The Polish Registry of Congenital Malformations
(PRCM) - benefit for Medical Genetics

Latos-Bielenska A!, Materna-Kiryluk A!, Wisniewska M!, Badura-Stronka M!, Jamsheer A, 2 , Krajewska-Walasek
M3, Limon J4, Mazurczak T> and other members of PRCM Working Group*

' Deptartment of Medical Genetics, University of Medical Sciences in Poznan; Poland

2 Center for Medical Genetics in Poznan; Poland

3 Depatment of Medical Genetics, The Children’s Memorial Hospital Health Institute, Warsaw; Poland
4 Department of Biology and Genetics, Medical University of Gdansk; Poland

5 Department of Medical Genetics, Institute of Mother and Child, Warsaw; Poland

* Wisniewska K, Mejnartowicz J, Czerwionka-Szaflarska M, Gajewska E, Godula—Stuglik U, Kondata-Chojnacka A,
Kornacka M, Krawczynski M, Sawulicka-Oleszczuk H, Rusin J, Stanczyk J, Szwatkiewicz-Warowicka E, Walczak M,
BrzozowskaD, Glazar R, Krawczynski MR, Wierzba J, Chrzanowska K, Midro A, Sasiadek M, Zajaczek S,
Katuzewski B, Lassota M, Pyrkosz A, Jakubowski L, Bocian E, Obersztyn E, Zaremba J,



//~

How can the PRCM contribute to the Clinical
Genetics in Poland?

» determining the prevalence of congenital defects or syndromes

= evaluation of the state of prenatal diagnosis

= assessment of the state of folic acid supplementation

= evaluation of genetic care for children and families with
congenital defects

= education of the physicians and society (online platforms)

= telemedicine (remote genetic consultations)

characaterization of selected rare genetic disorders



The PRCM in characterization of
rare genetic disorders
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Etiology

Number of cases

Congenital Cytomegaly

Congenital Rubella

Congenital Toxoplasmosis

Fetal Alcohol Syndrome

Maternal Phenylketonuria

Chromosomal Aberration

Cornelia de Lange Syndrome

Nijmegen Syndrome

Craniosynostosis

6
1
2
1
1
6
2
2
2

Defects of the CNS

14

Neural Tube Defects

7

Pena-Shokeir syndrome

1

Total

45




Active identification of some rare malformation syndromes (1)

Project in collaboration with the Polish Registry of Congenital Malformations:

1) Prevalence of Smith-Lemli-Opitz (SLO) syndrome in Poland
PBZ-KBN-122/P05/01-10 project
Project Leader: Professor Matgorzata Krajewska-Walasek, Warsaw

(Trial of using the Polish Registry to create a national registration system of rare congenital malformation
syndromes)
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ZESPOE SMITHA, LEMLEGD I OPITZA

Zaktad Genetyki Medycznej Instytutu "Pomnile Centrum Zdrowia Dziecka"” w Warszawie wepdtdziatajac z
Polskim Rejestrem Wrodzonych Wad Rozwojowych podejmuje dziatania zmierzajace do identyfikacji
zespolu Smitha, Lemlego i Opitza w polskiej populacji, w celu wczesnego wykrycia choroby,
efektywnego leczenia i profilaktyki. Zadania bedy realizowane w ramach Projektu Nr PBZ-KBN-
122/P05/01-10 pt. BADANIA NAD CZESTOSCIA WYSTEPOWANIA ZESPOLU SMITHA, LEMLEGO I
OPITZA.

Zachecamy lekarzy oraz rodzicdw dzieci z zespotem Smitha, Lemlego | Opitza do zapoznania sie z
infarmacjami dotyczaoymi zespotu, jego rozpoznawania | zasadami wspolpracy.

Frof. dr hab. n. med. Matgorzata Krajewska-walasek
iierownil projeldtu

Prof. dr hab. n. med. &nna Latos-Bieleriska
Prrewodniczgea
Palskiego Rejestry Wrodzonyeh Wad Rozwojowpch

Fig. 3. Forbes D Porter, ,Smith—Lemli—Opitz syndrome:
pathogenesis, diagnosis and management”, EJHG
(2008), 16: 535-541



Active identification of some rare malformation syndromes (2)

Project in collaboration with the Polish Registry of Congenital Malformations:

2) "Molecular and cytogenetic characterization of Cornelia de Lange syndrome”
KBN N40702032/0530 project:

Project Leader: Professor Janusz Limon, Gdansk
Main investigator: Dr. Jolanta Wierzba

Fig. 1. Jacqueline Schoumans et al., ,Comprehensive mutational analysis of a cohort
of Swedish Cornelia de Lange syndrome patients”, EJHG (2007) 15, 143-149
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ZESPOL CORNELII DE LANGE - zaproszenie do wappracy

Zakiad Biologil i Genetyki Akademii Medyezne) w Gdansku, wapiddzistajae z Polakim
Rejestrem Wrodzenyeh Wad Rozwojowych, pragnie zeprosid do wapdipracy w zakresie identylikach
zespoty Cornelii de Lange w polskie) populacil, w celu wezesnege wykrycia choroby | wdrozenia
wislospecjalistycznego systemu opieki nad charymi. Zadania bedy reslizowane w ramach Prajektu
Badawezegn KBN N40702032/0530 pr ,Charakterystyka molekularna | eytogenetyczna
zespolu Cornelii de Lange™. Zachecamy lekarzy wazystkich specjainodei oraz rodzichw do
zEpoZhEniE Sig 2 informaciemi dotyezaeymi Zespodu, jak rwniez 2 zesadami proponowane)
waptipracy.

Dr n. med. Jolanta Wierzba = Gldwny wykonawea projekiu, Oplekun medyczny Stowarzyszenia
Cals - Polska

Prof. dr hab. n. med. Januse Liman — Kierowmk grajeklu

Prof. dr hab, n. med. Anna Latos-Bielefnska - Preevodnicrges Polskiega Rejestry Wrodzongch
Wad Rozwofowych



PRCM as a powerful tool used for identification of
molecular background of genetically determined defects
or syndromes

Our current projects:

1) Congenital Urinary Maltformations

Title: Genetic studies of congenital urinary system malformations

2) Congenital Limb Malformations

Title: Identification of novel genes responsible for embryonic limb
development in humans



PRCM as a partner in international initiative (1)
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Uty Faerovaik: prof . dr hab aed . Avma Lagos- Bidaiska

State for July, 2008:

About 680 children with urinary system congenital defects are reqgistered in
the PRCM

About 650 letters sent to the parents: Introduction Letter, Examination
Form, Agreement Statement and a tube with EDTA for molecular testing.

59 blood samples received
After arrival the blood samples are coded. Exemplary number: P1000-1. The data of
patients is processed and then sent to the USA

Main investigator from PRCM: Anna Materna-Kiryluk, M.D., Ph.D.
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Genetically determined limb malformations
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Brachydactyly (BDC)

y

Polydactyly (TPT)

Oligodactyly

Split hand

Synydactyly

Split foot







Familial cases of brachydactylies, syndactylies, polydactylies,
polysyndactylies in the PRCM

Number of families with at least 2 members affected (consent given)

Limb defect | Number of families
Syndactyly 425
Polydactyly 401

Polysyndactyly 52
Brachydactyly 5

Number of families with at least 4 members affected (consent given)

Limb defect Number of families
Syndactyly 41
Polydactyly 25

Polysyndactyly 8

Brachydactyly 1
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The PRCM as a partner in potential research studies of molecular
background of congenital malformations

Number of families
with 2 or more

Malformation individuals affected
Spina bifida 62 Important:
Hydrocephalus 100
Congenital heart defects 1302 Parents give written consent for
Cleft palate 168 notification to the PRCM
Cleft lip 122 database (and many of them |

: even expect further contact with
Cleft lip and palate 276 the PRCM staff)
Renal agenesis 34
Cystic Kidney 71
Polydactyly 601
Syndactyly 717
Upper limb reductions 87
Lower limb reductions 63
Multiple defects 326




Conclusions




