


Noonan Sendromu (NS)

» Kisa viicut yapisi, karakteristik yiiz ozellikleri, konjenital
kalp hastahklar: ve degisik derecelerde norogelisimsel
geriligin eslik ettigi bir sendrom
* Genis-yele boyun, atipik toraks sekli (siiperior pektus

karinatum+inferior pektus ekskavatum)
* Kriptorsidizm
» Lenfatik displazi, koagulasyon bozukluklari
* Okuler anormallikler




Noonan Sendromu (NS)




Noonan Sendromu — One ¢ikan sorunlar (€2

* Dogumda boy siklikla normal
* Nihal boy kisa
» Konjenital kalp hastaligar %650-80
* Pulmoner valf stenozu (%620-50)
« HTKMP (%20-30)
* Dogumda, infant ve ¢cocukluk ¢agi

* Olgularin %25’inde entellektiiel kapasite geriligi ve dil-
ogrenme problemleri
* 9010-15 ozel egitim gerektirir

» Lenfatik displazi
» Gecici KH, plevral efiizyon, el-ayak sirt1 6demi sik
« Nadir olarak intestinal/pulmoner lenfanjiektazi



Noonan Sendromu — Insidans

* 1/1000-1/2500 canli dogum
» Otozomal dominant
* RASopati grubu
« RAS-MAPK enzim yolu

* En az 16 gen etkisinde ortaya cikar
 Ensik PTPN11 (2%50)

* Fenotipik olarak ‘Overlapping’ sendrom
» Costello sendromu (OMIM 218040)
» Kardiyofasyokutanoz sendrom (OMIM 115150)



Amac ve materyal-metod

* Prenatal tamida Noonan sendromu (NS) riski bulunan
olgulara tam1 koyabilmek amaciyla, riski arttiran ultrason
bulgularimin tanimlanmasi

» IU Istanbul Tip Fakiiltesi Prenatal Tani ve Tedavi

Unitesi’nde 2011- giiniimiiz

* Prenatal donemde Noonan sendromu tanis1 almis olan
vakalar

* Retrospektif

* 13 olgu

* Prenatal bulgular, postmortem/postnatal sonuclar

» Saptanan gen defektlertl



Demografik veriler

* Bilinmeyen

Array 6 (normal)
Iliskili hastalik

* |Leopard 3

« JMML 2

« MDS/CFC 1/1

« NS 8




Prenatal bulgular — Tibbi terminasyon

PE, Mala.VSD, DV Ag, Cilek K. IUD (28.GH/NIHF)
Lenfanjiyom TOP
NT 5 mm TOP




Prenatal bulgular — Postnatal sonuclar

I\VVSH,
Postnatal HTKMP
HTKMP?, Neonatal exitus
HTKMP, Preterm dogum, |

HTKMP,
Neonatal exitus
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Prenatal bulgular / Sistemik Dagilim

Kistik Higroma / Artms NT
Kardiyovaskiiler sistem (Mal.VSD, PS, IVSH, Sag kalp 6 (3 HTMP)

dominansi, HLHS)

Plevral efiizyon S

Gastrointestinal sistem (Asit)




Plev. Eff, Mala.VSD, DV Ag, Cilek Kafa

NT5mm

RV dominansi, lUBK, hipospadias,

Plevral Ef., NF 6.3 mm

LGA, Plevral Ef, IVSH, PS, DV ag, HE CSP, BLVM,
SN |

LGA, Poli, KH, VSD, HTKMP?, Pelviektazi
KH, Asit, Poli, HTKMP, Cilek Kafa

RAF1

PTPN11
PTPN11
PTPN11
PTPN11



ORIGINAL ARTICLE

Prenatal ultrasound findings of rasopathies in a

cohort of 424 tetuses: update on genetic testing in
the NGS era

Kyra E Stuurman, " Marieke Joosten," Ineke van der Burgﬂ,2 Mariet EIting,3
Helger G Yntema,” Hanne Meijers-Heijboer, Tuula Rinne
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Table 2 Distribution of NT in cohort 2 (mutation-negative versus
mutation-positive samples)

Mutation-negative  Mutation-positive
samples (n=168) samples (n=25)

NT (mm) (n{%)) (n{%))

<35 3(2) 1(4)

3.5-39

4.0-4.9 Table 3 Cohort 2: prenatal ultrasound findings in fetuses with

normal chromosomal microarray and analysed for rasopathy using

20-5.9 next generation sequencing panel

6.0-6.9

7.0-7.9 Mutation  Mutation

=8.0 Prenatal findings Total (n ' Recommendations

Increased, but unknown Increased NT/cystic hygroma 166193 (8 This study is the most extensive study to date involving the largest

in first trimester*
Nuchal fold at 20 weeks of gesta ™ T THTESTEL cohort of prenatally tested rasopathy. We conclude that all but one

:!:: easured :;ﬂ:: :]:::h sacs g:;::: :1 confirmed prenatal cases of rasopathy show an enlarged NT. We

NT nochal Bansiocengy Hydrops fetalis 26103 (1 Tecommend testing of fetuses with solely an increased NT after
Pleural effusion 12193 (1 chromosomal abnormalities have been excluded when the NT is
Ascites 819314 =5.0 mm. We also recommend testing when the NT is =3.5 mm
Cardiac anomalies 3NB (1 and at least one of the following anomalies is present: distended
Renal anomalles 107133 ¢ JLS, hydrops fetalis, polyhydramnios, pleural effusion and cardiac
Polyhydramnios 7N93 (4

defects. Ascites and to a lesser degree renal anomalies in combi-
Other anomalies 32193 (1 . : : : -
— — nation with an increased NT are poor predictors to find a patho-
Excluding nuchal fold, which is measured at. _ ) _ )
NT, nuchal translucency. genic variant and testing is then debatable. Research for better




» Rasopati grubunda yer alan hastaliklar1 tasiyan fetiisler
cok farkh prenatal ultrason bulgularma sahip olabilirler

* Artmus NT/Kistik higroma ve/veya eslik eden kalp, plevral
efiizyon, JLS dilate, polihidramniyos bulgular var ise
array ve karyotip normal olsa bile NS icin gerekli prenatal
testler onerilmeli

* Hastalik ile ilgili kuvvetle pozitif siiphe bulunan olgularda
Ise ek gen tarama ve sonuca gore WES yontemi aileye
onerilmelidir



