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20Bapo aAAepyko aocBuo. Alayvwon Oeparmeia

TL elvol To cofBapo acBua ?

Elval onpavtlko va eEETALCOOVLLE av TO acBua
elvoll AAAEPYLKO ?

[Towa elval n BeAtiotn Beparmeia oto coPapo
aAAEPYIKO aoBua ?



Fopwtnpoata

TL elval to coBapo acBua ?

Elval onUOVTLKO VAL ECETAOOVE av TO aoBpua
elval AAAEPYLKO 7

[Towa elvat n BeAtiotn Beparmeia oto coBapo
aAAEPYIKO aoBua ?



Oplopoc coPBapou acBuatoc

- AocBua ou xpnlet upnAecg dooelg ICS kat 1 Sevtepo otabepormolntiko (kat/n
CS), ywa va pnv €€eAxOel o€ N eAeyyOUEVO

N MaPAUEVEL “Un eAeyyouevo” apad avtn tn Bepameia

- EAeyxopevo acBbpua mou yelpotepeVeL PE TN Lelwon Twv P nAwv 6ocswv ICS N
ouoTNUATKWVY CS

ERS/ATS Guidelines Severe Asthma Eur Respir J. 2014



ERS/ATS Task Force 2014

OpPLONOC 1N EAEYXOUEVOU ACOUOTOC

Mtwxo¢ €Aeyxoc cupmtwpdtwy: ACQ >1.5 1 ACT<20

JUXVEC oOPaPEC TAPOEUVOELG: 2 1) TIEPLOCOTEPEC WOELS OUOTNUOTIKWY CSs
(Yo dStaotnpa >3 nuepwv N KaBepia) To MPonyouUUEVO ETOG

Baplac Mopodnc/Emikivbuvee mapofUvoelc: TOUAAGXLOTOV Ll vVoonAesla,
napopovy o€ povada evtatlkng Bepameioc 1 xpAon  MNXOVLKAC
UTTOoTAPLENC TNC AVOITVONC TO TIPONYOUEVO £TOC

Mveupoviky Aewtoupyia: FEV,<80% tou mpoPAenopevou (mapoucia
ueltwpevou FEV,/FVC)



Tt onpotivelt uPpnAn 66on ICS? GINA kat ERS/ATS

TABLE & Definition of high daily dose of various inhaled corticosteraids in rel:

Inhaled corticosteroid Total daily dose (mcg)

Low Medium  High Inhaled corticosteroid Threshold dailv dose in ua considered as hiah
Beclometasone dipropionate (CFC) 200-500  >500-1000  >1000 Age >12yeas
Beclometasone dipropionate (HFA) 100-200 >200-400 | >400
Budesonide (DPI) 200-400  >400-800 | >800 Beclomethasone dipropionate >2000 (0PI or CFC MDI|

Ciclesonide (HFA) 80-160  >160-320 | >320 >1000 (HFA MDI|

Fluti ' DPI or HFA 100-250 250-500 500 Sisce w Al e L
> > . ‘
Wlicasone proplonate (OFY of Ity ™) Ciclesonide 5320 (HFA MDI|
Mometasone furoate 110-220  >220-440  >440 Fluticasone propionate >1000 (HFA MDI or DP)
Triamcinolone acetonide 400-1000  >1000-2000 >2000  Mometasone furoate
Triamcinolone acetonide >2000

GINA Guidelines 2018 ERS/ATS Guidelines Severe Asthma Eur Respir J. 2014



2UYvoTnTa coPapou aoBuatoc

* Aev undpyouv cadn erdnuLoAoyika dedopeva, OUwWS oUUPWVA LE EKTLUNOELG
eLOIKWV 5% pe 10 % Tou cUVOAOU TWV ALoOUATIKWY TIACXEL arto coapo dobua

Ll & % population aged
18-44 years

/,fﬁiﬁ W0
Bl s.0-90
nso 5.9

’»7 <3.0
No data

500.000 voonAeisg/étog
o€ aroua ue coBapo aocdua

European Lung Foundation — ELF WHITE BOOK 2012



To coPapo aocOua £xeL coBapeC EMUMTWOELG KOl AvENUEVN XPNon
MOPWV LYelag

~50,0000

NoonAeieg kabe xpovo otnv

Eupwnn twv acBevwv mou T
TLAoXouV amno coBapod
acOpa?

15,000

Oadvartol etnoiwg otnv Evpwrnn
odeilovtal otn vOCO TOU
acBuoatog?

40%
TWV aoOuatikwyv acBsvwv
€XOUV HETPLO €WC coPBapd
aocBual

22N

otnv katataén Baocel poptiou
VOOOU TIOYKOOUIWGS

To coBapd aAAepyIKO AoBua
aTTOTEAEI Hia :
n otroia oTav :

EXEI
aTnVv ToI0TNTA WNG AAAG KAl
oTIG dATTAVEG UyEiag

~300 ekaToppUpIa
avBpwrol maoyouv anod acdua
TIYKOOMIWG?

$6,022

To KOGOTOG ava acBevr) Tou MACKEL
anod pn eAeyxouevo acbua mapa

TOU OUVOALKOU KOOTOUG odeiletal
T Xpron Beparneiag pe ICS+LABA*

oto coBapd acOuo®

1. Braman SS. The Global Burden of Asthma. Chest 2006;130;4S-12S. 2. http://www.asthma.org.uk/News/asthma-experts-form-new-partnership-to-halve-european-asthma-deaths [Accessed 5 November 2014]

3. World Health Organization. Global surveillance, prevention and control of chronic respiratory diseases. A comprehensive approach. 2007. Available from: http://www.who.int/gard/publications/GARD_Manual/en/ [Accessed 31 October 2014]
4, Sullivan SD, Rasouliyan L, Russo PA, et al. Extent, patterns, and burden of uncontrolled disease in severe or difficult-to-treat asthma. Allergy 2007;62:126-33. 5. Parkhale S, Mulpuru S & Boyd M. Optimal Management of Severe/Refractory
Asthma. Clin Med Insights Circ Respir Pulm Med. 2011;5:37-47. 5. Jang A-S. The role of rhinosinusitis in severe asthma. Korean J Intern Med 2013;28:646-651.



Fopwtnpoata

TLelval To coPapo acBua ?

ElvaL onpovtiko va e€stdooupe av to acpa eivol
AAAEPYLKO ?

[Towa elvat n BeAtiotn Beparmeia oto coBapo
aAAEPYIKO aoBua ?



Elval to coBapo acBua pla eviaia voooc?

[ avtergies [|Pathogen/Physical/Cellular/Metabolic | Smeking |

MO Oxidative/nitrative
siraess

IL-&/-13 Mewutrophils

E2) s

IL-413
|

IgE

Fibroblasts/fmatrix
Dbesity/metabolic factors
growth factors

a~ Fe - Vessels

Airway smmooth muscls

ERS/ATS Guidelines Severe Asthma Eur Respir J. 2014



To aAAgpyko acOua eival o cuxvotepoC GalvoTuTIOC TOU
coBapou aoBuatog

Noocootd acBevwv Mo NAcXouv oo aAAEPYLKO AcOUa 0€ MEAETEG
oofapou acOpatog (%)

ENFUMOSA SARP
n=163 n=726

TENOR U-BIOPRED
n=2985 n=359

The ENFUMOSA Study Group. Eur Respir J 2003;22:470-477; Moore WC, et al. J Allergy Clin Immunol 2007;119:405-13; Haselkorn T, et al. J Asthma 2006;43:745-52 U-Biopred Study Group Eur. Respir. J. 2015
Nov;46(5):1308-21



2oBapo — duokoAa eAeyxopevo AcOpua

* 600 ouYVO glval To aAAepyiko urtoBadpo otouc acBbeveic pe cofapod acOua?

Allergic asthma in German Severe Asthma Registry

59 patients (14.7) with positive SPT but no clear

211 patients (52.2%) with allergy symptoms and a } i
correlation between asthma symptoms and allergic

positive SPT against common allergens

sensitization
Age (years) 46.5+0.8
FEV, (%pred.) 62.2+2.3
Exhaled NO (ppb) 4114
Total serum IgE (IU/ml) (median, range) 280(4-13292) Korn, et al. ARJCCM 2014

British Thoracic Society Severe refractory Asthma Registry

Table 6. Clinical characteristics for new BTSsevere refractory asthma dataset using the classifier.
Cluster 3 (N=35;
Cluster 1 (N=90; 14%) ‘normal lung Cluster 4 (N=32; Cluster 5 (N=
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’ il ilic’ ion’

Gender, (% Male)* 36 33 32 26 47 60
Age At Baseline (years) * 44 (14) 402(13.7) 487(12.3) 445(15) 49(14.6) 45.8(13.8)
Age At Onset Of 23 (18) 10.2(9.97) 33.5(15.6) 273019.1) 345(165) 23214)
Symptoms (years)*
smr* 302 (6.7) 28.6(5.34) 36(6.74) 276(6.21) 26(4.33) 28.8(4.34)
Pack year history 25 (49) 9(21) 19(28.5) 65(8.5) 4(85) 17.5(51.5)
(for whole population) e . o
HAD Anxiety Score* 9(5) 8(4.77) 9.86(4.92) 888(5.1) 7.72(459) 7.27(5.68) NeWby C' BrltISh ThoraClC SOCIety
HAD Depression Score? 7 (4 6.29(4.26) 808(4.54) 6.46(5.07) 6.38(368) 6.47(4.27) Severe Refractory Asthma Network
Atopy (% Yes) * 65 72 61 66 65 59
TotalIgE blood 498 2023) 557(1010) 2290262) 102(124) 370(404) 576(797) PLoS One 2014
count kU/T




KAwikol Qatvoturmol aoBpatoc evnAlkwv

Di}ct)?(i-a?lf S Monitoring inflammation Eximary/ Caxe Asthma Secoddary; Care Asthma
Svmptoms N allows down-titration of
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Haldar, Pavord, Shaw, et al.:, 2008



O KkevtpLko¢ poAoc tn¢ Igk otnv maBoduacioloyia Tou
coBapou aAlepyLkoU acOuatoc

.
i3 Allergen
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Olin JT & Wechsler ME. BMJ 2014;349:g5517




Palomares et. al., Int J Mol Sci. 2017 Jun 21;18(6).

role of IgE in the allergic cascade

Provocation
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H AY=ZHMENH IGE ATTOTEAEI MTPOINQ2TIKO BIOAEIKTH NA TO 20BAPO A2OMA

TENOR: 3 xpovia peAéTn rapatipnong 4,756 Ayepikavwy aoBevwy pe ocoapd | SUCKOAO OTh
OepaTtreia aoBua

g 300 - B mild
5 [ Moderate
T_,,' 250 - .- 238 I Severe
(]
> I 4 r Vé
3 2001 * H uwnAdtepn Tipn TNG IgE oxeTieTal pe
o 150 - Mo oof3apd AocOua PETACU TWV
g VEOTEPWY AOBEVWIV AAAG OXI HETAEU
el 88 ’ ,

ik 82 TWV MEYAAUTEPWV O€ NAIKIa
3 50
-
9
S oA 1

Children Adolescents Adults

(n=253) (n=228) (n=1690)

. References: 1. Borish L et al. Ann Allergy Asthma Immunol. 2005; 95: 247-253. 2. Gergen PJ et al. J Allergy Clin Immunol. 2009; 124(3): 447-453.



Fopwtnpoata

TLelval To coPapo acBua ?

Elvall onUavTLKO VoL ECETAOOVULE Qv TO acOua
elval AAAEPYLKO 7

Mowa eivat n BEATotn Beparmeia oto coBapo
aAAEPYLKO acOpua ?



OepameuTIKOC aAyoplBpoc kata GINA

PREFERRED STEP 2
CONTROLLER
CHOICE
Low dose ICS
Other ; . .
ol Consider low Leukotriene receptor antagonists (LTRA)
controtler dose ICS Low dose theophylline*
options
RELIEVER As-needed short-acting beta,-agonist (SABA) As-needed SABA or

low dose ICS/formoterol”

*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

T Tiotropium by mist inhaler is an add-on treatment for patients =12 years with a history of exacerbations

Global Strategy for Asthma Management and Prevention, Global Initiative for Asthma (GINA) 2017. Available from: http://www.ginasthma.org/



Evdelén Omalizumab oto AcOpua

Xolair SmPC March 09, 2017

To Omalizumab evdeikvutal wg enumpocBetn Beparmeia yla tn
BeAtiwon tou eAéyxou Tou aoBpuatoc os aoBeveic pe coBapod emnipovo
aAAEPYLKO AoOpa, oL omtoiol TANPOUV Ta TIOLPAKATW KPLTHPLAL:

MNawdia (6 €wg <12 etwv)  EvAwkeg kat €pnPol (212 sTwv)

1.

Ocetika Seppatika test (skin prick tests) i in vitro avtidpaon oe €va xpovio, agpopetadePOUEVO
oAAepyloyovo

lgE= 30— 1500 IU/ml
Huepriola Kol VUKTEPLVA CUMITTWHATA Ttapd TS UPNAEC, nuepnoleg dooelg ICS kat LABA
MOAAOTTIAEC TEKUNPLWUEVEC OOBAPEC TTAPOEUVOELC ACOUATOC

Mewwpgvn niveupovikn Aettoupyia (FEV,<80%)



Mnyoaviopoc dpaonc Omalizumab

Anti-IgE \Wr/
Voo

Aéopeuon
€AelBepng IgE,
peiwon IgE
ouvoedepévng
OTU KUTTOPO

l

IgE avriowpara

Meiwon

€Kppaong
FceRl

v

Meiwon
ameAeuBEpwong
pecoAapnrwv

v

MaoTokUTTOpPO, EWCIVOPIAQ,
OevOpITIKA KUTTAPO

* | AN\epYIKN @Agypovi
+ Amrotpotri e§dpocwv
. Msiwollgupmg;ug{g;yf—f

. il —

AMNAepyiKn
PAeypovi)

AtreAeuBépwon
pecoAapnrwv

Holgate ST, et al. Nat Rev Immunol. 2008;8:218-230




ATIOTEAEOHATIKOTNTA — TUXOLLOTTOLNMEVEC KALVLKEC MEAETEC

Risk ratio B Omalizumab + OAT (n=59) B OAT (n=23)
Study or subgroup M.H, random, 95% CI 30% - —p=0.002 =
B 2001
Hg%S;e 2004 - g 20% - 18.3%
Humbert 2005 © T o J
Lanier 2009 °E’ 3 10%
Milgrom 2001 0O 0% A
Ohta 2009 '; 8
Soler 2001 ?:o % -10% +
Vignola 2004 g 5 20% -
Total (95% CI) ©e
X = -30% +
01 02 05 1 2 5 10 € _40% A
Favours omalizumab Favours placebo
-50% - -45%
Change in AQLQ score' = Omalizumab
i, 139 S Mean total asthma symptom score = QAT
Week 16 Week 32

1.02 1.01

Ll

-0.04

-0.11

MCID: 0.5 points

A-0.67
INNOVATE ~ ETOPA SOLAR  Study008  Study009  Study011  Pooked - p<0.001 4-0.87
n=419 n=294 n=364 n=523 n=537 n=315 n=2452 p<0.001

Rodrigo GJ, et,al. Chest 2011 Siergiejko Z, et al. Cur. Med. Research & Opinion 2011



ATIOTEAEOHATIKOTNTA — TUXOLLOTTOLNMEVEC KALVLKEC MEAETEC

p<0.0001 200 =
0,7 - = Omalizumab (n=2,302) -47% A=94 mL
0,6 - = Control (n=1,601) 0=0.003 é p=0.042
(7]
[J] = 1 -
© 0,5 S >0 = Omalizumab
- 04 £ = Placebo
O o
N >
§ 0,3 o
€02 g- 100 <
< —
0,1 —
>
0 i
Hospital Emergency Unscheduled Total emergency 0.0
admissions room visits doctor visit visits EB 5 op 450 28
. Changes in mean AQLQ score = Omalizumab (n=224)
20 7 Omalizumab (n=268) = Placebo (n=257) from baseline to Week 31 B OAT (n=97)
*p<0.001 vs. placebo 1257 1,07 1.08* 1.08* 1.06*
60 1.00 - 0.91*
40 0.75 4
0.50 4
20
0.25 4
0 0.00 1
Median dose Patients (%) with Patients (%) with 0.07 0.07 .0.07 001 -0.07
reduction (%)  >50% dose reduction  complete ICS 0257 symptoms  Activities Emotions Environmental — Overall
withdrawal exposure score

Rodrigo GJ, et,al. Chest 2011 Siergiejko Z, et al. Cur. Med. Research & Opinion 2011



BeAtliwon twv acBevwyv pe Omalizumab Baon Twv ewowvodpAwv

(aELo?\évnon amo €LOkoUC Kat pelwon >40% twv napoEUvoewv)

.- 150-299  300-399  400-499 500-699  700-999 >=1000

FIGURE 4 Combined responders to omalizumab treatment in adults [=18 years] according to the distribution
of blood eosinophil count in the whole population.

Discussion

Humbert M STELLAIR study. Eur Respir J 2018:




[eplotatiko 1

32 eTwv, yuvaika, pn KkamviotpLa, WLwtkn untdAAnAoc. NMpooépxetal oTo LATPELO
ylo ektipnon

AcOpua ano maldikn NAkia e vdpeon otnv epnPeia. Emavepdavion vooou ota 25.
AN\epyLkn pvitda, Aouto LoTopLko eEAeVBEPO

Aywyn: Formoterol/Budesonide 9/320mcg 2 x 2 armno €touc, Montelukast 10mg
armo 5etiac, xprion Salbutamol 4-5 popéecg tnv eBdopada to teAeutalo piva. Pwviko
CS KoL QVTLOTAMLVIKA KAt €TtikANGN

Tov teAevtaio pnva Eumvael cuyxva ta Bpadia amo Brxa.

2 mapoéUvoelg Tov teAeutalo xpovo pe OCS, 1 voonAeia tpo 1,5 €touc. ACT=18

Stupopétpnon: FEV, 73%, FVC 85%, FEV,/FVC 72% , B/A = 14% | 240ml

MNpooBnkn Tiotponio 2)1



[Meplotatiko 1 (ovveyxela peta 1 unva)

'E}\EVXOC ouvoon porr']twv apVF]TLKC')C (oxt mapapvokoAnitida pe CT omhayvikoU kpaviou, oxt OSAS, oxt ron,
OXL CUOXETLON KE EUUNVO pUON).

AEPUOTIKA TEOT: +++ yLaL akapea Kot tepdLkakt, IgE = 280 IU/mL

EOS aipatoc =4%r 280/ul, FeNO = 31ppb

MARPNG Asttoupytkog: TLC=110%, RV=125%, RV/TLC 1\, DLco —KCO=«k¢d

HRCT slomvon-ekmnvon: air-trappinng, eAAXLOTEC BPOYXEKTAOLEC, XWPIC AAAEC
naBoAoyLKka evpruata



[Meplotatiko 1 (ouvexela peta 3 pnvec)

‘EAeyX0G OWOTAG XPAONG CUOKEUNC KAl cUppopdwon = OK

Aywyn yla pwvittda cuvexnc (nasal CS — avtiotaptvikd — antiLTRs)

Xwpic Wdlaitepn PuyxoAoyikn emiBapuvon, KAAO OLKOYEVELAKO TIEPLBAAAOV

Napa tnv aywyn (FM/BUD 9/320mcg 2 x 2 Tiotporuo 2x1 kot Montelukast 10mg 1 x 1) cuveyilel
SABA > 3 dopec/e0., mMEPLOPLOUOC OpaoTnplotnTtwy Kat ACT=19

1 mapoéuvon mpo 1 privo Petd amnod oyevn Aolpwén pe OCS.

stupopétpnon: FEV, 79%, FVC 92%, FEV,/FVC 75%

‘Evapén Omalizumab 450 mgr/piva ( OAwkn IgE = 2801U/ml, Bdpog 66 KlAa )



[Meplotatiko 1 (4 unvec peta Omalizumab)

Xwplic mapoéuvon to TeAeUTOlO TETPAUNVO
Aywyn: ApetafAntn. Xpnon avakoudploTtikng aywync < 2 popéc tnv eBdopada
Yriokelpevikn BeAtiwon. ACT: 22

Xripopetpnon: apetdBAntn (FEV, 79%, FVC 94%, FEV,/FVC 75%)

Avtarmnokplon oto Omalizumab?

NAI



‘EAeyxoc avtamnokplong otn Beparmeia pe Omalizumab: otig 16
eBOOHAOEC

N
o
-
N
=3
0)]

20 24 28

O_ N E B Omalizumab
% g—O.2_ \-’i/ Placeb
2 806] - p<0.05
2 0.8 :
8 —1.0° -
= _ -
§ __ 25 -
= 7 =
> E 29 : p<0.05
& 4 15 - |
S 19 A
0. 5 ;
0 4 8 12 16 20 24 28
Weeks

Humbert M, Allergy 2005



MeAetn EXALT: Zxedlaopog

MOAUKEVTPLKN, TUXOLOTIOLNEVN, AVOLKTAC OHavong LEAETN TTApAAANAWY OUAdwV

Omalizumab + optimised asthma therapy (n=271)

Adults inadequately
e
step 4 therapy

Placebo + optimised asthma therapy (n=133)

Randomization 16 weeks 32 weeks

e Ztoxog: Na rmapaxBouv dedopéva umootpLlEng TG MPOTEWVOUEVNS aéLloAdyNoNnG
NC amokplong otn Beparmeia otic 16 eBdopadeg

*  MpwTeloV KATAANKTLKO ONKELD: JUVETELO OTNV ATtOKpLon (%) LEow TNC XProNng
TOU epwtnuatoloyiov GETE

Bousquet et al., Allergy 2011 66 (5): 671-678



EXALT

72,8% YapoKTnpiotnke wg
QMOKPLVOEVO™* OTLG 16 EBSOMASES

76,8% YapoKTnploTnKe wg
OLTLOKPLVOEVO OTLG 32 BSopnadeg

Bousquet et al., Allergy 2011 66 (5): 671-678



EXALT

To 38,6% TWV N OTMOKPLVOUEVWV
acBevwv otig 16 BSoNAdEG
arnokpidnke otig 32 eBdopadeg

200 -
160 -
120 -

Mn anokpwopevor*

80 -

Week 16 Week 32

Bousquet et al., Allergy 2011 66 (5): 671-678



KaAutepoc deiktng avtamnokpilong oto Omalizumab:
N OUVOALKN EKTLNON ato TOo yLaTpo

Respir Med. 2007 Jul;101(7):1483-92. Epub 2007 Mar &.

Predicting and evaluating response to omalizumab in patients with severe allergic
asthma.

Bousguet J!, Rabe K, Humbert M, Chung KF, Berger W, Fox H, Ayre G, Chen H, Thomas K, Blogg M, Holgate S.

#+ Author information

Abstract
BACKGROUND: Omalizumab is a monoclonal antibody indicated for treatment of severe persistent allergic

asthma inadequately controlled despite optimal controller therapy. We investigated whether patient selection
could be targeted further.

METHODS: Data from seven randomized controlled omalizumab trials were analyzed to investigate whether
pre-treatment patient baseline clinical characteristics could be identified that were predictive of a superior
response to omalizumab. We also studied whether patients who respond to omalizumab following a course of
treatment could be reliably identified. Univariate/multivariate analyses of INNOVATE data were performed to
identify predictive baseline measures and further investigated in efficacy analyses of pooled data from seven
studies. The best method of identifying responders to omalizumab following treatment was determined by
assessing the ability of various clinical response critena to identify responders and discniminate patient
exacerbation and other outcomes.

RESULTS: Baseline total immunoglobulin E (IgE) was the only predictor of efficacy in INNOVATE. However,
pooled analysis showed treatment benefits irrespective of IgE levels. In omalizumab-treated patients,
physician's overall assessment following a course of treatment identified 61% as responders and best
discriminated treatment outcomes.

CONCLUSION: Baseline characteristics do not reliably predict benefit with omalizumab. Physician's overall
assessment after 16 weeks of treatment is the most meaningful measure of response to therapy.




[Meplotatiko 1 (2 €tn peta Omalizumab)

* Xwplc mapotuvon to teAevutaio €1o¢, 1 TNV 2€tia

* YITOKELUEVIKA pLeyaAn BeAtiwon. ACT: 23, BeAtiwon molotntag (wWNG

* Aywyn: (FM/BUD 9/320mcg 1 x 2 Tiotporo 2x1 kat Montelukast
10mg 1 x 1 oo 1 £€10¢. Xpnon avokoudLoTLKN G aywyng OToviwg

* JrupopeTpnon: uikpn BeAtiwon (FEV, 83%, FVC 95%, FEV,/FVC 76%)

e EOS atlpatoc =2% 1 130/ul, FeNO = 18ppb



MelEteg KaBNUEPLVNC KALVLKN G TTPAKTLKNC-
eXpeRience Registry

Omalizumab (n=943)

] | ] |
I I | I |
Day 1 Week 16 Month 8 Month 12 Month 24

= H eXpeRience ntav pia 6teBvrig, MOAUKEVTPLKA, UN TAPEUPATIKA, HOVOU OKEAOUC
HEAETN apaTAPNONC SLAPKELAG 2 ETWV

= AplOUOG KALVIKA CNUAVTIKWY Kol 00BapwV KALVIKA ONUAVTLKWY TTapofUVoEwWY

= AA\Q KOTOANKTIKA oNUELQ AMOTEAECUATIKOTNTAG:
*  Nowdtnta wng (AQLQ, Mini AQLQ)
* Physician’s GETE tnv eBéopada 16
*  Xpnon népwv vyeiag
° JUMMTWHOTO
*  Huépeg amouaoiag anod tnv epyacia/oxoAeio
¢ Avanvevotikn Aettoupyia (FEV,, PEF)
*  Xpnon Beparneiag kat’ enikAnon kat OCS
* 'EAeyxoc aoBbuatoc (ACT, ACQ)

Braunstahl G-J, et al. Allergy Asthma Clin Immunol. 2013 Dec 4;9(1):47



MeAEteg KAONUEPLVNC KALVIKAC TIPAKTIKNC- eXpeRience Registry

100

Patients %
S ()] o0
o o) o

N
o

o

Meiwon napoivoewv

No clinically significant exacerbations

No severe clinically significant exacerbations

89,9
80,5
67,3
54,1
30,2
6,8
Pre-treatment* Month 12 Month 24
n=916 n=734 n=643

Braunstahl G-J, et al. Allergy Asthma Clin Immunol. 2013 Dec 4;9(1):47

Mean (SD) number of exacerbations
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Clinically significant exacerbations
10 Severe clinically significant exacerbations
8 J
6 1 4.9
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2.2 1.0
2" '
0.6
0.2 0.1
I I 1
L] L []
Pre-treatment™ Month 12 Month 24
n=847 n=842 n=686 n=691 n=620 n=625



MeAetec KaBNUeEPLVNC KAWVLKNG TIPOKTLKN G- eXpeRience Registry

BeAtiwon cupntwHATWY

5.0

3,3

Number of days/week, mean (SD)
O L N W DN Ol O N ©

Daytime symptoms

Nocturnal symptoms/awakenings

LJ ‘0’7 L’ﬁ ‘0’6

Baseline
(n=916)

Braunstahl G-J, et al. Respir Med 2013;107:1141-51.

Month 12 Month 24
(n=734) (n=643)



MeAetec KaBNUeEPLVNC KAWVLKNG TIPOKTLKN G- eXpeRience Registry

BeAtiwon avanveuoTikAC AsLTtovpyiog

FEV, % predicted
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Mean (SD) change from
baseline in FEV, % predicted
©

Month 12 Month 24
(n=734) (n=643)

Braunstahl G-J, et al. Respir Med 2013;107:1141-51.

Mean (SD) change from

baseline in PEF (L/min)

42

40

38

36

34

32

30

40,4

PEF

34.0

Month 12
(n=734)

Month 24
(n=643)



MeA£TeC KAONUEPLVNC KALVIKAC TIPAKTIKNAC- eXpeRience Registry

Meiwon xpniong OCS

35 =
RR: -50.32%
30 : i vs. baseline
X 25
3
S 20 =
[
le] 15 =
2
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©
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O -
Baseline Week 16 Month 8 Month 12 Month 18 Month 24
n=916 n=881 n=803 n=734 n=689 n=643

Braunstahl G-J, et al. Allergy Asthma Clin Immunol. 2013 Dec 4;9(1):47



MeAEteg KAONUEPLVNC KALVIKAC TIPAKTIKNC- eXpeRience Registry

Meiwon xpriong mopwv Uyeiog

NoonAeieg, emLOKEPELC
OTO ETELyOVTA KL OL LN
TIPOYPOLULLOTLOEVEC
ETILOKEYPELC OTOV LATPO
Teivouv oto punbév!!
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Braunstahl G-J. et al. Allerev Asthma Clin Immunol. 2013 Dec 4:9(1):47



[TeploTaTKo 2

41 eTwv, yuvaika, pn Kamviotpla, mopakoAouBeitol oto Latpeio > 7 £Tn

Aywyn: Fluticazone/Salmeterol 500/50 1x2, x'pr']qr] Salbutamol 4-5 popec tnv
s[¥60ua6a To TeAevutalio 3 punvo. Pwiko CS kat’ emikAnon

Tov teAeutaio 3pnvo §unvast cuyva ta Bpadla oo Brxo KoL CUPLYUO Kal
avagpepeL SUOTVOLA 0TNV EUKOAN KOTIWAN, 3 TTAPOEUVOELG TOV TEAEUTALO XPOVO HE
OCS, 1o teAevutaio €to¢ ACT=14-19

Stupopétpnon: FEV, 68%, FVC 75%, FEV,/FVC 72%, TLC=112%, RV=119%, KCO=kd

AepUATIKA TEOT: +++ yla akapeoa kat AAtepvapta, IgE = 155 IU/mL, EOS aipatog =
2% n 125/ul, FeNO 1o teAeutalo €toc = 28-51ppb

HRCT : xwplc maBoloyika evpApota

‘Evapén Omalizumab 150/pRva



[Meplotatiko 2 (12 pnvec peta Omalizumab)

Xwplic mapouvon to TeAeUTOLO XPOVO
Aywyn: ApetafAntn. Xpnon avakouploTtikne aywynec < 2 ¢opec tnv efdopada
Yriokelpevikn BeAtiwon. ACT: 22

XTipopETpnon: BeAtiwpevn FEV, 75%, FVC 94%, FEV, /FVC 75%

Avtamnokplon oto Omalizumab? NAl

Aywyn: Beclomethazone/Formoterol 100 2x2 ko prn



[Meplotatiko 2 (5 €tn peta Omalizumab)

2 mapoéuvoelg otnv 5etia, 1 pe OC kat 1 pe avtiBiwon kot OC
YToKeLMEVLIKA peyaAn BeAtiwon. ACT: 23, BeAtiwon mowotntac {wng

Aywyn: ApetdpAntn Beclomethazone/Formoterol 100 2x2 kat prn. Xprion
OVOKOUPLOTIKNG aywyrn¢ oToviwg

XripopeTpnon: wikpn BeAtiwon (FEV, 81%, FVC 95%, FEV,/FVC 76%)
EOS aipatoc = 2% 115/ul, FeNO = 17ppb

Awakomny tov Omalizumab



Omalizumab ko diapketa Beparmeiog

4 £tn ouveXou¢ Bepaneiac — Tzortzaki et al.
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Omalizumab kot dtapkela Beparmeiog

7 €tn ouvexoug Bepamneiag — Pace et al.

Number of exacerbations Asthma Symptom Score
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Pace E. et al, Journal of Asthma 2011



Real-life Efficacy of Omalizumab After 9 Years of Follow-up

Francesco Menzella,"™ Carla Galeone,' Debora Formisano,? Claudia Castagnetti,' Patrizia Ruggiero,' Anna Simonazzi,'
Luigi Zucchi'

'Department of Cardio-Thoracic-Vascular and Intensive Care Medicine, Pneumology Unit, Arcispedale Santa Maria Nuova-IRCCS, Reggio Emilia, ltaly
?Scientific Directorate, Arcispedale Santa Maria Nuova-IRCCS, Reggio Emilia, Italy
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Menzella F., et. al., Allergy Asthma Immunol Res. 2017 Jul;9(4):368-372



[Teplotatiko 2 (2 €tn peta tn dtakorn Omalizumab)

e 1 ntapoéuvon otn 2etia pe OC ko 1 avtiBiwon

* YIOKelEVIKA otaBepd BeAtiwpevn. ACT: 21-24

* Aywyn: ApetapBAntn Beclomethazone/Formoterol 100 2x2 kot prn.
Xpnon avakoudLloTIKAC aywyne 2-3 pnva

* Jrupopetpnon: FEV, 80%, FVC 93%, FEV,/FVC 76%

* EOS atlpatoc =2,5% 1 130/ul, FeNO =19 ppb



6 xpovia cuveyouc Beparmeiac 18 aoBevwv
1 xpovo peta tn dlokormnn

Nowotnta {wng NuxtEPIVA CUMTTTWLATOL AviaoOpuatikn Ospaneia
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Nopp et al, Allergy 2007:



6 xpovio cuveyxoUc Beparelog

1 xpovo peta tn dlokormnn

FEV, (% change)

Nopp et al, Allergy 2007:
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6 xpovia cuveyxoUc Beparelag
3 xpovia PETA TN SLakomN

FEV, (% change)

Months after last injection

Nopp et al, Allergy 2010:



6 xpovia cuveyxouc Beparelag
3 xpovia HeTa TN SLaKoTN

« 67% twVv aoBevwyv eilxav otabepomnoinon N
neEPALTEPW BeATiwon Tou AcOuaToC Toug

* 89% twv aoBevwv eiyav otabBepomoinon n
MEPOTEPW PeATiWON OTO VUXTEPLVA CUUTITWHOTOL

* 78% twv acBevwv eixav otabepomnoinon n
ETULMPOOOETN PELWON TNG AVTLOACOUATIKNG OyWYNG

e Kavévacg aoBevrc dev mpe CUCTNUATIKA OTEPOELON

Nopp et al, Allergy 2010:



YU UTEpQOUATA

* To coBapo aoBua eival evo uTtApKTO MPOPANUA

* To aAAepyLko coPapo acOBua amotelei to 50-80% tou coBapoul acOuatoc

* To Omalizumab amoteAel Tn povadikn anoteAsopatikn Bepareia Tou
coBapou aAlepyLkoU acOuaToC

* H aéloAoynon tTn¢ amoTeEAECHATIKOTNTOC YiveTal ot 16-32 eBdopadec

* H BeAtiotn Stapketa Beparmeioc pe opaAtlovpaurnn dev €xel koBoplotel



EpwtnoeLc

e S . :

u w ‘.v.”llrﬂlw/ln.niél\ -




