory cells in the airways does not

eosinophilic predominant neutrophilic predominant diagnose asthma or COPD, but their measurement is useful
for clinical assessment and may guide treatment decisions.
Moreover, airway inflammation is heterogeneous, and these
inflammatory phenotypes do not define disease states.™

May or may not have a history =10 pack year smoking Data suggests that a high proportion of COPD patients are

of smoking history never smokers,” and smoking rates among patients with asthma
are high.'®

Treatment trials of a short course of systemic corticosteroids and A moderate proportion of patients with COPD have eosinophilic

3 month-course of inhaled corticosteroids airway inflammation'®" and may have a therapeutic response

to corticosteroids. Conversely, patients with noneosinophilic
asthma'® may be less likely to respond to corticosteroids.

Abbreviations: AHR, airway hyper-responsiveness; COPD, chrenic obstruetive pulmonary disease.

Abramson M. et al International Journal of COPD 2014



ALOlYVWOTLKN TPOCEYYLON

» Awdopodlayvwon acBuatog — XA (n ACO??)

Asthma-COPD overlap A% ’@

Distinguishing asthma from COPD can be problematic

Particularly in smokers and older adults

Some patients may have clinical features of both asthma and COPD
Most clinical trials and guidelines are about asthma or COPD alone
The descriptive term asthma-COPD overlap (ACO) 1s useful

It maintains awareness by clinicians, researchers and regulators of the
needs of these patients

“Asthma-COPD overlap® 1s not a single disease entity

As for asthma and COPD, it includes patients with several different
forms of airways disease (phenotypes). ..

These features are caused by a range of different underlying
mechanisms

To avoid the impression that this is a single disease, the previous term
Asthma COPD Owerlap Syndrome [(ACOS) is no longer advised.

GINA 2017



ALOlYVWOTLKN TPOCEYYLON

» Awdopodlayvwon acBuatog — XA (n ACO??)

Asthma-COPD overlap Ad ’@
s

Patients with features of both asthma and COFD
have worse outcomes than those with asthma or COPD alone

Frequent exacerbations
Foor quality of life
More rapid decline in lung function
Higher mortality
(Greater health care utilization

Reported prevalence of overlap varies by definitions used

Concurrent doctor-diagnosed asthma and COPD are found in
16—20% of patients with chronic airways disease

Reported rates of overlap are between15-55% of patients with
chronic airways disease, depending on the definitions used for
‘asthma’ and 'COPD’, and the population studied

Frevalence varies by age and gender

GINA 2017



ALOlYVWOTLKN TPOCEYYLON

» Aladopodilayvwon aoBuatoc — XAM (q ACO??).

[MpEMEL va YpnoLUOTTOLOUUE OAd Ta SlayvwoTika epyaleia yia thv dtayvwaon aoduatoc n XAl
oLV kataAnéouvue atnv dtayvwon ACO

» 0 polog tng duayxuong (DLco - KCO) otn A/A doBpoatog/XAnM

Characteristics of irreversible asthma and COPD groups (derived from ref 10)
Final Diagnosis Median (IQR) (range)
Irreversible asthma (n = 8) Presumed irreversible asthma COPD (n = 16) Presumed COPD (low
(normal KCO) (n = 35) KCO) (n = 3)
Age (years) 55(12.5) 67 (16)
(4210 61) (49 to 70)
Age at onset of chronic cough (year) 40 (19) 49.5 (12.7)
(22t057) (30 to 60)
Age at onset of exercise 45 (22) 59 (15.5)
intolerance/dyspnea (year) (0to57) (40 to 66)
History of allergic rhinitis 11 (84.6%) 4 (21.1%)
Hypertrophy of nasal turbinates upon 12 (92.3%) 5(26.3%)

examinat

KCO (% predicted) 01.6 (10.5) 49.6 (20.6)

(81.2t0 117.6) (18.7 10 65.;

Change in FEv, following ICS/LABA 350 (250) 26.5(84)

therapy (mL) (~260 to 600) (-120to 91)

........ Several studies have documented the specificity of DLCO in diagnosing COPD.

Fabbri LM Am J] Respir Crit Care Med. 2003, Magnussen H, Clin Exp Allergy 1998, Goedhart DM COPD. 2006



ALOlYVWOTLKN TPOCEYYLON

» Aladopodilayvwon aoBuatoc — XAM (q ACO??).

[MpEMEL va YpnoLUOTTOLOUUE OAd Ta SlayvwoTika epyaleia yia thv dtayvwaon aoduatoc n XAl
oLV kataAnéouvue atnv dtayvwon ACO

» 0O pohog tng HRCT (emphysema score) otn A/A adoBpatog/XAN

Qualitative CT scan changes in asthma and COPD (compiled by the authors)

Asthma COPD
Wide branching and thinning of blood May be present Common
vessels
Centrilobular or paraseptal emphysema  Occasionally described (0%-10%); usually Common and usually diffuse
limited59,60
Panlobular emphysema Never described Common (more in 1-a-antitrypsin deficiency than in smoker’s
COPD)64
Bullas Rare/anecdotal reports; usually single61-63 Common

Feisal A Al-Kassimi Int J Chron Obstruct Pulmon Dis. 2013

........ A greater extent of HRCT scan abnormalities was found in COPD
than in severe and mild asthmatics..

Vignola et al. Eur Respir ] 2004
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*  E191Ka QUIVOTUTIKG KOl EVOOTUTIKA YOPOKTNPLETIKA



Eldka pouvoTuTILKA KOl EVOOTUTILKA XOLPOLKTNPLOTLKAL

» AoBOeveic pe acbpa oPunc Evapénc epdavitouv moAU ULkpO T0000TO UPETNC TNC VOOOU
KOl YEVIKQ Tp0BAnUQTIKO EAEy)YO

A 12-year prognosis of adult-onset asthma: Seinajoki Adult Asthma
Study

Leena E. Tuomisto **, Pinja Ilmarinen ¢, Onni Niemela °, Jussi Haanpai ¢,
Terhi Kankaanranta ¢, Hannu Kankaanranta * ©

Main results: A total of 203 patients (79% of the baseline population) were followed for 12 years.
Remission occurred in 6 (3%) patients. In 34% asthma was controlled, in 36% it was partially controlled
and in 30% uncontrolled. Uncontrolled asthma was predicted by elevated body-mass index at baseline,
smoking (pack-years) and current allergic or persistent rhinitis. Elevated blood eosinophils and good
lung function (FEV) at baseline protected from uncontrolled asthma. In contrast, gender, age at the onset
or baseline symptoms (Airways Questionnaire 20) were not significant predictors of uncontrolled
disease.

Conclusions: During a 12-year follow-up, remission of adult-onset asthma was rare occurring in only 3%

of patients. The majority of patients (66%) presented either with uncontrolled or partially controlled
asthma.

Tuomisto L. et al. Respiratory Medicine 2016



Eldka pouvoTuTILKA KOl EVOOTUTILKA XOLPOLKTNPLOTLKAL

» AoBOeveic pe acbpa oPunc Evapénc ival mBavotepo va elval yuvaikec,

Table 4. Adult asthma, general population - gender characteristics.

Gender (Females)

Perret et al. (2013) 108/218

Rossall et al. 1019
(2012)

Holguin et al 327543
{z011)

Rhodes et al. 327/610
(2005)

Ségala et al. 32/84
{(2000)

Khin-Maung and 24435

Aung-Than (1992)

Gender (females), Pooled estimate:

50

53

60

54

38

69

8417

1219

355504

1199/1608

136/235

18/33

72

63

70

75

58

55

=70

0.40 (0.25-0.65)

0.65 (0.18-2.37)

0.64 (0.50-0.83)

0.39 (0.32-0.48)

0.45 (0.27-0.75)

1.82 (0.68-4.89)

0.52 (0.38-0.72)

p < 0.001

p =051

p < 0.001

p < 0.001

p = 0.002

p=0.24

p < 0.001

mher proportion of females in Iate—nnse\
group

Mo significant gender difference

Higher proportion of females in late-onset
group

Higher proportion of females in late-onset
group

Higher proportion of females in late-onset
group

Mo significant gender difference

Higher proportion of females in late-onset
group

Tan D). et al. Expert Rev Respir Med. 2015



Eldka pouvoTuTILKA KOl EVOOTUTILKA XOLPOLKTNPLOTLKAL

» AoOeveic pe acbpa oPLung Evapénc eivatl mBavotepo va elval YUVAIKEC, KATTVIOTEC

Table 7. Adult asthma, general population — smoking, BMI.

smoking (cument)

Smoking (=0.91 py)

Smoking (pack-years)

BMI (kgm?)

Ségala et al.
(2000)

Khin-Maung and
Aung-Than (1992)

Perret et al. (2013)

Hsu et al (2004)

Holguin et al.
(2013)

18/235

&/35

65/154

1.9 (5.6)

31N

17

42

150

19

10/34

17/33

50/89

10.4 (16.1)

32 (M

12

52

56

354

0.61 (0.27-1.39)

0.19 (0.06-0.59)

0.57 (0.34-0.96)

—85(-104, —8.68) p<0.001] Higher pack-year smoking history in

—1.0(-2.9,0.9)

p=0.24 mo significant difference in current\

smokers

p=0.004] Higher proportion of current smokers
in late-onset group

p=0.04 Higher proportion of ‘active’ smokers in
late-onset group

Qte—ons&t group /

p=030 Mo significant difference in BMI

Tan D). et al. Expert Rev Respir Med. 2015



Eldka pouvoTuTILKA KOl EVOOTUTILKA XOLPOLKTNPLOTLKAL

» AoBOeveic pe acbpa oPLunc Evapénc elval mBavotepo va eival yuvaikeg, KAmVIOTEC,
Atyotepo atorikol

Table 5. Adult asthma, general population - atopy.

Atopy (IgE)

Atopy (5PT)

Hsu et al. (2004) 53.9 (76.6)
Perret et al (2013) 127/154
Rossall et al. (2012) 17119

Holguin et al. (2011) 489/543

Atopy (SPT), Pooled estimate:

150

89

89

13.9 (28.8)

42/89

10/15

385/504

354

47

67

76

+40.0 (27.4,52 6)

3.81 (2.26-6.43)

4.25 (0.69-26.13)

2.85 (2.01-4.03)

3.20 (2.42-433)

p < 0.001

p < 0.001

p=012

p < 0.001

p < 0.001

ﬂhgher proportion of
atopy in early-onset group

Higher proportion of
atopy in early-onset group

Mo significant atopy
difference

Higher proportion of
atopy in early-onset group

Higher proportion of

kampy in early-onset grouy

Tan D). et al. Expert Rev Respir Med. 2015



Eldka pouvoTuTILKA KOl EVOOTUTILKA XOLPOLKTNPLOTLKAL

» AoBOeveic pe acbpa oPLunc Evapénc eivatl mBavoTtepo va eival yuvaikeg, KAnmVIOTEC,
Alyotepo artortikoi kKo ue younAotepn FEV (kau uéviun andppaén twv aspaywywv?)

Table 8. Adult asthma, general population - lung function.

FEV, (% predicted)  Holguin et al. (2013) 71 (22) 79  68(22) 76 +3.0 (—4.0,10.0)
Rossall et al. (2012) 88 (19) 19 103 (19) 19 —15.0 (-27.1,-2.9)
Hsu et al. (2004) 73.6(243) 150 65.1(23.2) 354 +85(3.9,13.1)
Ségala et al. (2000) 80.3(12.9) 84 86.7 (15.1) 235 —-6.4 (9.8 -3.0
FEV, (% predicted), Pooled estimate: F=91% —1.22(-3.69,1.25)

FVC (% predicted) Holguin et al (2013) 83 (20) 79 31 (16) 76 +2.8(-2.884)
Rossall et al. (2012) 101 (14) 19  117{18) 19 +5.2 (—26.3,-5.7)

Reversibility (%) Rossall et al (2012) 11.8{(12.8) 19 3.2 (5.5) 19 +86 (2.4,148)
Hsu et al. (2004) 21.0(155) 150 17.4(15.0) 354 +3.6 (0.7,6.5)

p =040
p=0.02
p < 0.001
p < 0.001
p=033
p=0.30
p = 0.004
p=0.01

p=002

msignificant difference in FE*«H\

Lower FEV, in the early-onset group
Lower FEV, in the late-onset group
Lower FEV, in the early-onset group
Mo significant difference in FEV,

Mo significant difference in FVC
Lower FVC in the late-onset group

Less BD reversibility in the late-onset
group

Less BD reversibility in the late-onset
roup

Tan D). et al. Expert Rev Respir Med. 2015



Eldka pouvoTuTILKA KOl EVOOTUTILKA XOLPOLKTNPLOTLKAL

» AcOeveic pe aoBpoa oPunc evapéng: nudavotepoc o non-Th2 evéOTUMOC KAl KATAL CUVETIELQL
ooPapo pn eAeyxopevo aodua

T2 Non-T;2

Eosinophilic I

xcercise-induced \ ) corticosteroid responsive
~ \

" .y

Late-onset,
eosinophilic

Obesity- ||
associated

Severity
Allergy/duration
Smooth-muscle mediated,
paucigranulocytic

Childhood Adult Adult
Age at onset

Late/adult onset

Wenzel S., Lancet 2006 and Nature Medicine 2012



Eldka pouvoTuTILKA KOl EVOOTUTILKA XOLPOLKTNPLOTLKAL

» AoBOeveic pe acbpa oPunc Evapénc: 2 Wdlaitepol pawvotumnol oto coBapo acbua, a later
onset obese (primarily female and non-allergic) phenotype and a later onset eosinophilic
phenotype

* Certain characteristics of certain phenotypes may eventually promote targeted
and/or more effective therapies as well as help to predict different natural
histories.

* Inthatregard, eosinophilicinflammation, allergic/Th2 processes and obesity have
been identified as characteristics or phenotypes which may be helpful. Age of
onset is of great importance.

* C(linical, genetic and statistical approaches have identified an

- early-onset allergic phenotype,

- alater onset obese (primarily female and non-allergic) phenotype and
- A later onset eosinophilic phenotype

ERS/ATS Guidelines Severe Asthma Eur Respir J. 2014



Eldka pouvoTuTILKA KOl EVOOTUTILKA XOLPOLKTNPLOTLKAL

» AocOeveic pe aoOpua oPunc Evapéng: 2 Wlaitepot pawvotumnol oto coBapo aobua, a later
onset obese (primarily female and non-allergic) phenotype and a later onset eosinophilic
phenotype

/—— zu%v J <68% J‘—\
m m British Thoracic Society Severe refractory Asthma Registry

i;si’ Table 6. Clinical characteristics for new BTSsevere refractory asthma dataset using the classifier.
2108% J Age of Onset 265% ~tm— Cluster 3 (N=35;
— W e — Cluster 1 (N=90; 14%) ‘normal lung Cluster 4 (N=32; Cluster 5 (N=
Y 37%) ‘Early Cluster 2 (N=68; 28%) function least severe 13%) ‘late onset, 20; 8%) ‘Airflow
. All (N =245) onset, atopic’ ‘Obese, late onset’ asthma’ eosinophilic’ obstruction’
<65%
S0 =49 EJ it _J Gender, (% Male)* 36 33 2 2 47 60
' ‘ ; Age At Baseline (years) * 44 (14) 402013.7) 4870123) 445(15) 49(14.6) 4580138)
o Age At Onset Of 23018) 102(9.97) 3350156) 273019.) 345(165) 23(214)
CLUSTER 3 Symptoms (years)*
S i 302 (67) 28.6(534) 36(6.74) 276(621) 26(4.33) 28.8(4.34)
e g s s R Pack year hi 25 (49 1 19028.5] 65(85 85 175(515
» Identification of five distinct clinical phenotypes using Goromi pontationd} 2 ) ) i e 0l
cluster analysis: HAD Anxiety Score? 9(5) 84.77) 9.86(4.92) 888(5.1) 7.72(459) 7.27(5.68)
Cluster 1: early-onset atopic asthma with normal HAD Depression Score? 76 629(4.26) 808(4.54) 646(5.07) 638(368) 647427
lung function Atopy (% Yes) * 65 72 61 66 65 59
Cluster 2: early-onset atopic asthma and preserved Total IgE blood 498 (2023) 557(1010) 229(262) 102(124) 370(404) 576797)
lung function but increased medication count kun*

requirements and health care use

Cluster 3: mostly older obese women with late-
onset nonatopic asthma, moderate reductions
in FEV,, and frequent oral CS use

Cluster 4 and 5: patients with severe airflow
obstruction, frequent exacerbations, use of oral
CS, history of ICU admission, and poor QoL

Moore et al AIRCCM 2010 Newby C. British Thoracic Society Severe Refractory Asthma Network PLoS One 2014



Eldka pouvoTuTILKA KOl EVOOTUTILKA XOLPOLKTNPLOTLKAL

» AocOeveic pe aoBpo oPunc Evapénc: Evog emumAgov el8IKOC PpovOTUOC amoTeAEL TO

aodua oyetilouevo ue tnv epyacia (work-related asthma)....

TABLE 2
Respiratory Symptoms and Exposure
in the Study Population®

Cases Controls r
No. of patients 152 150 -
Sociodemographic data
Mean age, y 42.5(16.1) 382(154) 02
Women, n (%) 10 (72.4%) 86 (57.3%) .01

Etiology of Adult-Onset Asthma

Exposure
Occupational 19 (13.6%)
Late/adult onset Domestic mammals B(5.7%)
Medication T(5.0%)
Environmental allergens 49 (35.0%)
Not identified T4 (52.8%)
Total 140 (1009

Occupational Asthma

Occupation No. Wheezing at Work Specific Sensitization Occopational Asthma
Domestic cleaner 13 5 (38%) 0(0%) 5 (38%:)
Industrial cleaner ] 0 (0%) 2(33%)" 2 (33%)
Hairdresser 8 3(37%) 0(0%) 3(37%)
Industrial chemist 7 1 (14%%) 0(0%) 1 (14%)
Baker 3 1 (33%) 2 (679 ) 2 (675%)
Tanner l 0 (0%) 1 (100%)" 1 (100%)
Welder 3 2 (67%) 1(33%) 3 (100%)
Other T 2(29%) 0(0%) 2 (29%)
Occupational exposure 43 14 (29%) 6 (12%) 19 (40%)

Casas X. et al. Arch Bronconeumol. 2008



ElSka pouvoTuTILKA KOl EVOOTUTILKA XOLPOLKTN PLOTLKAL

» AcbBeveic pe aoOpa oPLung Evapéng: .... KABwWC Ko to aodua oyettl{OUEVO UE TNV EULNVO
puan (premenstrual asthma - PMA)

'Premenstrual asthma

 Premenstrual asthma (PMA) is considered to be the cyclical deterioration of
the asthmatic condition during the premenstrual phase and/or the first days of
menstruation.

+ Affects >30% of asthmatic females, according to various studies (Eliasson O. et
al JACT 1986, Agarwal AK. et al J Asthma 1997)

* 3 groups of patients have been observed in wide-ranging studies of asthmatic females

of fertile age

1) patients who suffered deterioration neither of their symptoms nor of PF;

2) others who had a slight exacerbation of symptoms and reduction of PF values,
controlling their symptoms with an increased dose of their normal medication

3) those who suffered a clear deterioration in their asthma and/or a significant
exacerbation of PF wvalues, their asthma beimng difficult to control, occasionally
requiring admittance to hospital or an emergency department.

Pereira Vega A, et al ERJ 2010




O 060evic ne oy sp@oviCopevo aclpa

*  OgpamevTIKN) TPOGEYYION



OEPATMEUTIKN MPOCEYYLON

» AocOeveic pe aoOpo OPLunc Evapéng: OepameUTLK AVILLETWIILON WOLla OTwe o€ KaBe aAlo

aocBua

Stepwise management - pharmacotherapy

PREFERRED
CONTROLLER
CHOICE

Other
controller
options

RELIEVER

Symptoms
Exacerbations
Side-effects
Patient satisfaction
Lung function

Diagnosis

Symptom control & risk factors
(including lung function)

Inhaler technique & adherence
Patient preference

Asthma med

ications

Non-pharmacological strategies
Treat modifiable risk factors

'STEP5

STEP 3 Refer for
STEP 1 STEP 2 add-on
treatment
- eg
Med/high tiotroptm
ICS/LABA i antigE,
Low dose anti-IL5
Low dose ICS ICS/LABA**
Consider low Leukotriene receptor antagonists (LTRA) Med/high dose ICS ‘Add tiotropium*% Add fow
dose ICS Low dose theophylline* ow dose ICS+LTRAHIgh dose ICS :dose OCS
(or+theoph®) it LTRA
or + theoph*)

As-needed short-acting beta2-agonist (SABA)

As-needed SABA or
low dose ICS/formoterol*

WITH 7,
5 4

AN

UPDATED
2017

*Not for children <12 years

**For children 6-11 years, the
preferred Step 3 treatment is
medium dose ICS

#For patients prescribed
BDP/formoterol or BUD/
formoterol maintenance and
reliever therapy

1 Tiotropium by mist inhaler is
an add-on treatment for
patients 212 years with a
history of exacerbations

GINA 2017



OEPATEVUTLKN MPOCEYYLON

» AoOeveic pe acbpa oPunc Evapénc: .... ELOIkEC Bepameiec oto coPapd doBua avaloya He
Tov bLaitepo patvotumo ) evéotuTo

[ Severe uncontrolled asthma |

v Check and try to improve co-morbidities — exposure — adherence and proper treatment (Step 4 GINA guidelines) i

[ Assess phenotype (clinical features) and endotype (biomarkers) ]

T2-high asthma
Atopy +, IgE > 100 IU/mL, FeNO > 30ppb, blood EQS > 300/pL, sputum EQS > 2%

J |

T2-low asthma
Atopy -, IgE < 100 IU/ml, FeNO < 30ppb, blood EQS < 300/pl, sputum EQS < 2%

—

Allergic predominance (Table 1)

]

¥
—»[ Omalizumab ] [@

—r[ Eosinophilic predominance (Table 1)

)

v
— (anti-s | (ocs] [Anti-iL4Ra

—'[ Allergic/Eosinophilic Overlap (Table 1) ] —

Allergic BronchoPulmonary Mycosis (ABPM)
Fungus specific IgE or SPT+, bronchiectasis,
blood eosinophilia, markedly elevated IgE

#

Aspirin intolerance
LTRAs /

[Omalizumab or Anti-ILS] [OCS ]

Severe allergic rhinitis

CRTh2
antagonist?

(Anti-iLara?| |

Neutrophilicasthma Blood EOS<200/ut ] /

[ Macrolides? ] [ CXCR2?
sputum NEUTR > 60%

)

smoking
L =

——mm—m - [Bronchial thermoplasty]

————————— » [Weighl Inss] [ Bariatric surgery?
I

/
1

Asthma associated |

.
1 with remodeling changes

Fixed airway obstruction
--------- >

| — (0cs) (nsrungets) [omateamas?)

—(

Pauci-granulocytic asthma
Sputum NEUTR < 40%, EQS < 2%

)

Zervas E. et al ERJ OR in press



O 060evic ne oy sp@oviCopevo aclpa

 YXvumepdopato



O aoBevic pe oPpa epdavilopevo acdpa

2YMIIEPAZMATA
v' To 6Ypa epdavilopevo aodpa ival apKeTa ouxvo o€ OAEC TIC NALKIEC

v" H Swadpopobidyvwon propel va eivat ipoPAnpatikr, WOWKA os a.oBeveic > 40
ETWV, KATIVIOTEC LE ouvoonpoTNTA

v\ IYETIETOL PE TO YUVOLKELO PUAO KOIL TO KATIVIOMA, ELVOL AlYOTEPO OTOTILKO, LE
XOLUNAR QVATTVEUOTLKA AELTOUpYLA KOl LE XELPOTEPO EAEYXO TNC VOOOU

v\ Ixetiletal pe e8kouC pawdtunouc (work-related asthma, premenstrual asthma),
Lolaitepa oto coBapo acOua (late onset obese women, late onset eosinophilic)

v 1810t YeVIKY OEPATIEVTIKN QVTLMETWTILON, ELOIKEC POAPUAKEUTIKEC TIOPEUPBAOELC OTO
coBapo acOua avadoywc tou palvoTtuTou Kol EVOOTUTIOU



O aoBevnc ne
oypa epdpavilopevo acdua




