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Familiehistorie

Stamtrae (3 generationer)
Besleegtede?

Etnisk baggrund

Lignende tilfeelde i familien?
Dadfadte?

Spontane aborter?

Graviditet

Misbrug i graviditet ? (ex. Fgtalt alkohol
syndrom)

Virusinfektioner under graviditet ?
Sygdom hos moderen ?(ex. Diabetes)

Medicinindtagelse under graviditet ? (ex.
Valproat syndrom)




Fund ved preenatal UL

» Malformationer

* Nakkefold, naeseben etc.

- Mal

* Veekst

e Kgn

» Fosterbeveaegelser og -stilling

» Fostervandsmaengde

« Amnionbéand

« Sensitivitet? Hvad kan ikke pavises?

Fatal patologisk undersggelse

Ydre treek og proportioner

Mal og vaegte

Makroskopisk og mikroskopisk us. af
diverse organsystemer incl. CNS
Placenta og navlesnor




Hvilke oplysninger far vi ikke

Psykomotoriske udviklingsprofil

Tonus, stilling og beveegemganster
Adfeerd, personlighed og ansigtsudtryk
@jen- og hgreundersggelse
Urinundersggelse og blodveaerdier

?
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Malformation Deformation Afbrydelse
Deformationssekvens Afbrydelsessekvens
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F.eks. F.eks.

[Malformaﬁonssyndrom}

Isoleret malformation
Malformationssekvens

S /

UK sekvens
Oligohydramnionsekvens
. J

Amnionbénd
Polands sekvens

—

F.eks.
Neuralrgrsdefekt
Robins sekvens

Modificeret efter "Smith’s Recognizable Patterns of Human Malformation”




Fortykket nakkefold

Sammenhang mellem tykkelse af nakkefold og hyppighed af
kromosomfejl, fosterdgd og st@rre misdannelser

Nuchal Chromosomal Normal karyotype Alive and

translucency  Defects Forcl ity Mioior ke well
abnormailities

<95" centile 0.2% : 1.3% 1.6% 7%

. R5h_Q0h ceniiles. | 3.7% i 1.3% I 2.5% | @3%
3.5-4.4 mm 21.1% ? 2.7% - 10.0% - 70%
4.5-5.4 mm 33.3% 3.4% 18.5% 50%
5.5-6.4 mm 50.5% . 10.1% 24.2% 30%
=6.5mm 64.5% | 19.0% | 46.2% | 15%

Nicolaides KH. Fetal Medicine Foundation. London. 2004




Genetiske syndromer rapporteret hos fostre med fortykket nakkefold

Genetic syndrome  Inheritance Birth prevalence Prognosis and common sonographically defectable abnormdlities

Thanatophoric Sporadic 1in 10,000 Lethal skeletal dysplasia. Severe limb shortening, narrow thorex, enlarged head with

dysplasia® prominent forehead.

Treacher Collins AD 1in 50,000 Normal life expectancy. Micrognathia, deformities of the ears.

syndrome

Trigenocephaly ‘C’ AR 1in 15,000 About half of the affected individuals die in infancy while survivers are severely

syndrome mentally handicapped with progressive microcephaly.Trigonocephaly, short nose,
prominent maxilla.

VACTER association | Sporadic, AR | 1in 6,000 Acronym for Vertebral abnormalities, Anal atresia, Cardiac defects, Tracheo-

Esophageal fistula with esophageal atresia, Radial and Renal defects. Prognesis
depends on the parficular combination and severity of the abnormalities present.
Mental function is usually normal.

Vitamin D resistent AR Rore None.
rickets
Zellweger syndrome*| AR 1in 25,000 Death occurs in the first two years of life, most commonly due to chest infections and

liver failure. Prenatal features include hyperlelorism, brain and cardiac defects,
hepatomegaly, growth restriction.

Sﬁfﬂ%{"sﬁ’&%ws which A5 amenabls #’lR’?md{"mmm p?égf‘éﬁlgg#ﬁ%pm DegINNInG IN INe NrsT decage of life, resuInng In rennci
detachment and blindness, sensorineural hearing loss, marfanoid habitus with
normal height, premature degenerative changes in various joints. There may be no
prenatal sonographic findings but in some cases there is @ tacial deft, or

micrognathia.

Thelassaemia-u* AR Commen in The clpha locus determines a polypeptide cheiin, the é-chein, which is present in
Mediterranean adult hemoglobin [x2/p2), fetal hemoglobin (22/+2) and embryonic hemoglobin
and Asian [22/52). Normailly there are four alpha gene copies. Absence of all four x-genes
populations results in homozygous a-thalassemia, which presents with hydrops fetalis,

usually in the second trimester.

Souka AP et al. Am J Obstet Gynecol 192: 1005-21. 2005

Preenatal us. for 22q11 deletion
ved normal karyotype

NF Antal CVS | Abnorme

Hollis 3 mm 75 0
2001

Donnenfeld >3 mm 80 0
2005

Lautrup > 3.5 mm 146 0
2008




Preenatale us. ved abnorm UL

Hyppighed af 22q11 deletion hos fostre med
conotruncal hjertemisdannelse

261 fostre med conotruncal hjertemisdannelse og norm al karyotype:
54 /261 = 20.7 %

Fallots tetralogi

Pulmonalatresi med VSD

Fallots tetralogi med manglende pulmonalklapper
Interrupted aortic arch

Truncus arteriosus

Complex transposition af de store kar

J Pediatr 2001:183; 520-4




Analyse for udvalgte mikrodeletionssyndromer
(MLPA, "syndrompakke”)

e 22011 deletion syndrom* (90%)
* Williams syndrom* (90-95%)
e Prader-Willi syndrom (70%)
e Angelmann syndrom (70%)
» 1p deletion syndrom (90 %)
« Smith-Magenis syndrom (90%)
« Miller-Dieker syndrom (90%)
* Fortykket nakkefold rapporteret (%) sandsynlighed for at syndromet er udelukket

Subtelomer MLPA er en analyse af samtlige
kromosomender for submikroskopiske
deletioner/duplikationer
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Praenatal Syndrom + evt. Subtelomer MLPA

ved normal karyotype
2004 - 2007, Kromosomlab. RH

Indikation Antal prgver | Abnorme

Abnorm UL 114 5

Udredning af aborterede
fostre
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Il Syndromes Bl Selected Syndromes | All References | By Selecied References | 4 My Collection

erebro-reno-digital syndrame (MeckeHike)

onnai (1988) - MeckeHike syndrame

oubert - cerebellar vermis aplasia plus other anomalies
eckel-Gruber syndrome (dysencephalia splanchnocystica)

Lo wow
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Meckel-Gruber syndrome (dysencephalia splanchnocystica)

ion: 17g21-17924:11913; 524
sick: 243000 Gene
3N S: Inheritance:

Autosomal recessive

16 Photos

ickel-Gruber syndrome (dysencephalia splanchnocystica)

ot 22 weeks of gestation. Note posterior encephalacele. polydactyby and the large abdomen. Couttesy of B Salanen
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European Skeletal Dysplasia Network

European Skeletal Dysplasia Network www.esdn.org

o

-Aw [ntegrated Research and Diagnostic Network of Elght Buropean Centres of Excellence-

entral Manchester and Manchester
Children’s University Hospitals

AHS Trust
National Genetics Reference Labaratory

Introduction

Members of the ESDN Clinical and Radiographic Management Group (ESDN-
ESDM Components CRI\'[G)

Participating Centres
Molecular diagnosis of Skeletal

The ESDN-CRMG includes same of the world's leading experts in the clinical and radiographic diagnosis of skeletal

Displasias dysplasias:
Research an Skeletal Geert hMortier (Gent, Belgium)
Dysplasias Jurgen Spranger and Bemhard Zabel (Mainz, Germany)

Michael Wright (Newcastle, UK)

Andrea Superti-Furga and Sheila Unger (Freiburg, Germany)
Martine Le Merrer and Walerie Cormier-Daire (Paris, France)
Christing Hall (Londan, UK)

Ravi Savarirayan (Welbourne, Australia)

Referring a case to ESOM for
diagnosis

Radiographs Required

ESDM Clinical and Radiographic The ESDM-CRMG can pravide expert clinical diagnostic services and will act as a forum for the discussion of
Review Facilitators individual cases with a known or unknown diagnosis. To ensure the efficient running of this group, the ESDN have

ESDN Clinical and Radiographic a3 Clinical Radiographic Review Facilitators
ESDM Llinical and Radiograpnic

Management Group
ESDN Newsletters

Links

Contact

ESDM Case Manager

Hos ca. 50 % af fostre med multiple
malformationer finder man ikke
arsagen!




Fgtal mediciner

Diagnose

Klinisk genetiker Fatal patolog

Klinisk undersggelse er fortsat det
vigtigste i syndromudredning !!!

Man skal jo vide hvilken
laboratorieundersggelse, der er relevant




Nedfrysning af veev
(DNA)

eller

Achillessenebiopsi til fibroblastkultur
(DNA, enzymer)




Array CGH
nu og i fremtiden

Array CGH
idag

Kan tilbydes preenatalt ved de novo tilsyneladende
balancerede rearrangementer og i andre seerlige
tilfeelde mhp afklaring af abnorme fund

Kan tilbydes post abortem hvis der efter obduktion
og klinisk genetisk vurdering er mistanke om
submikroskopisk kromosomafvigelse




ORIGINAL ARTICLE

Detection of genomic imbalances by array based
comparative genomic hybridisation in fetuses with multiple
malformations

C Le Caignec, M Boceno, P Saugier-Veber, 5 Jacquemont, M Joubert, A David, T Frebourg,
J M Rival

J Med Genet 2005421 21-128. dei: 10,1138/ jmg, 2004 025478

» Genomisk ubalance hos 5/49 (10%)
fostre med 3 major malformationer
og normal karyotype.

Array CGH

I fremtiden

* Array CGH designet til preenatalt brug
e Us. af foreeldre samtidigt

» (Gode data for klinisk betydning af
abnorme fund er helt afggrende

» Mosaikker
e Svartid
e Pris




DOI: 10.1111/].1471-0528.2008.01948.x Case report
www blackwellpublishing.com/bjog

De novo 16p13.11 microdeletion identified by
high-resolution array CGH in a fetus with
increased nuchal translucency

LW Law,® TK Lau,®® TY Fung,® TY Leung,” CC Wang,*® KW Choy®®

* Fetal Medicine Unit, Department of Obstetrics and Gynaecology, Prince of Wales Hospital and ® Li Ka Shing Institute of Health Sciences,
Department of Obstetrics and Gynascology, The Chinese University of Hong Kong, Hong Kong SAR

Correspondence Dr KW Choy, Department of Obstetrics and Gynaecology, Prince of Wales Hospital, The Chinese University of Hong Kong,
Shatin, New Territories, Hong Kong SAR. Email richardchoy@cuhkeduhk

Kan veere associeret med autisme and/or mental retardering

PRENATAL DIAGNOSIS

Prenar Diagn (2000)

Published online in Wiley InterScience

(www interscience. wiley.com) DOI: 10.1002/pd.2371

Whole-genome microarray analysis in prenatal specimens
identifies clinically significant chromosome alterations
without increase in results of unclear significance compared
to targeted microarray

Justine Coppinger, Sarah Alliman, Allen N. Lamb, Beth S, Torchia, Bassem A. Bejjani and Lisa G. Shaffer®
Signature Genomic Laboratories, Spokane, WA, USA

4 Kklinisk betydende abnormiteter ud af
182 praenatale prgver (2.2%)




case |indication arrayCGH Syndrom/
fund subtelomer
MLPA
1 Holoprosencephaly |Ubalanceret |Ville veere
T(7:8) pavist
2 Venticulomegaly, dup 22911 Ville veere
short limb, SUA pavist
3 Geengefod og del 1p36ter | Ville veere
ansigtsdysmorfi pavist
4 Holoprosencephaly |Del 14g21 Ville ikke

veere pavist




Genetisk radgivning

* en kommunikationsproces , hvorved en
person informeres om sin risiko for at udvikle
en genetisk sygdom og/eller fgre den videre
til sine bgrn, samt mulighederne for
undersggelse, forebyggelse og behandling

« radgivningen er non-direktiv

« radgivningens formal er, at give personen
mulighed for at treeffe kvalificerede
beslutninger ang. f.eks reproduktion

Diagnose
Evt. udredning
Genetisk radgivning
Planlaegning

Praenatal diagnostik




Anamnese
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Ring!
til din lokale kliniske genetiske
afdeling




