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Thoracic MRI Evaluation of Sarcoidosis in Children

Sureyya Burcu Gorkem, mp,'* Secil Kose, mp,2 Edward Y. Lee, mp, mpH,° Selim Doganay, mp,’
Ayse Seda Coskun, wp,? and Mehmet Kose, mp®

» Pediatrik pulmoner sarkoidozda toraks MR
bulgularini degerlendirmek ve sonuclari BT

bulgulari ile karsilastirmak




* Agustos 2010-Mayis 2015, prospektif

* Evre 1-4 pulmoner sarkoidoz tanisiyla takipli, tani
asamasinda veya izlem sirasinda kontrastli BT cekilen
hastalar calismaya dahil

* Evre O pulmoner sarkoidoz ve ekstrapulmoner bulgulari

olan hastalar calisma disi

* 7/ hasta: 8-18 yas



» Kontrastli toraks BT (0.6 mm’ lik kesit) ve ayni gun 1.5
Tesla kontrastli MR

» 2 pediyatrik radyolog:

* Pulmoner parankim; nodul, plevral kalinlasmal/fissur, buzlu
cam gorunumu, interlobuler septal kalinlasma, atelektazi,

konsolidasyon, bronsiektazi, pulmoner kist, fibrotik bant

formasyonu .

» Buyumus mediastinal ve hiler LAP’ lar not ediliyor.



* 1 hasta: Evre-1

* 3 hasta: Evre-3

* 1 hasta: Evre-4

» 2 hastada BT ve MR degerlendirmesi ile takipte iyilesme
(Evre 2 - Evre 0)

* 5 hastanin radyolojik bulgulari patolojik




 Patolojik Toraks BT bulqularti:

 Hiler/mediastinal LAP: 5 hasta
>3 mm nodul : 4 hasta

* Buzlu cam gorunumu: 4 hasta




BT ve MR korelasyonu

Imaging findings CT MRI
Normal findings 2 (28%) 2 (28%)
Hilar/mediastinal LAP 5 (71%) 5 (71%)
Nodules >3 mm 4 (57%) 4 (57%)
Ground dlass opacity 4 (57%) 3 (42%)
Thickening of the pleura/fissure 3 (42%) 3 (42%)
Interlobular septal thickening 2 (28%) 2 (28%)
Atelectasis 1 (14%) 1 (14%)
Consolidation 1 (14%) 1 (14%)
Bronchiectasis 1 (14%) 0
Enlarged pulmonary artery 1 (14%) 1 (14%)
Pulmonary cysts 1 (14%) 0
Fibrotic bands 1 (14%) 1 (14%)

BT de saptanan, MR’ da saptanamayan bulqgular:

* <3 mm nodul: (n:4)

 Hafif bronsiektazi ve buzlu cam gorunumu (n:1)

» Subplevral ve intraplevral kist (n:1)



* MRI" In sensivite : %82.5, spesifite: %100

* Evre 1,2 ve 4 pulmoner sarkoidoz: BT ve MR arasinda
anlamli bir fark yok (p: 0.133)

» lyonizan radyasyon maruziyeti olmadig§i icin MR
cocuklarda umut verici.




@ PEDIATRIC|PULMONOLOGY

ORIGINAL ARTICLE: DIAGNOSTIC TESTING

Diagnostic accuracy and therapeutic relevance of
thoracoscopic lung biopsies in children

Caroline Fortmann MD g%, Nicolaus Schwerk MD, Martin Wetzke MD, Nagoud Schukfeh MD,
Benno M. Ure MD, Jens Dingemann MD

First published: 26 March 2018 | https://doi.org/10.1002/ppul.23999

» Cocuklarda intertisyel akciger hastaliklarinda

torakoskopik biopsinin tanisal degeri

» 2005-2016 yillarI arasinda 59 hastaya yapilan

biopsinin retrospektif olarak degerlendiriimesi



* 59 hasta
* Median yas: 7y (8 gun-18y, 15 hasta<2y)
* En sik preopp semptomlar:

Dispne,

Takipne

Egzersiz intoleransi




* Biopsi oncesinde:

» 18 hasta (%30) devamli 02 tedavisi, 4 hasta mekanik
ventilasyon, 2 hasta ECMO

* ASA siniflamasina gore 33 hastanin (%56) agir (ASAIll)
veya yasami tehdit edici hastaligi (ASAIV) mevcut.

* %18.6: Pulmoner hipertansiyon

* 0041.4: Steroid tedavisi



* Biopsi lokalizasyonu: Pre opp toraks bt, peropp pediatrik

pulmonolog ile birlikte gorsel degerlendirme

* Median biopsi sayisi: 2 (1-4)
* Median opp. suresi: 55 dak

* Endoloop ligasyon (63%)
« Stapler (27%)

* Endoloop daha ¢cok kucuk cocuklarda (med yas: 5)




« GOgus tupu takilan hasta sayisi: 32 (%54)

* Tupun medyan gekilme zamani: 2 gun (1-7 gun).

* % 15 hastada komplikasyon:

* En sik: Pnomotoraks ve kanama:

* 4 hastada transfuzyon ihtiyaci, 3 hastada post opp. tup
gereksinimi.

* Mortalite yok.




1 hasta hari¢ tumunde yeterli doku ve spesifik tani.
« ChILD siniflamasina gore torakoskopik biopsinin

sensivitesi : 0.98.

» Hastalarin % 86’
sinda biopsi
precperatively
‘ J I postoperatively sonucuna gore tedavi

Systemic Azitwomyoin Mydroxy.  Whole kg  Andiofectous deg|§|kllg| yap||m|§
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* ChILD suphesi olan ¢cocuklarda torakoskopik biopsinin
tanisal degeri yuksek

 Histopatolojik tani ile hastalara spesifik tedaviler
baslanmasi mumkun

» Torakoskopik akciger biopsisi tanida etkin ve guvenilir

bir yontemdir
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ORIGINAL ARTICLE: PCD, PIG, NEHI AND RARE DISEASES

Growth trajectories and oxygen use in neuroendocrine
cell hyperplasia of infancy

Rebekah J. Nevel MD, Errine T. Garnett BS, Deneen A. Schaudies MS, RD, LDN,
Lisa R. Young MD 2

First published: 02 February 2018 | https://doi.org/10.1002/ppul.23958 | Cited by: 1

 NEHI’ da klinik gidisi etkileyen faktorleri belirlemek
* Buyume gelisme geriligi ve respiratuar morbidite

iliskisini gostermek



« 2013-2016" da prospektif
» Retrospektif kohort: 42 NEHI tanili hasta

» Oksijen tedavisinin baslandigl zamandaki buyume durumu:
yasa gore tarti persantilleri ve 5 yillik buyume izlemleri, eslik

eden gelisimsel sorunlar

* Ebeveyn ve bakim vericilere hastalikla ilgili endiseleri ile ilgili

anket



» Respiratuar morbidite icin primer sonlanim noktasi devami

oksijen destegi alinan sure (ay)

« Sekonder sonlanim noktasi gece oksijen kullanim suresi ve

alinan max O2 akimi




Sonuclar

Sex

Male

Female
Ethnicity

Caucasian, non-Hispanic ethnicity
Current age in months (median, range)
MEHI diagnosis, age in months (median, 95%Cl)
Symptoms onset, age in months (median, 95%Cl)
Supplemental oxygen initiation, age in months (median, 25%Cl) )
Initial chest CT, age in months (median, 95%Cl)
Lung biopsy, age in months, n =17 (median, 25%Cl)

40.5%
59.5%

100%

54.5 (5-138)

8.5 (5.3-12.7)
3 (2.2-3.8)

6 (4.8-7.2)

7 (5.8-8.2)

11 (6.5-15.5)



* Ebeveyn anketleri

» Hastalik yuku: Ik 1 yasta % 87 hasta en az 1 kez
hastaneye yatiriimis, % 36 hastada > 4 yatis

* Ebeveynlerin % 65’ inin gocuklarinin buyumesi ile ilgili

kaygilari oldugu saptanmis

» Gelisim geriligi: % 38




Sonuclar: Buyume

« Buyume geriligi: %74
» O2 baslandigi sirada tarti persantili: 12

» Gastrik tup: % 31

» Gastrik tup takilma yasi: 9 ay
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lar: Respiratuar morbidite

* Oksijen ihtiyaci: %97.6

» O2 desteqi baslama yasi: 6 ay
* Median O2 akimi: 1 It/dak

« Surekli O2 ihtiyaci suresi: 30 ay

» Gece O2 ihtiyaci suresi: 41 ay




clar: Respiratuar morbidite

» Gastrik tup takilmasi ve gelisimsel gerilik ile hastalarin

oksijen inhtiyacl arasinda iliski saptanmamis.
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« Buyume geriligi olan grupta oksijen ihtiyaci daha uzun (p: 0.03).

« Gece oksijen ihtiyaci, max O2 akim hizi ile bile bir iligki yok.



 NEHI ekstrapulmoner ve pulmoner morbiditeler ile

karakterizedir.

« Komorbiditelerin akciger hastaliginin seyri ile iligkisinin
gosterilmesi, respiratuar sonuclarin iyilestirimesine yonelik

stratejiler gelistiriimesini saglayacaktir.




THE JOURNAL OF PEDIATRICS * www.jpeds.com ORIGINAL

® ARTICLES

Outcomes of Lung Transplantation for Infants and Children with Genetic
Disorders of Surfactant Metabolism

Whitney B. Eldridge, MD', Qunyuan Zhang, PhD?, Albert Faro, MD', Stuart C. Sweet, PhD, MD', Pirooz Eghtesady, MD, PhD?,
Aaron Hamvas, MD*, F. Sessions Cole, MD', and Jennifer A. Wambach, MD, MS'

» 1993-2003 ve 2004-2015 arasinda surfaktan
metabolizma bozuklugu (SFTPB, SFTPC, ABCAS,
NKX2-1) nedeniyle akciger tranplantasyonu yapilan

infant ve cocuklarin degerlendirilmesi

J Pediatr 2017.



« <1 yas (n:28) infant ve >1 yas (n:16) cocuk hasta

 Retrospektif,

» Hastalarin klinik ve demografik ozelikleri
* Nakil yapilan yasa gore 2 grubun ve
» 1993-2003 (1.epok), 2004-2015 (2.epok) sonuclarinin

karsilastiriimasi




r Y
Table II. Clinical characteristics and post-transplantation morbidities for infants and children transplanted for genetic

disorders of surfactant metabolism during epoch 1 (1993-2003) and epoch 2 (2004-2015)

Infants Children
Epoch 1 Epoch 2 Epoch 1 Epoch 2
Characteristics (1993-2003) (2004-2015) P value (1993-2003) (2004-2015) Pvalue
Number listed 19 16 g 8
Number transplanted (%) 16 (84) 12 (75) 9(1.0) 7 (88)
Genetic etiology, n (%) 26 1.0
SFTPB 10 (53) 4 (25) 0(0) 0 (D)
SFTPC 0 (0) 1 (6) 6 (67) 5 (63)
ABCA3 7(37) 10 (63) 3(33) 2 (25)
NiO2-1 2 (10) 1 (6) 0 (0) 1(12)
Sex, n (%)
Female 11 (58) 8 (50) 64 6 (67) 5 (63) 1.0
Male 8 (42) 8 (50) 3(33) 3 (37)
Race/ethnicity, n (%) 0017 Ny
European descent 18 (95) 9 (56) 8 (89) 6 (75)
African descent 1(5) 0 (0) 1(11) 1(12.5)
Hispanic 0 (0) 2 (12.5) 0 (0) 0(0)
Middle Eastern 0 {0) 3(19) 0(0) 0 (D)
Other 0 (0) 2 (12.5) 0 (0) 1(12.5)
Age at listing, mo, mean £ 5D 23122 29+19 A5 41+ 45 99 + 47 020
Death prior to transplantation, n/N (%) 319 (16) 4116 (25) 68 0/9 (0) 1/8 (13) A7
Age at transplant, mo, mean + SD 41121 0.6+2.3 81 45+ 49 118 £ 54 15
Wait time to transplantation, mo, mean £ SD 1.6+1.3 22117 34 42+4.3 16+13 055
Mechanically ventilated at transplantation, n/N (%) 13116 (81) 1212 (100) 24 1/9 (11) 1/7 (14) 1.0
ECMQ prior to transplantation, n/N (%) 719 (37) 016 (0) 0092 0/9 (0) 1/8 (13) 47
Survival at 1y, /N (%) 1316 (81) 10/12 (83) 1.0 9/9 (100) 7/7 (100) NA
Survival at 5 y, /N (%) 9/16 (56) 5/9 (56)* 1.0 719 (78) 4/5 (80)* 1.0
CMV infection, /N (%) 1/16 (6) 1/12 (8) 1.0 2/9 (22) 0/7 (0) 48
Seizures, n/N (%) 3M16 (19) 012 (0) 24 0/9 (0) 0/7 (0) NA
Hypertension by 5 y post-transplantation, n/N (%) 2/9 (22) 2/6 (33) 1.0 4/9 (44) 0/4 (0) 23
Renal insufficiency by 5 y post-transplantation, n/N (%) 2/10 (20§ 0/5 (0) 52 1/8 (13) 0/4 (0) 1.0
Bronchiolitis obliterans by 5 y post-transplantation, n/N (%) 411 (36)° 2/6 (335 1.0 5/9 (56)° 3/5 (60)° 1.0
PTLD by 5 y post-transplantation, n/N (%) 2/9 (22) 0/5 (0) 51 0/7 (0) 1/4 (25) .36
Gastrostomy tube, n/N (%) 11/16 (69) 1112 (92) .20 719 (78) 77 (1.0) 48
Growth impairment, n/N (%) 5114 (36)" 9/12 (75) 062 6/9 (67) 4/7 (57) 1.0
Speech delay, n/N (%) 1012 (83)° 9/10 (30)" 1.0 1/9 (11) 1/7 (14) 1.0
Mator delay, n/N (%) 912 (75)" 10/12 (83) 1.0 2/9 (22) 0/7 (0) 48
Hearing loss, n/N (%) 511 (45)° 2/10 (20)" 36 0/9 (0) 0/7 (0) MA

b




Sonuclar Infant

« 28 hastaya nakil: 7 hasta nakil yapilamadan

kaybedilmis.

* En sik neden: SFPB ve ABCA3 eksikligi




Sonuclar- Infant

e 1993-2003 e 2004-2015
* Listelenen hasta sayisi:19 - Listelenen hasta sayisi: 16
* Nakil yapilan hasta sayisi:16 . Nakil yapilan hasta sayisi: 12
* Listeleme yasi: 2.3 ay » Listeleme yasi: 2.9
* Transplantasyon yasi: 4.1 ay .« Transplantasyon yasi: 5.6 ay
* Bekleme suresi: 1.6 ay » Bekleme suresi: 2.2 ay
* Mekanik ventilasyon: 13 « Mekanik ventilasyon: 12
« ECMO: 7 « ECMO: O
* 1 yil survi: %81 * 1y1l sUrvi: %83

* 5 yil survi: %56 * 5 yil slirvi: %56



Infant- Sonuclar

« 1993-2003'te azotioprin ve siklosporin kullanilirken, 2004-2015’ te

tacrolimus ve mikofenolat mofetil tercih edilmis.

* [Ik yil en sik 6lim nedeni non-CMV enfeksiyonlar, ge¢ ddnemde
BO

» Immunsupresif tedavi rejiminin degismesine ragmen 2 dénemde

erken ve ge¢ donem komplikasyonlar acgisindan fark yok




Sonuclar-Cocuk

* 16 hastaya nakil yapilmis.

* En sik neden: SFPB ve ABCA3 eksikligi




Sonuclar-Cocuk

« 1993-2003 « 2004-2015
* Listelenen hasta sayisi:9 * Listelenen hasta sayisi: 8

* Nakil yapilan hasta sayisi:9 * Nakil yapilan hasta sayisi: 7
 Listeleme yasi: 41 ay  Listeleme yasi: 99 ay
* Transplantasyon yasl: 45 ay -« Transplantasyon yasi: 118 ay

 Bekleme suresi: 4.2 ay  Bekleme suresi: 16 ay
* Mekanik ventilasyon: 1 * Mekanik ventilasyon: 1
« ECMO: 0 « ECMO: 1

* 1yil survi: %100 * 1 yil survi: %100

* 5 yil strvi: %78 * 5 yil survi: %80



Cocuk- Sonuclar

« 1993-2003’te azotioprin ve siklosporin kullanilirken 2004-

2015’ te tacrolimus ve mikofenolat mofetil tercih edilmis.

* En sik olum nedeni BO

« Komplikasyonlar: Posttransplant lenfoproliferatif hastalik ve

hipertansiyon 2. donemde daha sik




Infant-Cocuk

- ki grupta yas benzer

» Infantlar SFPB eksikligi nedeniyle transplante olurken, biyik
cocuklarda en sik nakil nedeni SFTPC (p<0.0001)

* 1 ve 5. yil survileri agisindan infant ve buyuk cocuklarda fark yok

» Motor ve konusma geriligi, isitme kaybi: Kuguk cocuklarda

 Bronsiolit obliterans : Buyuk ¢ocuklarda




» Surfaktan metabolizma bozuklugu olan infant ve

cocuklarda sonuclarin iyilestiriimesi igin:

« Hastalarin nakil oncesi durumlarinin optimize edilmesi
ve nakil sonrasi komplikasyon sikligini azaltacak

yaklasimlarin belirlenmesine yonelik prospektif

calismalar yapilmalidir.



PEDIATRIC|PULMONOLOGY

ORIGINAL ARTICLE: OUTCOMES

Development and validation of a health-related quality of

life questionnaire for pediatric patients with interstitial
lung disease

Mandy Niemitz MSc 2, Nicolaus Schwerk, Lutz Goldbeck PhD, Matthias Griese

First published: 23 April 2018 | https://doi.org/10.1002/ppul.24018 | Cited by: 1

- Intertisyel akciger hastaligi olan cocuklarda saglik

durumlarinin monitorizasyonu icin bir anket gelistirmek

* Anketin guvenirlik ve gecerliligini belirlemek



» Anketteki sorular hastalar, ebeveynler ve pediatrik

pulmonologlarla yapilan gorusmeler sonrasinda
olusturulmus.

» Hastalik yuku ve kisitlamasina yonelik sorulara 0-4
asamall cevap skalasi olusturulmus

* (O=never a problem; 4 = almost always a problem).

«0=100,1=75,2=50,3=25,4=0.

* Yuksek skorlar daha iyi yasam kalitesi



* Almanca yapilan pilot uygulama: 12 cocuk ve adolesan, 17
ebeveyn
» Anketler yeniden gézden gegirilerek Tirkce, Italyanca,

Fransizca, Ingilizce cevirileri yapildi




Nevep | Yever | umes 1
ever Alway
]
1. Getting out of breath 0 1 2 3 4
2. Waking up due to trouble breathing 0 1 2 3 4
3. Trouble sleeping because of m
devices Problems with... Almos
Al some
— . maost Oft L
4. Resisting treatment or medical Never| " oo | - C0 | Alway
cxaminations fimes
5. Trouble moving because of me | || Getting out of breath Problems with... Almost | Some Almo
devices Neve | Never © | of st
2. Waking up due to troubl r times C0 Alwa
3. Trouble sleeping becaus ¥s
. 1. Pain or tightness in his or her chest 0 1 2 3 4
4. Resisting treatment or i
5, Troukla maving becaus 2. Getting out of breath 0 1 2 3 4
6. Crying when he or she | 3. Coughing v : 2 3 4
or 4. Trouble moving because of medical 0 1 P 3 4
medical examinations devices
7. Crying when he orshe b | 5, Getting anxious when he or she has to 0 | 2 3 4
. have treatments or medical examinations
8. Crying when he or she |
hospital 6. Getting anxious about going to the doctor 0 1 2 3 4
7. Getting anxious about going to the
hospital ¢ : 2 ) 4
8. Worrving about side eflects from medical 0 1 5 3 4
reatments
9. Worrying about whether or not medical 0 1 P 3 4
treatments are working
10. Worrying about his or her lung disease 0 1 2 3 4
11. Explaming his or her illness to other 0 1 2 3 4
people




Problems with... Almos | Some Almo
Neve t - st
r Never | times ey Alwa
¥
1. My chest hurts or feels tight 0 1 2 3 4
2. I get out of breath 0 1 2 3 4
3. 1 cough 0 1 2 3 4
4. I have Lmul?lc: moving because of my 0 1 2 3 4
treatment devices
5. 1 get scared when [ have to have treatments
| ren 1 ha 0 I 2 3 4
or medical examinations
6. I get scared when I have to go to the doctor 0 1 2 3 4
E. l. get scared when I have to go to the 0 1 2 3 4
ospital
8. I worry about the side effects from medical
_ 0 1 2 3 4
reatments
9. I worry about whether or not my medical
: - 0 1 2 3 4
treatments are working
10. I worry about my lung discase 0 1 2 3 4
11. It is hard for me to explain my illness to 0 1 ) 3 4

other people




Metod
Cocuk ve adolesan anketleri |[Ebeveyn anketleri




* Ebeveyn: 180
* 8-12 yas: 36

« 13-18 yas: 29




e |¢ tutarlihk yiksek (Cronbachs’a :0.85-0.94).

« Converjan validite : PedSQL ile orta-yuksek korele (r = 0.43-0.91)

« Dusuk yasam kalitesi agir hastalik gostergesi, anket ile hastalik
hafif, orta, agir ayrimi yapilabiliyor.

« Sensitif: Kisisel algilanan kisithligi yuksek seviyede
degerlendirebiliyor

* Hasta ve ebeveyn anketleri birbirleriyle tutarli.




 Limitasyon:

* Hasta sayisl az

* |k olusturulan calisma gruplarinda gruplarinda her yastan hasta
yok

« Gelisim asamasinda acik uclu gorusmeler yapilmamis

» [zlemde hastanin saglik durumundaki degisimlere hassasiyeti
arastiriimamis.

. —>  Yenl calismalar gerekli.




* Gelistirilen anket gecerli ve guvenilir

» Hastalar ve / veya bakicilari tarafindan algilanan saglik
durumunun taranmasi ve izlenmesinin yani sira klinik
calismalarda saglikla ilgili yasam kalitesinin

degerlendirilmesi icin kullanilabilir.




ORIGINAL ARTICLE

International management platform for children’s
interstitial lung disease (chILD-EU)

Matthias Griese, ' Elias Seidl,' Meike Hengst,' Simone Reu,? Hans Rock,’
Gisela Anthony,” Nural Kiper,* Nagehan Emiralioglu,* Deborah Snijders,’

Lutz Goldbeck,® Reiner Leidl,” Julia Ley-Zaporozhan,® Ingrid Kriiger-Stollfuss,®
Birgit Kammer,® Traudl Wesselak,' Claudia Eismann,' Andrea Schams,’
Doerthe Neuner,' Morag MacLean,” Andrew G Nicholson,'® McCann Lauren, "’
Annick Clement,'? Ralph Epaud,'* Jacques de Blic,'* Michael Ashworth, ?
Paul Aurora,'® Alistair Calder,'* Martin Wetzke,'* Matthias Kappler,'

Steve Cunningham,” Nicolaus Schwerk, * Andy Bush,'®'" and the other chILD-EU
collaborators

Griese M, et al, Thorax 2018:73:



 Amac: Uzun sureli bir izlem icin vakalarin bagimsiz
multidisipliner bir ekip ile yeniden degerlendirildigi uluslararasi bir

yaklasim platformu plusturmak

» Tanisal alt siniflama sisteminin kalitesini ve tekrarlanabilirligini

degerlendirmek

Griese M, et al. Thorax 2018:73:




* Multidisipliner degerlendirme ekibi:

« Cocuk gogus hastaliklari uzmani, pediyatrik radyolog, patolog
* Online egitim
* Degerlendirmenin amaci ayirici tanida onerilerde bulunmak, daha

onceden belirlenmis olan tanisal standartlara uyumu saglamak,

vakalara sisteme giren merkezden bagimsiz bir yorum getirmek

ve alt siniflama sistemi ile final taniya ulasmak

 Gerekli klinik bilgi, radyolojik goruntuler, varsa histolojik

preperatlar ulastiktan en kisa sure icinde degerlendirme



Regitry dizayni

Visit schedule BAL —
: : Bio enetics
Baseline data for peer [+  Observation over time Hist ‘:sy :
review and inclusion Prevalent case incident case 1320 ogy
- Informed consent Biomaterials submitted
Demographics
|| Initial diagnoses, Family &
neonatal history
v
Medical history, Signs, Medical history, Signs,
[ Pulmonary function tests, Pulmonary function tests,
Pulmonary hypertension, pulmonary hypertension,
Lab values lab values
= Treatment Treatment —> Prospectively_ observed
) ; Medication & Effect
e Prophylaxis Prophylaxis —
= Radiology Radiology
Questionnaires for Parents Questionnaires for Parents . e
—( and Patients reported and Patients reported Dlagnoses, EplcrISls,
outcomes outcomes Letters




* Klinisyenlerin alt siniflama becerilerini degerlendirmek igin:

* Secilen 25 hasta gocuk gogus hastaliklari uzmanlarinca alt
siniflama

« Siniflama sistemini iyi bilen 3 gocuk gogus hastaliklari uzmani
tarafindan cevaplar degerlendirilmis

* Test 30—45 dak.

* chlLD’ in alt siniflamasiyla ilgili video ve interaktif egitimden 3

ay sonra test tekrarlanmis.




e Ocak 2014-Kasim 2016
* 16 ulke, 82 merkez
* 575 hasta (53% erkek)

* Ortalama median yas: 5.5 yas (0-25)




Sonuclar

Peer review procgss In the chILD-EU register.
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Peer Review Request

l

Ready for Peer Review?
Selection of Reviewers

| Peer Review: opinion
radiologist

Peer Review: opinion
pathologist

Peer Review: opinion
geneticist

FINAL Peer review:
diagnosis summarised

Patients included into the
register for observation
n=2575

i Peer review request

v

Peer review request
accepted, n = 385

» rejected, insufficient data i
| = 190 i

|
» Reviewers recommended

' more diagnostics,n = 8
i A P S S S

Waiting for clarifying input

, from treating physician or
: from patient, n =10 |

»  Waiting for other peer

: review reports, n=7 :
L 1

...............................

| Not yet finalised, when this

A4

> .
' analysis was done, n = 14

Peer reviews completed
n = 346
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Table 1  Number of subjects included with country indicated and
peer reviews done (status: 31 November 2016)

Number of subjects

included with Country Final peer Peer reviews
Country country indicated (%) review done (n) done (%)
Germany 243 423 158 65.0
|taly 22 38 10 45.5
Turkey 55 9.6 47 85.5
UK 103 17.9 b5 63.1
France 4 1.1 19 46.3
Belgium 4 0.7 1 25.0
Brazil 2 0.3 1 50.0
Croatia 1 0.2 1 100
Denmark 9 1.6 8 88.9
Netherlands 2 0.3 1 50.0
Poland 28 4.9 23 82.1
South Africa 3 0.5 1 333
Spain 4 0.7 2 50.0
Switzerland 1 1.2 b 85.7
Austria 5 0.9 1 20.0
Serbia 1 0.2 0 0.0
/Montenegro
Not indicated 45 18 2 4.4

All 575 100.0 346 80.2




Table 2 Results from the peer reviewing activities

Number of

cases Percentage
No change from initial diagnosis to peer review 302 87%
diagnosis
Change from initial diagnosis to peer review 44 13%
diagnosis
Initial diagnosis was wrong=>corrected” 12 27%
Initial diagnosis was too general=>specified final 22 50%
diagnosis givent
Initial diagnosis was 10 23%

incomplete=>relevant information added$

Time from peer review request until acceptance  Median, mean 1;30.5

(days) (range) (0=746)
Time from peer review acceptance until Median, mean 37,61.5
completion (days) (range) (0-803)

« Vakalarin %87’ sinde ilk tani dogrulanmis
« Taninin degistirildigi 44 vakanin % 27 since tani yanls, % 50 sinde tani

daha spesifiklestiriimis.




* Yeniden alt siniflama, infantlarda daha ¢ok histopatolojiik ve

genetik inceleme ile yapilirken diger hastalarda klinik ve
radyolojik goruntuler ile yapiimis.
» Tedavi degisikligi onerilmemekle birlikte, vakalarin gogunda

degerlendirme sonrasi tedavi degisikligi yapildigi gozlenmis.

Stop Start

Allergen removal
Palliative treatment
Airway clearance

Oral antibiotics
Cladribin

Inhaled steroid/i
Azathioprine

Hydroxychlorogquine

Long term macrolide

Systemic steroids
15 10 -5 0 5 10
Number of patients



* Klinisyenlerin alt siniflama becerileri icin yapilan test sonuclari:
* Bu test icin 25 hasta secilmis.
* 9 cocuk gogus hastaliklari uzmanindan hastalari siniflamalari

Istenmis.
» [Ik turda: 225 (25x9) cevap,

. Dogru cevap: %76

54 yanlis: 23 yanlis sinif
31 yanlis alt sinif

 EQitim sonrasi yapilan 2. turda dogru alt siniflama oraninin arttigi

gorulmus.




9 reviewers categorised in each round
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* Vakalarin ayri bir ekip tarafindan yeniden yorumlanmasi ile daha

dogru tani ve uygun tedavi

» Kayit altina alinmis vakalarin yeniden degerlendiriimesi ile,
sadece uygun tani ve siniflamasi yapiimis hastalarla randomize

kontrollu calismalar yapilmasini saglamak cok onemli




» Tesekkurler




* MUnih (n=176; 51%)

* Londra (n=43, 12%)

« Hannover (n=107, 31%)
« Ankara (n=2; 1%)
 Paris (n=18; 5%).

« Hastalarin % 45 ' inin genetik testi var, %13’ Unde genetik tani

* %432 unun histopatolojik tanisi var.

Griese M, et al. Thorax 2018:73:
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* Devamli 02 ihtiyaci olan hastalarin %50’ sinde tedavi
baslangicindan 32 ay sonra tedavi kesilmis.

» Gece O2 intiyacl daha uzun surmus (87.5 ay).




Metod

Phase I (Item generation and focus group methodology)

2 focus-groups
|
First group: patients (n=2) and parents of Second group: patients (n=1) and parents of
children (n=14) aged 0-18 vears with chILD —
Feedback via e-mail: patients (n=4) and Feedback via e-mail: patients (n=0) and
parentsof children (n=13) aged 0-18 years with parents of children (n=14) aged 0-18 years

Generation of a cumulative list of HrQoL topics and domains

Develonment of nilot versions for nilot testine

self report: parent-proxy report:

- 22 itemns (children version 8-12 years) - 7 items: (infants 0-12 month)

- 22 items (adolescents 13-18 years) - 10 items (infants 13-24 month)

- 21 items (toddlers 2-4 years)

- 22 items (young children 5-7 years)
- 22 items (children 8-12 years)

- 22 ttems (adolescents 13-18 years)




l

Phase II (Pilot testing and further item reduction)

Distribution of the preliminary questionnaires to
n=12 children and adolescents with chiLD
n=17 parents of children with ¢cHILD aged between 2 and 18 years

Quantitative analysis of collated questionnaire data

Item revision. reduction and auestionnaire modification

self report: parent-proxy report:

11 items (children version 8-12 years) 5 items: (infants 0-12 month)

11 items (adolescents 13-18 years) 8 items (infants 13-24 month)
11 items (toddlers 2-4 years)

11 items (young children 3-7 years)
11 items (children 8-12 years)
11 items (adolescents 13-18 vears)

Translation of the questionnaire into English, French, Italian and Turkish

Phase ITT iPsvchometric testing)

Patients met inclusion criteria and were approached to participate in this study (n=351)

Completion of the questionnaires by patients (n=635) ———.| Drop-Outs: n=171 non-responder
and parents of children with chILD (n=180) (=missing HrQoL data in the chILD-regisiry

Quantitative and qualitative statistical analysis

chILD-QoL (after final modification)
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TABLE 2 Respiratory, growth, and developmental morbidity in NEHI

Respiratory morbidity
Home supplemental oxygen use (ever)
Maximum home supplemental oxygen use (median LPM, 95%CI)
Supplemental oxygen initiation, age in months {median, 95%Cl)
Continuous oxygen supplementation duration, in months (median, 95%CI}®
Mighttime oxygen supplementation duration, in months (median, 95%CI)*
Growth morbidity
Failure to thrive diagnosis (ever)
Weight percentile at oxygen initiation (median, $5%CI)
G-tube or Gl-tube (ever)
G-tube placement, age in months (median, 5%Cl)
Developmental morbidity
Developmental delay (ever)
Speech feeding therapy
Speech language therapy
Physical therapy
Occupational therapy

97.6%
1(0.25-3.5)

6 (4.8-7.2)

30.1 (21.1-39.2)
41 (35.4-55.2)

74%

12 (3.4-20.6)
31%

9 (3.6-14.4)

38.1%
36.8%
23.8%
17.1%
16.7%

42
41
41
33
41

42
35
42
13

42
38
42
41
42



