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Odmitnuti odpovédnosti:

"Podpora Evropské komise pro vydani této publikace nepredstavuje schvaleni jejiho obsahu, ktery odrazi
pouze nazory autoru, a Komise nenese odpovédnost za jakékoli pouziti informaci v ni obsazenych."

Dalsi informace o Evropské unii jsou k dispozici na internetu (http://europa.eu).
Lucemburk: Urad pro publikace Evropské unie, 2019
© Evropska unie, 2019

Reprodukce je povolena pod podminkou uvedeni zdroje.
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UVOD DO EVROPSKE REFERENCNI SITE PRO
ZACNA NEUROLOGICKA ONEMOCNENI (ERN-RND)

ERN-RND je evropska referencni sit zfizenda a schvdlena Evropskou unii. ERN-RND je zdravotnicka
infrastruktura, kterd se zaméruje na vzacna neurologickd onemocnéni (RND). Tfemi hlavnimi pilifi ERN-
RND jsou (i) sit odbornikd a odbornych center, (ii) vytvareni, sdruZovani a Sifeni znalosti o RND a (iii)
zavadéni elektronického zdravotnictvi, které umozni, aby odborné znalosti cestovaly misto pacientl a
rodin.

ERN-RND sdruzuje 64 prednich evropskych odbornych center a 4 pridruzené partnery ve 24 ¢lenskych
statech a zahrnuje vysoce aktivni pacientské organizace. Centra se nachazeji v Rakousku, Belgii, Bulharsku,
Chorvatsku, Kypru, Ceské republice, Dansku, Estonsku, Finsku, Francii, Némecku, Recku, Madarsku, Irsku,
Italii, Loty3sku, Litvé, Lucembursku, Malté, Nizozemsku, Polsku, Slovinsku, Spanélsku a Svédsku.

ERN-RND pokryva nasledujici skupiny onemocnéni:

e Ataxie a dédi¢né spastické paraplegie

e Atypicky parkinsonismus a geneticka Parkinsonova choroba

e Dystonie, paroxysmalni poruchy a neurodegenerace s akumulaci mozkovych iont(
e Frontotemporalni demence

e Huntingtonova choroba a dalsi ukoly

e Leukodystrofie

Konkrétni informace o siti, odbornych centrech a onemocnénich, jimiZ se zabyvd, najdete na internetovych
strdnkdch sité www.ern-rnd.eu.

Doporuceni pro klinické pouziti:

Evropskda referenéni sit pro vzdcnd neurologické onemocnéni schvdlila tento algoritmus
pro predpovéd’ diagnostické uspésnosti sekvenovdni celého exomu u jedincu s dystonii.
Referencni sit doporuéuje pouZivat tyto pokyny.

YLOUCENI ODPOVEDNOSTI

U klinickych pokyn(, doporucenych postupd, systematickych souhrnnych praci a dalsi metodiky, které
ERN-RND zverejnuje, schvaluje Ci povaZuje za prinosné, se jedna o hodnoceni soucasnych védeckych a
klinickych poznatkd, které jsou k dispozici jako studijni materialy.

Je moiné, Ze tyto informacni materidly (1) nezminuji veskeré mozné zpUsoby lécby a péce o pacienta, a
nelze je tudiz povazovat za pecovatelské standardy; (2) nejsou pribéiné aktualizovany, a moina tedy
nereflektuji nejnovéjsi poznatky (v dobé mezi zpracovanim a publikaci resp. cetbou ¢i studiem
informacniho materidlu se vyvoj mizZe posunout opét o néco dale); (3) jsou zaméreny jen na explicitné
uvedenou tematiku; (4) nepredepisuji konkrétni Iékafskou péci; (5) nenahrazuji nezavisly, profesionalni
nazor oSetfujiciho lékare, jelikoZ nezohlednuji individualni rozdily mezi pacienty. Osettujici lékar by mél v
kazdém ptipadé volit IéCebny postup individualné podle konkrétniho pacienta. Vyuziti téchto informaci je
dobrovolné. Informace poskytované ERN-RND odrazZeji soucasny stav poznatk( a ERN-RND za né neruci
ani explicitng, ani implicitné. ERN-RND vyslovné odmita jakoukoliv zaruku za praktickou pouzZitelnost a
vhodnost s ohledem na konkrétni zplsob pouZiti nebo konkrétni ucel. ERN-RND neprejima Zzadnou
odpovédnost za pripadnou Ujmu na zdravi nebo vécnou skodu, ktera vznikla na zakladé nebo v souvislosti
s vyuZivanim téchto informaci, ani za pfipadné omyly a opomenuti.
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METODIKA

Proces schvalovani provedla skupina pro dystonie, paroxysmalni poruchy a NBIA ERN-RND.

Souhlas se schvalenim byl udélen celou skupinou pro nemoci dne: 20.09.2023

Skupina onemocnéni pro dystonii, paroxysmalni poruchy a NBIA:
Koordinatofi skupin nemoci:

Sylvia Boesch??; Belen Perez*’; Tobias Bdumer*°

Clenové skupiny nemoci:

Zdravotnicti pracovnici:

Aive Liigant®; Alberto Albanese®’; Alejandra Darling®®; Alexander Miinchau®®; Ana Rodriguez??; Andras Salamon3*;
Andrea Mignarri®; Anke Snijders?; Anna De Rosa?; Anne Koy3®; Antonio Elia’®; Antonio Federico®; Aoife Mahony?};
Astrid Daniela Adarmes*®; Aurelie Meneret®; Bart Post?; Bernhard Landwehrmeier®’; Christos Koros!®; Damjan
Osredkar®; Daniel Boesch?; Dirk Dressler'>; Ebba Lohmann*; Elena Ojeda Lepe?®; Elina Pucite?®; Elisa Unti*; Enrico
Bertini?’; Erik Johnsen!; Erik Hvid Danielsen’; Evangelos Anagnostoul®; Fran Borovecki®; Francesco Nicita?’;
Francisco Grandas'*; Giacomo Garone?’; Giorgos Pitsas’; Giovanna Zorzi*%; Giovanni Palermo?; Giulia Giannini?%; Heli
Helander!?; Ivana Jurjevic®; Javier Perez Sanchez!%; Jeroen Vermeulen?*; Jiri Klempir'3; Juan Dario Ortigoza
Escobar®®; Julian Zimmermann®’; Kathleen Gorman?; Kathrin Grundmann®; Katja Kollewe®®; Katja Lohmann?;
Kinga Hadzsiev®; Krista Ladzdovska?®; Leonidas Stefanis!’; Maja Kojovic**; Malgorazate Dec-Cwiek3’; Manuel
Dafotakis?®; Marek Baldz3?; Maria Jose Marti®; Maria Judit Molnar®%; Maria Victoria Gonzalez Martinez*’; Marie
Vidailhet®; Marina de Koning-Tijssen*; Marta Skowronska'’; Marta Correa®; Marta Bldzquez Estrada’; Martina
Bockovd®?; Mette Mollerl; Michal Sobstyl'’; Michél Willemsen?®; Myriam Carecchio®; Norbert Briiggemann?’;
Norbert Kovacs*®; Ognyana Burgazlieva®; Pablo Mir®®; Pawel Tacik®’; Pierre Kolber®; Ramona Valante?; Richard
Walsh?!; Robero Cilia'®; Roberto Ceravolo®*; Roberto Eleopra®®; Rocio Garcia-Ramos®’; Sebastian Léns*; Silvia Jesus
Maestre*®; Soledad Serrano??; Susanne Schneider?; Thomas Klopstock??; Thomas Gasser*'; Thomas Musacchio®’;
Tom de Koning**; Wolfgang Nachbauer?®; Yaroslau Compta’®

Zastupci pacientu:

Monika Benson®!

1Aarhus University Hospital, Denmark; 2A0OU - Federico Il University Hospital, Naples, Italy; 3AOU - University Hospital Padua, Italy; 4AOU -
University Hospital Pisa, Italy; >AOU - University Hospital Siena, Italy; ®APHP - Reference Centre for Rare Diseases 'Neurogenetics', Pitié-
Salpétriere Hospital, Paris, France; “Asturias Central University Hospital, Oviedo, Spain; 8CHL - Luxembourg Hospital Center, Luxembourg;
9Cyprus Institute of Neurology and Genetics, Egkomi, Cyprus; 1°Eginitio Hospital, National and Kapodistrian University of Athens, Greece;
11ePAG representative; 2Finland Consortium: University Hospitals in Oulu, Tampere and Helsinki, Finland; 3General University Hospital
Prague, Czech Republic; 1*Gregorio Marafiéon General University Hospital, Madrid, Spain; 1*Hannover Medical School, Germany; 6Hospital
Clinic Barcelona and Sant Joan de Déu Hospital, Barcelona, Spain; YInstitute of Psychiatry and Neurology, Warsaw, Poland; 18IRCCS -
Foundation of the Carlo Besta Neurological Institute, Milan, Italy; 1°IRCCS - Humanitas Clinical Institute of Rozzano, Milan, Italy; 22IRCCS -
Institute of Neurological Sciences of Bologna, Italy; 2!rish Consortium: Tallaght University Hospital and Children's Health Ireland; 22La Paz
University Hospital, Madrid, Spain; ZLudwig Maximilian University Hospital, Munich, Germany; 2*Maastricht University Medical Center,
Netherlands; 2Medical University Innsbruck, Austria; 26Pauls Stradins Clinical University Hospital, Riga, Latvia; 2’Pediatric Hospital Bambino
Gesu, Rome, Italy; 22Radboud University Medical Centre, Nijmegen, Netherlands; 22RWTH - University Hospital Aachen, Germany; 3°San Carlos
Clinical Hospital, Madrid, Spain; 3'Semmelweis University, Budapest, Hungary; 32St. Anne’s University Hospital Brno, Czech Republic; 33St.
Naum University Neurological Hospital, Sofia, Bulgaria; 34Szent-Gyo6rgyi Albert Medical Center, Szeged, Hungary; 3°Tartu University Hospital,
Estonia; 3University Hospital Koln; 37University Hospital Bonn, Germany; 38University Hospital Center Zagreb, Croatia; 3°University Hospital
in Krakow, Poland; #°University Hospital Schleswig-Holstein, Libeck, Germany; #University Hospital Tibingen, Germany; #2University
Hospital Ulm, Germany; “3University Hospital Wiirzburg, Germany; **University Medical Center Groningen, Netherlands; 45University Medical
Centre Ljubljana, Slovenia; “éUniversity of Pécs, Hungary; 47Vall d'Hebron University Hospital, Barcelona, Spain; 48Virgen del Rocio University
Hospital, Sevilla, Spain
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Zech M, Jech R, Boesch S, Skorvanek M, Weber S, Wagner M, Zhao C, Jochim A, Necpal J, Dincer Y, Vill K,
Distelmaier F, Stoklosa M, Krenn M, Grunwald S, Bock-Bierbaum T, Fecikova A, Havrankovéa P, Roth J,
Pfihodova I, Adamovicovd M, Ulmanova O, Bechyné K, Danhofer P, Vesely B, Han V, Pavelekova P,
Gdovinova Z, Mantel T, Meindl T, Sitzberger A, Schroéder S, Blaschek A, Roser T, Bonfert MV, Haberlandt
E, Plecko B, Leineweber B, Berweck S, Herberhold T, Langguth B, Svantnerova J, Minar M, Ramos-Rivera
GA, Wojcik MH, Pajusalu S, Ounap K, Schatz UA, Pélsler L, Milenkovic I, Laccone F, Pilshofer V, Colombo
R, Patzer S, luso A, Vera J, Troncoso M, Fang F, Prokisch H, Wilbert F, Eckenweiler M, Graf E, Westphal DS,
Riedhammer KM, Brunet T, Alhaddad B, Berutti R, Strom TM, Hecht M, Baumann M, Wolf M, Telegrafi A,
Person RE, Zamora FM, Henderson LB, Weise D, Musacchio T, Volkmann J, Szuto A, Becker J, Cremer K,
Sycha T, Zimprich F, Kraus V, Makowski C, Gonzalez-Alegre P, Bardakjian TM, Ozelius LJ, Vetro A, Guerrini
R, Maier E, Borggraefe |, Kuster A, Wortmann SB, Hackenberg A, Steinfeld R, Assmann B, Staufner C,
Opladen T, Razicka E, Cohn RD, Dyment D, Chung WK, Engels H, Ceballos-Baumann A, Ploski R, Daumke
O, Haslinger B, Mall V, Oexle K, Winkelmann J.

Monogenic variants in dystonia: an exome-wide sequencing study.

Lancet Neurol. 2020 Nov;19(11):908-918. doi: 10.1016/51474-4422(20)30312-4.
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Figure 3: Proposed algorithm to predict diagnostic success rate of whole-exome sequencing in individuals with dystonia
(A) Schematic overview of the proposed scoring system. We selected as scoring parameters clinical predictors of a diagnostic whole-exome sequencing finding, as
determined by multiple logistic regression analysis {appendix pp 52-53). The assigned scoring points add up to yield a summary score, ranging from Oto 5.

(B) Receiver operating characteristic curve plot for the proposed score with indication of the specificities and sensitivities at the thresholds postulated in part C.

A summary score threshold of 3 pointsimplies a small number (4 %) of individuals are erroneously excluded from whole-exome sequencing and an acceptable
number (38%) are erroneously included. (C) Summary scores (0-5), proportions of the subgroups with a diagnostic variant (diagnosticyield), and proposed

recommendations for the clinical application of whole-exome sequencing in individuals with dystonia.
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