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Sunum Plani

e AgIr astim tanimi
* Cocuklarda agir astim siklig
e Cocuklarda agir astimin sorunlari
- Semptom yiku /Acil ve Hastane yatislari
- Psikolojik yuk
- Fizik aktivite
-Hayat kalitesi
- Ekonomik yuk
-Dogal seyirde eriskinin de sorunu olur mu?
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1. Tedavi edilmemis agir astim
2. Tedavisi zor agir astim
3. Tedaviye direngli agir astim



World Health
Organization

Tedaviye direngli agir astim

» Tavsiye edilen en Ust tedaviye ragmen
kontrol alina alinamayan agir astim
‘Refrakter astim’ veya
‘Kortikosteroidlere direngli astim’

» Ancak tavsiye edilen en st basamak
tedavisiyle kontrol altina alinabilen astim



EUROPEAN
RESPIRATORY
SOCIETY

TABLE 3 Definition of severe asthma for patients aged =6 years

Asthma which requires treatment with guidelines suggested medications for GINA steps 4-5 asthma (high dose ICS* and LABA or leukotriene
modifier/theophylline) for the previous year or systemic CS for =50% of the previous year to prevent it from becoming “uncontrolled’” or which
remains “uncontrolled” despite this therapy
Uncontrolled asthma defined as at least one of the following:

1] Poor symptom control: ACQ consistently >1.5, ACT <20 (or “not well controlled”” by NAEPP/GINA guidelines)
2] Frequent severe exacerbations: two or more bursts of systemic CS (>3 days each] in the previous year
3] Serious exacerbations: at least one hospitalisation, ICU stay or mechanical ventilation in the previous year
4] Airflow limitation: after appropriate bronchodilator withhold FEV1 <80% predicted (in the face of reduced FEV1/FVC defined as less than
the lower limit of normall
Controlled asthma that worsens on tapering of these high doses of ICS or systemic CS [or additional biologics]



En Ust basamak astim tedavisine yanit
vermeyen agir solunum yakinmalari
Farkl

Taniyl gézden gegir == tan,

Astim ve komorbiditeler
Agir

tedaviye direncli
astim

Tedavisi zor astim



Cocuklarda astim sikhgi
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Cocuklarda agir astim:
Ne kadar sik?



Cevre ve Cocuklarda Astim ‘ECA’ Kohortu

Recruited 3754 j_u ‘: "f:::.‘_ Birth

Lung function 803 : g -
I l e
v v

Case—Control 562
2 years
135
Y Y Y
616 (76%) |[123 (91%) || 403 (94%) 10 years
v

Follow-up 1019/ 1215 (84 %)
Lang A, Allergy 2008



ECA Kohortu

10 yas 10 yas
n: 67 n:3
Aktif astim Agir astim
(%10.8) (%0.5)

Lang A, Allergy 2008



ECA Kohortu
Astimh ¢cocuklarin ne kadan agir astim?

10 yas 10 yas
Astim Agir astim

n:67 n:3

Lang A, Allergy 2008
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4w 12 yas
Yenidogan Astim
n:4089 399
(%11)
2\ 12 yag
12 yas Agir astim
n:3015 . ,. n:7

e (%0.23)

Nordlund B, Respir Med 2014



BAMSE Kohortu
Astimh ¢cocuklarin ne kadan agir astim?

12 yas 12 yas
Astim Agir astim

n:329 n:7




Cocuklarda agir astim:
Ne kadar sorun?



Agir Astim Arastirma Calismasi
‘SARP’

e 6-17 yas arasi agir astimli cocuklar
e N:300

e 2001-2011 villari arasi (10 yil)
/( HHS Public Access

Author manuscript
J Allergy Clin Immunol Pract. Author manuscript; available in PMC 2017 January 01.

Published in final edited form as:
J Allergy Clin Immunol Pract. 2016 ; 4(1): 11-19. doi:10.1016/j.jaip.2015.10.008.

Severe Asthma in Children: Lessons Learned and Future
Directions

Anne M. Fitzpatrick, Ph.D.1-2
"Emory University Department of Pediatrics, Atlanta, Georgia

2Children’s Healthcare of Atlanta Center for Cystic Fibrosis and Airways Disease Research



SARP Agir Astim Kriterleri

TABLE 1. THE SEVERE ASTHMA RESEARCH PROGRAM DEFINITION OF SEVERE ASTHMA, ADAPTED
FROM THE AMERICAN THORACIC SOCIETY WORKSHOP ON REFRACTORY AsTHMA'®

Major criteria for severe asthma (must have at least 1 to achieve asthma control):
Treatment with high-dose inhaled corticosteroids
Treatment with continuous oral corticosteroids (at least 50% of the year)

Minor criteria for severe asthma (must have at least 2):
Treatment with additional controller medications to maintain asthma control
Daily use of short-acting bronchodilators (5 of 7 days)
Persistent airflow obstruction, with baseline FEV, <80% predicted
One or more urgent care visits for asthma in the previous year
Three or more oral corticosteroid bursts in the previous year
A history of prompt deterioration in asthma symptoms with a reduction in the dose of inhaled corticosteroids or oral
corticosteroids
A near-fatal asthma event requiring intubation in the past

Fitzpatrick AM, Pediatr Allergy Immunol Pulmonol 2010



Agir Astim Arastirma Calismasi
‘SARP’

Symptom
Severity
A Adult Onset Severe Asthma
, neutrophil predominant?
Determinants
» Atopy I
» AA race
= Urban residence ——
» Viral infections —
____— Severe Persistent of Asthma
— ? of Childhood (5-10%)
Inceptich__ / eosinophil predominant?
< 24 months — "
,u/ Average //’ ________'““-—--__-__H___
| Inception T—
/ 60 months Late Onset Asthma —
' Mild to moderate remitting of Childhood (x?)
® asthma of chiidhood {?5%) Infection-mediated?
Remitting non-atopic
wheeze
//
prenatal/infancy infancy-school age  puberty adult senior

Developmental Phase

Fitzpatrick AM, Pediatr Allergy Immunol Pulmonol 2010



SARP

Age 6=11 years

Mild-to-moderate asthma, n =45  Severe asthma, n=48 P value

Male 25 (56) 22 (45) 0.233
Caucasian 23 (51) 12 (25) 0.039
jsit® M {46) 37 (78} 0002
_Hospitalization® 7 (16) 31 (65) <0.001
_H;ﬂnv:.,r af intiubation [1 11 (33 1131
Daily oral corticosteroids 0 4 (8) 0.067
] _ 4 ] = 70 {5 =1 (¥]1
Number of aero-allergen skin prick 1.5 (0-9) 3 (0-10) 0.086
responses (out of 12)
Serum mmnglﬂhuhn E (kU/L)" 196 (2-3,484) ':.'ES'? (9-3,511) 0.007
Blood eosinophils (%)” 4.2 (0.4-13.2) 2 (0.2-23.8) (0.389
Exhaled nitric oxide (ppb, offline)" 7.1 (2.2-28.3) 'H E (4.2-45.8) 0.004
Baseline FEV, (%) 98 (78-142) 7 (57-123) 0.002
Maximum FEV, (%) 105 (89-158) 'lﬂ'l (65-142) 0.005

Fitzpatrick AM, Pediatr Allergy Immunol Pulmonol 2010



SARP

Age 12-17 years

Mild-to-moderate asthma, n= 30  Severe asthma, n=30 P wlue
Male 17 (59) 19 (61) (0.521
Caucasian 17 (59) 6 (19) 0.008
isit? 5 (17) 25 (81) <0001
Hospitalization® 1 (3.4) 20 (65) <0.001
Eﬂ'ﬂﬂf nf intubation [ ﬁﬂﬁ 00Nt
Daily oral corticosteroids 0 6 (19) 0.015
] _o 1] ey N1 (HR] (10107
Number of aero-allergen skin prick 1 (0-8) 4 (0-10) <0.001
responses (out of 12)
Serum immunoglobulin E (kU/ L)" 117 (7-1,724) 571 (4-5,458) 0.006
Blood eosinophils (%)” 3.0 (0.3-13.0) 5.1 (0.2-236 0.273
Exhaled nitric oxide (ppb, offline)” 7.6 (2.7-27.9) 114 (5.4-300 0.016
Baseline FEV, (%) 95 (70-129) 71 (37-105) <0.001
Maximum FEV, (%) 99 (78-137) 90 (50-115) 0.002

Fitzpatrick AM, Pediatr Allergy Immunol Pulmonol 2010



Agir Astim Arastirma Calismasi
‘SARP’

Feature Severe asthma, 6-11 vears | Severe asthma, 12-17 yvears
N=68 N=T73
Sex
Males 34 (50) 44 (60)
Females 34 (50) 29 (40)
Race
White 14 (21) 14 (19)
Black 47 (69) 49 (67)
Other 7(10) 10 (14)
Age of asthma onset 1(1,2) 1(1,3)

Co-morbid conditions
Obesity
Pneumonia
Sinusitis
Gastroesophageal reflux

Second-hand tobacco smoke exposure

Healthcare utilization (previous year)

Emergency department visit
Hospitalization

Intubation for asthma-related respiratory failure (ever)

Daily asthma symptoms (past 3 months)

18 (27)
44 (66)
25 (37)
24 (36)
9 (13)

53 (78)
43 (63)

40 (60)

18 (25)
48 (67)
38 (53)
37 (51)
23 (32)

56 (77)
34 (47)

47 (65)

Fitzpatrick AM,
JACI Pract 2016



Classifying Asthma Severity in Children

Mismatch Between Symptoms, Medication Use, and Lung Function

Leonard B. Bacharier, Robert C. Strunk, David Mauger, Deborah White, Robert F. Lemanske, Jr.,
and Christine A. Sorkness

5-18 yas arasi
n:219 cocuk ve adodlesan

TABLE 1. CRITERIA FOR CLASSIFICATION OF ASTHMA SEVERITY

Severity Daytime Symptoms Nighttime Symptoms Exertional Symptoms
Mild intermittent = 2 days/wk = 2 nights/mo = 2 times/mo
Mild persistent 3-6 days/wk 3—4 nights/mo 34 times/mo
Moderate peristent Daily 5-9 nights/mo 5-9 times/mo
Severe persistent Continuously = 10 nights/mo = 10 times/mo

TABLE 2. DISTRIBUTION OF PATIENTS BY LEVEL

OF SEVERITY
Severity based on the following:
More Severe
of Symptoms or
Symptoms (%) Medications (%) Medications (%)
Mild intermittent 39.3 18.0 6.9
Mild persistent 28.8 26.7 27.9
Moderate persistent 15.1 20.4 22.4

Severe persistent 16.9 35.0 42.9




Agir Astimh ¢ocuklarda SFT: FEV1
ataklar disi normaldir

Percentage of Patients

100%

80% -

60% -

40% -

20% -

0%

[0 FEV1 >=80% O FEV1 60 - <80% [ FEV1 =<60%

Mild Intermittent Mild Persistent Moderate

Severe Persistent

(N=14) (N=58) Persistent (N=46) (N=85)
Asthma Severity Based Upon More Severe of Asthma Symptoms and

Medication Use
P=0.3, Chi-square test

Bacharier L, AJRCCM 2004



Percentage of Patients

Agir Astimh ¢cocuklarda SFT:
FEV1/FVC duslktiir

0 FEV1/FVC Normal © FEV1/FVC Abnormal*

100%
90% T— Say 17.2 | { 19.6 oo o
80% . 1
70% et oL -
60%
50%
40% 82.8 80.4 —
30% 64.3 m—
20% o 49.4
10%
0% - T - .
Mild Intermittent Mild Persistent Moderate Severe
(N=14) (N=58) Persistent (N=46) Persistent (N=85)
Asthma Severity Based Upon More Severe of Asthma Symptoms and
Medication Use

P=0.0001, Chi Square test

Bacharier L, AJRCCM 2004



SARP: RV/TLC artmistir

Prebronchodilator

Mild-to-moderate (n =

Withhold r Severe (n=3Y) 306) P
TLC Yes 97 + 12 100 £ 17 397
RV Yes 121 + 37 96 + 32 028
RV:TLC Yes 26+ .08 21 £ .06 041

Fitzpatrick AM, JACI 2006
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Cocuklarda agir astimin
psikolojik sorunlari



Cocuklarda persistan hisilti varhiginda
ice donuk davranis paterni artar

TABLE 4 Adjusted Associations of Allergic Disease Predictors and Elevated Anxiety, Depressive, and Internalizing Disorder BASGC-2 Scores at Age 7 Years

Predictor Variables Elevated Internalizing Symptoms T Elevated Anxiety T ScoreP (n= 83) Elevated Depression T Score® (n=59)
Score? (n=T73)
OR 95% CI OR 95% Cl OR 95% CI
Rhinitis? (n= 203)
Allergic SPT+ (n=119) 3.2¢ 1.8-58 207 12-36 3.2¢ 1.7-65
Persistent wheezing? (n = 52)
Allergic SPT+ (n=29) 2.7* 1.2-6.3 —- —* 23 09-58

Nanda MK, Pediatrics 2016



Agir astim adodlesanda
depresyon (1.7 kat), panik atak (1.9 kat)
ve anksiyetiyi (1.6 kat) artinr

Goodwin RD, Psychol Med 2004



Astimh ¢cocuklarn olan ebeveynlerde
depresyon ve anksiyete artar

Systematic Review and Meta-Analysis of
Anxious and Depressive Symptoms in
Caregivers of Children With Asthma

Gemma Easter, PuD Candidate, Louise Sharpe, PuD, and
Caroline J. Hunt, PuD

School of Psychology, The University of Sydney



Cocuklarda agir astimda
fizik aktivite sorunu

Montella et al. Italian Journal of Pediatrics (2016) 42:9
DOl 10.1186/513052-016-0217-z Italianjournal of Pediatrics

RESEARCH Open Access

Severe asthma features in children: a @
case-control online survey

Silvia Montella', Fugenio Baraldi?, Salvatore Cazzato®, Raffaele Aralla® Mariangela Berardi, Luigia Maria Brunetti,
Fabio Cardinale® Renato Cutrera’, Fernando Maria de Benedictis®, Emanuela di Palmo?, Sabrina Di Pillo”,

Grazia Fenu'®, Stefania La Grutta'''?, Enrico Lombardi'®, Giorgio Piacentini'?, Francesca Santamaria’,

Nicola Ullmann’, Franca Rusconi'®” and the ltalian Pediatric Severe Asthma Network (IPSAN) on behalf of the
ltalian Society of Pediatric Respiratory Diseases (SIMRI)



Table 3 Characteristics associated with severe asthma at logistic regression analysis in 41 patients with SA compared to 78 NSPA

children
OR 95 % Cl P

Lifetime atopic sensitization to cow's milk proteins/egg/peanuts 473 1.21-1853 0.03
Lifetime hospital admission for asthma 371 1.11-1233 003
Emergency-department visit for asthma during the past year 11.98 270-53.11 0.001
Noctumnal symptoms between exacerbations 1.16 034-397 08
Asthmatic ﬁmptoms triggered bz phzsical activitz 12.78 2666140 0001
At least one smoking parent 1.54 045-5.25 05

OR odds ratio; Cf confidence interval
Adjustments were made for all the listed factors and for age, gender, and center

Montella S, Italian J Pediatrics 2016



Cocuklarda agir astimda hayat kalitesi

Table 4 Quality-of-life and wellbeing scores in children with severe asthma (SA) and non-severe persistent asthma (NSPA)

SA NSPA p
(n=41) (n=78)
HR-QolL scores
Physical activity limitation domain 58 (20-7.0) 64 (3.4-7.0) 001
Symptom domain 58(1.8-70 6.5 (3.5-7.0) 001
Emotional function domain 6.4 (21-7.0) 69 (2.9-7.0) 002
Total score 59(23-70) 6.6 (3.7-7.0) 0.005

Montella S, Italian J Pediatrics 2016



Cocuklarda agir astimin maliyeti



TENOR Calismasi

Panel A

TENOR
Patients
N = 4756

y

:

Age 6-12 at BL
N = 767

\

All Impairment
components
At BL
N =628"t

All Impairment
components
At 12 mo
N = 385t

Szefler SJ, Ann Allergy Asthma Immunol 2011

All Impairment
components
At 24 mo
N = 2801




TENOR Calismasi:

Panel B

All Impairment
Components
n=209

Baseline

VPC
N/WC
I'I=133 n=?6
Month 12 VPC N/WC
n=78 n=55
Month24 | vpe || NnwC vee || Nnwe vee || Nwe vee || nwe
n=56* || n=22 n=185 || n=37t n= n= n=10 || n=48

Szefler SJ, Ann Allergy Asthma Immunol 2011




Astimh ¢cocuklarda kontrole gore
yilhik ortalama maliyet

lyi Cok koth

kontrollU kontrollU
astim astim

3.766 $ 7.864 $

Szefler SJ, Ann Allergy Asthma Immunol 2011
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Cocuklarda agir astim
eriskin yasta da sorun yaratir mi?



MELBOURNE Calismasi

TABLE I. Distribution of subjects at recruitment and at age 50 years™

Age 50y
Lung function test performed,
Recruitment, n = 479 Deceased, n = 21 Followed-up, n = 346 (76%) n = 197 (43%)

Control, no. (%) 105 3 77 (07) 48 (48)
Mild wheezy bronchitis, no. (%) 74 3 50 (70) 23 (32)
Wheezy bronchitis, no. (%) 104 6 78 (80) 43 (44)
Asthma, no. (%) 113 2 81 (73) 49 (44)
Severe asthma, no. (%) 83 5 60 (77) 34 (44)
Male subjects, % 61 81 60 63

7yas ----- 50 yas



Cocuklarda agir astim
SF gelisimini (FEV1) etkiler
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Cocuklarda agir astim
hayat boyu SF kisithligina
(diisik FEV1/FVC) neden olur
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Cocuklukta agir astimi olanin
eriskin yasta da astimi
devam eder mi?



Cocuklarda agir astim,
50 yasinda aktif astimi ongorur

TABLE ll. Childhood predictors of “current asthma” at age 50

years
Unadjusted Adjusted
P P
OR (95% CI) value OR (95% CI) value
Recruitment group <().001 0.001
Controls Reference Reference
Mild wheezy bronchitis 1.3 (0.5-3.6) 1.2 (0.4-3.2)
Wheezy bronchitis 1.5 (0.6-3.6) 1.4 (0.5-3.5)

asthm: 17.5 (5.8-52.9 119 (34418
Females 1.3 (0.8-2.1) 348 2.0 (1.1-3.6) 017
Childhood hay fever 3.8(2.2-6.6) <001 2.0(1.0-4.0) 038
Childhood eczema 1.9 (1.2-3.2) 01 1.0 (0.5-1.8) 932
Childhood skin prick 2.8 (1.7-4.6) <.001 1.3 (0.6-2.5) A86

test positivity
Childhood BMI 229 225
category™
Normal weight Reference Reference

Overweight 0.6 (0.3-1.3) 0.6 (0.3-1.4)




Cocuklarda agir astim, eriskin KOAH
gelisimi icin cok onemli bir risk

faktorudur

Table 3 The childhood predictors of adult COPD

OR (95% CI) OR (95% CI)

(univariate) (multivariate)
Severe asthma 37.1 (4.6 to 301 31.9 (3.4 to 269
Asthma 9.1 (1.1 to 76.4) 9.6 (1.0 to 77)
Wheezy bronchitis 35 (0.4 to 35.2)
Mild wheezy bronchitis 2.1 (0.1 to 35.8)
Male sex 24 (09 to 63)
Ever smoker 1.0 (0.5 to 2.3)
Current smoker 1.1 (0.5 to 2.4)
Childhood hay fever 1.0 (0.3 to 3.8)

Tai A, Thorax 2014



Cocuklarda agir astimin
eriskin yasta remisyonu mumkun mu?
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MELBOURNE Calismasi:
Cocuklarda agir astimda
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Cocuklarda astim nedeniyle 6lum orani

SAFER » HEALTHIER * PEOPLE"

National Surveillance of
Asthma: United States,
2001-2010

Movembar 2012
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Cocuklarda astim nedeniyle 6lum orani

T =

w
|

0.3/10.000 astim

Rate per 10,000 persons with asthma

0-4 5-14 15-19 20-24 25-34 35-64 65 years
years years years years years years or over



SONUC

Cocuklarda agir astim az

Yakinmalar ve saglik hizmetlerini kullanimlar
sik

Fiziksel, duygusal ve psikolojik acidan etkileri
cocuk ve ebeveyni icin onemli

Ekonomik yuku fazla

Cocuklarin agir astimi eriskin yasta da sorun
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