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Disclaimer

*Presentations are intended for educational purposes only and do not replace
independent professional judgment. Statements of fact and opinions expressed
are those of the speakers individually and, unless expressly stated to the
contrary, are not the opinion or position of AstraZeneca. AstraZeneca does not
endorse or approve, and assumes no responsibility for, the content, accuracy or

completeness of the information presented.”



AnAwon cupdepovIwy

Exw AGBel TINNTIKEC AUOIBEC YIa OMINIEC KAl TTAPOX OUNBOUAEUTIKWY UTTNPECIWY OTTO:

e Astra Zeneca

e CHIESI
e GSK
* Novartis

* Boehringer Ingelheim

e Menarini
e ELPEN
 UCB

e Pharmathen



OpLoUOC AoOMOTOC

*To aoOpa eival pia etepoyevr vOoog Tou cuvnBwc xapaktnplletoL amd ypovia

dbAeypovn TWV AEPAYWYWV
*Opiletal amo:

-TO LOTOPKO TWV OCUUMTWHATWY TOU OVOTVEUOTIKOU OCUOTAMOTOG,  OTWCG
oupLlypoc, duormvola, Bwpakikn ducdopla Kol Brixac mMou TOKIAOUV wC TIPOC TO
Xpovo kot tn Baputnta o€ cuvOuAOUO HE HETAPAAAOLEVO TIEPLOPLOMO TNC

EKTIVEVUOTLKNC PONC TOU aEpQL

GINA 2019



A¢loAoynon Boputntoc acOpatoc

e How?

* Asthma severity is assessed retrospectively from the level of treatment
required to control symptoms and exacerbations

e When?

* Assess asthma severity after patient has been on controller treatment
for several months

* Severity is not static — it may change over months or years, or as
different treatments become available

» Categories of asthma severity
*Hmio aoOua: EAsyxopevo pe
Oepanceia rpoatocln 2

* Moderate asthma: well-controlled with Step 3 (low-dose ICS/LABA)

» Severe asthma: requires Step 4/5 (moderate or high dose ICS/LABA *
add-on), or remains uncontrolled despite this treatment



2TOOLOKN TPOOEYYLON VLA TV TTPOCOPLOYN TNG

Oepamneioc pe otoO)0 TOV EAEYXO TOU ACOpOTOC

3 \“”"’//k_
Box 3-5A Confirmation of diagnosis if necessary
Adults & adolescents 12+ years Symptom control & modifiable
risk factors (including lung function) y
Comorbidities IsTumd

Inhaler technique & adherence
Personalized asthma management: Patient goals

Assess, Adjust, Review response

Symptoms
Exacerbations
Side-effects
Lung function

Patient satisfaction Treatment of modifiable risk

factors & comorbidities
Non-pharmacological strategies
Education & skills training

Asthma medication options: Asthma medications STEP4

Adjust treatment up and down for
individual patient needs

STEP 3
.................... STEP 2
PREFERRED | Low dose
CONTROLLER Daily low dose inhaled corticosteroid (ICS), 1|ICS-LABA
to prevent exacerbations f As-needed or as-needed low dose ICS-formoterol * ]
and control symptoms low dose

ICS-formoterol *

Other | Low dose ICS Leukotriene receptor antagonist (LTRA), or
controlleroptionst taken whenever | low dose ICS taken whenever SABA taken t

SABA is taken t
PREFERRED As-needed low dose |CS-formoterol *
RELIEVER P :
er : 5 z
relieveroption : As-needed short-acting B. -agonist (SABA) A . A A
* Off-label; data only with budesonide-formoterol (bud-form) 1 Low-dose ICS-form is the reliever for patients prescribed
1 Off-label; separate or combination ICS and SABA inhalers bud-form or BDP-form maintenance and reliever therapy

# Consideradding HDM SLIT for sensitized patients with
© Global Initiative for Asthma, www_ginasthma.org allergic rhinitisand FEV =70% predicted




O £Agy)xoc Tou acOpatog eivatl eAMC o€ OAa ta otadia
e Xtn peAétn MAGIC (v=1,286) paivetal o ptwxoc EAeyxog Tou acOpatoc amnod to otddio 1 katd GINA

B Controlled asthma
:-IPartiaIIy controlled asthma 84,0
Uncontrolled asthma
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Step 1 | Step | Steps 3& 4 | Step 5
2006 GINA treatment step?
Relieve As-needed SABA
ICS/LABA plus

Controller Low-dose ICS ICS/LABA oral GCS or anti-IgE

An epidemiological descriptive study with prospective data collection, and population (n=1,286) split into development (2/3) and validation (1/3).
*Based on 2006 GINA guidelines?. GCS, glucocorticoids; GINA, Global Initiative for Asthma; ICS, inhaled corticosteroid; IgE, immunoglobulin E; LABA, long-acting 3,-agonist; SABA, short-acting 3,-agonist.
1. Olaguibel JM, et al. Respir Res 2012,13:50; 2. Bateman ED, et al. Eur Respir J 2008;31:143-78.



‘EAgy)xo¢ Tou acOpatog ko emiyvwon otn peA€Etn INSPIRE

* H mAelovotnta Twv acBevwyv avtilapfavovtol Tov EAeyxo Tou acOuatog we "ToAU Koo Opwg
To ACQ beixvel To AoBua Toug va elvall HEPLKWCE EAEYXOUEVO 1 N EAEYXOLLEVO

INSPIRE study (n=3,415)

[
28% 21%

51% N\

of patients had of patients had of patients had
well-controlled asthma, based on partly controlled asthma, based on uncontrolled asthma, based on
ACQ scores (n=965) ACQ scores (n=714) ACQ scores (n=1,732)

l l |
96% 8 7% 55%

of these patients perceived their of these patients perceived their of these patients perceived their
asthma control as ‘relatively good’

~_

INSPIRE: Quantitative research conducted in 2004/2005 in 11 countries utilising telephone interviews with physician-diagnosed asthma patients on ICS + LABA, performed using structured questionnaire.
ACQ, Asthma Control Questionnaire.
Partridge MR, et al. BMC Pulm Med 2006;6:13.

asthma control as ‘relatively good’ asthma control as ‘relatively good’



ENMtwon Twv GUURTWHATWY oTNV KaBnpepvotnta tTwv acOevwy otn

neA€étn REALISE

N=8,000

BACKGROUND: Asthma s one of the most common chronic diseases in the world, and previous studiis have reported low levels of
control. Recent developments in the availability and use of online sources of information about asthma might add to patients'
knowledge and help improve control,

AIMS: To investigate whether asthma control has improved by assessing levels of symptoms, exacerbations and Global nitiative for
Asthma-defined control in a reakfife population of patients who use the Internet and social media, as well as evaluate patient
perception of control and attitudes to asthma,

METHODS: Online surveys were conducted among 8,000 patients with asthma (aged 18-50 years, » 2 prescriptions in the previous
2 years, use of social media) from 11 European countries.

RESULTS: Levels of asthma control were low: 45% of respondents had uncontrolled asthma. Acute exacerbations were common: 44%
of respondents reported having used oralsteroids for asthma in the previous 12 months, 24% had visited an emergency department
and 12% had been hospitalised. More than 80% of respondents (overall and among those with a history of exacerbations) considered
their asthma to be controlled. Of those who had an exacerbation requiring oral steroids, 75% regarded their asthma as not serious,
CONCLUSIONS: Asthma control in Europe remains poor, symptoms and exacerbations are common. Many patients regard their
asthma s controlled and not serious despite experiencing symptoms and exacerbations. There is a need to assess patients' control,
risk and inhaler technique, and to ensure that patients are prescribed, and take, appropriate treatments,

Molo CUUTTTWHA O€ ETTNPEALEl TTEPIOCOCOTEPO ?

Breathlessness

Coughing

\Wheezing

Chest tightness

Night-time awakenings

Price D, et al. NPJ Prim Care Respir Med 2014,;24:14009.



D opUAKEUTIKN aywyr TTOU XPNOoLLOIoLouoayV oL ac0eveic kata tn StapKeLa

EMOEIVWONC TWV CUUNTTWHATWVY TouG otn peAETn INSPIRE

e OLaoBeveic teivouv va avéavouyv tn xpnon SABA otnv evapén tng embeivwoncg twv
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Stages of symptom worsening

Figures adapted from Partridge MR et al, 2006.
INSPIRE: Quantitative research conducted in 2004/2005 in 11 countries utilising telephone interviews with physician-diagnosed asthma patients on ICS + LABA, performed using structured questionnaire.

ICS, inhaled corticosteroid; LABA, long-acting ,-agonist; SABA, short-acting B,-agonist.
Partridge MR, et al. BMC Pulm Med 2006;6:13.

=== |[CS + LABA
ICS no LABA

= Salmeterol/fluticasone
== Budesonide/formoterol
=== Combined group total

n=3,411



2xEon METaEL MTOcooTWV Ovnopotntac Kot xprion SABA n ICS

= Auénuévn xpnon SABA og Bapocg tng xpriong tng ICS Beparmneioc ouvtpnong oxeTlotnke Pe avénueEvo Kivbuvo
Bavatou oxet(OpevVo pe acOpua
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Canisters of SABA per month/20,000 ug? Canisters of ICS per year?

= Auénpuévn xpnon avokoudloTtikng Bepamneiag (>6 selomvoéc/nuéEpa o€ TOUAAXLOTOV 1 NUEPQ) NTAV TIPOYVWOTLKO
yla avénpevo kivéuvo napofuvoswv?

ICS, inhaled corticosteroid; SABA, short-acting 3,-agonist.
1. Suissa S, et al. Am J Respir Crit Care Med 1994;149:604-10; 2. Suissa S, et al. N Engl J Med 2000;343:332-6; 3. Buhl R, et al. Respir Res 2012;13:59.



Evpnuoata ano to "UK National Review of Asthma Deaths™

MeAeThABnkav 195 Bavarol atrd doBua oto Hvwpévo BaaoiAegio atrd PeBpoudpio 2012 uéxpl lavoudpio 2013
O aveTrapkAG €AeyXOG Kal N uttoBepaTTEia ATAV 01 KUPIolI Adyol TTou ouvEBaAav aTn BvnNToTNTa AdYyW AoBuaTOC

In the final primary care review before death

Assessment of recent asthma control conducted _ 19% (n=37)

Assessment of adherence to medical advice conducted 29% (n=57)

Patients for whom number of SABA prescriptions in year leading to death was known (n=165)

More than 12 SABA prescriptions _ 39% (n=65)

More than 50 SABA prescriptions - 4% (n=06)

Patients for whom number of preventer prescriptions in year leading to death was known (n=128)

o than 12 prscrptons | 0 (=103
et 4 presrpions | 35 (=49
0

10 20 30 40 50 60 70 80 90
Patients (%)

Of those patients for which the number of prescriptions was known. Among 189 patients who were on short-acting relievers at the time of death, the number of prescriptions was known for 165 patients. Among
168 patients on preventer inhalers at the time of death, either as stand-alone or in combination, the number of prescriptions was known for 128 patients. SABA, short-acting ,-agonist; UK, United Kingdom.

Royal College of Physicians. Why Asthma Still Kills? The National Review of Asthma Deaths (NRAD) [online] 2014. Available from: https://www.rcplondon.ac.uk/projects/outputs/why-asthma-still-kills [Last
accessed: December 2016].



2TOOLOKN TPOOEYYLON VLA TV TTPOCOPLOYN TNG

Oepamneioc pe otoO)0 TOV EAEYXO TOU ACOpOTOC

3 \“”"’//k_
Box 3-5A Confirmation of diagnosis if necessary
Adults & adolescents 12+ years Symptom control & modifiable
risk factors (including lung function) y
Comorbidities IsTumd

Inhaler technique & adherence
Personalized asthma management: Patient goals

Assess, Adjust, Review response

Symptoms
Exacerbations
Side-effects
Lung function

Patient satisfaction Treatment of modifiable risk

factors & comorbidities
Non-pharmacological strategies
Education & skills training

Asthma medication options: Asthma medications STEP4

Adjust treatment up and down for
individual patient needs

STEP 3
.................... STEP 2
PREFERRED | Low dose
CONTROLLER Daily low dose inhaled corticosteroid (ICS), 1|ICS-LABA
to prevent exacerbations f As-needed or as-needed low dose ICS-formoterol * ]
and control symptoms low dose

ICS-formoterol *

Other | Low dose ICS Leukotriene receptor antagonist (LTRA), or
controlleroptionst taken whenever | low dose ICS taken whenever SABA taken t

SABA is taken t
PREFERRED As-needed low dose |CS-formoterol *
RELIEVER P :
er : 5 z
relieveroption : As-needed short-acting B. -agonist (SABA) A . A A
* Off-label; data only with budesonide-formoterol (bud-form) 1 Low-dose ICS-form is the reliever for patients prescribed
1 Off-label; separate or combination ICS and SABA inhalers bud-form or BDP-form maintenance and reliever therapy

# Consideradding HDM SLIT for sensitized patients with
© Global Initiative for Asthma, www_ginasthma.org allergic rhinitisand FEV =70% predicted




Low Dose Inhaled Budesonide and Formoterol in Mild
Persistent Asthma
The OPTIMA Randomized Trial

700 droua yio 1 ypdvo, Bud = 200mcg
Bud/placebo & Bud+F/placebo = ctatiotikn dwagpopd

TABLE 2. RESULTS GROUP A: END VALUES (ADJUSTED MEANS)

p Values Comparing;

BUD200 BUD200+F BUD200+F
Variable Placebo BUD200 BUD200+F Vs Placebo vs BUD200 Vs Placebo
Change n FEV;, % pred 1.79 4.04 587 0.0045 0.023 0.0001
Change in PEF Morning, L/min 8.66 13.12 31.81 0.12 0.0001 0.0001
Days with symptoms, % 294 Al 215 0.0074 0.48 0.0007
Number of rescue inhalations per day 075 0.51 051 0.0008 097 0.0008
Nights with awakenings, % 70 25 3 0.0001 052 0.0001
Rate per year of severe exacerbations 077 0.29 0.34 0.0001 050 0.0001

P.M. O’ Byrne. Am J Respir Crit Care Med 2001



Low Dose Inhaled Budesonide and Formoterol in Mild
Persistent Asthma
The OPTIMA Randomized Trial

700 dropa yo 1 ypévo, Bud = 200mcg
Bud + F / Bud = 61 ototiotikn otopopd

TABLE 2. RESULTS GROUP A: END VALUES (ADJUSTED MEANS)

p Values Comparing:

BUD200 BUD200+F BUD200+F
Variable Placebo BUD200 BUD200+F Vs Placebo vs BUD200 Vs Placebo
Change in FEV,, % pred 1.79 4,04 587 0.0045 0.023 0.0001
Change in PEF Morning, L/min 8.66 13.12 31.81 0.12 0.0001 0.0001
Days with symptoms, % 294 Al 215 0.0074 0.48 0.0007
Number of rescue inhalations per day 075 0.51 051 0.0008 097 0.0008
Nights with awakenings, % 70 25 3] 0.0001 052 0.0001
Rate per year of severe exacerbations 077 0.29 0.34 0.0001 050 0.0001

P.M. O’ Byrne. Am J Respir Crit Care Med 2001



START trial :Mpwwun napepPaon pe ICS

. . . , Double-blind (Part A) and
Primary Study Objective and Primary Variables Open-label (Part B) Design
" Examines effect of early intervention with ICS on .
. . Part A - Pulmicort therapy
evolution of newly diagnosed asthma Adults
' Primary outcome: Pulmlcorlt 40?1 ugo;:ce daily Part B: Open-label
‘ +usual asthma therapy
v Timato _ - Children (6-10y of age)
T|me to first severe asthma-related event (SARE) during s nvz‘(;oa::ome daly
first 3 years of study +usual asthma therapy

v Asevere event requiring hospitalization or emergency Part A - Reference thera
treatment due to worsening of asthma or death due to
asthma

v Secondary outcome:

* Change in postbronchodilator FEV,
v |ntent to treat analysis

Pauwels RA, Busse WW, O'Byrne PM, et al. The inhaled Stercid Treatment as Regular Therapy in early asthma (START] study: rationale and design.
Control Clin Trials, 2001;22(4):405-419

Year 0 1 2 3 4 5
Visit 1 23456 7 89 1011121314151617 181920 21 22

Pawels Lancet 2003



START trial :Mpwwun napepPaon pe ICS

Time to First SARE Patients Requiring Additional Corticosteroids®

44% (95% Cl, 29-55%) reduced risk of first SARE*
2 0.0 —— Budesonide therapy
% 008 0 e Reference therapy
8006 e
o
$ 004 _
@
3 002
E .
U 0'00 ,-. 1 1 1 1 | |

0 1 2 3

*Inhaled, oral, or systemic

Pawels Lancet 2003



START trial :Mpwwun napepPaon pe ICS

Increases
A Gain in
SFDs
14 days

-36%

Visits/ -25%
contacts school  Caregiver
days lost o rk
v 69% days lost

Hospnal -67%

Decreases days Emergency

Pawels Lancet 2003

room visits



KAWIKEC peAETEC HlepELVNONG TOU OCUVOUOGLOU
Boudeoovidnc/DoppotepoAnc we Oeparneia avakoudionc oto Ao acOpa

SYGMA 1 and 2 were 52-week, Phase Ill, multicenter,
randomized, double-blind, placebo-controlled studies

SYGMA that evaluated as-needed budesonide/formoterol dry
powder inhaler as an anti-inflammatory reliever in
patients with mild asthma?

Novel START: PRACTICAL:?
Pragmatic, real-world study i i,
As-needed budesonide/formoterol® Indzz_er? edeec? éapgﬁgrensagﬁaree/%rm%ig;tf dy

Investigate if an open-label, clinical trial Open-label trial that investigated if as-needed

of as-needed budesonide/formoterol in budesonide/formoterol in adults with mild to
adults previously treated with as-needed moderate asthma previously treated with as-needed

SABA only could extend the results from SABA only or ICS with SABA as-needed could
SYGMA to a real world setting extend to a real world setting

3PRACTICAL was an independent study funded by the Health Research Council of New Zealand.
ICS = inhaled corticosteroid; SABA = short-acting 3,-agonist; START = Steroid Treatment As Regular Therapy;

1. Reddel HK et al. Lancet. 2017;389:157-166; 2. O’Byrne PM, et al. Trials. 2017;18:12. https://doi.org/10.1186/s13063-016-1731-4. Accessed August 26, 2019.; 3. Beasley R et al. Eur Respir J. 2016;47:981-
984.; 4. Hardy J, et al. Lancet. 2019. http://dx.doi.org/10.1016/50140-6736(19)31948-8. Accessed August 26, 2019.



SYGMA 1: IxebLaopOG MEAETNG

MakpoTTpOBeo N EKTIHNON ACQAAEIAG KAl ATTOTEAECUATIKOTNTAC TOU OUVOUAGCHOU
Boudeoovidon/poppoTePOAN WS AVTIPAEYHOVWONG AVAKOUPIOTIKN BEpaTreia CUYKPITIKA YE TNV KAT
eTTikAnon xprion SABA 1] ICS B¢gpartreia ouvthpnong + SABA kat’ €TTiKANoOn o€ aoBeveic ye NTTIO

aoBual?

Placebo BID + terbutaline 0.5 mg as-needed

Terbutaline
0.5 mg

Placebo BID + budesonidef/formoterol 200/6 pg as-needed
as-needed

Budesonide maintenance 200 pg BID + terbutaline 0.5 mg as-needed

Period E Run-in period Treatment period with electronic monitoring of all randomized inhalers Follow-up

I I I I
Visit 1 2 3 4 5 6 7 8 FU
Week -4 to -2 0 4 16 28 40 52 54

12-prvn, TUXaIOTTOINKEVT, BITTAG TUPAR, TTOAUKEVTPIKH, HE TTAPAAANAEG opadeg (N=3849)

ACQ-5 = Asthma Control Questionnaire-5; AQLQ = Asthma Quality of Life Questionnaire; E = enrolment; FEV, = forced expiratory volume in 1 second; FU = follow-up phone contact; ICS = inhaled corticosteroid; SABA = short-
acting B,-agonist; WCAW = well-controlled asthma week- kaAd eAeyxopeveg eBdopddeg aobparog.

1. O’Byrne PM et al. Trials. 2017;18:12. https://doi.org/10.1186/s13063-016-1731-4. Accessed March 4, 2019; 2. O'Byrne PM et al. N Engl J Med. 2018;378:1865-1876;



SYGMA 1: To npwTteUOV KATAANKTLKO GNUELO EMLTEUXONKE

Budesonide/

Terbutaline 0.5mg Formoterol
SYGMA 11 As-needed 200/6 pg , -
(n=1272) As-needed H I3°U6£°'°V|5n/(P°PP°T*IP°)\rI Kat’
(n=1269) ETIKANON:
1. ATav avwrepn TnNG TEPBouTaAivng Kart’
Mean % of WCAW per patient 31.1 34.4 emikAnon oTig KaAda EAeyxopueveg

ERSopadeg AoBuarog (WCAW)

2. aU&NoE TIG TIBAVOTNTEG TNG EOOUADAG
va gival KaAd eAeyxopevn (WCAW) katda

Budesonide/formoterol as-needed vs. terbutaline as-needed

Odds ratio (2- 1.14
sided 95% Cl) (1.00, 1.30)
P-value 0.046

330Bapég mapogUVoELG oploTtnKav WG MSeivwon TOU AoOBUATOG TTOU OXETIZETAL LE LATPLK TTAPEUB AN Kot XpTEL ELTE CUCTNUATIKA KOPTIKOOTEPOELSN yLa 23 NUéPEG (N iv xopriynon depot cs) § voonAeia ri enioken ota TEM () GAAN emelyouoa, pUn MPOYPOUUOTIOHEVN
enioken otov LaTpo) AOYw ToU AoOUATOG IOV XPrTEL CUCTNUATIKA KOPTIKOOTEPOELSH

bUpper Cl of the 1-sided 95% Cl is <1.2, indicating that budesonide/formoterol as-needed is non-inferior to maintenance budesonide BID

BID = twice daily; Cl = confidence interval; LS = least-squares; NA = not applicable; WCAW = well-controlled asthma weeks.

1. 0’Byrne PM et al. N Engl J Med. 2018;378:1865-1876; 3. O’Byrne PM et al. Trials. 2017;18:12. https://doi.org/10.1186/s13063-016-1731-4. Accessed February 22, 2018.



SYGMA 1: Znpavtikn Heiwon coBoapwv mapoéUVoewV

0,25 - / \
— 64%
VALUEI0 reduction
02 | [ ] 95% Cl 0.27, 0.49
’ <0.0012 ’ ”
i H Boudeoovidn/qpopuoTepOAn
\_ J KOT’ ETTIKANON HEIWOE CNUAVTIKA
015 1 TOV PUOUO TWV coRapwyv
TTAPOSUVOEWV CUYKPITIKA JE TNV
TEPPOUTAAIVN KAT ETTIKANON
0,1 ~
0,07
0,05 -
0
As-needed terbutaline As-needed budesonide/formoterol
0.5mg 200/6 ug
(n=1277) (n=1277)

ap-values not controlled for multiplicity.
Cl = confidence interval; OR = odds ratio; WCAW = well-controlled asthma week.

O’Byrne PM et al. Article and supplementary appendix. N Engl J Med. 2018;378:1865-1876.



SYGMA 1: Zuykpiotlpoc Kivouvoc yia cofapn mapofuvon

0,25 -

02 1 17%

952:}0(.:;;,(){.]16 H Boudsoovidn/popuoTepOAn Kat’ TTIKANON

p=0.28° ATav iIcoduvapn ue TN Boudeoovidn wg
01 | 0,09 Bepartreia ouviripnoNg BID otnv rpéAnyn
0,07 oofapwyv Tapouvoewv?!

0,15 -

0,05 -

Annualized severe exacerbation rate

Budesonide/formoterol 200/6 ug as-needed Budesonide maintenance 200 pg BID
(n=1277) (n=1282)

330BapEg mapogUVOELG oploTnKaV WG eMLSEivwon TOU AOBUATOG TOU OXETIZETAL UE LATPLK TTOPEUBAON Kot XPHTEL ELTE CUCTNUATIKA KOPTIKOOTEPELSH yLa 23 nuépeg (1) iv xopriynon depot cs) rj voonAeia ) eniokedn ota TEM () &AAn eneilyouoa, pn TPOYPAUATIOUEVN
emniokePn otov LoTpd) Adyw Tou AoBUATOG TTOU XPrTEL CUOTNUATIKA KOPTIKOOTEPOELSH

bP-values not controlled for multiplicity!; <1-sided 95% Cl for non-inferiority test; if the upper Cl of the 1-sided 95% Cl <1.2, then budesonide/formoterol as-needed is non-inferior to budesonide BID.2

BID = twice daily; Cl = confidence interval; NA = not applicable; RR = rate ratio; 1. O’'Byrne PM et al. N Engl J Med. 2018;378:1865-1876;



SYGMA 1: Kivouvog TTapoUVOEWYV Kal XPon KOPTIKOOTEPOEIOWYV

S 400 - 340
= (95% Cl: 332.1, 346.7)
2
A 300 -
- 0 ; y ;
: [ 83% J YUYKPIGINOC KivEUVOC GoBapwv
g Lo TTAPOEUVOEWV pa’83% XOMNAOTEPN XPHON
% | KOPTIKOOTEPOEISWV
) 57
o 100 1 (95% CI: 50.0, 64.6)
8
: . 1N
= 0 A : .
Budesonide/formoterol Budesonide
as-needed Maintenance BID
(n=1277) (n=1282)

ancluding open-label glucocorticoid prescribed for moderate or severe exacerbations or for long-term poor asthma control; PIncluding non-blinded ICS use prescribed during severe exacerbations.

BID = twice daily; Cl = confidence interval; ICS = inhaled corticosteroid; 1. O’Byrne PM et al. Article and supplementary appendix. N Engl J Med. 2018;378:1865-1876; 2. Bateman ED et al. Article and supplementary
appendix. N EnglJ Med. 2018;378:1877-1887.



SYGMA 1: H Boudecovidn/doppotepoAn Arav kotwtepn otic KaAd EAeyxopevec EBSopddec
AcOpnatoc (WCAW) ocuykpltika HE tTn Bepareia ocuvinpnong

SYGMA 1 Secondary Endpoint Budesonide/Formoterol 200/6 pg As-

needed

inferiority) (n=1277)

Mean percentage of WCAW per patient 344 44.4

Budesonide/formoterol as-needed vs. comparator

Odds ratio (2-sided 95% Cl)?

p-value

0.64 (0.57, 0.73)
N/A

aPredefined non-inferiority limit of 0.8 (ie, if the lower 95% Cl of the OR for as-needed budesonide/formoterol vs. maintenance budesonide BID was 20.8.)
BID = twice daily; Cl = confidence interval; N/A = not applicable; WCAW = well-controlled asthma weeks.
O’Byrne PM et al. N Engl J Med. 2018;378:1865-1876.



SYGMA 1: Zuppopdpwon acBevwv

SYGMA 11

Budesonide Maintenance
200 pg BID +
As-needed 200/6 pg Terbutaline 0.5 mg
As-needed

(n=1277) _ As-needed
(n=1277) (n=1282)

Budesonide/Formoterol

Terbutaline 0.5mg

Adherence, %

Mean (SD) 79.0 (23.3) 79.1 (23.0) 78.9 (22.4)
Median 85.6 85.7 85.1
Min, Max 0, 186 0, 196 0,176

H cupudpoewon otn Bepatreia ocuvtipnong nrav 63—79%,! evw otov

TTPAYUATIKO KOGHO £XEl pavei va gival 29—-46%2

BID = twice daily; SD = standard deviation; 1. O'Byrne PM et al. N Engl J Med. 2018;378:1865-1876; 2. Foster JM et al. J Allergy Clin Immunol. 2014;134:1260-1268.



SYGMA 2: IxebLaopoG MEAETNG

MakpoTTpOBeo N EKTIHNON ACQAAEIAC KAl ATTOTEAECUATIKOTNTAC TOU CUVOUACHOU
Boudeoovidon/opuoTeEPOAN WS AVTIPAEYHOVWONG AVAKOUPIOTIKI Bepatreia CUYKPITIKA e TNV ICS
Bepatreia ouvTtripnong + SABA kart’ eTTikAnon o€ acBeveic pe RTmo dobual2

Placebo BID + budesonide/formoterol 200/6 pg as-needed

Terbutaline
0.5 mg
as-needed
Budesonide maintenance 200 pg BID + terbutaline 0.5 mg as-needed

Period E Run-in peried Treatment period with electronic monitoring of all randomized inhalers Follow-up
Visit 1 2 3 Phone contact 4 Phone contact 5 Phone contact 6 FU
Week -4to-2 0 8 17 25 34 42 52 54

12-pnvn, TuxaioTroINPEVN, SITTAQ TUQAR, TTOAUKEVTPIKH, YE TTAPAAANAEG ouddeg (N= 4215)

ACQ-5 = Asthma Control Questionnaire-5; AQLQ = Asthma Quality of Life Questionnaire; E = enrolment; FEV, = forced expiratory volume in 1 second;
FU = follow-up phone contact; ICS = inhaled corticosteroid; SABA = short-acting 3,-agonist; Bateman ED et al. Article and supplementary appendix. N Engl J Med. 2018;378:1877-1887;



SYGMA 2: To TpwTEVOV KATAANKTIKO CNMELO EMITEVLXONKE

0,25 H
- 3%
. 0,2 - .
g reduction
o RR=0.97 > - -
g 015 | 1-sided 95% CI° NA, 1.16 H B9u6£oow6r|/<popponpo)\n Kat’ gTrlK)\non
o [VALUE] 0,12 nTav ~ Me TN Boudeaovion wg
S o1 Bepartreia ouvTripnong BID otnv TpoAnyn
3 oofBapwyv TTapogUVoEWV ACOUATOG
Té 0,05 A
<

O m
Budesonide/formoterol Budesonide maintenance 200 pg BID
200/6 pg as-needed (n=2083)
(n=2084)

23 oBapEg mapoUVOELS oploTtnKav WG eMSeivwaon Tou AoBUATOG TOU OXETITETAL UE LATPLKA TTOPEUPAON KaL XPrTEL EITE CUOTNATIKG KOPTIKOOTEPOELSH yia 23 nUéPeC (1 iv xopriynon depot cs) i voonAeia i entiokedn ota TEM (1) AN eneiyovoa, hn mPOYPAUUATIOUEVD
emnioken otov Latpd) Adyw Tou AoBUATOG TTOU XPrEL CUCTNATIKA KOPTIKOOTEPOELSH

bp-values not controlled for multiplicity?; ¢1-sided 95% Cl for non-inferiority test; if the upper Cl of the 1-sided 95% Cl <1.2, then budesonide/formoterol as-needed is non-inferior to budesonide BID.2

BID = twice daily; Cl = confidence interval; NA = not applicable; RR = rate ratio;.

Bateman ED et al. N Engl J Med. 2018;378:1877-1887.



SYGMA 2: Xpovog Ew¢ tnv 1" mapoéuvon

0.254

0.154

0.104

0.05—

Probability of having a severe exacerbation

0.00 —

As-needed budesonide/formoterol (n=2089)

~—— Maintenance budesonide BID (n=2087)

LR 0.96 H Boudeoovidn/qpoppotTepoAn Kat’
(95% CI 0.78, 1.17) emikAnon aTro TN
p=0.66 Boudeoovidn wg Bepatreia cuvtRpnong
oTNV TTAPATACN TOU XPOVOU £w¢ TNV 1N
TTapoguvon

| | |
4 8 12 17 20 24 28 3436 40 44 48 52

Time (weeks)

Terbutaline as-needed — Budesonide/formoterol as-needed Budesonide maintenance + terbutaline as-needed

ap-values not controlled for multiplicity. Cl = confidence interval; HR = hazard ratio;.
Bateman ED et al. N Engl J Med. 2018;378:1877-1887.



SYGMA 2: Kivbuvog mapoUvoewv Kol Xprjon KOPTLKOOTEPOELOSWV

400 -
g
E: { /5% reduction ) 267
8 300 | ) (95% CI: 256.5, 272.0)
©
O] e ” ’
g 2UYKPIOoIMOG KivOuvog ooflapwv
> - TTAPOEUVOEWYV ME 75% XauNnAOTEPN XpRON
2 KOPTIKOOTEPOEIOWV
T 66
p (95% CI: 60.8, 71.7)
% 100 -
IR

O _

Budesonide/formoterol as-needed Budesonide maintenance BID
(n=2089) (n=2087)

BID = twice daily; Cl = confidence interval; ICS = inhaled corticosteroid;
1. O’Byrne PM et al. Article and supplementary appendix. N Engl J Med. 2018;378:1865-1876; 2. Bateman ED et al. Article and supplementary appendix. N Engl J Med. 2018;378:1877-1887.



Novel START: ZxebLo.oLOC HEAETNG

MakpoTTpOBeo N EKTIHNON ACPAAEIAG KAl ATTOTEAECUATIKOTNTOS TOU CUVOUACOHOU
Boudeoovidon/opuoTeEPOAN WS AVTIPAEYHOVWONG AVAKOUPIOTIKI BEPATTEIQ CUYKPITIKA YE TNV KAT ETTIKANON
xprion SABA 1} ICS B¢partreia ouvTtripnong + SABA kat’ €TTikAnon o€ acBeveic pe o acbua mou
TTPONYOUNEVWG avTieTwTTiICOvTav ue SABA w¢ povoBepartreial?

SABA as-needed
<+—— sole asthma therapy———»

¢ 22xin

| previous 4 Budesonide/formoterol DPI 200/6 ng x 1 inhalation as-needed

i weeks, but

{ on average

| <2x per day

SCE Treatment Period with Electronic Monitoring of all Randomized Inhalers

Visit 1 2 3 4 5 6 7
Week -12 -4 0 6 12 22 32 42 52

12-pAvn, TPAYHATIKE, TUXAIOTTOINHMEVN, AVOIKTH, TTOAUKEVTPIKK, ME TTAPAAANAES opadeg (N= 675)

2Analyses were intention-to-treat; PResulting in medical care consultation and/or systemic glucocorticoids and/or high beta,-agonist use; “Prescription of systemic glucocorticoids for 23 days for asthma and/or hospitalization or ED visit due to asthma leading to systemic glucocorticoids; 9A total of three exacerbations, one severe
exacerbation, or unstable asthma resulting in change in randomized treatment.

ACQ-5 = Asthma Control Questionnaire-5; DPI = dry powder inhaler; ED = emergency department; FEy, = fraction of exhaled nitric oxide; FEV, = forced expiratory volume in 1 second; ICS = inhaled corticosteroid; OCS = oral corticosteroid; pMDI = pressurized metered-dose inhaler; SABA = short-acting B,-agonist; SCE = screening, consent,
enrollment.

1. Beasley R et al. Eur Respir J. 2016;47,981-984; 2. Beasley R et al. N EnglJ Med. 2019. http://dx.doi.org/10.1056/NEJM0a1901963. Accessed 19 May, 2019.



AntoteAéopata OTLC TTAPOEVVOELC

ETRo10¢ Pubpécg MNMapofuvoewy Ap1Buo6¢ ZoBapwyv MNMapoguvoewv

(MpwTelov KATAANKTIKG onueioll (AcuTePEUOV KATAANKTIKO ONEIO)
0,6 - 51% reduction
RR, 0.49; 95% Cl, 0.33-0.72 40 1
BRI, 60% reduction
05 - —_ o 3° o RR, 0.40; 95% Cl, 0.18-0.86
S T
@ g 30
$ : 56% reduction
> 0,4 - 12% increase o ] :
9 RR, 1.12; 95% Cl, 0.70-1.79 g 25 - RR, 0.44; 95% Cl, 0.20-0.96
S 1 p=0.65 X
4 | |
5 0,3 % 20 -
-+~ > -
g & 1
g 0,2 - ué 15 - 1
()
1 o 4
= 10
0,1 =
5 -
0 0
Albuterol Budesonide maintenance Budesonide/formoterol Albuterol Budesonide maintenance
as-needed plus albuterol as-needed as-needed as-needed plus albuterol as-needed Budesonide/formoterol
(n=223) (n=225) (n=220) (n=223) (n=225) as-needed

(n=220)
aFor severe exacerbations, the relative risk was estimated as opposed to the relative rate, as participants could only have 1 severe exacerbation after which they were withdrawn from the study;? ®Secondary endpoints were not adjusted for multiplicity. RR = relative rate (left graph); RR =
relative risk (right graph).

1. Beasley R et al. N Engl J Med. 2019. http://dx.doi.org/10.1056/NEJM0a1901963. Accessed 19 May, 2019 ; 2. Beasley R et al. Supplementary appendix. N Engl J Med. 2019.
https://www.nejm.org/doi/suppl/10.1056/NEJM0a1901963/suppl_file/nejmoal901963_appendix.pdf. Accessed 19 May, 2019.



AplOuoc napoéuvoewv Bacel KpLtnpiwv Bepamneiac napofuvonc

50

45
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35
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25

20

15

10

Number of Times Exacerbation Criteria Met2

aSecondary endpoints were not adjusted for multiplicity.

Beasley R et al. N Engl J Med. 2019. http://dx.doi.org/10.1056/NEJM0a1901963. Accessed 19 May, 2019.

45
36
25
73 24
21
13
10 ?
7
Albuterol Budesonide maintenance Budesonide/formoterol

as-needed plus albuterol as-needed as-needed

(n=223) (n=225) (n=220)

|:| High-use Episodes

Urgent Medical Care

Courses of Systemic
Glucocorticoids



PRACTICAL study: Zxedraopoc peAetnc Real-World

52-eBOONAdWY , TTPAYHATIKE, TUXOLOTIOLNEVN, AVOLKTH, TIOAUKEVTPLKN, LE TMaPAAANAEeG opddeg (N=890)
MakponpoBeopn ektipnon acPpAAELAC KOL ATTOTEAECUATIKOTNTAC Tou cuvSuacuol Boudsoovidn/doppotepoin wg aviidAeypovwsdng
avakouPLoTIKr Beparmeia ocuykpLTtika pe TNV Boudeoovidn we Bepameia cuvtipnong + SABA kat’ enikAnon o€ acBeveic Pe AMLO-UETPLO AOOUA TTOU
TLPONYOUMEVWG avTipetwrilovtav pe SABA wg povoBepaneia rj SABA+ ICS

Screening Budesonide/formoterol DPI 200/6 ug x 1 inhalation as-needed (n=437)
Consent

Enrollment

Visit 1 2 3 4 5
Week 0 4 16 28 40 52

Opiopuég coBapng mapofuvong Bdoel kpITnpiwv ATS/ERS:

Emdeivwon cupTrtwpdtwy aocBuaTog ye 21 atmo Ta TTapakaTw:

. XPAON CUCTNUATIKWY KOPTIKOOTEPOEIDWV YIa TOUAGXIOTOV 3 nuépeg Adyw aoBuatog i
. NoaonAeia ] eriokewn oto TEN Adyw GaoBuaTog Tou Xpridel KOPTIKOOTEPOEIDN

NMpwTelov KATAANKTIKG onueio:  ETRoIog puBuog coBapwyv TTapoguvoewyv AcOuaTog

Agutepelov KATAANKTIKG onpeio:  ApiBudg coBapwyv TTapoguvoewy, XpoOvog Ewg TNV 11 coBapn TTapduvon, aplBPOg HETPIWV- CoBapwV
TTAPOLUVOEWV ava acBevr), xpovog éwg tnv 11 pétpla  ooBapn napofuvon, FENO, ACQ-5

Ac@dAsia: AVETTIBUUNTEG EVEPYEIES

12-pAvn, MPAYHOTLKT, TUXOLLOTIOLNUEVT, OLVOLKTH, TTOAUKEVTPLKN, LE TIAPAAANAEG opadeg (N= 675)

3Analyses were intention-to-treat.

ACQ-5 = Asthma Control Questionnaire-5; ATS = American Thoracic Society; DPI = dry powder inhaler; ED = emergency department; ERS = European Respiratory Society; FeNO = fraction of exhaled nitric oxide; ICS = inhaled corticosteroid; SABA = short-acting [3,-agonist.
1. Fingleton J, et al. BMJ Open Resp Res. 2017;4:e000217. https://bmjopenrespres.bmj.com/content/4/1/e000217. Accessed August 26, 2019. 2. Hardy J, et al. Lancet. 2019. http://dx.doi.org/10.1016/50140-6736(19)31948-8. Accessed August 26, 2019.



H Boudsoovidn/DoppotepoAn kat’ emikAnon HElwoE Tov puOuo
napoéUVoEWV

Etiolo¢ PuBuoc¢ ZoBapwv Napoévoewv PuBMAG MétpLwv Kat ZoBapwv Napofiveewv
(MpwTteVOV KATAANKTIKO ONUELO) (Agutepelov KATAANKTLKO onueio)
31% reduction % 30% reduction
RR, 0.69; 95% ClI, 0.48-1.0 < RR, 0.70; 95% ClI, 0.51-0.95
0=0.049 o p=0.024
0,25 §,25 .
b 5
0,2 1 20,2
)
= g
15 - ,15
> i
g @
go,l . %0,1 .
¥ 0
005 §,05 -
o o)
20 . S0
0 Budesonide maintenance plus terbutaline Budesonide/formoterol as-needed (n=437) © Budesonide maintenance plus terbutaline Budesonide/formoterol as-needed (n=437)
as-needed (n=448) § as-needed (n=448)

e Tpokafopiouévn utroavdAuon Sev KaTaypd@nKe dia@OPOTToinon OTO ATTOTEAECOHA OXETIKA ME OTTOIASATTOTE METABANTA

aper patient per year; ®Secondary endpoints were not adjusted for multiplicity.

RR = relative rate.
Hardy J, et al. Lancet. 2019. http://dx.doi.org/10.1016/5S0140-6736(19)31948-8. Accessed August 26, 2019.



Av&non Tou xpovou £wc tTnv 1" cofapn napofuvon pe Boudeoovidn/PoppotepoAn kat’
eNikKAnon

1007

957
90— © Budesonide/Formoterol As-Needed
85 Budesonide Maintenance

80
757
707

65

No Severe Exacerbation, %

60

55— | HR BUD/FORM vs BUD Main 0.60 (95% ClI, 0.40 to 0.91); p=0.0152

©o CensoredI

50— T T T
0 100 200 300 400 500
Time to First Severe Exacerbation (days)

BUD/FORM 437 406 385 362 6 0

H Boudeoovién/DopuotepoAn kat’ enikAnon avénaoe tov xpovo £wg tnv 11 coBapr mapoguvan, kabwg kat Tov xpovo otnv 11 uétpla  copapn napofuvon

aSecondary endpoints were not adjusted for multiplicity.
BUD/FORM = budesonide-formoterol group; BUD Main = budesonide maintenance group; HR = hazard ratio.
Hardy J, et al. Lancet. 2019. http://dx.doi.org/ 10.1016/50140-6736(19)31948-8. Accessed August 26, 2019.



H Boudeoovidn/DoppotepoAn kat’ enikAnon Heiwoe Tig coBapeg mapofUVOELC HE
~42% AlyOTtEPN XPNON KOPTIKOCTEPOELOWV

400 -
g
3 ~42% reduction 302.5 Meiwon 31% (p=0.049) Tou pubuou
»n 300 H -126.5; 95% CI, -171.0 to -81.9 ” ,
S 0<0.001 ooBapw’v napoguvos’wv ME
g Boudeoovidn/PDoppotepoAn kot’
§ 200 4 176 EMIKANGN ouykpPITIKG pe Boudeoovidn
T BepaTreia ouvTripnong+ SABA kat’
2 entikAnon emntteVxOnke HE 42% ALlyOTEPO
B 100 - KOPTLKOOTEPOELOEG Kol oTaBepOTNTA
g é\eyyo tou doBpatoclP
=
0 T 1
Budesonide/formoterol Budesonide maintenance
as-needed plus terbutaline as-needed
(n=55) (n=55)

2Electronic monitoring sub-study conducted at 2 study sites (n=110). The primary analysis of this sub-study was comparison of mean budesonide dose per day by t-test; YAsthma Control Questionnaire-5 score was not different from budesonide
maintenance across all time points (p=0.07) and differences between groups were below the minimum clinically important difference at all time points.?

1. Hardy J, et al. Lancet. 2019. http://dx.doi.org/10.1016/S0140-6736(19)31948-8. Accessed August 26, 2019; 2. Hardy J, et al. Supplemental content. Lancet. 2019. http://dx.doi.org/10.1016/5S0140-6736(19)31994-4. Accessed August 26, 2019.



Aev mopatnPRONKe KALVIKA onuavtikin dtadopd petaéL twv opadwv oto
FeNO tov 12° uipva

Aev tapatnpnOnke KAWIKA onpoavtikil Stadopd oto FeNO petafv Boudsoovidn/popuotepoAn kat enikAnon (26 ppb) kat
Boudeoovidn Bepancia ocuvtpnong (25 ppb) Tov 12° pval-?

50

40

30

FeNO12a Median (IQR) ppb

20

10
= Budesonide/formoterol as-needed (n=437) === Budesonide maintenance + terbutaline as-needed (n=448)

0 T T T
Visit 1 3 6
Ratio of Geometric Mean FeNO Across Time Points!: BUD/FORM as-needed vs. BUD maintenance, 1.13 (95% Cl, 1.07-1.21), p<0.0012
aSecondary endpoints were not adjusted for multiplicity.

BUD = budesonide; FeNO = fraction of exhaled nitric oxide; FORM = formoterol; IQR = interquartile range; ppb = parts per billion.
1. Hardy J, et al. Lancet. 2019. http://dx.doi.org/10.1016/5S0140-6736(19)31948-8. Accessed August 26, 2019; 2. Hardy J, et al. Supplemental content. Lancet. 2019. http://dx.doi.org/10.1016/50140-6736(19)31994-4. Accessed August 26, 2019.



AvtipAeypovwodec anotéAsopa tng Budesonide/Formoterol As-Needed

Inhaled Corticosteroid No Inhaled Corticosteroid
Use at Baseline Use at Baseline
Budesonide/Formoterol As-Needed Budesonide/Formoterol As-Needed
6 6 —

= _
o
o 5 5
pd
D)
L 4 4
e
£ l N N ' L
S 3- 3
(@)
(@)
—

Baseline Visit 3 Visit 6 Baseline Visit 3 Visit 6 Baseline Visit 3 Visit 6 Baseline Visit 3 Visit 6

25 pphbP 27 pphP 27.5 ppbb 24 pphbP 32.5 ppbb 24 pphP 45 pphb 27 pphbP

asteroid naive at baseline; Pmedian FeNO
FeNO = fraction of exhaled nitric oxide; ppb = parts per billion.

Hardy J, et al. Supplemental content. Lancet. 2019. http://dx.doi.org/10.1016/50140-6736(19)31994-4. Accessed August 26, 2019.



SYGMA 1 Post Hoc Analysis: Severe Exacerbation Within 21 Days of First Day of High
Reliever Use (Day 0)

SYGMA 1 12

Budesonide/Formoterol

200/6 pg
As-needed

(n=1241)
Reliever inhalations and Severe Exacerbations, n (%)
Patients with >2 reliever inhalations on > 1 day 936 (73.3) 850 (66.6) 758 (59.1)
Patients with severe exacerbations within 21 days 37 (4.0) 10 (1.2)2b 11 (1.5)
Patients with >4 reliever inhalations on 2 1 day 526 (41.2) 303 (23.7) 311 (24.3)
Patients with severe exacerbations within 21 days 40 (7.6) 5(1.7)d 9(2.9)
Patients with >6 reliever inhalations on 2 1 day 281 (22.0) 102 (8.0) 142 (11.1)
Patients with severe exacerbations within 21 days 22 (7.8) 1(1.0)¢ 6(4.2)
Patients with >8 reliever inhalations on 2 1 day 170 (13.3) 49 (3.8) 67 (5.2)
Patients with severe exacerbations within 21 days 15 (8.8) 0(0.0)¢ 2(3.0)

aBUD/FORM as-needed vs. BUD + terbutaline as-needed: HR 1.24 (95% Cl 0.53, 2.91), p=0.63; P BUD/FORM as-needed vs. terbutaline as-needed: HR 3.33 (95% Cl 1.65, 6.69); p=0.001; cBUD/FORM as-needed vs. BUD +
terbutaline as-needed: 1.73 (95% Cl 0.58, 5.20), p=0.328; ‘BUD/FORM as-needed vs. terbutaline as-needed: HR 4.24 (95% Cl 1.67, 10.75), p=0.002; ¢Hazard ratios not calculated due to low event rates in the BUD/FORM
as-needed group.

BUD = budesonide; FORM = formoterol; HR = hazard ratio;

1. O’Byrne P et al. Eur Respir J. 2018;52(suppl 62). Abs 1680.



ORIGINAL ARTICLE

Quadrupling Inhaled Glucocorticoid Dose
to Abort Asthma Exacerbations

YAkO: aoBeveic pe aocBbpa mou eAapBavov ICS (pe | xwplc emumpooBetn

Beparteia) Kol pio TOUAAXLOTOV TAPOEUVON TO TIPONYOUEVO ETOC

Awdpkela: 12 pAveg (mAdvo avtodlaxeipnong Ue TETPATTAAGLOOMUO TG 6006NG TWV

ICS ) oxL 0tav dpxLle va xepotepeVEL 0 EAEYXOC TOU AoOuatoc)

MpwteloV KATAANKTLKO onpelo Xpovog Ewe tnv 1" coPapn napotuvon acBuatoc
(xpon KOPTIKOOTEPOELWOWY CUCTNMATIKA N emeiyovoa emioken oe umnpeoia

uyeLag)

McKeever T, et al. NEJM 2018; 378: 902-10.



Mpoowplvoc teTpanAactacpog Tne 60on¢ tTwv ICS otav to acdua
CXELPOTEPEVELY: ALYOTEPEC TLAPOEVUVOELC
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T T T T T T T T T 1
0o 30 60 90 120 150 180 210 240 270 300 330 365

Days since Randomization

No. at Risk

Non-quadrupling 938 791 671 592 521 463 349
group

Quadrupling 933 806 727 644 558 508 366
group

McKeever T, et al. NEJM 2018; 378: 902-10.



JUUTEPACHOTA

e O £A\eyyo¢ TOU AcOpaToC eivatl EAAUTAC OTO fTilo AoBua

* O avemnapkng EAeyxoc Kal n urtoBepareia ATav ot KUpLoL AOyol Ttou cUBAAOUY OTLC
napoUVoEeLg AoBpatoc kal otn Bvntotnta Adyw acOuatog

2tou¢ acBeveic pe Ao dcbua o cuvduacpoc Boudsoovidn/dopuotepoAn Kat' enikAnon:

v' Meiwog tov pubpo coBapwv mapofUvoswy Katd 64% cUYKPLTLKA UE TNV TepBouTtalivn
KAt €TtLKANON

v' Ab€noe tic ubavotnteg ¢ efSopddoc va sivat KaAd eheyxopevn (WCAW) kotd 14% CUYKPLTIKA
He TNV tepPoutalivn Kat emikAnon oAAQ OXL CUYKPLTIKA LE TN Beparmeia cuvtpnong

v' Mapouoiooe woduvapia otnv epdadavion cofapwv napofivoswyv pe tn Boudeoovidn we Bepanceia
ocuvtipnon¢+tepBoutadivn kat  emikAnon

v' Mapouociaoe ouykpilolpo kivbuvo yia coPapéc mapofVvoelc pe 275% Aydtepn Xprion
KOPTLKOOTEPOELOOUC CUYKPLTLKA e TN Boudeoovidn wc Beparmeia cuvtripnong




H Baputnta kot 0 EAeyX0¢ TOU ACOUOTOC ELVOLL HEV
aAAnAevdeta ANNA skppalouv StadopeTika paypoTa

‘Hrto

KoaAog O EAEMX0Z adopd tnv
ENEYXOG QTTOTEAECHATIKOTNTA TNG
Beparmeiag

Mikpoc¢ o poAoc

pag! Mropouue vo exoupe
pueyaldo poro!
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