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ORIGINAL ARTICLE
PRIMARY CILIARY DYSKINESIA

@ The international primary ciliary
dyskinesia cohort (iPCD Cohort):
methods and first results

CrossMark

Myrofora Gnutaki1'2, Elisabeth Maurer1, Florian S. Halbeisen1, Israel Amirava,
Angelo Barbato® on behalf of the PCD Italian Consortium, Laura Behan®,
Mieke Boon®, Carmen Casaulta® on behalf of the Swiss PCD Group,

Annick Clement” on behalf of the French Reference Centre for Rare Lung
Diseases, Suzanne Crowley®, Eric Haarman’, Claire Hogg'?, Bulent Karadag'',
Cordula Koerner-Rettberg'?, Margaret W. Leigh'® on behalf of the Genetic
Disorders of Mucociliary Clearance Consortium, Michael R. Loebinger”,
Henryk Mazurek'®, Lucy Morgan'é, Kim G. Nielsen'’, Heymut Omran'®,
Nicolaus Schwerk'?, Sergio Scigliano?’, Claudius Werner'®,

Panayiotis Yiallouros?', Zorica Zivkovic®>#*, Jane S. Lucas’ and

Claudia E. Kuehni'

Eur RespirJ 2017; 49: 1601181



- Amac: Avrupa Birligi projesi (BESTCILIA) cercevesinde ulasilabilir
tum verileri uluslararasi PSD kohortu adi altinda birlestirmek

- BOylece,

»Yas, cinsiyet ve taniya kadar gecen zamana gore klinik
fenotiplerin spektrumu ve hastaligin agirhginin,

>Blyume, akciger fonksiyonlari ve solunum yetmezligi, bakteriyel
kolonizasyon, isitme kaybi, infertilite ve mortaliteye bakarak kisa
ve uzun donem prognozu,

»Tani yasl, klinik fenotip, yapisal defektler, genotip ve klinik bakim
gibi uzun donem sonuclarinin belirleyicilerini tanimlanabilecek

Goutaki M. Eur Respir J 2017; 49: 1601181



* 1964 yilindan beri PSD tanisi alan hastalar calismaya
dahil edildi

« Kesin PSD: Elektron mikroskopi bulgular ve/veya PSD
gen mutasyonu

« Muhtemel PSD: Yuksek frekansli video mikroskopide
anormal bulgular ve/veya disik nNO (esik degeri 77
nL-min)

- Klinik olarak tani konulmus PSD: Klinik bulgulari olup;
tanisal testleri negatif/belirsiz ya da henlz test
yapiimamis olanlar

Goutaki M. Eur Respir J 2017; 49: 1601181



Demografik bulgular

Tanisal testlerin sonuclari

Temel karakteristik bulgular (situs anomalileri, infertilite, vb.)
Akciger fonksiyonlari ve biyime-gelisme
Klinik bulgular

Tedavi

Mikrobiyoloji

Goruntulemeler

. Cerrahi girisimler

10.Yenidogan donemi

11.Aile oykusu

LN AL

Goutaki M. Eur Respir J 2017; 49: 1601181



3013 hasta; ortanca yas:18 y (0-77)
Uzun donem verileri 542 hastada mevcut

TABLE 3 Available data from different modules of the standardised dataset of 3013 primary
ciliary dyskinesia (PCD) patients in the international PCD cohort (iPCD Cohort] [April 2016}

Type of data Patients
General information 3013 (100)
Diagnostics 3013 (100)
nNO 1021 (33)
TEM 1913 (62)
VM 1088 (35)
Genetics 276 (9)
Baseline characteristics” 2286 (74)
Growth 1609 (53)
Lung function 1042 (3¢)
Clinical manifestations 1352 (64)
Therapy 843 (27)
Microbiology 732 (24)
Imaging 526 17)
Neonatal period 179 (38)

TABLE 4 Basic characteristics of the 3013 primary ciliary dyskinesia (PCD) patients included in
the international PCD cohort (iPCD Cohort) (April 2016)

Patients 3013 (100)
Sex
Male 1490 [49]
Fernale 1523 (51)
Location of country of residence”
Australia 109 (4]
Northern Europe 515 [17]
Western Europe 1146 (39)
Eastern Europe 105 (4]
Southern Europe 3410111
Western Asia 278 (9]
Northern America 418 114)
Southern America 101 (3]
Diagnostic information
Definite PCD diagnosis?
Probable PCD diagnosis® 420 114)
Clinical diagnosis only 875 (30
Age years
0-9
20-29 553 (18]
30-39 316 (10]
40-49 205 (7]
50-59 137 (5]
=60 129 (4]

Goutaki M. Eur RespirJ 2017; 49: 1601181



Sonuc olarak;

* iPCD kohort en genis kapsamli, uluslararasi PSD veri tabanidir
* Nadir bir hastalik olan PSD icin arastirma kaynagidir

* Ulkeler ve etnik gruplar arasinda degisikliklere, tani ve tedavide ki

farkhliklari belirlenmesine imkan saglayacak

* Bir hastanin tim yasami boyunca hastaliginin gidisatini izleyebilme

sansi olacak

Goutaki M. Eur RespirJ 2017; 49: 1601181



H TASK FORCE REPORT

ﬂi ERS GUIDELINES

® European Respiratory Society guidelines
Crosamark for tl_'|e d!agn05|s of primary ciliary
dyskinesia
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Philipp Latzin®, Marie Legendre'''?, Margaret W. Leigh'®, Fabio Midulla'?,
Kim G. Nielsen'®, Heymut Omran'?, Jean-Francois Papon®%?', Petr Pohunek??,
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Eur RespirJ 2017; 49: 1601090

- PSD tanisinda kanita dayali ilk rehber
- Hangi hastalara tanisal testlerin yapilmasi gerektigine rehberlik ediyor



Kimlere test yapilsin?

1- Persistan yas Ooksuruk, situs anomalileri, konjenital kalp

bozukluklari, peristan rinit, kronik orta kulak hastaligi +/- isitme

Kaybi, neonatal Ust ya da alt hava yolu semptomlari yada term
bebekte YDYBU basvuru oykusu olanlar (gugla)

2- Normal situsu olup PSD dusundurecek bulgusu olanlar (gucli)

3- PSD dusundurecek bulgusu olan PSD hastalarinin kardesleri
(gugclu)

4- Belirgin PSD bulgulari ve PICADAR gibi yardimci aralarin birlikte
kullaniimasi onerilir (zayif)




Further tests unlikely
to be needed

Clinical history

Tests normal and

history not strong

HSVA suggestive of PCD
on three separate

Hallmark TEM defect

PCD positive

PCO STEP1 pccasions and nNO low PCD
highly unlikely ¢ nNO and HSVA g highty likely  [REUEECEIEEE
'\ History very strong or test
TEM normal, nNO normal and results abnormal/equivocal
HSVA normal following cell Proceed to STEP 2
culture; history not strong

. PCD

Tests normal or equivocal;
or histary very strong consider
STEF3

STEP3

NO low and HSVA hlghl}f I.II‘\E'._',I' Consider STEP 3

suggestive of PCO
following cell culture,
with normal TEM

Pathogenic
bi-allelic mutations

Genetic testing

Tests normal or equivocal;
or history very strong

PCD positive

Consider additional investigations,
p Such as radioaerosol mucociliary clearance

" Recall patient for further testing in the future
when new tests become available

Lucas JR.Eur Respir J 2017; 49: 1601090



Sonuc olarak;

» Tanida altin standart yontem yok
 Bu nedenle, testlerin birlikte kullanilmasi ve,

- Tanisal testlerin ilgili merkezlerde egitimli kisiler

tarafindan yapilmasi oneriliyor

Lucas JR. Eur Respir J 2017; 49: 1601090



Pediatric Pulmonology 51:115—132 (2016)

State of the Art —

Diagnosis, Monitoring, and Treatment of Primary
Ciliary Dyskinesia: PCD Foundation Consensus
Recommendations Based on State of the Art Review

Adam J. Shapiro, mp,’* Maimoona A. Zariwala, php,2 Thomas Ferkol, mp,® Stephanie D. Davis, mp,?
Scott D. Sagel, mpD, F'hD,5 Sharon D. Dell, MD,E Margaret Rosenfeld, MD,? Kenneth N. Olivier, MD,B§
Carlos Milla, mp,° Sam J. Daniel, mp,'° Adam J. Kimple, mp,'' Michele Manion,'?
Michael R. Knowles, MD,13 and Margaret VW. Leigh, MD,14
for the Genetic Disorders of Mucociliary Clearance Consortium

TABLE 3— Recommended PCD Diagnostic Criteria by Age

Newborns (0-1 month of age)

Situs inversus totalis and unexplained neonatal respiratory distress at term birth plus at least one of the following:
Diagnostic ciliary ultrastructure on electron micrographs
Biallelic mutations in one PCD-associated gene

Persistent and diagnostic ciliary waveform abnormalities on high-speed videomicroscopy, on multiple occasions

Chaldren (1 month to 3 years)

Two or more major PCD clinical criteria (see below) plus at least one of the following (nasal nitric oxide not included in this age group, since
it is not yet sufficiently tested):

Diagnostic ciliary ultrastructure on electron micmgraphsl
Biallelic mutations in one PCD-associated gene
Persistent and diagnostic ciliary waveform abnormalities on high-speed videomicroscopy, on multiple occasions

Children 5-18 years of age and adults

Two or more major PCD clinical criteria (see below) plus at least one of the following:

Nasal nitric oxide during platean <77 nl/min on 2 occasions, >2 months apart, with cystic fibrosis excluded
Diagnostic ciliary ultrastructure on electron micrographs

Biallelic mutations in one PCD-associated gene

Persistent and diagnostic ciliary waveform abnormalities on high-speed videomicroscopy, on multiple occasions

ERS
HSVM icin silya bx




Klinik vizitler:

v/ GOgus hastaliklari: 2-4 kez/yil

v KBB: 1-2 kez/yil cocuklarda, eriskinlerde LH

v Odyoloji: tani sirasinda ve KBB istedigi slirece

v Ureme saghdi: Ihtiyac durumunda

Uzun sdreli takip:

v Akciger grafisi: Her 2-4 yilda bir

v  Toraks BT: 5-7 yasindan sonra en azindan bir kez

v Klltdr: 2-4 kez/yil

v Atipik mikobakteri kultirt: Her 2 senede bir ve aciklanamayan klinik bozulma durumunda
v SFT: 2-4 kez/yil

v ABPA testleri: Aciklanamayan klinik bozulma durumunda
Koruyucu Tedavi:

v Havayolu temizligi: Hergln

v' Nazal sinds lavaji: Hergln

v’ Standart asilama: Asi takvimine uygun

v Influenza asisi: Yillik

v Pnémokok aslari (13 ve 23 valanli): Rehberlere uygun olarak
v RSV imminproflaksisi: Ilk kis icin diistnilebilir

Shapiro AJ. Ped Pulmonol 2016; 51:115-132



Accuracy of diagnostic testing in primary
ciliary dyskinesia

Claire L. Jackson'*7, Laura Behan'**%7, Samuel A. Collins'*",
Patricia M. Guggin‘-{ Elizabeth C. Adam' %, Janice L. Coles"?, Hazel J. Evans'~,

=

Amanda Harris '3, Peter Lackie1'2'5, Samantha F’achham1'3, Anton F’agELJ,
James Thompson'?, Woolf T. Walker'-*~, Claudia Kuehni® and
Jane S. Lucas'®”

ERJ 2016; 47: 699-701

- Ortanca yasi 7 (0-69) olan 654/868 hasta

- Testler =4 haftadir enfeksiyon olmadigi dénemde yapilmis
« 75/654 (%9) PSD (+)

- 566/654 (%65) PSD (-)

« 227/654 (%26) sonugsuz

« 180/654 (%28) tim testler (nNO, HSVMA, TEM) yapilmis



nND £30 nL:min™ HSVMA TEM

HSVMA dogruluk orani yiksek ancak tecribeli ekip ve 6rnek tekrari gerekiyor
TEM spesifik ancak vakalar tek basina atlayabilir
NO’da esik degeri standart degil

PSD tanisinda testlerin birlikte kullanimi tani dogrulugunu arttirir.

JHELINILILY |74 70 W) LY U U e W LT U N (U

PV 95% CI) 0.7 040-086) 061 [050-070 100(0.9%-1.00 e 40 60 180

NPV (95% Cl) 0.9910.97-1.00] 1.00 (0.99-1.00) 0.95(0.92-097) Fosive 31 31 3
Negative 149 149 149
True positive 31 %) £)
True negative 129 137 129
False positive 20 12 20
False negative 0 0 0

Sensitivity (75% Cl)
Spedficity (95% CIl

PPY (95% Cl)
NPV ([95% CI) _ 1 00 | 00 1 00
Nek sansivy’ 0.87 0.92 0.87

Net specifcity’




PICADAR: a diagnostic predictive tool for
primary ciliary dyskinesia

Laura Behan'**, Borislav D. Dimitrov*”, Claudia E. Kuehni®, Claire Hogg’,
Mary CarrﬂlU'E, Hazel J. Evan51, Myrofora Gﬂutakiﬁ’, Amanda Harri51,

Samantha Packham'. Woolf T. Walker"** and Jane S. Lucas'***
Eur RespirJ 2016;47:1103-12

* PrImary CiliARy DyskinesiA Rule

 Amagc: PSD tanisinda erisimi kolay, hizli ve tim hekimler
tarafindan kullanilabilecek semptomlara dayali bir arac
gelistirmek

* Ortanca yaslan 9 (0-79) olan 75/641 (%12) PSD tanisi



PICADAR

Does the patient have a daily wet cough that started in Yes — complete PICADAR
early childhood?
Mo - STOP. PICADAR is not designed for
patients without a wet cough

1. Was the patient born pre-term or full term? Term 2
2. Did the patient experience chest symptems in the Yes 2
neonatal period le.g. tachyprnoea, cough, pneumonia) ?

Hekimlerin PSD tanisina duyarliligini arttirabilir
PSD merkezlerine uygun yonlendirilmesine yardimci olacak ilk
valide edilmis basit ve dustk maliyetli yontem,
Test yapma imkani olmayan Ulkelerde taniya yardimci bir aractir

Total score =

Maksimum skor: 14
Esik deger >5 ( duyarliik %90, 6zgillik %75)

Behan L. ERJ 2016;47:1103-12
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@ Diagnosis of primary ciliary dyskinesia:
potential options for resource-Limited

CrossMark _
countries

MNMisreen Rurnrnarl"z, Claire Jacksonz'g, Samue=l CDLLiI‘ISZ'S, Patricia Gogging,

Janice Coles®® and Jane S. Lucas®~

Eur Respir Rev 2017; 26: 160058

- Kimlere tanisal testler yapilmali?

- Yenidogan déneminde rinit ve atelektazinin eslik ettigi
aclklanamayan solunum sikintisi 6ykusu olan tim cocuklar

- Situs inversusu ve diger lateralite defektleri ile birlikte nazal ve
solunum bulgusu olanlar

- Persistant rinit ve ser6z otit ile birlikte kronik yas oksurigi olanlar
- Altta yatan baska bir neden bulunamayan BE hastalari

- Aile oykusu olanlar

- KF icin arastirilan hastalar

- Immotil spermi olan erkek hastalar



PSD Tanisal Testlerinde Sorunlar

* NO: Kesin testlere yardimci, tum populasyonu taramada
onerilmiyor. Kemiliminesans yontemi altin standart; ama
pahali, yasa gore esik degerleri belli degil, stt cocuklari
ve okul oncesi donemde ki veriler yetersiz

* HSVM:

 EM:

==

=

Pahali, deneyimli ekip
ihtiyaci, uluslararasi
standardizasyon
mevcut degil.

» Genetik: Hastalarin ~ %60'inda tani koydurucu, YD
taramasinda kullanilabilir

Numman R. Eur Respir Rev 2017; 26: 160058



Kisith kaynaklari olan tlkelerde tani icin;

« Oykil cok 6nemlilll!

« PICADAR kullanilabilir

- Portabl nazal NO kullanilabilir

- EM mevcut degilse, imminfloresans (IF) kullanilabilir

 Testlerin tekrari ve ilgili merkezlere sevk

Numman R. Eur Respir Rev 2017; 26: 160058



Imminfloresans

Normal PCD

Index antibody p-tubulin Merge Index antibody p-tubulin

DNALIT

DNAH5
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Amac: IF'nin PSD tanisinda etkinligini degerlendirmek
PSD kesin tanili 35 hasta

PSD 0n tanisiyla sevk edilen 386 hasta
DNAHS5, DNALI1, RSPH4A, RSPH9, RSPH1 ve GASS

yonelik antikorlar degerlendirilmis

Shoemark A. AJRCCM 2017;196(1):94-101



- Kesin PSD tanili 35 hastada IF(+)
- Diger tan1 yontemleriyle 25/386 hasta PSD tanisi
« 22/25 hastada IF(+); PSD dislanan tum hastalarda IF(-)

* IF ile %12 PSD’li hastada tani konulamamis

Tani siiresi (medyan, giin) 14(1-40) 27(9-61)

Maaliyet (dolar) 187 1452

Shoemark A. AJRCCM 2017;196(1):94-101
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 IF; dogruluk orani ~ EM
- Daha az silyali hicre ile tani konulabilir
« Su an icin sadece belli proteinlere karsi antikorlar

kullantliyor
- Missense mutasyonlar yada parsiyel defektler gozden

kacgabilir
- Tanida tek basina yeterli degil!!!!

Shoemark A. AJRCCM 2017;196(1):94-101



PSD Genet

s \UJ =

igi

PCD genes Prevalence in PCD Ciliary structural defect PCD NGS panels
MMER - FPartial ODA defect Yes
DMAHS ++++ ODA defect Yes
DMATI +++ ODA defect Yes
DMAT2 ++ ODA defect Yes
DMALI - ODA defect Yes
CCDC114 ++ ODA defect Yes
CCDC103 ++ ODA +defect Yes
DMAAFI] ++ ODA and IDA defect Yes
DMNAAF2 e ODA and IDA defect Yes
DMAAF3 - ODA and IDA defect Yes
LERCaA - ODA and IDA defect Yes
HEATR2 + ODA and IDA defect Yes
EPGE - Maormal Yes
OFD1 - Maormal Yes
DMAHII e Maormal Yes
CCDC39 +++ IDA defect + MTD defect Yes
CCDC40 +++ IDA defect + MTD defect Yes
RSPHY + Central pair defect or normal Yes
ESFH4A ++ Central pair defect or normal Yes
RSPHI ++ Central pair defect or normal

RSPH2 + Central pair defect or normal

CCNO + Oligocilia (residual axoneme normal )

MCIDAS + Oligocilia (residual axoneme abnormal)

DMAHE + Mot available

CCD(C151 ++ ODA defect

ARMC4H ++ ODA defect

DYXI1C1 - ODA and IDA defect

C2louf59 + ODA and IDA defect

ZMYNDO ++ ODA and IDA defect

SPAGH ++ ODA and IDA defect

HYDIN - Maormal

CCDCIed (DRCL) + Mostly normal (N-DRC defect)

CCDOAS (DRC2) + Mostly normal (N-DRC defect)




ORIGINAL ARTICLE

High prevalence of CCDC103 p.His154Pro mutation
causing primary ciliary dyskinesia disrupts protein
oligomerisation and is associated with normal
diagnostic investigations

Amelia Shoemark,' Eduardo Moya,? Robert A Hirst,? Mitali P Patel,* Evelyn A Robson,?
Jane Hayward,*> Juliet Scully,*® Mahmoud R Fassad,*” William Lamb,?

Miriam Schmidts,®® Mellisa Dixon,' Ramila S P’a‘mal—l-(ir1g,"‘:‘,-'1"-tr1|t:1r~e~.a'~.-f"-.;-r Rogers,1'”
Andrew Rutman,® Claire L Jackson,'#'? Patricia Goggin,'>'? Bruna Rubbo, %13

Sarah Ollosson,' Siobhan Carr,' Woolf Walker, ' '# Beryl Adler,'* Michael R Loebinger, '’
Robert Wilsorj,” Andrew Bush,'1° Hywel Williams, '® Christopher Boustred,’

Lucy Jenkins,” Eamonn Sheridan,'” Eddie M K Chung, 8 Christopher M Watson, '’
Thomas Cullup,” Jane S Lucas,'®'? Priti Kenia,'® Christopher O'Callaghan, 2"

Stephen M King, "' Claire Hogg,' Hannah M Mitchison®

Thorax. 2017 Aug 8. pii: thoraxjnl-2017-209999

« CCDC103 p.His154Pro missense mutasyonu Guney Asyalilarda
PSD vakalarinin %20’sinin nedenidir.

 Amac: Klinik olarak PSD ile uyumlu olup, tanisal testleri belirsiz
olan Guney Asyall hastalarda PSD icin genetik taramanin
onemini belirlemek



* PSD stiphesi olan 86 hastaya (cogunlukla Pakistanli) yeni nesil dizileme
analizi yapilmis
* 16/86 hastada (%19) homozigot CCDC103 p.His154Pro mutasyonu(+)
CCDC103 p.His154Pro mutasyonu benign bir polimorfizim degil,
patojenik bir mutasyondur

Tanisal testleri negatif olup klinik bulgulari belirgin olan hastalarda
genetik test onemlidir

AYE e 3L 11.918.0)
Gender (% male} 16 B7% 16 3%

Masal nitric oxide (nlL/min) 14 63 (63) 9 12 (7)==

Ciliary beat frequency (Hz) 16 7.514.7) 16 1.3(3.6)**

" Cross sections with IDA absent on TEM 13 45% (24) 16 (3% (30)

% Cross sections with ODA absent on TEM 13 195 (12) 16 89% (20)**

FEV, z-score (median IQR) 10 -1.4(-038, -21) 13 -1.8(-15,-21)
Situs inversus 16 B1% 16 567

" p0.005.

Shoemark A. Thorax. 2017 Aug 8. pii: thoraxjnl-2017-209999
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® A randomised controlled trial on the

effect of inhaled hypertonic saline on
quality of life in primary ciliary
dyskinesia

CrossMark

Tamara F’aff1'2'3, Johannes M.A. Daniels1, Els J. Weersinka, René Lutterﬂ'ﬂ,
Anton Vonk Noordegraaf® and Eric G. Haarman®

« Amag: Hipertonik salinin (HS) PSD tanili eriskin
hastalarda hayat kalitesi GUzerindeki etkisini incelemek

 Cift-korlt, randomize kontrolll, capraz gecisli calisma

ERJ 2017,46:1601779



 Ortanca yasi 47.6 (26.9-58.1) klinik olarak stabil
22 PSD tanili eriskin

« 12 hafta 2x5ml HS (%7) inhalasyonu — 4 hafta
bekleme == 12 hafta 2X5 ml 9%0.9 salin
inhalasyonu ya da tam tersi

 Yasam kalitesi St George Solunum Anketi
(SGRQ) ve Bronsiektezi Hayat Kalitesi Anketi
(QoL-B) ile degerlendirilmis

Tamara Paff et al. ER] 2017;46:1601779



Sonuc olarak;

Her iki grupta da SGRQ ve Qol-B total skorlarinda
anlaml bir fark saptanmamis

HS alan grupta sadece QolL-B anketinin saglik algi
Olceginde anlaml artis ve gogls agrisinda azalma

gorulmus

Inhale hipertonik salin tedavisinin eriskin PSD
hastalarin yasam kalitesi GUzerinde olumlu
etkisi yok



Kobbernagel et al. BMC Pulmonary Medicine (2016) 16:104
DOl 10.1186/512820-016-026 1-x BMC F’L.I|I’T‘|DI"IE|T}" Medicine

Study protocol, rationale and recruitment @ e
in a European multi-centre randomized

controlled trial to determine the efficacy

and safety of azithromycin maintenance

therapy for 6 months in primary ciliary

Helene E. Kobbemagel’, Frederik F. Buchwvald’, Eric G. Haarman®, Carmen Casaulta®, Samuel A. Collins®,
Claire Hogg™, Claudia E. Kuehni®, Jane S. Lucas, Heymut Omran’, Alexandra L. Quittner™, Claudius Werner”

and Kirm G. MNielsen®”

«  Amacg:

v' 6 aylik azitromisin tedavisinin akciger alevlenmeleri
Uzerindeki etkisini belirlemek

v' Akciger fonksiyonlari, ventilasyon inhomojenitesi, solunum
ve isitme sorunlari (zerindeki etkisini beliflemek

v Azitromisinin glvenilirligini degerlendirmek



- Cok merkezli, cift-korlt, randomize, plasebo kontrolli bir calisma

- Calismaya dahil edilme kriterleri:

v' 7-50 yas arasinda PSD hastalar

v FEV, >%40

v Gecmis 2 sene icinde solunum yolu enfeksiyonu nedeniyle en az
30 gun abx tedavisi almis olmak

v Taramadan 1 ay oncesine kadar azitromisin kullanmamis olmak

v Sistemik/inhale idame abx tedavisi kullanmiyor olmak

- Atipik mikobakteri ile enfekte ve kronik PA kolonize hastalar

calisma disinda tutulmus

Kobbernagel et al. BMC Pulmonary Medicine (2016) 16:104



AZITHROMYCIN
Run-in

& months .l

i 1 manth 2 months |

| PLACEBO |

1 |

: i i : |
Screening Randomization Trial visit Trial visit End visit Follow-up
visit visit (QOL-PCD)

- Haftada 3 gun 250 mg (<40 kg) / 500 mg (>40 kg) p.o.
azitromisin ya da placebo, 6 ay
« Calismaya 125 hastanin dahil edilmesi planlanmis

Kobbernagel et al. BMC Pulmonary Medicine (2016) 16:104



Outcomes of lung transplantation for
primary ciliary dyskinesia and
Kartagener syndrome

Don Hayes Jr., MD, MS,* "¢
Susan D. Reynolds, PhD,*" and
Dmitry Tumin, PhD*%¢
J Heart Lung Transplant 2016;35:1377-1378

- 1987-2015 yillari arasinda Amerika’da akciger transplantasyonu
(Tx) yapilan vakalar sorgulanmis

- PSD tanisiyla 15 cift/1 tek tarafli akciger Tx , yas araligi (20-68)

- Kartagener sendromu (KS) tanisiyla 12 cift tarafli akciger Tx, yas
araligi (35-60)

 PSD grubunda 10, Kartagener grubunda 4 6lim olmus



§iN

PSD ve Kartagener Sendromun’da akciger naklinde
uzun donem sonuclari diger hasta gruplari ile

aynidir.

- - ™ y WUANJIIN
Survival Time (Years)

e  PSD ve KS icin toplam sag kalim
e s 2 1487 oranlari ile KF, KOAH ve IPF
G w9 e 20 W i 10 100 69 107 arasinda anlamli fark yok
COPD BBO7 6978 5BES 4914 4103 3378 278 2188 1743

Hayes D Jr. J Heart Lung Transplant 2016;35:1377-1378



ORIGINAL ARTICLE
Gene editing of DNAHTT1 restores normal cilia
motility in primary ciliary dyskinesia

Michele Lai,' Massimo Pifferi,” Andrew Bush,” Martina Piras,* Angela Michelucci,®
Maria Di Cicco,? Ambra del Grosso,' Paola Quaranta,'-> Chiara Cursi,’

Elena Tantillo,' Sara Franceschi,® Maria Chiara Mazzanti,® Paolo Simi,*

Giuseppe Saggese,” Attilio Boner,” Mauro Pistello’

J Med Genet 2016;0:1-8.

« DNAH11 nonsense mutasyonu olan ikiz PSD’li kardesler
calismaya dahil edilmis

« ‘Gene editing’ yotemi ile hasta hucrelerdeki inaktif
mutasyonlar vahsi tip sekans ile degistirilmis

« Silya atim hizi ve patterninde %33 ve %29'luk dizelme
tespit edilmis

Gen tedavisi icin yeni bir imit
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Lung Clearance Index (LLCI) is Stable in Most Primary Ciliary
Dyskinesia (PCD) Patients Managed in a Specialist Centre: a Pilot
Study

S. Ir‘lﬁngl‘2 - S. Carr' - C. Hoggl - M. Lochingcrl - A. Shoemark"* -
A. Bush'?

* Amac: PSD tanili hastalarin uzun donem akciger fonksiyonlarini
spirometri ve LCl ile degerlendirmek

e 2009-2010; 29 PSD tanili cocuk ve eriskin hastaya == | C|
* 2014-2015: 12/29 === LCl
* Ortanca LCI (ilk):11.37 (7.24-14.98)
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LCl ve FEV1 degerlerinde 5 yil icinde degisiklik yok
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Primary Ciliary Dyskinesia: First Health-related Quality-of-Life
Measures for Pediatric Patients

Sharon D. Dell*'?34 Margaret W. Leigh*® Jane S. Lucas*®’, Thomas W. Ferko!®, Michael R. Knowles®, Adrianne Alpern'®,
Laura Behan®®'", Anjana M. Morris'®, Claire Hogg'?, Audrey DunnGalvin'', and Alexandra L. Quittner*'°®

Ann Am Thorac Soc. 2016 Oct;13(10):1726-1735.

 Amagc: PSD tanili cocuk (6-12 y), ergenler (13-17 y) ve
ebeveynlerine (6-12 yas cocuklar icin) uygun saglkla iliskili
yasam Kkalitesi anketi gelistirmek

- Kuzey Amerika ve Avrupa (Ingiltere/Irlanda) katilimli

- FDA VE EMA rehberliginde gelistirilmis



« Cocuk versiyonu (37 madde)
- Ergen versiyonu (43 madde)
- Ebeveyn versiyonu (41 madde)
Olcekler: Fiziksel islevsellik
Duygusal islevsellik
Tedavi yuku
Ust solunum yolu semptomlari
Alt solunum yolu bulgulari
Sosyal islevsellik
Isitme problemler
Zindelik (ergen)
Toplumsal islevsellik (ergen)
Saglik algisi (ebeveyn)
Beslenme ve kilo (ebeveyn)

Dell SD. Ann Am Thorac Soc. 2016 Oct;13(10):1726-1735.



Q OL -P C D ANKET Cocuklar 6-12 vas

Liitfen cevabina en uygun kutuyu isaretle.

Gectigimiz hafta: Cok  Cogunlukla Cokaz Hic
T dogru dogru  dogru Dogru
Deail
1. Diger arkadaslarin kadar izl yiirtivebildin.........ccocoevveeiiieiinnnnennnn, O O ] m
2. Merdivenlen diger arkadaslarin kadar hizhi cikabildin.......................... [ ] ] ]
3. Istedigin kadar kosabildin, ziplayabildin ve tirmanabildin............ ] ] ] ]
4. Diger arkadaslarn kadar hizl1 ve uzun siire kosabildin................... ] ] ] ]

5. Zevk aldigin spor aktivitelerini yapabildin (Grnegin futbol. dans veya

digerleri). ... ...oooe i, [ [ [ ]



Turk Thorac ) 2017; 18: 19-22 DOI: 10.5152/TurkThorac).2017.16049

ORIGINAL ARTICLE

Quality of Life Questionnaire for Turkish Patients with
Primary Ciliary Dyskinesia

Nagehan Emiralioglu', Biilent Karadag?, H. Ugur Ozcelik'

 Amagc: PSD hastalarina 6zel yasam kalitesi anketinin (4.3
versiyonu) Turkce validasyonunun yapilmasi

6-12 yas arasl hastalar ve aileleri
Ergen (13-18yas) hastalar 5 grup
Eriskin hastalar



* Anket, iki bagimsiz arastirmaci tarafindan Ingilizceden Turkceye
cevrilmis

* Ardindan baska bir arastirmaci tarafindan tekrar Turkceden Ingilizceye
cevrilmis

* Pretest her yas grubundan 5 kisiye uygulanmig

* Anketin anlasilabilirligi birebir ytz ylze gorismeler yapilarak
degerlendirilmis

* Hastalardan alinan géruslerle anketin son sekli elde edilmis

Emiralioglu N. Turk ThoracJ 2017; 18: 19-22



6-12 yas hastalar 13-18 yas 6-12 yasindaki | >18 yas eriskin
hastalar hastalarin hastalar
ebeveynleri
X X X

Fiziksel islevsellik

Duygusal islevsellik X X X X

Tedavi vuku X X X X

PSD Hayat Kalitesi Anketi klinik calismalarda

ve hastalarin takiplerinde kullanilabilir

Sosyal islevsellik X X X
Toplumsal islevsellik X X
Zindelik X X X
Saglik algisi X X
Okul X
Nutrisyonel durum X

Emiralioglu N. Turk ThoracJ 2017; 18: 19-22



SON SOzZ......... .

* PSD tanisinda halen zorluklar yasanmaktadir

* PSD tanisinda testlerin birlikte uygulanmasi éneriliyor
 Testlerin standardizasyonu ve deneyimli ekip gerekli

* Genetik calismalari daha 6nem kazaniyor

» Sadece PSD hastalarinin dahil olacagi tedavi etkinlik ve gtivenligini
degerlendirecek calismalara ihtiyac var

* Uluslararasi PSD hasta kayit sistemi basladi
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Tesekkiir ederim......



