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orpnar

* Portal o vzacnych onemocnénich a orphan drugs
(lecive pripravky pro leCbu vzacnych onemocneéni).

* Puvodné francouzsky projekt, dnes celoevropsky a
zapojuji se i zeme mimo Evropu (Kanada, Japonsko...).
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Vzacna onemochneni

* Definice Evropske komise: zivot ohrozujici ¢i invalidizujici
onemocneni s velmi nizkou prevalenci, které vyzaduje
zvlastni peci

* rare disease, rare disorder, orphan disease

e Evropska unie: ,méne nez5z 10 000" =1 :2 000"

 USA: ,méne nez 200 000 obyvatel USA™2=1 : 1 590

e Japonsko: ,<50 000 obyvatel Japonska“ =1 : 2 500

| kdyz jsou vzacna, je jich hodne (asi 7-8 tisic). Ve vyspelych
zemich trpi nekterou ze vzacnych nemoci.
1) Nafizeni EC 141/2000
2) Rare Diseases Act of 2002 (PUBLIC LAW 107-280—NOV. 6, 2002)
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E orphgnet

The portal for rare diseases and
orphan drugs

" Rare diseases are rare, but rare disease patients are
numerous "

Access our Services

-

Inventory,
classification and
encyclopaedia of rare
diseases, with genes
involved

g
Inventory of orphan
drugs

()

Directory of patient
organisations

Directory of
professionals and
institutions

. [

3

Directory of expert
centres

’

Directory of medical
laboratories
providing diagnostic
tests

Directory of ongoing
research projects,
clinical trials,

registries and
biobanks

L]

Collection of
thematic reports:
Orphanet Reports

Series

Q Search a disease

www.orpha.net



Mucopolysaccharidosis type 3

Disease definition

Mucopolysaccharidosis type Il (MPS 11} is a lysosomal storage disease belonging to the group of
mucopolysaccharidoses and characterised by severe and rapid intellectual deterioration.

ORPHA:581

Classification level Disorder

Syrionym(s): Prevalence: 1-9/1000 000

MPS3 " UMLS: CD026706 CO086648
inheritance: Autosomal recessive

MPSIN Agocforset Childhoad Ma=5H DOOS0DB4

Mucopolysaccharidosis type Il GARD: 3807

iCD-10: E76.2 o

Sanfilippo disease MogDRA: 10056890

OMIM: 252900 252920 252930

Summary

Epidemiology
The disorder is underdiagnosed (due to the generally very mild dysmorphism); it is the most frequent MPS in the
Netherlands and Australia with respective prevalences of 1/53 0000 and 1/67 000. The frequency of the different

subftypes varies between countries: subtype A is more frequent in England, the Netherlands and Australia and subtype B
is more frequent in Greece and Portugal, whereas types llIC and I1ID are much less common.

Clinical description

Thefirst symptoms appear between the ages of 2 and 6 years, with behavioural disorders (hyperkinesia, aggressiveness)
and intellectual detericration, sleep disorders and very mild dysmorphism. The neurclogical involverment becomes more
prominent around the age of 10 years with loss of motor milestones and communication problems. Seizures often occur
after the age of 10, Afew cases of attenuated forms have also beenreported.

Etiology

Deficiencies in one of the four enzymes required for HS degradation are responsible for each of the MPS Il subtypes:
heparan sulfamidase for MPS IlIA, alpha-N-acetylglucosaminidase for MPS 11IB, alpha-glucosaminide N-acetyitransferase
for MPSIIIC, and N-acetylglucosamine-6-sulfate sulfatase for MPS IlID. The four genes coding for these enzymes have
beenlocated (MPS 1A on 17925, MPS IIIE on 17q21, MFS IIIC in the pericentromeric region of chromosome 8, MPS IIID
on 12g14}, and numerous mutations have been identified.

Diagnostic methods

Diagnosis is based on detection of increased levels of heparan sulfate (HS) in urine. Demonstration of one of the four
enzyme deficiencies in cultivated leukocytes or fibroblasts allows determination of the type of MPS lII. For types IllA and
11D, the measurement of the activity of another sulfatase is compulsory for exclusion of multiplesulfatase deficiency
(Austin disease, see this term). When mutations have been identified in the index patient, heterozygous individuals in the
family can be accurately detected.

Antenatal diagnosis

In the absence of any efficient treatment, prenatal diagnaosis (by mutation analysis or measurements of enzyme activity in
trophoblasts or amniocytes) is the only option available to parents with a risk of transmitting the disease.

Genetic counseling

Transmission is autosomal recessive for each type of MPSIIL

Management and treatment

Allogenic bone mamrow grafts are contraindicated as they do not slow the mental deterioration, even in patients
engrafted pre-symptomatically. Gene therapy is currently under investigation in animal models for the lIIA and lIIB
subtypes. The neurological degradation accompanied by multiple complications requires a multidisciplinary management
to allow adapted symptomatic treatment.

Prognosis

The prognasis is poor with death occurring in most cases of type lllA at the end of the second decade. Longer survival
times (30/40 years) have beenreported Tor the B and Dsubtypes.

Expert reviewer(s): Dr Roseline FROISSART - Dr Iréne MAIRE - Last update: February 2007

i Detailed information

Article for general public Professionals

Svenska (2012)

Suomi (2013, pdf)
Francais (2009, pdf

» Summaryinformation
Slovak (2007, pdf

» Clinical practice guidelines

Francais (2016, pdf

> Anesthesia guidelines
English {2015, pdf)

i Additional information

Research activities on this
disease

Health care resources for this
disease

Further information on this
disease
> Classificationis) (B]

> Expert centres (294} > Researchprojects (48)

> Gene(s) (4) > Diagnostic tests (193) > Clinical trials (25)
> Digability > Patient organisations (74) > Registries/biobanks (27)

> Publicationsin PubMed
> Otherwebsite(s) (12}

Specialised Social Services

> Eurordis directory




Orphanet Rare Diseases Ontology

e ve spolupraci s European Bioinformatics Institute \‘\

e strukturovany vycet vzacnych onemocneni, se vzajemnymi
vztahy, vztahy ke geniim

e vazby na jineé terminologie:
- MeSH, UMLS, MedDRA, MKN-10
* vazby na jiné databaze:

- OMIM, UniProt, HGNC, Ensembl, Reactome, IUPHAR,
GeneAtlas

http://www.orphadata.org/cgi-bin/index.php#ontologies
http://bioportal.bioontology.org/ontologies/ORDO
https://www.ebl.ac.uk/ols/ontologies/ordo
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> Rare genetic disease ORPHA:98053

> Rareinborn errors of metabolism ORPHA:68367

L_ Rare genetic neurclogical disorder ORFHA: 71859 °

L e SR EESCE o 8 Rare genetic epilepsy ORPHA:183512 o

L Mucopolysaccharidosis ORPHA: 75213 o | Metabolic diseases with epilepsy ORPHA166481 @

L Mucopolysaccharidosis type 3 ORPHA:581 (-] L Lusosomal disease withepilepsy ORPHA225681 @
be Mucopolysaccharidosis type 3 ORPHA:581 @

L Sanfilippo syndrome type A ORPHA: 79269
L_ Sanfilippo syndrome type A ORPHA:79269

L Sanfilippo syndrome type B ORPHA:79270 - Sanfilippo syndrome type B ORPHA:79270

L Sanfilippo syndrome type C ORPHA:79271 | sanfilippo syndrome type C ORPHA:79271

L Sanfilippo syndrome type D ORPHA:79272 L Sanfilippo syndrome type D ORPHA: 79272

> Rare genetic disease ORPHA:98053

? Rare neurologic disease ORPHA:98006 | Rare genetic eve disease ORPHA101435 @
L Rare epilepsy ORPHA:101598 ° L Rare genetic disorder of the visual organs ORPHA:522504 °

L Rare genetic disorder of the anterior segment of the eye ORPHA: 522538 °

L Metabolic diseases with epilepsy ORPHA166481 o

L_ Genetic lens and zonula anomaly ORPHA:183607 °

L Lysosomal disease with epilepsy ORPHA:225681 °

L_ Rare genetic discrder with lens cpacification ORPHA:522546 .

L Mucopolysaccharidosis type 3 ORPHA:581 o | svndromic genetic cataract ORPHA:522548 2]

L Metabolic disease with cataract ORPHA: 98644 °

L Sanfilippo syndrome type A ORPHA:79269
= Mucopolysaccharidosis type 3 ORPHA:581 @

L Sanfilippo syndrome type B ORPHA: 79270
L_ Sanfilippo syndrome type A ORPHA.79269

L sanfilippo syndrome type C ORPHA:79271 | Suifilippe symdremetype B ORPHATS570

L Sanfilippo syndrome type D ORPHA: 79272 \ sanfilippo syndrome type C ORPHA:79271

L Sanfilippo syndrome type D ORPHA:79272
? Rare neurologic disease ORPHA:98006

> Rarebone disease ORPHA:93419

L Neurometabolic disease ORPHA:68385 ‘

l_ Lysosomal storage disease with skeletal involverment ORPHA:93448 o

L Mucopolysaccharidosis type 3 ORPHA:581 @
U Mucopolysaccharidosis type 3 ORPHA:581 -]

L Sanfilippo syndrome type A ORPHA:79269
L T L_ Sanfilippo syndrome type A ORPHA:79269
Sanfilippo syndrome type B ORPHA: 79270

L_ Sanfilippo syndrome type B ORPHA:79270

L Sanfilippo syndrome type C ORPHA: 79271
L_ Sanfilippo syndrome type C ORPHA:79271

L Sanfilippo syndrome type D ORPHA:79272
L_ Sanfilippo syndrome type D ORPHA:79272



Orphakod
& \
 Orphacode, Orpha number, Orpha Cislo
* unikatni identifikator pro onemocneni
* peerreview
* aktualizace 1x meésicne
* U jednotek, kde neni kod dle MKN-10 ani SNOMED CT

* volne dostupny, bez nutnosti licence
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MKN10 vs. Orphakod

« Marfanuv syndrom:

ORPHA:558 (0rPHA: 284963, ORPHA:284973 a dalsi)
Q87.4

 Ehlerstiv-Danlostv syndrom:
ORPHA:98249 (a dal3ich 15 podtyp()
Q79.6

 Loyesuv-Dietzlv syndrom:
ORPHA:60030
Q87.4?



orphanet

Pristup ke sluZzbam Orphanetu v Ceské republikce a v dalSich zemich v: | EN vl =3 0K

Orphanet - narodni stranka

- |
<

Ceska republika

> Uvod

= Kontakt

> Vedenl a dohled
= Sponzofi a partner

= Zaregistru)te Vasi aktivitu

Vyberie jazyk v
PouZiva technologil Google Plekladag
NOVINKY

MEZINARODNI NOVINKY[

March 7-9: Orphan Drugs and
Rare Diseases Global
Congress 2018 Europe [ 7]

March 7-10 RE(ACT)
Congress [ 7]

June 11-12 4th World
Congress on - Rare Diseases
and Orphan Drugs [ 7]

UDALOSTI

:: Struéné o Orphanetu

Orphanet je portalemn nabizejicim vSem zajemclOm informace o vzacnych cnemocnénich a
|écivych pfipravcich pro vzacna onemocnéni. Poslanim Orphanetu je zlepSovat diagnostiku,
|&tbu | dalsi pedi o pacienty se vzacnymi onemaocnénimi.

ARy " 0
ML  EERSNEC

Sluzby Orphanetu

Orphanet nablzl tyto volng pristupné sluzby:

1. Soupis a klasifikace vzacnych onemocnéni vychazejici z odbomych publikaci pfednich
expertd.

2. Encyklopedie vzacnych onemocnéni v angli€ting a francouzsting, postupné prekladana i
do dalSich jazyki.

3. Soupis lécivych pfipravkd pro vzacnd onemocnéni, od jejich oznafeni jako tzv. “orphan
drugs” Evropskou |ékovou agenturou (European Medicines Agency - EMA) aZ po jejich
vstup na trh.

4. Pro kaZdou zemi, Zapojenou do Orphanetu, adresar specializovanych sluZeb, zaméfenych
&i zabyvajicich se vzacnymi cnemocnénimi - specializované kliniky, laboratofe, probihajici
wwzkumné projekty. klinické studie, registry, referenéni sité, skupiny, technologické
platformy a pacientske organizace.

5. Nastroj pro podporu uréeni diagnodzy s moZnosti vyhledavani onemocnéni dle jejich
priznakd a symptomua.

&. Encyklopedie doporuéeni a doporucenych postupd pro necdkladné stavy a anestézii.

7. OrphaMews - v elektronické podobé wvydavany pfehled udalosti z oblasti vzacnych
onemocnéni - jak se zaméfenim na nové vedecke poznatky, tak pfistup jednotlivych zemi
k této problematice. Vychazi v angliétiné a francouziting jednou za dva mésice.

8. Soubor tematickych zprawv, tzv. Orphanet Reports Series, zaméfenych na preklenujici
témata a k dispozici volné ke staZeni na webu Orphanetu.

www.orphanet.cz



WELCOME TO ORPHA A

ACCESS TO AGGREGATED DATA FROM
orpnae

UPDATED MONTHLY

e seznam vzacnych onemocnéni

» epidemiologicka data

* klasifikace

* nemoci a priznaky

* tezaurus pfiznaku (slovnik synonym)
* nemoci a geny
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Orphadata

e Data ve formatech XML a JSON

 Nomenklatura je dostupna v:
anglictine, francouzstine, nemcine,
Spanelstine, nizozemstineg, italstine,
portugalsting, polstiné a cestiné



Cesky preklad

» 2016-2017, Ustav biologie a lékarské
genetiky 2. LF UK a FNM

* 3-4%x roCne — nove pridané jednotky,
opravy

N/ N "\ /7

experty pro jednotlivé obory






E orphgnet

The portal for rare diseases and
orphan drugs

" Rare diseases are rare, but rare disease patients are
numerous "
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Spolecnost lékaiské genetiky a genomiky Prihlasit

) Ceskeé lékaFské spoleénosti Jana Evangelisty Purkyné, z. s.

SLG.cz Hiavni web SLG Doporuceni ORPHA number / Vzdcna onemocnéni Databaze pracovist ~

Kataloglzaci vzacnych onemocnéni se zabyva portal Orphanet. Ke kazdému onemocnéni Je pfifazen tzv. Orphacode, ktery toto onemocnéni jednoznaéné identifikuje. Orphanet na
webu www.orphadata.org nabizi nékiera data ze své databaze k volnému staZeni ve strojové Eitelném formatu, mimo jiného 1 seznam viech vzacnych onemocnéni a k nim
nalezejicimi Orphacode, v nékterych pfipadech I s odkazy do daldich databazi (napf. OMIM) a klasifikacnich systém( (MKN-10).

Dalsi informace o klasifikaci a kédovani vzacnych onemocnéni naleznete také v tomio élanku.

Zde mate moznost vyhledavat v seznamu téchio onemocnéni. Pfipadné se mi:zete podivat | na kompleini tabulku se véemi onemocnénimi. Ale pozor, tabulka se vzhledem ke své
vellkosti do prohlizeée naéita docela dlouho. Také sl Ji muZete stahnout ve formatu pro Microsoft Excel 2007 nebo vySsi.

ORPHA Nazev OMIM MEN-10

number

2464 Marfanoidni syndrom, De Silvalv typ (Marfancid syndrome, De Silva type) 223330

558 Martaniv syndrom (Marian syndrome) 610168 Q87.4
154700

284993 Marfaniv syndrom a onemocnéni pfibuzna Marfanovu syndromu (Marfan and Marfan-refated disorder)

284963 Marfaniv syndrom, typ 1 (Marfan syndrome fype 1) 154700 Q87.4

284973 Marfaniv syndrom, typ 2 (Marfan syndrome fype 2) 610168 Q87.4

284979 Neonatalni Marfantv syndrom (Neonatal Marfan syndrome) Q874

ntips://slg.cz/vzacna-onemocneni/



Narodni registr vrozenych vad - Vrozena vada plodu nebo ditéle

@ réporess

Identinkace zarizanl

00064203000 - Fakultni nemocnice v Motoia

I, Hldgena disgneza — VWV, GPO

0006420300000037A00 - Lékar, genatika (A, |.ekar. genetika)

2464 - Marfanoidni syndrom, De Silvady typ [Marfanol =

Il Wrozens vady (VV) 3 Geneticky poamingéna onemocnént (GPO) u plodu

284993 - Marfaniiv syndrom a onemacnéni pibuzng Marfanouu syndramu [Marfan and Marfan-related disorder]

558 - Marfaniiv syndrom, MFS [Marfan syndrome]
284963 - Marfanlyv syndrom, typ 1, MSF1 [Marfan syndrome type 17
284973 - Marfanfiv syndrom, typ 2, MSF2 [Marfan s.yndmme t\rr.;oe 21
284979 - Neonatdini Marfanv syndrom [Necnatal Marfan syndrome]
300501 - Syndrom zahmujici bolestivé orbitalni a systémove neurofibromy a marfancidni habitus [Painful orbital and sy ic neurafibromas- id habitus syndrome] |
171719 - Syndrom zahmujicl cutls laxa a marfanoidni habitus [Cutis laxa-Marfanald syndrome]

2463 - Syndrom zahmujic marfanoidni habitus a autozomdin racesivn mentdin rtarcaci [Marfanoid habitus - ntelectual disabilty, autosoml recessiv]

Narodni registr vrozenych vad (VV) a geneticky podminénych onemocnéni (GPO)



RD CGODE

* Efektivnejsi shromazdovani informaci o
vzacnych onemocnénich, implementace
Orphakodu

» Ceska republika, Rumunsko, Malta, Spanélsko

°1.1.2019 - 31. 6. 2021



VZP-06/2009
Poukaz na vysetreni/osetreni

(f
: dam & Odbornost . . . e prevedl Pof. &.|
dilINE]
POUKAZ NA VYSETRENI / OSETRENI .
ICP .
Pacient Odbornost
C. pojisténce TR 9 | Zakladni diagnoza . . Var. symbol
Var. symbol ., ||Ostatni diagndzy L o Datum Kéd
Odeslan ad: L . - g
| Kéd nahrady 9 5
PozZadovano: 3 :
4| ! L
5 1 1 1 1 1
[T S ———
? L 1 J: 1 | 1 1
Poznamka: 8 . | s ! L
9 1 L : 1 1
10 L s :
Dne: . ., : 5
razitko a podpis lékare : b ' b
VZP-0Bx/ i i '
X 06x/2009 razitko a podpis 7

Od 1. 1. 2019



Odkazy & kontakty

MUDr. Marek Turnovec

marek.turnovec@fnmotol.cz

Orphanet
www.orpha.net www.orphanet.cz
Spoleénost lékafské genetiky a genomiky CLS JEP
www.slg.cz slg.cz/vzacna-onemocneni
Narodni koordinaCni centrum pro vzacna onemocneni

www.nkcvo.cz
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