YILIN MAKALELERI
HISILTILI COCUK

Marmara Universitesi Tip Fakiltesi
Cocuk Gogus Hastaliklari Bilim Dali
Prof Dr Fazilet Karakoc






Hamilelikte doymamis yag
asidlerinin tuketimi cocuklarda
tekrarlayan wheezing sikligini

arttirir mi?7?7??
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Maternal fatty acid status in pregnancy and childhood atopic
manifestations: KOALA Birth Cohort Study

M. L. Notenboom', M. Mommers', E. H. J. M. Jansen?, J. Penders'* and C. Thijs'
"Department of Epidemiology, CAPHRI School of Public Health and Primary Care, Moastricht University, Maastricht, The Netherlands, “Laboratory for Health
Protection Research, National Institute for Public Health and the Environment, Bilthoven, The Netherlands and *Department of Medical Microbiology, Maastricht

University Medical Centre, Maastricht, The Netherlands

Intrauterin donemde balik yagina maruziyetin
erken cocuklukta atopik dermatiti azalttigi
fakat tekrarlayan wheezing ve allerjik
sensitizasyon uzerine bir etkisi olmadigi
gosterilmis



First- and Second-Trimester Fetal Size and Asthma
Outcomes at Age 10 Years

Steve Turner!, Nanda Prabhu!, Peter Danielian?, Geraldine McNeill*>, Leone Craig*?, Keith Allan*, Rebecca Cutts’,
Peter Helms!, Anthony Seaton?, and Graham Devereux'*

' Academic Child Health, ?Obstetrics and Gynaecology, *Public Health Nutrition Research Group, and *Environmental and Occupational Medicine,
University of Aberdeen, United Kingdom

Am J Respir Crit Care Med. Vol 184 pp 407-413, 2011

Intrauterin donemdeki buyume hizinin astim
gelisimi uzerine etkisi var midir??



Ik trimesterdeki azalmis fetiis biiyiimesi erken
cocuklukta tekrarlayan wheezing sikligini arttiriyor

*Annenin sigara igmesi, diyetteki bazi eksiklikler (Vit E)
Gibi bir cok faktor fetal buyumede eftKkili

*Intrauterin ddnemde somatik biyiimede azalma akciger
buyumesinde de bozulma ile birlikte oluyor.

1. Trimesterde fetal buyumenin azalmasi erken cocuklukta
SFT ‘de azalma ve astim sikliginda artisa yol aciyor ve bu
etkiler cocugun dogumdaki boyutlarindan bagimsiz



CHES I September, 2011

2 Fetal exposure to maternal and paternal smoking
INT and the risks of wheezing in preschool children.
The Generation R Study

/Annenin sigara icmesi fetustn buyumesini ,
akcigerlerin buyumesini ve alveol sayisini azaltiyor.

*Nikotinin indirekt bazi etkileri var fetal kan akiminin
azaltiyor bu neden ile bebek oksijenizasyonu ve
beslenmesi azaliyor.

*Nikotin fetal solunum hareketlerini azalttiyor ki
bununda akcigerler ve hava yollari buyumesini
olumsuz etkiledigi dusunuluyor.
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Annenin sigara icmesi tekrarlayan
wheezing sikhgini arttiriyor
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Cord-Blood 25-Hydroxyvitamin D Levels and Risk of Respiratory Infection,
Wheezing, and Asthma
Carlos A. Camargo, Jr, Tristram Ingham, Kristin Wickens, Ravi Thadhani. Karen M.
Silvers, Michael J. Epton, G. Ian Town. Philip K. Pattemore, Janice A. Espinola,
Julian Crane and the New Zealand Asthma and Allergy Cohort Study Group
Pediatries 2011:127.e180: originally published online December 27. 2010:
DOI: 10.1542/peds.2010-0442

2006 yilindan bu yana yapilan bazi ¢alismalar maternal
Vit D eksikliginin ile erken cocuklukta solunum yolu
enfeksiyonlari ve tekrarlayan wheezing ile birlikte
oldugunu gostermistir.



VITAMIN D....

Vit D ozellikle sut cocuklarinda konak savunmasinda ve dogal
Immunitede onemli.
«Aktive Vit D bronsial epitel hucrelerinden ‘Katelisidin® isimli

endojen bir antimikrobial peptidin salgilanmasini indukluyor.

Astimli cocuklarda Vit D duzeyleri daha yuksek olanlar daha

az atak geciriyor.

Plasebo kontrollu bir calisma okul cocuklarinda vit D

desteginin mevsimsel influenza sikligini azalttigini gostermis

Am J Clin Nutr. 2010:91(5):1255-1260
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Dogurganlik cagindaki Turk annelerinde ve
venidoganlarda Vit D eksikligi

Vitamin D Deficiency in Turkish Mothers and Their
Neonates and in Women of Reproductive Age

Ayca Torel Ergur, Merih Berberoglu, Begum Atasay”*, Zevngp Siklar,

Pelin Bilir, Saadet Arsan*, Feride Soylemez**, Gonul Ocal

Ankara University, School of Medicine, Departments of Pediatric Endocrinology, Ankara, Turkey
*Ankara University, School of Medicine, Departments of Neonatology, Ankara, Turkey
**Ankara University, School of Medicine, Departments of Gynecology and Obstetrics, Ankara, Turkey

J Clin Res Ped Endo 2009
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LET THE SHINSHINE IN!



Prenatal donemde ve erken cocuklukta
Vit D suplementasyonunun wheezing
gelisimi Uzerine etkisini inceleyen
Randomize kontrollt calismalara ihtiyac
var!



te

*Son 10 yilda bir cok ¢alisma parasetamol ile tekrarlayan
wheezing -astim ve allerjik hastaliklar arasinda iliski
bildirmistir

* Bu ilacglarin son 350 yildir cok yaygin kullaniimasinin
cocuklardaki astim sikhigindaki artig ile ilgili olabileceqi ileri

surulmustur.
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Paracetamol in pregnancy and the risk of wheezing in offspring: a systematic
review and meta-analysis

S. Eyers1'2'3, M. Weatherall?3, S. Jefferies' and R. Beaslew,.r"z""

"Medical Research Institute of New Zealand, Wellington, New Zealand, “Capital & Coast District Health Board, Wellington, New Zealand, *Department of Medicine,

University of Otago Wellington, Wellington, New Zealand and *Division of Infection, Inflammation and Immunity, University of Southampton, Southampton, UK




Hamilelikte parasetamol kullanimi 2.5-7 yaslarindaki
cocuklarda astim riskini % 21( %2-%44)
oraninda artturmaktadir

UnN

Perzanowski et al ] 2.39
Shaheen et al B 135
Thengiledottir I} 1.32
Garcia- Marcos —— 12
Rebordosa et al n 1.01
Kang et al L} 0.85
TOPLAM QO 1.21
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Cocuklarda Parasetamol kullanimi
tekrarlayan wheezing /astim gelisimini
etkiler mi???



Int J Epidemiol January, 2011

Int. J. Epidemiol. Advance Access published January 23, 2011

Published by Oxford University Press on behall of the International Epidemiological Association International Journal of Epidemiology 2011;1-6

© The Author 2011; all rights reserved. doi:10.1093/ije/dyg263

Paracetamol and antibiotics in childhood and

subsequent development of wheezing/asthma:
association or causation?

SIDRIA-2 calismasi, 6-7 yaslarindal6 933 cocuk

Cocuklarda parasetamol ve antibiotik kullaniminin
wheezing/astim gelisimi uzerine etkisi:
Birliktelik? Sebep?



Hayatin ilk bir yilinda parasetamol ve AB kullanimi erken
gecici wheezing ve persistan wheezing sikligini arttiriyor

*Okul oncesi astim semptomlari solunum
yolu enfeksiyonlari ile karisabilir ve
cocuklar siklikla bu ilaclar ile tedavi
ediliyor

*Bu birliktelik mi? Sebep mi?
Ayirt etmek cok kolay degil.



The Role of Acetaminophen and Geohelminth Infection
on the Incidence of Wheeze and Eczema
A Longitudinal Birth-cohort Study

Alemayehu Amberbir'?, Girmay Medhin?, Atalay Alem4, John Britton?, Gail Davey'!, and Andrea Venn?

'School of Public Health, *Aklilu Lemma Institute of Pathobiology, and *Department of Psychiatry, Addis Ababa University, Addis Ababa, Ethiopia;
and “Division of Epidemiology and Public Health, University of Nottingham, Nottingham, United Kingdom

Am J Respir Crit Care Vol 183 pp 165-170, 2011

Cocuklarda asetominofen kullanimi ve parazitik
enfeksiyonlarin wheezing & egzema siklig!
uzerine etkisi



Asetominefon kullanimi doza bagimli bir sekilde
artmis wheezing sikhgi ile iligkili bulunmustur.
Egzema ile iligkili bulunmamistir

Hayatin ilk 1 yilinda
SONUC asetominofen OR
kullanimi

Asla
Wheezing sikhgi Evet (Son 1 ayda yok)
n= 756 1-3tb / ay
>4 tb / ay

Asla
Evet (Son 1 ayda yok)
1tb>/ay




Parasetamol hangi mekanizmalar ile tekrarlayan
wheezing / astim sikhigini arttirir??

* Parasetamol endojen antoksidan glutatyon
sentezini azalatarak hava yolu inflamasyonu

arttirir

* Azalmis glutatyon duzeyleri antijen
prezentasyonu ve taninmasini degistirerek TH2
cevabini arttirabilir

* Parasetamol Sikolooksijenaz 2 yolunu inhibe
etmez ve prostogalnadin E 2 artar, bu da TH1
stokinlerinin Uretimini inhibe eder ve TH1/ Th2
dengesi Th2 lehine bozulur



Parasetamol

Kullanalim mi ?
Kullanmayalim mi?

* ‘Parasetamol artik kullanmayalim’ demek cok
kolay degil...

e Fakat...tim bu calismalar dikkate alindiginda
‘Ates ya da agri cocugun genel durumunu
belirgin olarak etkiliyor ve NET bir endikasyon
var ise kullanalim...”



Cok uzun yillardir cevabini bulamadigimiz
sorular var!




Okul 6ncesi cocuklarda tekrarlayan wheezing
cok sik !
HANGISI ASTIM OLACAK????



The Asthma Predictive Index: early diagnosis of asthma
Jose A. Castro-Rodriguez

Current Opinion in Allergy and Clinical Immunolgy
2011,11:157-161

e Tekrarlayan wheezingleri olan cocuklarda astim
gelisimin dnceden belirlemek icin bir cok model
Uzerinde calisiimistir

* FAKAT heterojen bir grup hasta oldugu icin
genetik , cevresel, sosyoekonomik, etnik
faktorleri isin icine katmadan daha dogru
modeller olusturmak mumkuin degildir.

Klinikte kolay uygulanabilir olmasi onemli!



Astimi Onceden
belirleme

indeksleri

Pozitif prediktif Negatif prediktif
deger deger

*Bu uc indeks arasindan Astimi
onceden belirleme indeksi (API)
farkl populasyonlarda ve
randomize calismalar ile test edilen
tek indekstir

*Astimi onceden belirleme indeksi
(API) ayrica nitrik oksid ya da
akciger fonksiyon testleri gibi
biomarkerlar ile de test edilmistir



Eur Respir J 2011; 37: 523-531 ERJ, 2011
DOL: 10.1183/09031936.00021210
Copyright@&ERS 2011

Exhaled nitric oxide, susceptibility and new-
onset asthma in the Children’s Health Study

T.M. Bastain, T. Islam, K.T. Berhane, R.S. McConnell, E.B. Rappaport, M.T. Salam,
W.S. Linn, E.L. Avol, Y. Zhang and F.D. Gilliland

*Exhale nitrik oksid olgumlerini tedaviye uyumun takibinde,
astim kontrolunun saglanmasinda , ataklarin onceden
belirlenmesinde ve astim tanisinda kullanan galismalar
mevcuttur.

Bununla birlikte bu calisma ile NO ilk kez astim acisindan
riskli cocuklari onceden amaci ile kullaniimistir



Okul oncesi donemde FeNO olcumleri yapilimis:
Yuksek FeNO’nun takip eden 3 yilda astim gelisimi
acisindan bir risk faktoru oldugu belirlenmis
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Cok uzun yillardir cevabini bulamadigimiz
sorular var!



Wheezing epizodlari ....

* Wheezing epizodlari cogunlukla virus
enfeksiyonlari ile birlikte HATTA ‘ viral
wheezing’ tanimlamasi kullaniliyor

 Tedavi rehberlerinin Oonerisi

‘Antibiotik VERILMEMESI...’

e Ama Buna ragmen antibiyotikler bu hastalarda
en cok recete edilen ilaclar arasinda...

GINA guideline-
H. Bisgaard P Pulmonol 2007



Association of bacteria and viruses with wheezy episodes in
young children: prospective birth cohort study

Hans Bisgaard, professor,' Mette Northman Hermansen, medical doctor,' Klaus Bgnnelykke, senior scientist,’
Jakob Stokholm, research doctor, PhD student,' Florent Baty, statistician,' Nanna Lassen Skytt, junior

scientist, Julia Aniscenko, research technician,? Tatiana Kebadze, technician,? Sebastian L Johnston,
professor?

BMJ , 2010

Kicuk cocuklarda wheezing
epizodlarinda bakteri ve viruslerin varlgi



Bu calismada 3 yasin altindaki cocuklarda Wheezing epizodlari
hem bakteriyel hem de viral enfeksiyonlar ile assosiye bulunmus

Bakteriler???
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Wheezing epizodlari sirasinda bakteri
ktltUrlerinin pozitif saptanmasinin klinik
etkilerini saptayabilmek icin antibotik
tedavisinin etkinligini arastiran Randomize
kontrolli calismalara ihtiyac var!
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TEKRARLAYAN
WHEEZING



Cok uzun yillardir cevabini bulamadigimiz
sorular var!



J Allergy Clin immunol 2011

Decreased lung function after preschool wheezing
rhinovirus illnesses in children at risk to develop asthma

Theresa W. Guilbert, MD, MS,* Anne Marie Singh, MD,*® Zoran Danov, MD,® Michael D. Evans, MS,°
Daniel J. Jackson, MD,*® Ryan Burton, BS,*” Kathy A. Roberg, RN,? Elizabeth L. Anderson, RN,® Tressa E. Pappas, BS,®

Ronald Gangnon, PhD,*® James E. Gern, MD,” and Robert F. Lemanske, Jr, MD*®  Madison, Wis, and Lexington, Ky

238 gocuk dogumdan 8 yasina kadar izlenmis viral enf =
takibi ve yilhlk SFT yapilmis
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Okul oncesi donemde gecirilmis Rhinovirus enfeksiyonlari
sonrasl azalmis solunum fonksiyon testleri

RHINOVIRUS KOTU...



FEV1 (L)

Erken cocuklukta gecirilen Rhinovirus
enfeksiyonlari SFT dusukluk ile birlikte

RHINOVIRUS
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DOL 10.11115.1399-3038.2010.01059.x PEDIATRIC ALLERGY AND
IMMUNOLOGY

Allergic sensitization 1s associated with

rhinovirus-, but not other virus-, induced
wheezing 1n children



Rhinovirus enfeksiyonu geciren cocuklarda
allerjik sensitizasyon diger viral etkenlere oran
ile daha fazla saptanmistir

@47 55 (95% CI 1.8, 6.7), p = 0.0002
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AJRCCM 183,262-267,2011

The Influence of Neonatal Lung Function
on Rhinovirus-associated Wheeze

Marieke M. van der Zalm', Cuno S. P. M. Uiterwaal?, Berry Wilbrink?>, Marije Koopman', Theo |. M. Verheij?,
and Cornelis K. van der Ent’

'Department of Pediatric Pulmonology, Wilhelmina Children’s Hospital, and “Julius Center for Health Sciences and Primary Care, University Medical
Center Utrecht, Utrecht, The Netherlands; and 2‘Lab-::ratory of Infectious Diseases and Perinatal Screening, National Institute of Public Health and the

Environment (RIVM), Bilthoven, The Netherlands

AJRCCM September,2011

Evidence for a Causal Relationship Between Allergic Sensitization and
Rhinovirus Wheezing in Early Life

Daniel J. Jackson, MD-, Michael D. Evans, MS’, Ronald E. Gangnon, PhD’,

Christopher J. T|s|er TressaE Pappas Wa| Mlng Lee, PhD’, James E. Gern:
MD’, Robert F. Lemanske, Jr, MD



*SOLUNUM

FONKSIYON : :
TESTLERI *RHINOVIRUS

DUSUK OLAN ENFEKSIYONU,

GECIRILMESI
ALLERJiK SIKLIGI DAHA FAZLA

SENSITIiZASYONU
OLAN




TEDAVI



@ Pediatric Allergy immunol 2011, 22:652-659 Pediatric Allergy and Immunology

ORIGINAL ARTICLE LOWER AIRWAYS

Asthma symptoms and medication in the PIAMA birth

cohort: Evidence for under and overtreatment

Daan Caudri’, Alet H. Wijga?, Henriette A. Smit?>3, Gerard H. Koppelman®, Marjan Kerkhof®,
Maarten O. Hoekstra®, Bert Brunekreef>’ & Johan C. de Jongste'

'Department of Pediatrics/Respiratory Medicine, Erasmus University, Rotterdam, The Netherands; Centre for Prevention and Health
Services Research, Mational Institute for Public Health and the Environment (RIVM), Bilthowven, The Metherlands; 3 Julius Center for Health
Sciences and Primary Care, University Medical Centre Utrecht, Utrecht, The Metherands; “Department of Pediatric Pulmonalogy and Pediat
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(PIAMA) Astim semptomlari ve tedavisi:
Az tedavi ve fazla tedavi

2 ve 8 yas arasi 3963 cocuk villik olarak
takip edilmis



Bir cok cocuk gereksiz tedavi aliyor!
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Bir cok cocuk yetersiz tedavi aliyor!
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Su anda wheezingi olan Su anda ve son bir yilda
wheezingi olan
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@ 2000 Jokn Wiky & Sone A5

Pediatr Allergy Immunol 2010 PEDIATRIC ALLERGY AND
IMMUNOLOGY

Exhaled nitric oxide fractions are well
correlated with clinical control 1n recurrent
infantile wheeze treated with inhaled
corticosteroids

2 yasindan once wheezingleri baslayan
en az 3aydir IKS alan

Semptomlari konrtol altinda olan 40 cocuk
Semptomlari kontrol altinda olmayan 40 cocuk



Hastaligi kontrol altinda olan ¢ocuklar daha
dusuk FeNO duzeylerine sahiptir
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Fvid-Based Child Health 5: 13851450 (2010)  Evid Based Child health 2010

[Intervention Review]

Mono and multifaceted inhalant and/or food allergen

reduction interventions for preventing asthma in children at
high risk of developing asthma

Astim acisindan yuksek riskli cocuklarda

Inhale ya da yiyecek allerjenlerine karsi

alinacak onlemler astim gelisimi uzerine
etkisi



2 yasinda Dr taniliastim 0.71

4 yasinda Dr taniliastim o 56
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Astim acisindan
yuksek riskli
cocuklarda cevresel
onlemlerin:

1-Ailelerin rapor tettigi
wheezing ve gece
oksurugu uzerine etkisi
yok

2-Astim gelisimini
azaltir



Pediatric Allergy Immunolgy 2011

Prevention of asthma in genetically susceptible children:
A multifaceted intervention trial focussed on feasibility in
general practice

Tanja Maas', Edward Dc-m1pelingz, Jean W. M. Muris', Geertjan Wesseling®, J. André Knottnerus’
& Onno C. P. van Schayck

1Department of General Practice, Care and Public Health Research Institute (Caphri), Maastricht University, Maastricht, the Netherands;
2De;:uartrruem of Paediatrics, Care and Public Health Research Institute (Caphri), Maastricht University, Maastricht, the Netherlands;
*Department of Respiratory Medicine, Care and Public Health Research Institute (Caphri), Maastricht University, Maastricht, the Netherlands

Alinan 6nlemler allerjen seviyelerini azaltmak ile
birlikte 6 astim gelisimi Gzerine etkili degil
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