2 MaveAAnvio ZuvEdpio NoonuAaATwy OWPAKOG
2011

Moakpoypovia Oepamneio pe OMALIZUMAB
oto Bapu AAAepyiko AcOpua:
H epmnelpia otnv NotioavatoAikn Meooyelo.

EAévn TLwptlaKN D, PiD, 7CEP
Entikovpn KaBnyntpia Mvevpovodoyiac, latpikn £xoAn, Maveniotnuiov Kpntne




TYXAIONOIHMENE2Z KAINIKE2
AOKIME2: AIAPKEIA OEPANEIA2

Numerous randomized clinical trials have
demonstrated omalizumab efficacy in
- patients with severe allergic asthma, but
the treatment period has always been
relatively short (16-52 weeks).

Fopul#tinn |
i Handermzad i
' Sampling :
Copgeal e
(Cument Trealmanl) Traalrram
AN ﬁx
P~ ol i .
Improved Pt Improved fen
Impraved Imiproved




Zuvoyn twv paonc Il peAetwv yua to omalizumab o€
eVAAKEC Kot Eprifouc pe aAAEPYLKO aoOua

ApiIBuog aocBevwv  Aldpkela Bepatreiag  ATTOTEAECUATA- ATTOTEAECUATIKOTNTA

MeA€ETN

MeAétn INNOVATE? 419 28 £BdouAdeg MooooTé TTapououwyY doBparog
MeAéTn ETOPA? 312 52 £Bdouadeg MooooTé TTapououwyY doBparog
MeAétn SOLAR® 405 28 €BdouAdEC ZuxvoTnTa TTaPOoSUC WY AoOuaTOG
MeAETn Busse* 525 52 eBdouddeg MoocooT6 TTapo§uouwy doduarog
MeAétn Soler® 546 52 gBdouadeg NMooooT6 TTapoSuowY doBparog
MeAétn Holgate® 341 32 BdouAdeC Msiwon Twv ICS

MeAétn ALTO 1,899 24 €3douadeg NMooooT6 TTapoSuouwWY doBparog

To 93% Twv aocBevwyv TTAnpoucav Ta KpitTipia GINA

yia BapU avBioTdpevo aodua

1. Humbert M, et al. Allergy 2005; 2. Ayres JG, et al. Allergy 2004; 3. Vignola AM, et al. Allergy 2004;
4. Busse W, et al. J Allergy Clin Immunol 2001; 5. Solér M, et al. Eur Respir J 2001;
6. Holgate ST, et al. Clin Exp Allergy 2004



To Xolair BeAtiwvel tTn cuvoAkn rtototnta {wng (Qol)
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*p<0.05; **p<0.01; ***p<0.001 £vavTi pApTUPQ
TMsTaBoAr’] atrd TIuR ava@opds (UECOG EAAXIOTWY TETPAYWVWYV)
1. Humbert M, et al. Allergy 2005; 2. Ayres JG, et al. Allergy 2004;
3. Vignola AM, et al. Allergy 2004; 4. Busse W, et al. JACI 2001;
5. Lanier BQ, et al. AAAI 2003; 6. Soler M, et al. ERJ 2001;
7. Buhl R, et al. ERJ 2002; 8. Holgate ST, et al. Clin Exp Allergy 2004




Meta-avaluon Bousquet J, et al
KAwwkr} artoteAeopatikotnta tov omalizumab

Meta-avaAvon 7 poakpoxpovwv peAetwv daonc Il napovoia
HAapTUPOC. AOKLHEC O€ EVAALKEG Kol epriouc pe aAAEPYLKO aoOua

o TEVTE OLIMAEC - TUPAEG HeEAETEG, Ttapouaia ELKOVIKOU GpapHAaKou
(ouuneplhapBavopévng tng peAétng INNOVATE)

° 800 AVOLKTNAG CHAVONG TOPOUGCLA LAPTUPOG LEAETEG
To omalizumab xopnynOnke wg emumpocOstn OepamevTikn aywyn

4308 AcOsveic cuVOALKQ

2511 oe OMALIZUMAB

Bousquet J, et al. Allergy 2005



To omalizumab usiwvet onuavrtika tic emtokePelc oro TEN
AOyw aodUATOC: CUYKEVTPWTIKA OTOLYE(X

[ToocoaTé ava £10G
[ToocoaTiaia

Omalizumab Madaprtupag p-value uEiwon

2 UVOAIKEG ETTEIYOUOEC 0.332 0.623 <0.0001 47%
ETTIOKEWEIG

Eicaywyég o€ 0.030 0.062 0.041 51%
VOOOKOEIO

Emokéypelc og Tunua 0.026 0.066 0.013 60%
ETTEIYOVTWV

"EKTOKTEG ETTIOKEWPEIG 1TPOU 0.443 0.0003 43%

Bousquet J, et al. Allergy 2005



“Real-life” studies:AIAPKEIA
OEPAMNEIAZ

Apart of strictly selected clinical trials, “real-life” studies
have also evaluated omalizumab efficacy in patients with
severe allergic asthma, but for a limited treatment period,
from 5 months to 1 year, assessing asthma exacerbations,
hospital admissions, the use of corticosteroids, and
patients’ quality of life.




Respiratory Medicine 2007

Effectiveness of omalizumab (Xolair"™) in the first
patients treated in real-life practice in France

Mathieu Molimard®*, Frédéric de Blay®, Alain Didier®, Vincent Le Gros®

Table 2 Anti-asthmatic treatments at inclusion.

Patients with
wrsconitrotled
severe allergic
asthima {n = 146}

Inhal ed corticostercid use
Patients with data, m
Users, m (%)
Dse (pg BDP eguivalentfday ), mean-+ 5D

146
146 (100)
3071.2 +1579.52

Continuous oral corticosternoids

Patients with data, n a7
Lsers, n (%) 54 (B2}
D= (el day), mean 4 50D 265+ 1049
Long-acting ihaled Pe-agonists
Patients with data. n 145
Users, m (%) 145 {103 )
Formmoberod
n (%) Ay (48.3)
Dose (paSday), mean—+ 5D 45.44+721.22
Salmeterol
n (%) 3 (51.7)

Dose (pefday), mean+ 5D 182.7 + 73 .40




To XOLAIR HEIWOE TIG TTAPOEUVOEIG KAI TIG ETTICKEWYEIG
OTA ETTEIYOVTA

Rate of asthma-related events for patients with follow-up data at more tha@
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Molimard M, et al. Resp. Med. 2007




48% TWV acBevwy peiwoav N dIEKoav TEAEIWG TA
per os KOPTIKOEION

B Auinon W apetdBAnTn B eAdTtTwon M S10KOTTAH

Molimard M, et al. Resp. Med. 2007



Table 3 Omalizumab treatment.

Total population Overdosed Underdosed
Continued treatment, n (%) 101 (6B.7) 11 15
Discontinuation of treatment, n (%) 45 (30.6) 2 18
Reason for discontinuation
Unsatisfactory therapeutic effect 28 (19.0) 1 12
At = 16 weeks of treatment 21 (14.3) 1 9
Adverse effect 8 (5.4) 1 2
Mo longer clinically required 2(1.4) 0 3
Patient's wish 2 1(1.4) o0 o
Death” 1(0.7) 0 0
Other 4 (2.7) 0 1

"Nat suspected to be related to treatment.

Molimard M, et al. Resp. Med. 2007

Table 4 Undesirable effects.

Total population

{n =147}, n (%)

Patients with =1 adverse effect 39 (26.5)
Which led to treatment discontinuation B (5.4)
With severe adverse effect 51(3.4)

Most frequent adverse effects
Headache 12 (8.2)
Asthenia 6 (4.1)
Local reaction (at point of injection) 5 (3.4)
Hausea 2 (3.4)
Vomiting 4 (2.7)
Fatigue 4 (2.7)
Arthralgia 3(2.0)
Myalgia 3(2.0)
Vertigo 3(2.0)
Thoracic pain 3(2.0)
Flu-type symptoms 1(1.4)
Unease 2(1.4)
Irritability 2 (1.4)
Weight gain 2(1.4)
Dyspnea 2(1.4)
Prurt 2 (1.4)




Respiratary Medicine (2009) ¢, 1-10

available at www.sciencedirest.com
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“e* ScienceDirect

EVIER journal homepage: www.elsevier.com/locate/rmed

‘‘Real-life’’ effectiveness of omalizumab in
patients with severe persistent allergic asthma:
The PERSIST study.™

Pre-Screening -
G. Brusselle ®, A. Michils®, R. Louis %, L. Dupont 9, B. Van de Maele ®, n =183 e st
A. Delobbe, C. Pilette ®, C.S. Lee ™'"** S, Gurdain¥, S. Vancayzeele® & - reimbursament [ssue
K i TR h i hi' 2 - Inveatigaior witdrawa
P. Lecomte *, C. Hermans ", K. MacDonald ", M. Song "/, |. Abraham ™ — &-recruitment afier open
Visit 1 Enrolled anrollment
n =160

"—"l No effectivensss data {n = 2)
Visit 1 Evaluable
n=158 Did not complete V2 {n =5)
1 -death
Stopped omalizumab treatment (n =7) - 1 - non-adhersnce
3 - zide affecta e o 1 - other {(nod spacified)
1 -insuflicant affent 2-zloppsad deug (not
3 - odher (not specified) apaciied) +no data
! +6 off omalizumab [~ """ o
[PPSR —————
Mot continuing on omalizumab (n= 18)
10 - mon respondens Visit 2 (=16 weeks)
2 - adeeflzck L n= 153 [I-I—r:l
1 - pakent wanied i stogp fn= 145 (PP)
2 - adminisiratve problems
1 - ober ireaiment efizcive
em e ——— Did not complete V3 (n =12)
| +6 off smalizumab !‘ """"""" {8 on omalizumaly)

1 - death
7 -loat to follow-up
1 - witdrew consent

3 -aiopped particpation

Stopped omalizumab treatment {n = 18)
2- dde affzcts
5- insuflicent effect

2 - mon-compliancs

2— aiministratve protlems
1 - scheduled procedurs

2 - suggested tharapy

1 - patient decsnn

1 - holidays

Visit 3 {=52 weeks)
n= 130 (ITT)




The PERSIST study

BeAtiwon nveupovikng Aettoupyiog (+12.72)

Meiwon npuepnowwv (-70%) & vuxteplvwv cupuntwpatwy (-55%)

Meiwon 66on¢ (38.4%) ko aplBpou twv aacOevwyv nmou
XPELAOTNKOV per 0s oTEPOELSN yla dtatripnon EAEyxXou Tou

VOO LOLTOC

Evw 10,7 % twv a.cOevwv otn HEAETN QTAV KATIVIOTEC £6eL§av Ta

L6La KAAQ ATTOTEAEGLOTOL LE TOUC HN KOTIVLOTEC

Brusselle G et al. The Persist Study. Resp Med 2009



Improvement in asthma-related quality of life during omalizumab treatment:
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Brusselle G et al. The Persist Study.

151 Resp Med 2009
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Comparison of annual severe exacerbation rates on
Omalizumab compared to annual severe exacerbation rates
during the 52 weeks preceding treatment.
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Brusselle G et al. The Persist Study. Resp Med 2009




Respiratory Medicine (2009) 103, 17251731

Aavailable st www.sciencedirect.com
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“ez* ScienceDirect
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Omalizumab in patients with severe persistent

allergic asthma in a real-life setting in Germany

S. Korn ®, A. Thielen®, S. Seyfried®, C. Taube #, O. Kornmann 2, R. Buhl®*

Table 1 Study population.

o [patients] % Of patients
Patients 280
Sex [female] 114 0.7
Smoking statis [non-smokers, ex-smokers, still smokers] 209, 40,1 79.8,15.3 49
Additional allergic diseases 243 B& B
Allergic rhinitis/ rhinocon junctivits rrld 91.8
Atopic dermatitis B4 36
Food allerey 7 .z
Other 18 1.4
Sensitization to allergens 280 100
Mites 219 78.2
Antmal dander 182 65.0
Malds 13 471
Grass pollen 20 J1.8
Birch 1% 682
Other 68 243
Asthma medication
High doses 14 50.7
of inhaled corticosteroids
Long-acting beta-2-agonists 124 443
Combination therapy 166 59.3
{inhaled corticosteroids and beta-2-agonists)
Slow-release theophy lline 122 4316
Leukotriene receptor antagonists 136 45 &
Oral corticosteralds 129 451

{as malntenance therapy)




Table 2 Results.

—

Bazeline [n= 2BO]"

After 4months [n= 2791 (After & months [n = 241]*)

n [patients] % Of patients n [patients] % Of patients N fpatients] % Of patierfs

Dally asthma symptoms 269 96.1 B3 9.7 37 1.8

Hightly awakenings 242 B4 &7 240 13 13.7

Azthma exacerbations 752 90.0 - - 24 1B.3

Hospitallzations 67 2319 12 2.5

Unscheduled health 2318 B5.0 = 48 19.9
care contacts/emergency room veits

Days off school/work 171 &1.1 40 16.6

% Due to the obzervational character of the study not all information are available in a small number of patients.
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Figure 1 Effects [%] of omalizumab after & months of
treatment comparad with baseline.

Korn et al. Resp Med 2009
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Italian real-life experience of omalizumab

M. Cazzola @P:*, G. Camiciottoli ©, M. Enn!‘:lviad, C. Gulotta =, A. Ravazzi T
A. Alessandrini ®, M.F. Caiaffa”™, A. Berra', P. Schino’, P.L. Di Napoli’,
R. Maselli *, G. Pelaia®™, E. Bucchioni!, P.L. Paggiaro ™, L. Macchia ™

Table 1  Study population. e
Total population After 12-month
/\ breatment

Patients 142 93

Age (years) 29, 4.08)

5ex [female] 71

Weight (k) 7032 (13.3)

Total IgE (IUfmL)  297.38 {+ 200.90)

FEVy, % 64.82 (=17.99)

FEV 4, ml 1775.79 (660.24)

Leukotriene 90 69.T%) 43 (46.2%)
receptor
antagonists

Slow-release 21 14.8%) 7 (7.5%)
theophylline

Dose of inhaled 223468 (=1837.31) ) 1604.62 (1456.95)
corticosteroid
ipg BOP
eguivalent/day)

Mean monthly £11.54 (=19.13)
dose of

omalizumab

Proportion of patients w/o eventis

T

A0%
3
2%
10%

0%

Patients without events

Exacarbation  Emergency viaita  Hospitalzations
0 Previous year

@ Treabmem wilh omalizumab
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Figure 3 Omalizumab effectiveness as evaluated with thel 2.00 - ||| Treatmaant wilh omalizumab
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Figure 4 Reduction of the mean use of inhaled corticaste-
roids in me. Patients with a follow-up >5 months: previous

Cazzola et al. Respir. Med 2010 year: 2.1 mg, after treatment: 1.6 mg.




Reduction of medication use

100 -
an APraviows year

an 4 @ Treatment with omalEzumab
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% patients

Figure 5 Reduction of medication use. Patient with a follow-
up =5 months, OCS5 (Oral Corticosteroids): — 7%, anti-leuko-
trienes: —33%, theophylline: —47%.

Table 3 Discontinuations of omalizumab treatment.

Discontinwat ions of treatment

Within 4 months 4
Within 8 months
Within 12 months

L et

Reason for discornti nuat o
Unsatisfactory therapeutic effect
Patient’s wish

. Adverse effect
Cazzola et al. Respir. Med 2010 Administrative icones

Due to the observational character of the study not all infor-
mation are available in a small rumber of patients.

LA =h st Pl
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Clinical Benefits of 7 Years of Treatment with Omalizumab in Severe

Uncontrolled Asthmatics

ELISABETTA PACE. M.D..'* MARIA FERRARO, PH.D..! ANDREINA BRUNO, PH.D.."! GIUSEPPINA CHIAPPARA.
PH.D..! JEAN BOUSQUET, M.D.. PH.D..> AND MARK GJOMAREKAJ, M.D.!

nstitute of Biomedicine and Molecular Immunology, National Research Council, Palermo, Italy.
*University Hospital, Department of Respiratory Diseases, Hipital Arnaud de Villeneuve, Montpellier, France.

TABLE | —Demographic characteristics.

After 7 vears of
omalizumab
therapy

“value

Age
Gender
Skin prick test positivity

Total IgE (IU/mL)
Free IgE (IU /mL)
FEV1 (% of

FEV post-bronchodilator
(% of variation)

FEV1/FVC ratio (% of

Symptom score

predicted—mean £ 5D

predicted—mean £ 5D

268 £ 111
268 £ 111
53+ 11
ITE£5
5287

25+04

Der Pt/Der
Farinae
2065112
145 +8
T1+12

65+ 11

03£02

M.5.
< 2
= 105
< 5

= 02
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EFFICACY OF ANTI-I¢E IN SEVERE ASTHMA
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Effect of omalizumab on nebulized therapy & OCS
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Effect of omalizumab on the use of antibiotics
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Omalizumab-treated patients
continued to improve between
the 4" and the 7t" year of
treatment.

Effect of omalizumab on the
daily inhaled therapy.
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Pace E, et al. Journal of Asthma 2011
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The Crete - Cyprus ‘“Real life’” Study

A non-interventional, observational “real-life”
study.

60 patients with severe persistent allergic asthma
from 5 South-Eastern Mediterranean centres
from Crete and Cyprus were evaluated at 4
months, 1 and 4 years.

Effectiveness outcomes included:

-spirometry,

-severe asthma exacerbations rate,

-level of asthma control (ACT),

-additional asthma medication (inhaled steroids).

Tzortzaki et al, Pulm Pharm Therap, under Revision




Baseline characteristics of patients and type of pharmacologic treatment prior to omalizumab.

Total population

Age (years)

Sex (M/F)

Weight (kg)

Duration of Asthma (years)

Total IgE (IU/mL)

Positive specific IgE tests (Rast), n (%)

(grass, parietaria officinalis, olive pollen, mold, house dust
mites, dermatophagoides, cat and dog epithelium)
Mean dose of ICS

ICS plus LABA, n (%)

Oral CS use, n (%)

Leukotriene antagonists, n (%)

Anticholinergics, n (%)

Theophylline/derivates, n (%)

54(+14)
(24/36)
75.3(+15.8)
23.4 (+ 13.3)

283.80 (+ 260.08)

56 (93.3%)

1021.62 (+ 188.02)

55 (91.6%)

16(26.6%)

26 (43.3%)
21(35%)

7 (11.6%)

Tzortzaki et al, Pulm Pharm Therap, under Revision




Indices of omalizumab treatment effectiveness at different time points.

Time-points
Baseline 4 months 1 year 4 years p-value**
Variables
FEV1 (Y%pred) 60.13(+18.12) 71.58(+18.22) 75(+16.44) 71.76(x17.12) 0.0007
FVC (Y%pred) 71(x16.72) 82.02(x£18.17) 85.77(x£19.43) 82.29(x£16.38) 0.002
FEV1/FVC (%) 74.85(x£11.53) 73.79(x10.02) 73.14(+9.89) 74.35(x11.08) 0.68
Asthma
: 2.27(x2.82) 0.40(z0.81) 0.77(x0.94) 0.66(x0.73) <0.0001
exacerbations
ACT score 17.28(x 4.67) 19.73(x3.40) 21.20(x2.44) 21.50(1.83) 0.001
Dose of ICS
(mcg fluticasone | 1021.62 (£ 188.02) 900(x238.33) 913.51(%x229.02) 893+2416.12) 0.017

equivalent /day)

Tzortzaki et al, Pulm Pharm Therap, under Revision




FEV1(%)

24.5%

21%

Baseline 4 Maonths 1 ¥ear 4 Years

TIME

M Baszeline
B 4 Months
B 1 Year

w4 Years

FEV1 at baseline, 4 mo, 1
and 4 vyears after
omalizumab treatment.

FEV1 at 4 months was
improved by 21% versus
baseline, and sustained
at 4 years (improvement
of 24.5% versus
baseline).

Tzortzaki et al, Pulm Pharm Therap, under Revision



FVC(%)

22.6%

Baseline 4 Months 1 Year dYears

TIME

W Baszeline
N 4 Months
B 1Year

4 Years

FVC at 4 months was
improved by 20% versus
baseline, and sustained at 4
years (improvement of 22.6%
versus baseline).

Tzortzaki et al, Pulm Pharm Therap, under Revision



Improvement in asthma control (ACT) during omalizumab treatment

ACT

25

20

15

10

24%

Baseline 4 Months 1 Year

TIME

4 Years

W Baseline
B 4 Months
B 1 Year

4 Years

Clinically meaningful
improvement in:

-4 months (AACT= +12%)
-sustained in 1 year (p<0.0001)
- 4 years (AACT= +24%)

Tzortzaki et al, Pulm Pharm Therap, under Revision



PATIENTS %

100
a0
BO A
70 A
60 -
20 A
40 ~
30 -
20
10 ~

39
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78
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BL

4 Maonths

TIME

1Year

4Years

ACT=2 20
BACT=< 20

Patients percentage
exhibiting ACT change
at different time points.

Subjects were alienated
in two categories:
patients with
uncontrolled asthma
(ACT < 20) and patients
with controlled asthma
(ACT > 20).

Tzortzaki et al, Pulm Pharm Therap, under Revision



Severe asthma exacerbation rates

EXACERBATIONS

2.5 1

1.5 4

65% 70%

1

a5 -

Baseline 1 Year

TIME

4 Years

Reduced by 65% after 1
year and

by 70 % after 4 years of
omalizumab treatment,
versus baseline.

Tzortzaki et al, Pulm Pharm Therap, under Revision



Reduction of the mean use of inhaled corticosteroids in mcg/day

|CS{mcg/per day)

1050

1000

850

800

B30

800

Baseline

4 Maonths 1Year

TIME
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Statistically significant
reduction was observed at all
time points; at 4 months
(p=0.017), at 1 year (p=0.029),
and at 4 years (p=0.014),
versus baseline.

Tzortzaki et al, Pulm Pharm Therap, under Revision



Relation between FEV1 (%pred) and ACT scores

r=0.92 == ACT =lll=FEV1 (%Pred)

p-value=0.0002
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A significant correlation was

observed between ACT scores
and FEV1 values.

Tzortzaki et al, Pulm Pharm Therap, under Revision



The Crete - Cyprus “Real life’” Study

Important features

The long-term (4 years) efficacy evaluation of
omalizumab therapy in severe asthma patients.

The novel findings consisted of significant
improvement in:

-lung function (FEV1, FVC),
-the level of asthma control (ACT),

-the rate of severe asthma exacerbations and
-the ICS use

evident in 4 months and sustained up to 4 years.
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Npwiun étakonn (28 weeks) omalizumab:
Enavepdavion cuuntwpatwy (16-week follow-up)

476 patients from the INNOVATE study

& Onset phase A Follow-up phase

Change in total Change in rescue
symptom score medication use Change in PEF
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Mean free IgE (ng/mL)

Free IgE returned to baseline and, after a delay, asthma
symptoms re-emerged.

R. Slavin, et al JACI 2009




AlNergy 2007 : 62: 1175-1181 @ 2007 The Authors
Journal compilation © 2007 Blackwell Munksgaard

DOL: 10.11115.1398-99952007.01476.x

Original article

CD-sens and clinical changes during withdrawal of Xolair after
6 years of treatment

e 18 acBeveic pe cofapo pn eAeyxopevo aAAepylko aocdua,
o€ Oepamneia pe XOLAIR ywa 6 xpovia.

e Awakomn ywa 1 xpovo.

e MapakoAouBOnon tng evatocdOnTonoinonc tTwv BaceoptAwv
(CD-sens), mapapHETPWY OTOV OPO KaL N MOPELA TG VOOOU,
n xprnon ooppakwy, HeTd tn dtakomnn tov XOLAIR netta
oTto pOKpOXPOVIa Oepameia



MepioocdTEPOI ATTO TOUG HICOUG 00BevEiC OTOBEPOTTOINCAV TO ACOMA TOUG
XWPEIG VA ETTNPEACTEI N TTVEUMOVIKA AEITOUPYIO AKOMO KOl HETA ATTO 1
XPOVO O10KOTTAG. O uNXavIoNOG auTOG PAiIVETAI VA Eival KUPIWG aTTd
down regulation Twv Baceo@iAwyV Kal iCWS TNG AVTIOPACTIKOTNTAG TWV

HOOTOKUTTAPWV.

O BeAtiwon O otaBepn KatadoTaon [ etTIdeEivwon

16

12
10

No aoBesvwv

ON P~ O O®©

BapuTtnTta TNG VUKTEPIVEG QAP MAKEUTIKA
vOoou QPUTTVIOEIG aywyn

Nopp et al, Allergy 2007




FEV, (% change)
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Nopp et al, Allergy 2007 Months after last injection




A 3-year withdrawal follow up after 6 years

treatment with omalizumab.
Nopp et al. Allergy 2010

H cuvéxeila tng peA€tng Nopp (peta amno 3 xpovia dtakomnng Xolair):

12 aoBeveic and toug 18 (67%) epdavicav ctabepomnoinon n
BeAtiwon tov acOuoatoc

16 ano toug 18 acBeveic (89%) eixave peiwon n otabepotnta ota
VUXTEPLVA GUMTTTWLOTOL

14 ano tou¢ 18 acOeveic (78%) eixave HeELWOEL ] OTOLOEPOTIOLHOEL
TNV aywyn Toug

Kavévag v MNPE CUCTNHATIKA OTEPOELON

4 aoBeveic eiyave yopunAa CD-sens (nn avtidpoaotika Baceodilia)



Acbopéva aro PovtEAa PapuUaKoKLVNTIKIG-
papuakoduvapknc

Lowe et al. Br | Clin Pharmacol 201 |

* A pharmacokinetic—pharmacodynamic model
incorporating omalizumab-IgE binding and feedback for
control of IgE production indicates that omalizumab
reduces production of IgE.

Total IgE — 1 year
= = 3years

Indefinite treatment may not be
required, only for perhaps a few
years.

Concentration (ng.mL-")

Total IgE should provide a means
to monitor IgE production and
guide individual treatment
decisions.
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Lowe et al. Br J Clin Pharmacol 2011;72:306-20
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Safety and tolerability of omalizumab

J. Corren®, T. B. Casale’, B. Lanier, R. Buhl®, S. Holgate” and P. Jimenez!

*Allergy Research Foundation, LA, USA, TCreighton University Omaha, NE USA *Lanier Education and Research Network, Fort Worth, TX, USA, 3 Pulmonary
Department, Mainz University Hospital, Mainz, Germany, " Southampton Geneml! Hospital, Southampton, UK and | Novartis Pharmaceuticals Corporation, Fast
Hanover, NI, L15A

Table 2. Asthma-related baseline history and disease charactenistics in placebo-controlled and standard-therapy-controlled allergic-asthma studies

Flacebo-controlled studies Standard-therapy-controlled studies
< (malizumab (n = ll?li)Flatrhn (nw= 1150 @mah@ Control (n = 666)
Any prior year ovemight hospitalization for asthma, n (%] 181 (15.2) 159 (13.8) 208 (15.1) 110 (15.8)
Any prior year [CU admission for asthma, n (%) 40 (3.4) 36 (3.1) 95 [6.9) 51(7.3)
FEV, (% of predicted), mean (SD) 69.6 (12-126) 705 (22-127) 71.3(15-139) 69.6 (14-130)
FEV, (% reversibility), mean (5D] 23.2 (-100-158) 23.0(-100-169)  28.4(1.6-129) 10.3 (6.6-178)

Baseline [CS in BDP equivalent (pg/day), mean (SD) 1430 (500-8000) 1412 (200-8000) 1508 (0-10000) 1540 (88-B000)




Standard-therapy-controlled

Placebo-controlled studies ~fudies All-controlled studies
MedDEA Organ Class (malizumah Placebo Omalizumah Control Omalizumah Control
Preferred term [m= 1192) [m=1150) [m= 1338 [n = GGEGE]) [n=36TE) [m= 2457)
Infections and infestations
Masopharyngitis 277 (23.2) 274 (23.8) 151 (11.3) 58 (8.7) 529 (14.4) F90 (15.9)
Upper respiratory tract 210 (17.6) 214 (18.6) 209 (15.6) B3 (12.5) 579 (15.7) 85 (15.7)
infection
Sinusitis 150 (12.6) 168 (14.6) 160 (12.0) 74 (11.1) 373 (10.1) 295 (12.0)
Influenza 110 (9.2) 114 (9.9) 43 (3.3) 19 (2.9) 184 (5.0) 163 (6.6)
Bronchitis 77 (6.5) 86 (7.5) 96 (7.2) 45 (6.8) 190 (5.2) 137 (5.6)
Gastroenteritis 49 (4.1) IG(3.1) 28 (2.1) g11.2) Mot available Mot available
Pharyngitis 54 (4.5) 53 (4.6) 13 (2.5) 10 (1.5) 127 (1.5) 73 (3.0)
Wiral infection 45 (3.8) 46 (4.0) 13 (2.5) 12 (1.8) 117 (3.2) 76 (3.1)
Lower respiratory tract 58 (4.9) 55 (4.8) 34 (2.5) 24 (3.8) Mot available Mot available
infection
Respiratory, thoracic and mediastinal disorders
Pharyngolaryngeal pain 9 (8.2) 9 (8.5) Gl (4.6) 13 (2.0) 234 [G.4) 147 [6.0)
Cough &1 (6.8) 1073 (9.0) 56 (4.2) 13 (2.0) 217 (5.9) 175 (7.1)
Rhinitis 57 (4.8) 53 (4.6) 16 (1.2) 17 (2.68) TTI2.1) 79 (3.2)
Masal congestion 43 [1.6) 35(3.0) 25 (1.9) 12 [1.8) Mot available Mot available
Rhinitis allergic 25 (2.1) 37(3.2) 20 [1.5) G1.4) Mot available Mot available
Mervous system disorders
Headache 230 (19.3) 229 (19.9) 121 (9.0) 25 (3.8) 570 (15.5) 83 (15.6)
Gastrointestinal disorders
Diarthoea 59 (4.9) 53 (4.6) 41 (3.1) 5 (0.8) 124 (1.4) 73 (3.0)
Mausea 59 (4.9) 47 (4.1) 46 (3.4) B(1.2) 135 (1.7) 72 (2.9)
Dyspepsia 44 (3.7) 65(5.7) 16 (1.2) 2 (0.30) 82 (2.2) 79 (3.2)
Musculoskeletal and connective tissue disorders
Back pain 96 (8.0) 92 (8.0) 44 (3.3) 10 (1.5) 162 (4.4) 117 (4.8)
Arthralgia 72 (6.0) 56 (4.9 41 (3.1) 4 (0.6) 138 (1.8) 73 (3.0)
Myalgia 52 (4.4) 48 (4.2) 22 (1.6) 3 (0.5) Mot available Mot available
Pain in extremity 40 (3.4) 27(2.3) 18 (1.3) 3 (0.5) Mot available Mot available
General disorders and administration site conditions
Pyrexia 43 (31.6) 39 (3.4) 13 (1.0) 4 (0.6) 114 (3.1) 76 (3.1)
Psychiatric disorders
Insomnia 29 (2.4) I7(3.2) 11 (0.8) 4 [0.&) Mot available Mot available
Injury, poisoning, and procedural complications
Joint sprain 40 (3.4) 25(2.2) 17 (1.3) g11.2) Mot available Mot available




ZUVOALKQ CUUTTEPACUAT VIO TNV AOPAAELN

o OLMOPEVEPYELEC KOL TO EpyacTnPLako npodiA yia to
omalizumab Atav mtapopola pe avta tou placebo

e Nocoota avadulaéiac :omavia (0.14% - 0.07% placebo)

o OxLavénuevoc Kivduvoc yia epdavion Kakonbewwv n
Opopupokuttaporneviac 1 vooou opeAOMEVNC OE
OLVOOOGCUMITAEYLOLTAL.

o Ztolxeia amno 27 eykvouc o€ Xolair : dAavnke otLn
xopnynon 6&v €ixe apvntikn enidpaon otiLc
eykupoouveg (EXPECT Registry)



ZUUREPACUOTO

H KAwiki AntoteAsopatikotnta tov Omalizumab sruBeBaiwverat
KoL oTNV Kadnuepvn KAWLKA tpaén.

H pokpoxpovia Oepancia pe omalizumab odnyei o€ onpavtiki
BeAtiwon tn¢ MVEVUOVIKAG AELTOUpYLAC, TOU EAEYXOU TNG VOGOU, TNG
noetntog (WNRC TWV aAcOEVWVY, LELWVEL T TOLPOEUVOELS AAAL Kot
TNV 600N TWV ELCTIVEOUEVWYV CTEPOELOWV.

Ta anoteAécpata tng Oepanciac paivovral cuvROwWC petd touc 4
MAVEC yLa auto n ouvoAlkn ektipnon ano EIAIKO ywatpo otic 16
eBSonadeg eiva n KaAutepn HEB0SOC yLa va KaBopLotel v 0
acOevn¢g avtanokpivetal ko av Oa cuve)ioel tn Oepaneia.

H poakpoxpovia Bepaneia (~5 xpovia) ¢aivetal va otabepomnolei tn
VOO0 KalL va MELWVEL TNV tapaywyn tnc¢ IgE.

Xpelaletatl cuveXnNg EMaypUTVNON KAl EVNUEPWON






