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Epidemiyoloji

* Dilinyada yaklasik

* 300 milyon kisiyi etkiledigi

* Ulkemizde yaklasik 3,5 milyon kisi
* Prevalans

 Cocuklarda %2-15

* Eriskinlerde %2-5



VEIVEVV I Epidemiyoloji

20 milyon astimli hasta (2001-2003)
— 6.2 milyon cocuk
— 13.8 milyon eriskin
e 2 milyon >65y
1.8 milyon’u acile,
504.000'i hastaneye yatarken,
4210 hastada 6lum gozlendigi bildirilmistir.

— Boylece acile giden ve agir atak olarak tedavi edilmesi
gereken astimli hastalar tim astimli hastalarin %5-10"nu
olusturmaktadir.

Bu %5-10"luk kisminin ¢ok az bir kismida MV ihtiyaci
gostermektedir.

Bu hastalada 6lim oraninin ise %1-26.7 oldugu bildirilmistir
MMWR Surveill Summ 2007;56:1-54.
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World Map of the Prevalence of Clinical Asthma




World Map of Asthma Case Fatality Rates
(Asthma deaths per 100,000 asthmatics)




World Map of the Proportion of the Population
with Access to Essential Drugs
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Diagnosis

Symptom control & risk factors
(including lung function)

Inhaler technique & adherence
Patient preference

Symptoms
Exacerbations
Side-effects
Patient satisfaction
Lung function

Asthma medications
Non-pharmacological strategies
Treat modifiable risk factors

STEP 1
Low dose ICS
Consider Iow . DBt i riana tevepioraritaconiatlt Tr ) I
dose ICS Low dose theophylline*

AS-needaded ABA Oor

As-needed short-acting beta,-agonist (SABA) ety o




GINA - KONTROLE DAYALI ASTIM YONETIMI

) DEGERLENDIRME
YANITIN GOZDEN Teshis
GECIRILMESI eSemptom ve risk

faktorl kontroli
(akciger fonksiyonlari

eSemptomlar dahil)

e Atak eInhaler teknigi ve

eYan etkiler uyum

eHasta *Hasta tefcihi
memnuniyeti TEDAVI EKLENMESI
e Akciger

e Astim ilaclari
eNonfarmakolojik
stratejiler
eDegistirilebilir risk
faktorlerinin
duzeltilmesi

fonksiyonlari

GINA 2014



Astimda Uyum
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Astim Tedavi Farkhligi/Uyum




Hastanin gorusu

Asthma control in the past 4 weeks

Patient Perspective’ Control Classification

WE

controlled Very poorly
Well , controlled
controlled 4 Completely
[ ) S =

controlled

47%

controlled

Somewhat Poorly Not well
controlled

controlled controlled




Respirology | (e

Insights, attitudes and perceptions about asthma and its
treatment: Findings from a multinational survey of patients from
8 Asia-Pacific countries and Hong Kong
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Respirology (2013) 18, 957-967



Respirology A
Insights, attitudes and perceptions about asthma and its

treatment: Findings from a multinational survey of patients from
8 Asia-Pacific countries and Hong Kong
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RESEARCH ARTICLE Open Access

Patients’ perspective of barriers and facilitators to
taking long-term controller medication for
asthma: a novel taxonomy

Sandra Pelaez'!, Alexandrine J Lamontagne1, Johanne Collin?®, Annie Gauthier', Roland M Grad?®, Lucie Blais?,
Kim L Lavoie®, Simon L Bacon”, Pierre Ernst®’, Hélene Guayg, Martha L MCKimneyg and Francine M Ducharme 710117

g ~\

Abstract

Background: Althcugh asthma morbidity can be prevented through long-term controller medication, most patients
with persistent asthma do not take their daily inhaled corticostercid. The objective of this study was to gather patients’
insights into barriers and facilitators to taking long-term daily inhaled corticosteroids as basis for future knowledge
translation interventions.

Methods: We conducted a collective qualitative case study. We interviewed 24 adults, adolescents, or parents of
children, with asthma who had received a prescription of long-term inhaled corticosteroids in the previous year. The
one-hour face-to-face interviews revolved around patients’ perceptions of asthma, use of asthma medications, current
self-management, prior changes in self-management, as well as patient-physician relationship. We sought barriers and
facilitators to optimal asthma management. Interviews were transcribed verbatim and transcripts were analyzed using
a thematic approach.

Results: Patients were aged 2-76 years old and 58% were female. Nine patients were followed by an asthma specialist
(pulmonologist or allergist), 13 patients by family doctors or pediatricians, and two patients had no regular follow-up.
Barriers and facilitators to long-term daily inhaled corticosteroids were classified into the following loci of responsibility
and its corresponding doma\'nslﬂ) patient (cognition; motivation, attitudes and preferences; practical (mp\ementation;l
and parental support)](2) patient-physician interaction (communication and patient-physician relationship)f and (3)
| health care system (resources and services)J Patients recognized that several barriers and facilitators fell within their
own responsibility. They also underlined the crucial impact (positive or negative) on their adherence of the quality of
patient-physician interaction and health care system accessibility.

Conclusions: We identified a close relationship between reported barriers and facilitators to adherence to long-term
daily controller medication for asthma within three loci of responsibility. As such, patients” adherence must be
approached as a multi-level phenomenon; moreover, interventions targeting the patient, the patient-physician
interaction, and the health care system are recommended. The present study offers a potential taxonomy of
barriers and facilitators to adherence to long-term daily inhaled corticosteroids therapy that, once validated, may
be used for planning a knowledge translation intervention and may be applicable to other chronic conditions.

Keywords: Asthma, Patient perspective, Adherence, Long-term daily controller medication, Inhaled corticosteroids,
Barriers, Facilitators

Pelaez et al. BMC Pulmonary Medicine (2015) 15:42



RESEARCH ARTICLE Open Access

Patients’ perspective of barriers and facilitators to
taking long-term controller medication for
asthma: a novel taxonomy
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e Bilgi dluzeyi * Motivasyon, davranis ve tercihler
— Astim’in ciddi bir hastalik olmadigi — Unutkanhk
* Semptomlar oldugunda ilag alimi — Motivasyon eksikligi
_ = Kronik bir hastalik olmadig — Non-farmakolojik yaklasimlari
— llag bagimhligi korkusu uygulama
— llaglar sadece semptomlara yanit — ilag alma yerine semptoma neden
olarak kullanilmalidir, kronik olarak olacak fiziksel aktivasyon
kullaniimahdir kisitlamasina gitmeyi tercih etme

e Hasta-doktor iliskisi
— Zaman ayirma
— Dokliman verme

— Kendi kendine kontrol edebilmeyi
ogretme

— ilaglar hakkinda bilgi azlig

— Yan etkilerinden korkma
(prospektiis okuma)

— ilaglarin faydasina inanmama

— Zamanla ilaglarin etkinliginin
azaldigi
* Giderek artan dozda ilag kullanimi

Pelaez et al. BMC Pulmonary Medicine (2015) 15:42



PERSPECTIVE OPEN

Why aren’t we doing better in asthma: time for personalised
medicine?

Mike Thomas'***

After decades of improvement, asthma outcomes have stalled. Mortality, hospitalisations, exacerbations and symptom control
remain sub-optimal. In controlled trials, most patients gain high levels of control, but in ‘real-life" routine clinical practice most
patients do not. Avoidable factors are found in most asthma deaths and hospital admissions. This perspective paper considers anc

and education to support efficient self-management. Strategies for improving monitoring and clinician-patient interactions to
allow personalised treatment are considered. These strategies have the potential to allow individual patient needs to be recognised
and efficient targeting of the variety of effective pharmacological and non-pharmacological interventions that we possess, which
has the potential to improve both individual and population outcomes.

npj Primary Care Respiratory Medicine (2015) 25, 15004; doi:10.1038/npjpcrm.2015.4; published online 5 March 2015



The Importance of Continuity in Inhaler
Device Choice for Asthma and Chronic
Obstructive Pulmonary Disease

Leif Bjermer
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Negative impact of asthma on
patients in different age groups®

Impacto negativo da asma em diferentes faixas etarias

Marcela Batan Alith, Mariana Rodrigues Gazzotti, Federico Montealegre,
James Fish, Oliver Augusto Nascimento, José Roberto Jardim

Table 2 - Activities of daily living affected by asthma in 400 asthma patients interviewed in one of four
Brazilian state capitals and stratified by age group.®

Variable Age group, years p*
12-17 18-40 > 4]
(n = 43) (n=185) (h=172)

Episode of severe asthma that prevented 23 (53.5) 76 (41.1) 52 (30.2) 0.012
the patient from playing or exercising

Episode of severe asthma that forced the 24 (55.8) 93 (50.3) 63 (36.6) 0.104
patient to leave school or work

[ School or work absenteeism 29 (67.4) 75 (40.5) 48 (27.9) < 0.001 |

“Values expressed as n (%). “Chi-square test.

Table 5 - Questions regarding treatment in 400 asthma patients interviewed in one of four Brazilian state
capitals and stratified by age group.?

Variable Age group, years p*

12-17 18-40 =41
(n = 43) (h=185) [(n=172)
Had heard of peak flow meters 22 (51.2) 64 (34.6) 66 (38.4) 0.334
Owned a peak flow meter 4(9.3) 4(2.1) 8 (4.6) 0.248
Had a written action plan for asthma management 19 (44.2) 75 (40.5) 74 (43.0) 0.210
Had used asthma relief or control medication in the last 4 12 (27.9) 42 (22.7) 50 (29.1) 0.496
weeks

Had discontinued asthma relief or control medication in the 21 (48.8) 70 (37.8) 55 (31.9) 0.008

last 12 months
“Values expressed as n (%). “Chi-square test.

J Bras Pneumol. 2014:41(1):16-22



Factors associated with poor asthma

control in the outpatient clinic setting

Jamaan M. Al-Zahrani, Anwar Ahmad?, Abdullah AL-Harbi?, Ayaz M Khan?,
Bader Al-Bader, Salim Baharoon?, Abdullah AL Shememeri?, Hamdan AL-Jahdali?

Abdulaziz Medical City in Riyadh. Adult patients who were diagnosed with bronchial asthma by their primary
heahgphymmwemmbdmaﬁ-mnhpenod Patients completed the ACT and questionnaires, which




Research Report

Annals of Pharmacotherapy
2015, Vol. 49(6) 639648

Administration Technique and Acceptance & 015

Reprints and permissions:

of Inhaler Devices in Patients With Asthma  seewcomiomaispermissionsnav

DOI: 10.1177/1060028015579097

or COPD @ﬁ\cps:izom

Abstract

Background: Correct technique and patient acceptance of inhalation devices for lung disease influence successful long-
term management. Patient ability to use the proper technique may differ depending on the device as well as patient
factors. Objectives: The objectives of our study are to measure self-reported level of acceptability of inhaler devices
in communlty settlngs and compare correct use of mhaler dewces usmg a novel scale for measurlng approprlate inhaler

techn/ rith asthma
and/c cribing the
" |laclar arasinda cok az farkhliklar var e
COMParcu vdascu VIl pPauciit Cldl dCLEl DU, MIE3UILI. A Widl Ul 1V pPduUgiie CUMTIPISELEU LIS SLudy. 1iie 1 esults show

that acceptability was lowest for the pressurized metered dose inhaler (pMDI) with a spacer (S); effective use was best
demonstrated with pMDI and poorest with pMDI-S. Older patients were found to be more accepting of the HandiHaler
device than younger patients. Patients reporting taking more inhaled drugs were found to be more accepting of the pMDI-S
than those taking fewer drugs. Finally, patients reporting taking more inhaled drugs demonstrated less-effective use of the
HandiHaler device than patients taking fewer drugs. Conclusion: Pulmonary disease duration does not ensure improved
use for all inhalers; patients taking more drugs demonstrate less-effective use for some devices. Assessment of patient
acceptance and factors that predict the ability to use a device should be considered to individualize therapy.



ARASTIRMA

Astim ve KOA H'I1n hastalar icin inhaler seciminde
inspiratuar akim hizinin onemi

Cengizhan Sezgi |, Biilent Ozbay 1, Mehmet Kara 2, Ekrem Dogan 3
Ayten Islek 1, Kiirsat Uzun !

1 Yiiziincii Yil Universitesi Tip Fakiiltesi, G6giis Hastalikilart Anabilim Dalz,
2 Yiiziincii Yil Universitesi Tip Fakiiltesi, Fizvoloji Anabilirm Dali,
3 Yiiziincii Yil Universitesi Tip Fakiiltesi ¢ Hastaliklart Anabilim Dali. Van

Ozet

KOAH I ve 41 Astimh hasta alindi. Hastalara ey
zamanh SFT ile farkh kuru toz inhalerlerin ic
diren¢lerine ve olusturduklan akim kisittamalarina
gire dizayn edilmis in-check cihaz uyguland.
Bulgular: in-check cihazinda ilgiilen Peak inspratu-
ar akim hizlarinin SFT de élgiilen ile uyumlu oldugu
giriildii. Astim ve KOAH da FVC, ve PIF daki kisit-
lamalarin, hastah@in siddeti ile korele oldugu
gizlendi.

Sonug: Surraler astim ve KOAH n dzellikle agwr ve
orta siddetlerinde diger kuru toz inhalerlerden
anlamh olarak daha yiiksek akim hizlarina izin
verdigi yani daha disiik i¢ dirence sahip oldugu
gorildi.

Anahtar kelimeler: in- Check, inspiratuar akmm hiz,
inhaler ilaglar

The role of peak inspratory flow rate for inhaler
choice in patients with asthma and COPD

pulmonary function tests )
check apparatus and second to compare it with cur-
rent velocity at different dry powder inhaler.
Methods: Seventy-four patients with different
degree of COPD and 41 patients with astma were
included in the study. In-check apparatus and PFT
were performed at the same time to patients. Flow
rates which occured for Discus (D), Turbohaler (T),
Autohaler (A), and Surehaler (S) were recorded and
PIF (in-PIF) without inspiratory restriction was
measured with in-check apparatus.

Results: The current velocity at PFT is harmony
with the current velocity with in check
apparatus.The reduction of FVC and PIF at asthma
and COPD is seen corelated with the degree of the
disease.

Conclusion: Surehaler permitted significantly high-
er flow rates more than other dry powder inhalers,
especially in moderate and sever stages of Asthma
and COPD (Lower inner resistance).

Tip Arastrmalarn Dergisi 2004: 2 (2): 1-6



Original article

Evaluation of

asthma

control inhaled

by

corticosteroids in general practice in Thailand

Watchara Boonsawat! and Bandit Thinkhamrop?

MDI

tab

Methods: This cross-sectional study involved
1,206 patients with persistent asthma and was
conducted at 38 hospitals across Thailand
between May and November, 2009. Patients were
enrolled if they were >12 years old, had
persistent asthma, receiving ICS with/without
controllers other than long-acting beta2-agonists
(LABA) for at least 3 months, and smoked <10
packs-year.

Conclusions: In clinical practice, patients using
ICS alone or combined with theophylline or
short-acting b2 agonists had a low percentage of
asthma control and a high number of urgent care
visits. ICS either alone or combined with
theophylline or short-acting b2 agonists is not
sufficient. (Asian Pac J Allergy Immunol
2015;33:21-25)

Asian Pac J Allergy Immunol 2015:33:21-5



Astimda Kontrol Nasil Saglanir

Kilavuzlarin klinige uygulanmasp , Uyku problemleri

e Hastalarin %30-40"1 bir tedavi
programindan faydalanmiyor.

e ilaglarin %20-25’i gereksiz kullaniliyor
| ve zararli hale geliyor.

e Astimda iki kat daha fazla OSA

Hastalikla iliskili faktorler ~ YGOR

4 ¢ GOR 0
e Uyku bozukluklari ve OSA * Astimli hastalar %80

e Rinit Tl e pH metre ile %38

Rinit _ Hasta iliskili faktorler

1 e Rinitli hastalarin %20-60"1 astim 5
e Allerjik astimli hastalarin >%80 rinit * Akut hastaliklarda %20-40

* Rinitli hastalar 3-5 kat daha fazla astimi F | ° Kronik hastaliklarda %30-60
kotu kontrol S ) * Astimda %28-43 (WHO)




Doktor iliskili faktorler

e Pratisyenler %20, Uzmanlar %43 ACT gibi materyalleri
kullaniyor

Astim semptom kontrolii .- Semptom kontroliiniin seviyesi

Haftada 2’den fazla astim Evet 0 Hayiro

semptomu

Astim nedeni ile herhangi bir Eveto Hayiro Hicbiri  Bunlarda Bunlarda
gece uyanma yok n n 3-4’0

1-2'si
Haftada 2’den fazla rahatlaticc  Evet o Hayiro
ilac kullanma ihtiyaci

Astim nedeni ile herhangi bir Evet o Hayiro
aktivitenin kisitlanmasi
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Astim Kontrol Testi
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Astim Kontrol Testi™

1. Son 4 haftada astiminiz sizin iste, okulda veya evde yapmak istediklerinizi ne kadar etkiledi?

Tamamen 1 Codunlukla 2 Bazen 3 Madiren 4 Hicbirzaman 5

2. 5on 4 haftada siiresince ne kadar sikhikta nefes darhig hissettiniz?

Glnde bir 1 . . 2 Haftada 36 3 Haftada1-2 4
kerden fazla Gilnde bir lcez kez kez

Hichirzaman 5

3. S5on 4 haftada stresince astim sikayetlerinizi kag gece veya sabah sizi normal kalkis saatinden
dnce uyandirdi?

Hatadaenaz 1  Hatadaikidlg 2 Hatadabir 3 Birveyaiki 4
kez

dort gece gece kez Higbirzaman

4. Son 4 haftada stiresince rahatlatia inhaller cihazinizi veya sablutamol tiirli nebiilizer cihazimizi

kag kez kullandimz?
Ginde g kez 4 Ginde 1 veya 2 Haftada? 3 Haftada 1kezr g4 Hichi 5
veya daha sik 2 kez veya 3 kez weya daha az ichirzaman
5. 5on 4 haftada astim kontroliinlizii nasil degerendirdiniz?
Hic kontral 1 2 Haftada 2 . 4 Tamamen 5
alt?nda degil Zayt diizeyde veya 3 kez i diizeyde kontrol attinda
Hasta toplam puan:

Degerlendirme: Her sorunun cevabiyla iliskili puanlar yazilir. Bes puarmin toplami toplam puami olusturur [Toplam puan 25:
Tam kontrol, 24-20: kismi kontrol, =19 kontrol altinda degil].

© Global Initiative fo thma



IDAME VE KURTARICI TEDAVI OLARAK BUD/FORM ILE IDAME TEDAVI OLARAK
INHALER KOMBINASYON KULLANIMININ KARSILASTIRMASI (Cochrane
Metaanalizi)

I SiT ile yiikksek doz iKS/LABA + SABA Karsilastirmasi
Agir alevlenmeli hastalar (Hastane yatisi veya acil servis muayenesi)

Tek inhalerile Olasilik Orani

M-H, Sabit, %95 GA

_ -
Calisms veys altigrup SABA ile Olasilik Orani Agirlik

tedavi n/N kurtarici n/N M-H, Sabit %95 GA

| SiT ile yiksek doz FLU/SALM karsilastirmasi
Bousquet 2007 (AHEAD] 39/1151 59/1153 4—&— %32.1 0.65 [0.43, 0.98]
Kuna 2007 (COMPASS) 24/552 70/1119 4-—8—7F— %24.9 0.68 [0.42,1.10]
Vogelmeier (COSMOS) 31/1067 46/1076 4—a— %25.0 0.67 [0.42, 1.07]
Alt toplam (%95 GA) 2770 3348 ——ccsmmee— %82.0 0.67 [0.51,0.86]

Toplam olay : 94 (Te[ninin

Heterojenisite : Ki2 5

- Hastanin tek ilac

Kuna 2007 (COM
Alt toplam (%95 GA , [0.58, 1.57]
Toplam olay : 24 (Te

Heterojenisite : uygu
Genel etki testi : Z =
J

6 [0.58, 1.57]

Toplam (%95 GA)

Toplam olay : 118 [Ter iiiater touavi) 22v (YyURSTR UUZ T SMLM RUT LT o
Heterojenisite : Ki2 = 1.62, df= 3 (P=0.66), 12 = %0.0

Genel etki testi : Z=2.83 (P=0.0047)

Alt grup farkliligi testi: Chi2 = 1.59, df= 1 (P=0.21), 12 = %37

> [0.57, 0.901]

Yuksek Doz Salmeterol/Flutikazon+ SABA tedavisi ile karsilastirildiginda
Budesonide/Formeterol idame+ kurtarici tedavisi agir alevlenme riskini %33

oraninda azaltir.

Kew KM. Cochrane 2013



2014 yilinda Astimda neler oldu
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Abstract

Rationale: Insulin resistance and low high-density
lipoprotein (HDL) are associated with pulmonary morbidity,
including asthma, but the underlying mechanisms are not well
elucidated.

Objectives: To investigate whether systemic inflammation
underlies the association of metabolic abnormalities with pulmonary
function among urban adolescents.

Methods: Th-cell responses and monocyte subsets, and their
association with serum homeostatic model assessment of insulin
resistance (HOMA-IR) and HDL, and pulmonary function were
quantified in 168 adolescents, including 42 obese subjects with
asthma, 42 normal-weight subjects with asthma, 40 obese
subjects without asthma, and 44 healthy control subjects. Th-cell
responses (Th1 [CD4 " IFNvy "] and Th2 [CD4"IL4 "] cells) to
stimulation with phytohemagglutinin, leptin, and dust mite,
and classical (CD14"CD16 "), resident (CD147CD16"), and
patrolling (CD14dimCD16 ") monocytes, and their C-C
chemokine receptor type-2 (CCR2) expression were quantified
by flow cytometry.

Inflammation, Metabolic Dysregulation, and Pulmonary
Function among Obese Urban Adolescents with Asthma

Deepa Rastogi', Sasha Fraser', Jamie Oh', Ashley M. Huber', Yael Schulman’, Renuka H. Bhagtani’,
Zeeshan S. Khan', Lydia Tesfa?, Charles B. Hall®, and Fernando Macian*

Measurements and Main Results: Th1/Th2 ratio to all three
stimuli was higher in obese subjects with asthma than normal-weight
subjects with asthma and directly correlated with HOMA-IR.
Classical monocytes inversely associated with Th1/Th2 ratio to
phytohemagglutinin (r = —0.43; P=0.01) and directly with Asthma
Control Test score (3 = 1.09; P = 0.04), while patrolling monocytes
correlated with Composite Asthma Severity Index score (3 = 1.11;
P = 0.04) only among obese subjects with asthma. HDL was inversely
associated with patrolling monocytes and directly associated with
CCR2 expression on resident monocytes. CCR2 expression on
patrolling monocytes predicted residual volume (RV), RV/TLC ratio,
and FRC, after adjusting for HDL, but not after adjusting for body
mass index. Association of Th1/Th2 ratio with RV, FRC, and
inspiratory capacity was attenuated after adjusting for HOMA-IR.

Conclusions: Thl polarization and monocyte activation among
obese subjects with asthma correlates with metabolic abnormalities.
Association of monocyte activation with pulmonary function is
mediated by body mass index, whereas that of Th1 polarization

is mediated by insulin resistance.

Keywords: obesity; asthma; metabolic dysregulation;
inflammation; pulmonary function
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Oral Glucocorticoid-Sparing Effect of Mepolizumab
in Eosinophilic Asthma

BACKGROUND
Many patients with severe asthma require regular treatment with oral glucocorti-
coids despite the use of high-dose inhaled therapy. However, the regular use of
systemic glucocorticoids can result in serious and often irreversible adverse effects.
Mepolizumab, a humanized monoclonal antibody that binds to and inactivates
interleukin-5, has been shown to reduce asthma exacerbations in patients with
severe eosinophilic asthma.

METHODS
In a randomized, double-blind trial involving 135 patients with severe eosinophilic
asthma, we compared the glucocorticoid-sparing effect of mepolizumab (at a dose of
100 mg) with that of placebo administered subcutaneously every 4 weeks for 20 weeks.
The primary outcome was the degree of reduction in the glucocorticoid dose (90 to
100% reduction, 75 to less than 90% reduction, 50 to less than 75% reduction, more
than O to less than 50% reduction, or no decrease in oral glucocorticoid dose, a lack
of asthma contro! during weeks 20 to 24, or withdrawal from treatment). Other
outcomes included the rate of asthma exacerbations, asthma control, and safety.

RESULTS
The likelihood of a reduction in the glucocorticoid-dose stratum was 2.39 times
greater in the mepolizumab group than in the placebo group (95% confidence in-
terval, 1.25 to 4.56; P=0.008). The median percentage reduction from baseline in
the glucocorticoid dose was 50% in the mepolizumab group, as compared with no
reduction in the placebo group (P=0.007). Despite receiving a reduced glucocorti-
coid dose, patients in the mepolizumab group, as compared with those in the pla-
cebo group, had a relative reduction of 32% in the annualized rate of exacerbations
(1.44 vs. 2.12, P=0.04) and a reduction of 0.52 points with respect to asthma symp-
toms (P=0.004), as measured on the Asthma Control Questionnaire 5 (in which the
minimal clinically important difference is 0.5 points). The safety profile of mepoli-
zumab was similar to that of placebo.

CONCLUSIONS
In patients requiring daily oral glucocorticoid therapy to maintain asthma control,
mepolizumab had a significant glucocorticoid-sparing effect, reduced exacerba-
tions, and improved control of asthma symptoms. (Funded by GlaxoSmithKline;
SIRIUS ClinicalTrials.gov number, NCT01691508.)



Gene Expression in Relation to Exhaled Nitric Oxide Identifies

Novel Asthma Phenotypes with Unique Biomolecular Pathways

Brian D. Modena', John R. Tedrow', Jadranka Milosevic', Eugene R. Bleecker?, Deborah A. Meyers?, Wei Wu?,
Ziv Bar-Joseph?, Serpil C. Erzurum?, Benjamin M. Gaston®, William W. Busse®, Nizar N. Jarjour®, Naftali Kaminski’,
and Sally E. Wenzel

Abstract

Rationale: Although asthma is recognized as a heterogeneous
disease associated with clinical phenotypes, the molecular basis of
these phenotypes remains poorly understood. Although genomic
studies have successfully broadened our understanding in diseases
such as cancer, they have not been widely used in asthma studies.

Objectives: To link gene expression patterns to clinical asthma
phenotypes.

Methods: We used a microarray platform to analyze bronchial
airway epithelial cell gene expression in relation to the asthma
biomarker fractional exhaled nitric oxide (FEno) in 155 subjects
with asthma and healthy control subjects from the Severe Asthma
Research Program (SARP).

Measurements and Main Results: We first identified a diverse
set of 549 genes whose expression correlated with FEyo. We used
k-means to cluster the patient samples according to the expression

of these genes, identifying five asthma clusters/phenotypes with
distinct clinical, physiological, cellular, and gene transcription
characteristics—termed “subject clusters” (SCs). To then
investigate differences in gene expression between SCs, a total of
1,384 genes were identified that highly differentiated the SCs at
an unadjusted P value < 10~ °. Hierarchical clustering of these
1,384 genes identified nine gene clusters or “biclusters,” whose
coexpression suggested biological characteristics unique to
each SC. Although genes related to type 2 inflammation were
present, novel pathways, including those related to neuronal
function, WNT pathways, and actin cytoskeleton, were noted.

Conclusions: These findings show that bronchial epithelial cell
gene expression, as related to the asthma biomarker Feyo, can
identify distinct asthma phenotypes, while also suggesting the
presence of underlying novel gene pathways relevant to these

phenotypes.

Keywords: exhaled nitric oxide; clustering; severe asthma
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Effect of Vitamin D, on Asthma Treatment Failures in Adults

With Symptomatic Asthma and Lower Vitamin D Levels:
The VIDA Randomized Clinical Trial JAMA. 2014 May : 311(20): 2083-2091.

INTERVENTIONS—Oral vitamin D3 (100 000 IU once, then 4000 IU/d for 28 weeks: n=201)
or placebo (n = 207) was added to inhaled ciclesonide (320 ng/d). If asthma control was achieved
after 12 weeks, ciclesonide was tapered to 160 ng/d for 8 weeks, then to 80 ng/d for 8 weeks 1f
asthma control was maintained.

MAIN OUTCOMES AND MEASURES—The primary outcome was time to first asthma
treatment failure (a composite outcome of decline in lung function and increases in use of p-
agonists, systemic corticosteroids, and health care).

RESULTS—Treatment with vitamin D3 did not alter the rate of first treatment failure during 28
weeks (28%[95% CI, 21%-34%] with vitamin D3 vs 29% [95% CI, 23%—35%] with placebo;
adjusted hazard ratio, 0.9 [95% CI, 0.6—1.3]). Of 14 prespecified secondary outcomes, 9 were
analyzed, including asthma exacerbation: of those 9, the only statistically significant outcome was
a small difference in the overall dose of ciclesonide required to maintain asthma control (111.3
ng/d [95% CI, 102.2—120.4 pg/d] 1n the vitamin D3 group vs 126.2 ng/d [95% CI, 117.2-135.3
ng/d] i the placebo group: difference of 14.9 pg/d [95% CI, 2.1-27.7 ng/d]).

CONCLUSIONS AND RELEVANCE—Vitamin Dj did not reduce the rate of first treatment
failure or exacerbation mn adults with persistent asthma and vitamin D msufficiency. These
findings do not support a strategy of therapeutic vitamin D5 supplementation in patients with

symptomatic asthma.



Yaslilarda Astim Tani ve Tedavisi

EurJ Int Med 2014;25:336-42

Yaslilarda astim %6-10 siklikla gorular

Semptomlarin yanls algilanmasi

— Siklikla yanlis tani ve tedaviye neden oluyor

* Astim/KOAH
—  KKY

Sigara
Siklikla >64y hastalarda karisikhk
Allerjen duyarhligi yas ile azalir

— Gece sikayetlerinde azalma
Reversibilite

— Her yasta astimli hastalarda tani icin 6nemlidir

— Yashlarda yapilmali
* Yas ile azalir (yapisal degisiklikler ve remodelling)

DLCO ve RV ol¢ciimleri ayirimda 6nemli olabilmektedir.
Havayolu asiri duyarhligi (metakolin testi)

— Yasla cevap azalabilir
Biyobelirtecler ??







