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33. Pracovni dny détské nefrologie

33. pracovni dny détské nefrologie se uskutecni v centru moravského Slovacka,
v Uherském Hradisti.

Historie mésta saha daleko pred rok 1257, kdy bylo zaloZzeno kralem Pfemyslem Otakarem
Il. jako pohrani¢ni pevnost. V jeho bezprostfednim okoli se nachazelo hlavni mésto
Velkomoravské fise Veligrad. Obyvatele i navstévniky Uherského Hradisté provazi pohled
na dvé pohofi: na vychodé jsou to Bilé Karpaty, na jejichz stranich kvetou na jare
orchidejové louky a na zdpadé Chfiby s charakteristickym trojvrSim Holého kopce, Buchlova
a sv. Barborky.

Uherské Hradisté je kulturnim centrem: z vyznamnych akci je to den otevienych pamatek
a slavnosti vina, kdy celé mésto ozije tisici lidovych kroji. Letni filmova skola je nejvétsim
filmovym festivalem u nds, ur¢enym pro opravdové filmové fandy. VIénovska jizda krdla je
zapsana na seznam svétového dédictvi UNESCO. Noc s Andersenem vznikla v méstské
knihovné Bedficha Benese Buchlovana arozsifila se do fady evropskych zemi. Kvalitu
Slovackého divadla oceriuje pres 8000 predplatitelll. V historii mésta se objevila i temna
skvrna — v padesatych letech 20. stoleti zde byla smutné proslula véznice. Ve mésté samém
a v jeho blizkém okoli se nachdzi fada turistickych zajimavosti, desitky kilometrd kvalitnich
cyklostezek avodnich cest. Uherské Hradisté ziskalo ocenéni Ministerstva kultury CR
,Historické mésto roku 2011,

Prof. MUDr. Zdenék Dolezel, CSc.
predseda Pracovni skupiny détské nefrologie

MUDr. Jan Petrzelka
primar détského oddéleni
Uherskohradistska nemocnice a.s.

Prof. MUDr. Jan Janda, CSc.
predseda Ceské pediatrické spoleénosti



33nd Meeting of the Czech Working Group
of Pediatric Nephrology

The 33rd Work Shop of children nephrologie is going to take place in the heart of
Moravian Region of Slovacko, in the town of Uherské Hradisté.

History of the town goes far beyond the year 1257, when the king Premysl Otakar the Il
founed the town as a frontier fortress. The capital of the Great Moravian Empire named
Veligrad was situated in its close proximity. Inhabitants as well as visitors of Uherské
HradiSté are accompanied by the views of two mountain ranges: the White Carpathian
Mountains eastward, where orchid plants flourish on its slopes during spring time, and
Chfiby Mountains westward with its distinguishing three peaks of Holy Hill, Buchlov and
Saint Barborka.

Uherské Hradisté is a cultural centre with its important cultural events such as Days of
memorials and Festival of Wines. Visitors can experience parades of traditional folk
costumes during these days. Summer Film Festival is the biggest event of its kind in the
Czech republic and attracts all real film fans. The Ride of Kings in VIEnov was written into
the list of world cultural heritage of UNESCO. The publication Night with Andersen was
originated in the town library of Bedfich Benes Buchlovan and was spreaded into many
european countries. Performances of a high quality in the Slovacké Theater are much
appreciated by its 8000 abonents. Unfortunatelly,there is a black mark in the town’s
history as well — the state prison was renown sadly during the fifties in the last century.
There are a lot of places of interest, many kilometers of cycleways and waterways in the
town itself and in its close proximity. The City Uherské Hradisté won recently a national
Award , The historical City of the year 2011"“.

Prof. MUDr. Zdenék Dolezel, CSc.
Chairman of the Working Group of Children Nephrology

MUDr. Jan Petrzelka
Head Physician, Pediatric Department
Hospital Uherské Hradisté Joint-stock comp.

Prof. MUDr. Jan Janda, CSc.
Chairman of the Czech Pediatric Company



ODBORNY PROGRAM

Ctvrtek 17. 5. 2012

17.00 - 19.00 hod. Registrace v prostorach Reduty
20.00 hod. Vybor Pracovni skupiny détské nefrologie, hotel Mlynska,
salonek

Patek 18. 5. 2012
07.00 - 16.00 hod. Registrace

08.30 - 09.00 hod. Slavnostni zahajeni

09.00 - 10.30 hod. BLOK I.

01. Soucasné postaveni nepiimé radionuklidové uroflowmetrie 15 min.
Chroustovd D., Urbanovd 1., Palyzovd D., Trnka J., Sindeldiovd M. str. 12

02. Je cyklofosfamid U€inny u déti s minimdalnimi zménami glomerulu

a IlgM pozitivou? 15 min.
Geier P., Skalova S., Feber J. str. 14
03. Neonatdlni Bartteruv syndrom - kazuistika 15 min.
Kmonickovda M., Bldhova K., Kutilek S., Zemanovd M., Némec V. str. 16
04. Antifosfolipidovy syndrom a ledviny 15 min.
Skalova M., Minxova L., Lejhancova K. str. 18

05. Fibroblastovy rastovy faktor 23 a kostny metabolizmus u deti

s chronickou oblickovou chorobou 15 min.
Podrackd L., Ferenczovd J., Sebekovd K. str. 20
10.30 - 10.45 hod. prestavka

10.45-11.30 hod. BLOKIl. Enuréza a jeji lé¢ba v klinické praxi

06. Enuresis nocturna v roce 2012 15 min.
Dité 7. str. 22

07. Nestastny Vasik a jiné kazuistiky z ,,Noci v suchu* 15 min.
Prichystalova M. str. 24

11.45 - 14.00 hod. prestavka - obéd Batuv kandl (pésky k pristavisti 10 minut)




14.45 - 16.45 hod.

BLOK III.

08. AlportUv syndrom a Zeny - 3. dil

Gut J.

09. Tubulointersticialni nefritis vyvolana hanta viry
Kolsky A., Najmanova S., Vernerova Z., Kotus D., Buhrova A.,

Kovdrovd Z., Kocidnovd B., Zelend H., Votava F.

10. DUsledné snizeni krevniho tlaku a progrese selhani ledvin
u déti - konecné vysledky ESCAPE studie

Dusek J.

11. Akutni poststrepkokova glomerulonefritida — vzdy snadna diagndza?

Senkefik M., Skdlovd S.

12. Dentova choroba - kazuistika dvou sourozencu
Dolezalova S., Petrzelka J., Malina M., Langer J., Seeman T.

Flachsova E., Buganova M.

13. Mocové koncentrace transforming growth factoru beta 1
v déti s hydronefrézou
Zieg J., BlAhova K., Seeman T., Bronsky J., Dvordkovd H.
Pechova M., Janda J., Matous$ovic K.

14. Vyvoj renalnych funkcii u deti s vrodenou/ziskanou solitarnou oblickou

Kolvek G., Podrackd L.

15. Sourozenci - laska a Zarlivost v rodindch pecujicich o déti
s ledvinnymi chorobami - kasuistiky

Kocabova Z.

17.00 - 18.00 hod.

19.30 - 24.00 hod.

Prohlidka mésta s prbvodcem (pro zajemce)

Spolecensky vecer v prostorach Reduty

10 min.
str. 26

10 min.
str. 28

10 min.
str. 30

10 min.
str. 32

10 min.
str. 34

10 min.
str. 36

10 min.
str. 38

10 min.
str. 40



Sobota 19. 5. 2012

08.30 -11.00 hod. BLOK IV.

16. Inicialni antibiotikum u akutni pyelonefritidy — cefuroxim nebo
Kombinovany aminopenicilin? Studie u déti Olomouckého regionu 15 min.
Flbgelova H., Rohanova M., Koldf M., Zapletalovd J. str. 42

17. Febrilni inffekce moéového systému — nastal ¢as zmén 2012 15 min.
Gut J. str. 44

18. Novinky v molekularné - genetické diagnostice dédi¢nych nefropatii 15 min.
Malina M., Seeman T. str. 46

19. Polycystickd onemocnéni ledvin - 20 let ¢eského registru déti 20 min.
Seeman T., BlAhova K., Dusek J., Fencl F., Fiogelova H., Malina M., str. 48
Sulakova T., Skalova S., Starha J., Vondrak K., Zaoral T., Janda J.

20. Transplantace ledvin u déti v CR - stav v r. 2012 20 min.
Seeman T., Burkert J., Dusek J., Fiala R., Janda J., Kfiz J., Mordvek J., str. 50
Simankova N., Spatenka J., Vondrak K., Zeman L., Zieg J.

21. Chronicky dialyzaéni program u déti v CR v roce 2011 15 min.
Vondrak K., DoleZel Z., Dusek J., Hladik M., Seeman T., Simankova N., str. 52
Starha J., Zaoral T., Zieg J., Janda J.

22. Chronicka renalni insuficience - registr déti v CR v roce 2012 15 min.
Simankova N., Blahova K., Flbgelova H., Dolezalova S., Dusek J., str. 54
Janda J., Langer J., Honzik T., Bendakova H., Seeman T., Vondrak K.

11.00 hod. Zakonceni

POSTERY - diskuze u posteru o prestavkdach

P 01. Fetdlni mocovy méchyr

Laubova J. str. 58

P 02. Dyselektrolytémie u kojency s infekci mocéovych cest

DoleZel 7., R&&ilova Z., Starha J., Dostalkova D., Zerhau P. str. 60
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BIl.-01

SOUCASNE POSTAVENI NEPRIME RADIONUKLIDOVE UROFLOWMETRIE

Chroustova D.%, Urbanova 1.2, Palyzova D.?, Trnka J%, Sindeladfova M *
! Ustav nukleadrni mediciny VFN a 1. LF UK Praha

2Détské oddéleni FN Na Bulovce, Praha

*Klinika déti a dorostu FNKV a 3.LF UK Praha

Radionuklidova uroflowmetrie patfi do spektra radionuklidovych vySetfovacich metod vyuZivanych
v détské nefro-urologické praxi.

Cilem sdéleni: Prezentace vysledkl hodnoceni funkénich parametrd nepfimé radionuklidové
uroflowmetrie u souboru pacientl s riznymi nefro-urologickymi diagnézami.

Soubor pacientti a_ metodika: Celkem bylo provedeno 310 vysetfeni u 266 pacient( (67 chlapcti a 199
divek ve véku od 1,7 do 21 let, primérny vék 10,6 roku), 28 z nich bylo vysetfeno opakované. Vsechny déti
byly rozdéleny do skupin podle diagndz: vezikoureteralni reflux (VUR), dysfunkéni mikce, enuresis, stendza
uretry, stp. APN, rec. IMC a ostatni. VySetfeni nepfimou radionuklidovou uroflowmetrii (UFM) bylo
provedeno v ¢asovém rozmezi za 45 — 80 minut po skoncéeni dynamické scintigrafie ledvin pomoci
P"Tc-MAG3 na plandrni gamakamefe MB 9200 (Gamma Budapest) opatienou paralelnim HR
kolimatorem. Data akvizice: dynamicka studie -1frame/sec pti celkové délce studie -180 sekund, matice
128x128, ZOOM dle velikosti ditéte.

Hodnoceni provedeno programem (Ostnucline) se zamérenim predevsim na stanoveni hodnot funkénich
parametrd: volum naplnéného mocového méchyre, volum mikce, méchyrové reziduum, maximalni pritok,
pramérny pritok, trvani mikce, maximalni UFM Index, pramérny UFM Index.

Vysledky: Ze 17 déti se susp.VUR bylo zachyceno 8 déti s aktivnim VUR. Ve skupiné déti po operaci VUR
byla nejc¢astéji nalezena mala naplin mocového méchyre. Stejné tak nizké volum naplnéného mocového
méchyre bylo u poloviny déti s enurésou. Pomalé prltoky mikce byly zaznamenany ve vSech skupinach,
nejcastéji u pacientd s dysfunkéni mikci. Vétsi mocova rezidua po mikci byla u pacientl s recidivujicimi
IMC. V prdci jsou diskutovany prednosti a limity metody.

Zavér: Na zakladé nasich zkusenosti, i pfes Uskali metody, nepfima radionuklidovd UFM mdzZe pfinést fadu
cennych informaci vypovidajicich o patologii mikce a vyvodnych cest mocovych. Vysetfeni je jednoduché,
bez nutnosti dalsi aplikace radiofarmaka, vyuZivajici fyziologické podminky plnéni a spontanniho
vyprazdiovani mocového méchyre. Podminkou vysetteni je spoluprace pacienta.

Daniela.Chroustova@vfn.cz
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BIl.-01

THE CURRENT ROLE OF THE INDIRECT RADIONUCLIDE UROFLOWMETRY

Chroustova D.%, Urbanova 1.2, Palyzova D.?, Trnka J*, Sindeladfova M *

! Department of Nuclear Medicine General Theaching Hospital and 1% Faculty of Medicine Charles
University Prague

2 Department of Paediatrics University Hospital Bulovka Prague

3 Clinic of Paediatrics and Adolescent Medicine, University Hospital, Kralovské Vinohrady and 3t Faculty of
Medicine Charles University Prague

Radionuclide uroflowmetry (UFM) belongs to the spectrum of radionuclide investigative methods used in
pediatric nephro-urological practice.

Aim: Results presentation of the functional parameters by the evaluation of indirect radionuclide UFM in
our group of patients with different nephro-urological diagnoses.

Patients and methods: 310 examinations were performed in 266 patients (67 boys and 199 girls aged 1.7
to 21 years, average age 10.6 years), 28 of them were examined repeatedly. All children were divided into
groups by diagnosis: vesicoureteric reflux (VUR), dysfunctional voiding, enuresis, urethral stenosis,
condition after acute pyelonefritis (APN), recurrent urinary tract infection (UTI) and others. Indirect
radionuclide UFM was done in the time range (45-80 minutes) after **"Tc-MAG3 dynamic renal
scintigraphy using planar gammacamera MB 9200 (Gamma Budapest) provided with parallel HR
collimator. Data acquisition: a dynamic study -1frame/sec, total time of the study -180 seconds, 128x128
matrix, ZOOM according to the size of the child.

Evaluation of the indirect radionuclide UFM was done using Ostnucline programme which was focused
mainly on determining the values of the functional parameters: a filled bladder volume, a voided volume,
a residual urinary bladder volume, a maximum flow rate, an average flow rate, duration of the voiding,
a maximum UFM index and an average UFM index.

Results: In the group with suspected VUR were detected 8/17 children with active VUR. In the group of
children after VUR surgery was most frequently found small bladder filling. Similarly, the low volume of the
urinary bladder was detected in half of children with enuresis. Slow flow rate of the micturition were
recorded in all groups, most often in patients with dysfunctional voiding. Increased urinary residue after
micturition was found in patients with recurrent UTI. In this study are discussed the advantages and limits
of this method.

Conclusion: Based on our experience, despite the pitfalls of the method, indirect radionuclide UFM can
provide valuable information indicative of the pathological micturation or the urinary tract pathology. The
examination is simple, without any other radiopharmaceutical application, using the physiological
conditions of filling and spontaneous emptying of the urinary bladder. Condition of the examination is the
patient's cooperation.

Daniela.Chroustova@vfn.cz
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Bl -02

JE CYCLOPHOSPHAMID UCINNY U DETi S MINIMALNIMI ZMENAMI
GLOMERULU A IGM POZITIVITOU?

Geier P.%, Skalova S., Feber J.!
! Division of Nephrology, CHEO, Ottawa, ON, Canada
2 Détska klinika FN, Hradec Krélové

Cilem nasi prace bylo zhodnotit vyznam IgM pozitivity na délku obdobi bez relapsu u pacientd se steroid-
dependentnim nefrotickym syndromem (SDNS) a minimalnimi zménami (MCD) po lécbé
cyclophosphamidem.

Retrospektivné jsme analyzovali zdravotnickou dokumentaci vSech déti s SDNS a MCD, které byly |éceny
cyclophosphamidem v letech 1988 - 2009. Pacienty jsme rozdélili do 3 skupin na zakladé vysledkl biopsie
ledviny: MCD bez IgM pozitivity (IgM-), MCD s pozitivni IgM imunofluorescenci (IgM+) a MCD s IgM
pozitivni imunofluorescenci a denznimi depozity pfi vySetfeni elektronovym mikroskopem (IgM++).
Hodnotili jsme dobu do prvniho relapsu, pokud se nevyskytl relaps, bylo sledovani pacienta ukonéeno po
48 mésicich od skonceni [éCby.

Do studie bylo zahrnuto 40 déti ve véku 1,5 — 12,3 let (15 bylo IgM-, 16 IgM + a 9 IgM++), které byly [éceny
cyclophosphamidem v primérné kumulativni davce 175£30 mg/kg. Celkem bylo bez relapsu 75 % déti za
12 mésicll, 64 % déti za 24 mésicl, 59 % déti za 36 mésicl a 56 % déti za 48 mésicl po skonceni |écby
cyclophosphamidem. Rozdily v poctu déti bez relapsu mezi jednotlivymi IgM skupinami nebyly statisticky
vyznamné (p = 0,80).

Zavér: Vice nez 50 % déti se SDNS a nemoci minimalnich zmén glomerull z(stava bez relapsu 4 roky po
skonceni |é€by cyclophosphamidem. IgM pozitivita neovlivnila odpovéd na cyclophospadmid.

MUDr. Pavel GEIER, PhD
pgeier@cheo.on.ca
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Bl -02

IS CYCLOPHOSPHAMIDE EFFECTIVE IN PATIENTS WITH IGM POSITIVE
MINIMAL CHANGE DISEASE?

Geier P.%, Skalova S.?, Feber J.!
! Division of Nephrology, CHEO, Ottawa, ON, Canada
2 Department of Pediatrics, University Hospital Hradec Kralove, Czech Republic

We analyzed the impact of IgM positivity on the relapse-free interval post cyclophosphamide (CYC)
treatment in patients with steroid-dependent nephrotic syndrome (SDNS) and minimal change disease
(MCD).

We performed a retrospective chart review of all children who received CYC for SDNS and MCD between
1988 and 2009. Patients were divided into three groups based on the results of kidney biopsy: MCD
without IgM positivity (IgM-), MCD with IgM positive immunofluorescence only (IgM+) and MCD with IgM
positive IF and dense deposits on electron microscopy (IgM++). The relapse-free time interval to the first
relapse post CYC or up to 48 months (if no relapse occurred), was used for survival analysis.

Forty children aged 1.5-12.3 years (15 were IgM-, 16 were IgM + and 9 were IgM++) received a cumulative
CYC dose of 175+£30 mg/kg. The overall relapse-free survival was 75 % at 12 months, 64 % at 24 months,
59 % at 36 months and 56 % at 48 months, with no significant differences between IgM groups (p=0.80).
We conclude that more then 50 % of SDNS patients with MCD remained relapse-free 4 years post CYC. No
significant difference in response to CYC was observed between patients with or without IgM positivity.

Pavel GEIER,MD
pgeier@cheo.on.ca
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Bl -03

NEONATALNI BARTTERUV SYNDROM - KASUISTIKA

Kmoni¢kova M.}, Blahova K.?, Kutilek S.!, Zemanova M.}, Némec V.!
! Détské oddéleni, Pardubicka krajska nemocnice, a.s., Pardubice
2 pediatricka klinika FN Motol a 2. LF UK, Praha

Uvod

Bartter(iv syndrom predstavuje skupinu autosomalné recesivné dédi¢nych tubulopatii charakterizovanych
hypokalémii, hypochlorémii, metabolickou alkalézou a hyperreninémii s normalnim krevnim tlakem.

Diky vyvoji v molekularné — genetické diagnostice byla popsana mutace fady genl ovliviujicich funkci
iontovych kandlG a transportnich mechanismG pusobicich pfi reabsorpci iontd v Sirokém vzestupném
raménku Henleovy klicky.

Bartter(v syndrom je autosomalné recesivné dédicné onemocnéni. Prevalence v populaci je odhadovana
1: 1 milion. Prevalence heterozygotnich pienasecd je vyssi. Casto je popisovan pribuzensky svazek.

U neonatdlniho Bartterova syndromu dochazi obvykle k rozvoji polyhydramnia na podkladé nitrodélozni
polyurie, vysledkem byva predcasny porod. Déti neprospivaji, trpi recidivujicimi hore¢kami, zvracenim
a prajmy. Deficit drasliku a sodiku limituji rlist. V 1écbé se uziva kombinace suplementace chybéjicich iontf
a medikace. Je popsano poufZiti nesteroidnich antirevmatik /NSAIDs/ jako indomethacin nebo ibuprofen,
ACE inhibitor(, spironolaktonu jako kalium Setticiho diuretika. Lé¢ba musi byt individudlné nastavena pro
kazdého pacienta a méni se v Case.

Case report

Prezentujeme kasuistiku pacienta narozeného v nasi nemocnici v ¢ervnu 2010. V novorozeneckém véku
bylo vysloveno podezieni na neonatdlni formu Bartterova syndromu. V [écbé jsme vstupné pouZili
suplementaci iont(l a spironolakton. Teprve pfi pouziti indomethacinu jsme zaznamenali vSeobecny pokrok
ve vyvoji a prospivani ditéte. Dosud neni k dispozici vysledek genetické diagnostiky. Budoucnost pacienta
z0stava nejista.

ordinace-marie.kmonickova@seznam.cz
495274504, 466015418, 777074324
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Bl -03

NEONATAL BARTTER SYNDROME - CASE REPORT

Kmoni¢kova M.}, Blahova K.%, Kutilek S.!, Zemanova M.}, Némec .}
! Department of | Pediatrics, Pardubice Hospital, Pardubice
2 Department of Pediatrics, University Hospital Prague Motol

Introduction

Bartter syndrome represents a set of closely related autosomal recessive renal tubular disorders
characterized by hypokalemia, hypochloremia, metabolic alkalosis and hyperreninemia with normal blood
pressure.

Advances in molecular diagnostics have revealed that Bartter syndrome results from mutation in
numerous genes that affect the function of ion channels and transporters normally mediating
transepithelial salt reabsorption in the sick ascending limb of loop of Henle.

Bartter syndrome is transmitted as an autosomal recessive disorder. The estimate prevalence is
approximately 1 per million for Bartter syndrome in the western population. However, the prevalence of
heterozygotes is higher. A history of consanquineous marriage is present in many families.

Neonatal Bartter syndrome causes the fetus to urinate excessively, leading to the excess of fluid in the
uterus, which usually causes the child to be born prematurely. Infants are typically underweight, suffer
from fever, vomiting and diarrhoea. Potassium and sodium deficiencies limit the growth. It is possible to
treat some effects using combination of dietary supplements and the drug therapy. With supplements we
try to replace lost sodium and potassium. Other treatment includes doses of non-steroidal
antiinflammatory drugs /NSAIDs/, such as indomethacin or ibuprofen, angiotensin-converting enzyme
inhibitors, spironolacton to reduce potassium loss. The exact combination of the treatments has to be
strictly individual for the patient and changes in the time.

Case report

We present the case of the patient who was born in Pardubice Hospital in June 2010. The boy was
diagnosed with neonatal Bartter syndrome. First we used typical supplements and spironolacton for the
treatment. The indomethacin therapy resulted in marked improvement in general condition of this child.
We have no results of the genetics at our disposal up to now. The future of the patient is uncertain.

ordinace-marie.kmonickova@seznam.cz
495274504, 466015418, 777074324
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Bl. -04

ANTIFOSFOLIPIDOVY SYNDROM A LEDVINY

Skalova S., Minxova L., Lejhancova K.
Détska klinika LF UK a FN Hradec Kralové

Antifosfolipidovy syndrom (APS) je charakterizovany triddou: a) vendzni a/nebo arterialni trombdzy &i
mikrotrombotizace, b) opakované potraty u Zen ve fertilnim véku, c) pozitivitu antifosfolipidovych
protilatek (antikardiolipinové protilatky a/nebo protilatky protip -2 glykoproteinu | a/nebo pozitivita lupus
antikoagulans). Primdrni APS bez souvislosti s jinym autoimunitnim onemocnénim je v détském véku
pomérné vzacny, sekundarni APS byva nejcastéji komplikaci u pacientd se systémovym lupus
erythematosus. K projeviim postiZzeni ledvin pfi APS patfi: postiZzeni renalni arterie stendzou ¢i trombdzou,
trombdza rendlni Zily, infarkt ledviny a tromboticka mikroangiopatie, predstavujici nejtypictéjsi formu APS
nefropatie. V souvislosti s APS byly popsany i rlizné formy glomerulonefritid, nejcastéji membranosni
nefropatie, dale membranoproliferativni glomerulonefritida a Clg- nefropatie. K problematice APS
a postizeni ledvin uvadime kazuistiky dvou pacientd.

Kazuistika 1:

17-letd divka s podezienim na SLE a vysokou pozitivitou antikardiolipinovych protilatek, protilatek proti
B-2 glykoproteinu | a pozitivitou LA byla plvodné pfrijata pro febrilni stav s bolestmi v boku a mocovym
nalezem mikroskopické hematurie a leukocyturie. Pro verifikovanou hypertenzi pomysleno dif.dg. i na
rendlni postizeni v ramci sekundarniho APS. Zobrazovaci vySetieni vyloucila postiZzeni rendlnich cév.
Renalni biopsie histologicky bez prikazu trombotické mikroangiopatie Ci jinych cévnich zmén, histologické
zmény odpovidaly lupusové nefritidé lla. APS nebyl u této pacientky vzhledem k absenci prikazu trombdzy
¢i mirkotrombotizace objektivizovan.

Kazuistika 2:

14-lety chlapec s anamnézou trombdzy v.poplitea vlevo pfi prokdzaném primarnim APS byl pfijat pro
nardstajici proteinurii s hodnotami >3g/24 hod. Histologicky potvrzena pokrodild forma
membranoproliferativni glomerulonefritidy Ill. typu, kterd po vylouceni sekundarni etiologie velmi
pravdépodobné souvisi s primarnim APS.

Zaveér:

Postizeni ledvin u pacientll s APS muzZe byt heterogenni a jak se v posledni dobé ukazuje, patfi k nému
I nékteré typy glomerulonefritid. Pacienti s pozitivitou antifosfolipidovych protilatek vyZzaduji peclivé
vySetfeni v€etné nefrologického a sledovani se zamérenim na rozvoj autoimunitniho onemocnéni.

skalova.s@seznam.cz
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ANTIPHOSPHOLIPID SYNDROME AND THE KIDNEY

Skalova S., Minxova L., Lejhancova K.
Department of Pediatrics, Faculty Hospital Hradec Kralove and Faculty of Medicine on Hradec Kralove,
Charles University in Prague.

Antiphospholipid syndrome (APS) is characterized by: a) venous and/or arterial thrombosis or tissue
microthrombi, b) miscarriages, c) positivity of antiphospholipid antibodies (anticardiolipin antibodies
and/or anti B-2 glycoprotein | antibodies and/or positivity of lupus anticoagulans -LA). Primary APS not
linked to autoimmune disease is very rare in children. Secondary APS is most frequently associated with
systemic lupus erythematosus.

Renal manifestations of APS include: renal artery stenosis or thrombosis, renal vein thrombosis, renal
infarction, and thrombotic microangiopathy, representing the most frequently encountered APS
nephropathy. Other types of histological glomerular lesions were also described in APS patients, such as
membranous nephropathy, membranoproliferative glomerulonephritis and C1g-nephropathy. We report
two patients with presumed APS and kidney involvement.

Case 1:

A 17-year old girl with suspected SLE and high positive levels of anticardiolipin, anti B-2 glycoprotein
| antibodies and LA positivity was admitted because of fever, lumbar pain and microscopic hematuria with
pyuria. On admission, she was hypertensive and renal involvement in secondary APS was suspected.
Imaging procedures ruled out renal vessel involvement. Histologic evaluation of kidney tissue sample
obtained by renal biopsy did not show any signs of thrombotic microangiopathy or other vascular changes;
the histological changes were consistent with lupus nephritis type lla. As there were no signs of
thrombosis or microthrombotisation, APS was not fully confirmed in this patient.

Case 2:

14-year old boy with history of left vena poplitea thrombosis and confirmed primary APS was admitted
due to progressive proteinuria exceeding >3g/24 hours. Renal biopsy confirmed membranoproliferative
glomerulonephritis type lll. After exclusion of secondary etiology, this type of glomerulonephritis is most
probably associated with primary APS.

Conclusion:

Kidney involvement in APS patients may be heterogenous and according to recent reports it could include
also some types of glomerular lesions. Patients with positive antiphospholipid antibodies should be
carefully investigated and require close follow-up.

skalova.s@seznam.cz

19




BIl.-05

FIBROBLASTOVY RASTOVY FAKTOR 23, KOSTNY METABOLIZMUS
A KARDIOVASKULARNE RIZIKO U DETi S CHRONICKOU OBLICKOVOU
CHOROBOU

Podracka L.}, Ferenczova J.", Sebekovi K.”
1. klinika deti a dorastu LF UPJS a DFN Kogice
% LF UK Bratislava

Poruchy kalcium-fosfatového metabolizmu vyznamne prispievaju ku kardiovaskularnemu riziku u deti
s chronickou oblickovou chorobou (CKD). Spustacim faktorom dysbalancie minerdlov je nedostatok
vitaminu D a sekundarny hyperparatyreoidizmus. Cirkulujici Fibroblastovy rastovy faktor-23 (FGF-23)
primarne reguluje renalny transport fosforu a inhibuje tvorbu a hydroxylazy. Cielom prierezovej studie
bolo zhodnotit asocidciu medzi FGF-23, markermi kostného metabolizmu a kardiovaskularnym rizikom
u deti s CKD.

Pacienti a metody: Subor tvorilo 124 deti a mladistvych (87 pacientov s réznym stupfiom CKD a 37
zdravych deti s GFR <90ml/min). 44 deti bolo v I. - IV. $tadiu CKD, 20 deti na chronicke]j dialyze a 23 deti po
transplantdcii oblicky. Intaktny FGF23 v sére sme vySetrovali metdédou ELISA, vysledky sme korelovali
s renadlnymi funkciami, Ca, P, CaxP v sére, fosfaturiou, kalcitriolom a iPTH. U vSetkych chorych sme
vyhodnotili kardiovaskularne riziko (hypertenzia, systolickd a/alebo diastolicka dysfunkcia, hypertrofia
lavej komory ¢i pritomnost cievnych kalcifikacii).

Vysledky: FGF-23 signifikantne stupal s poklesom GFR a bol vyssi u chorych s CKD ako u zdravych deti
(p<0,01). FG-23 bolo vyssie uz v lll. stadiu CKD a predchadzalo vzostupu fosfatémie. Najvyssie hodnoty
FGF-23 mali dialyzovani pacienti (p<0,01). FGF-23 pozitivhe korelovalo s fosforom (p<0,01) a fosfaturiou
(p<0,01). Kardiovaskuldrne postihnutie malo 65 % pacientov na dialyze resp. 52,2 % transplantovanych
deti. FGF-23 bolo signifikantne vy3Sie u deti s kardiovaskularnou patoldgiou ako u chorych bez KV rizika
(p<0,05).

Zaver: FGF-23 vsére vyznamne stipa s poklesom GFR. ZvySeny FGF-23 modzZe prispievat k udrZaniu
normalnych hladin fosforu vo véasnych stadidch CKD. FGF-23 sa mdZe podielat na kardiovaskularnom
postihnuti u deti s CKD. Na potvrdenie Ulohy FGF-23 v patogenéze kostno-cievnej choroby a pri predikcii
postihnutia srdca su potrebné dalsie klinické Studie.

Praca bola podporend grantovym projektom VEGA ¢. 1/0715/11 a centrom excelencie CEVA Il

ludmila.podracka@upjs.sk
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FIBROBLAST GROWTH FACTOR-23, BONE METABOLISM AND
CARDIOVASCULAR RISK IN CHILDREN WITH CHRONIC KIDNEY DISEASE

Podracka L%, J.Ferenczova J.}, Sebekova K.2
'|. Dept. Pediat. LF UPJS a DFN Kosice
2 LF UK Bratislava

Disturbances in calcium-phosphate metabolism might have a significant impact on cardiovascular risk in
children with chronic kidney disease (CKD). Minerals dysbalance is due to avitamin D deficiency and
a secondary hyperparathyroidism. Fibroblast growth factor 23 (FGF-23) regulates the renal reabsorption of
phosphate and also inhibits 1-alfa hydroxylase production. The purpose of the current study was to
determine the association between FGF-23, markers of bone metabolism and cardiovascular risk in
children with CKD.

Patients and methods. 124 children(87 patients at different stages of CKD and 37 healthy subjects
GFR >90 ml/min/1.73m?) were enrolled to the cross-sectional study. Of 87 patients 44 children were I. - IV.
stage CKD, 20 children on maintenance dialysis and 23 transplanted patients. FGF-23 in serum was
measured using ELISA. FGF-23 levels were correlated with the renal functions, serum Ca, CaxP product,
phosphaturia, calcitriol, iPTH as well as cardiovascular affliction (hypertension, systolic/diastolic
dysfunction, left ventricular hypertrophy, vascular calcification).

Results. FGF-23 significantly rose with the declination of renal functions and was significantly elevated in
CKD children compared to controls (p<0,01). The FGF-23 levels were higher even at stage lll preceding
hyperphosphatemia. The highest concentrations of FGF-23 were found in dialyzed children (p<0,01). The
positive correlation between FGF-23 and serum phosphate (p<0,01) as well as phosphaturia (p<0,01) were
observed. Cardiovascular disease was observed in 65 % of dialyzed patients and 52 % dialyzed children
resp. Patients with cardiovascular affliction presented with higher FGF-23 levels than those without
diagnosed cardiovascular disease(p<0.05).

Conclusions. FGF-23 significantly rises with the impaired GFR. Children with reductions in GFR have
preservation of normal serum phosphorus at the expense of increased levels of FGF-23. FGF-23 likely has
a important role in cardiovascular morbidity in CKD children. Further studies are needed to clarify the role
of FGF-23 on the pathogenesis of bone-vacular disease and its impact on cardiovascular morbidity in
pediatric patients with CKD.

This study was supported by project VEGA ¢. 1/0715/11 and centrum of excellence CEVA II.

ludmila.podracka@upjs.sk
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ENURESIS NOCTURNA V ROCE 2012

Dité Z.
Urologicka klinika VFN a 1. LF UK, Praha

Uvod: Noéni pomocovéani (EN) je i vsoulasnosti nejéastdji diskutovanou poruchou funkce dolnich
mocovych cest. Prezentujeme nové a diskutované aspekty tohoto postizeni. Pravidla péce o déti s EN byla
opakované publikovdna v guidelines ICCS (International Children Continence Society). Posledni dokumenty
na toto téma byly zvefejnény na kurzu ICCS, ktery probéhl v inoru letoSniho roku v Kapském Mésté.
Epidemiologie: V celosvétovém mérfitku pretrvava, v nékterych zemich vyskyt enurézy dokonce narusta,
(Velka Britanie, Hong Kong — Van de Walle, ICCS, 2012).

Diagnostika: Pozorujeme urcitou polarizaci pfistupu k noc¢ni enuréze (EN). Na jedné strané pasivni postoj,
kalkulujici se spontannim Ustupem onemocnéni, na druhé strané snaha o co nejpresnéjsi zjisténi pricin
alécbu EN. Tento postoj je podporovan i ICCS. Vychazi ze zndmého rizika psychického, mentalniho
a socialniho postiZeni pacienta s EN. Cilem je, kromé zdakladniho vysSetfovaciho schématu (anamneza,
laboratorni vysSetfeni, ultrazvuk, event. uroflowmetrie), odhalit spoluplsobici Cinitele a identifikovat tedy
non-monosymptomatickou EN. Do popredi se dostavaji také snahy zpresnit diagnostiku DES (perinealni
sono) a podil ADHD. Byly publikovany prace na téma vlivu antipsychotik (clozapine, risperidon atd., Barnes,
Harrison- Woolrich, 2012) na vznik EN.

Lécba: Byla potvrzena platnost zakladnich principd 1é¢by PMEN (primarni monosymptomatickd EN).
Zakladem lécby je uprava stravovacich, pohybovych, defekacnich a mikénich reZzimd v rdmci uroterapie.
Jako farmakologicka Iécba prvni volby je doporucen desmopresin. Forma melt je uc¢innéjsi nez klasické
tablety. Diskutovana je problematika lécby komplikovanych forem a rezistentni EN. V popredi je tradi¢ni
[é¢ba s pouZitim spasmolytik, eventuelné v kombinaci s desmopresinem ve vyssich davkach. Nové studie
podporuji informace o prodlouzeném efektu vysSich ddvek desmopresinu (Montaldo, 2011). Prosazuji se
nova spasmolytika (tolterodin, solifenacin ...). Predpokldada se také vliv melatoninu a inhibitorG
prostaglandind na cirkadianni rytmy a spankové stereotypy. Naopak za nejisty je nadale povaZovan
|écebny efekt hypnozy, psychoterapie a akupunktury

(Cochrane rewiev, ICCS, 2012).

Zaveér: Péce o pacienty s EN vyZaduje trpélivost, je naro¢na na c¢as, komunikacni schopnosti zdravotnikd
i rodiny a pfitom casto neptinasi rychly terapeuticky efekt. Pfesto je potreba takto postiZzenym détem
vénovat komplexni péci a predejit zejména psychickym a socidlnim traumatim.
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NOCTURNAL ENURESIS IN 2012

Dité Z.
Clinic of Urology VFN (Centre for Individual Care) and the 1* Faculty of Medicine, Charles University,
Prague.

Introduction: Nocturnal enuresis (EN) is currently the most frequently discussed lower urinary tract
dysfunction. We present new and discussed aspects of this condition. Advice on the care of children with
EN has repeatedly been published in ICCS (International Children's Continence Society) guidelines. Last
documents concerning this topic were published at the ICCS course which was held last February in Cape
Town.

Epidemiology: It persists worldwide. In some countries, the occurrence of enuresis shows an increasing
trend (Great Britain, Hong Kong — Van de Walle, ICCS, 2012).

Diagnostics: Some polarization of approaches to EN can be seen, with a passive approach assuming the
spontaneous regression of the condition on one hand, and efforts to determine the causes and therapy of
EN as accurate as possible, on the other hand. This approach is also supported by the ICCS. It is based on
the risk of psychological, mental and social affliction of a patient with EN. Apart from the basic medical
examination (history, laboratory, ultrasonic examination, uroflowmetry), its main goal is to reveal
synergistic agents and identify non-monosymptomatic NE. Major efforts are also made to improve the
accuracy of DES diagnostics (perineal sonography) and ADHD portion. The effect of antipsychotics
(clozapine, risperidone, etc.) on the development of EN has been reported in some papers (Barnes,
Harrison- Woolrich, 2012).

Therapy: The significance of basic principles of PMEN therapy (primary monosymptomatic nocturnal
enuresis) was confirmed. Treatment relies on the adjustment of regimens such as eating habits,
movement activities, bowel movement and micturition within urotherapy. Desmopressin is recommended
as a first-choice medical therapy. The melt formulation is more effective than conventional tablets. The
therapy of complicated forms and resistant EN is discussed. The main focus is on traditional therapy using
spasmolytics or on its combination with desmopressin at higher doses. New studies corroborate the
information on the prolonged effect of higher doses of desmopressin (Montaldo, 2011). New spasmolytics
(tolterodine, solifenacin, ...) are being promoted. The effect of melatonin and prostaglandin inhibitors on
circadian rhythms and sleep patterns is also assumed. On the contrary, the therapeutic effect of hypnosis,
psychotherapy, and acupuncture still remains uncertain (Cochrane review, ICCS, 2012).

Conclusion: Care for patients with NE requires patience. Although it is time-demanding and requires very
good communication skills from both medical professionals and family members, it often fails to bring
a quick therapeutic effect. In spite of this, complete care has to be devoted to children with this condition
in order to prevent their mental and social trauma.
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NESTASTNY VASIK A JINE KAZUISTIKY Z “NOCI V SUCHU”

Pfichystalova M.
Détska nefrologickd ambulance Nemocnice Blansko

Predstaveni nékolika vybranych kazuistik z portdlu www.nocvsuchu.cz, na kterém autorka odpovidd na
dotazy c¢tenard.

Mezi dotazy ¢tenafll webu se setkavame se zcela béZznymi, ale i bizarnimi pripady déti i dospélych, ktefi
maji spole¢ného jmenovatele- pomocovani (at uz nocni ¢i denni).

Cilem tohoto sdéleni je informovat kolegy profesiondly o problémech, které verejnost trapi v souvislosti
s enurézou a také zplsoby, kterymi je pomocovani nékdy reseno praktickymi Iékafi a specialisty mimo
nefrologii.

Nestastny Vasik je tficetilety mlady muz z Havlickova Brodu, ktery se opakované obratil na poradnu
odbornika. Dlouhodobé se pomocuje, hlavné v noci, nékdy i ve dne a stava se mu, Ze nékdy neudrzi stolici.
Opakované byl vysetfen na urologii a psychologii, bral snad néjaké léky, ale bez efektu. Nyni jsou mu
predepisovany pleny. Ze své situace je nestastny a zada o radu. Popisované obtize svéd¢i pro inkontinenci
na podkladé organické poruchy, pticiny jsem se vSak nedopatrala ani dotazy na upresnéni anamnestickych
udajl. Vasik dostal nékolik rad, véetné doporuceni, na jaké odborniky se obratit. Zda jsem mu pomohla
najit FeSeni jeho obti?i nevim, nemam koneénou zpétnou vazbu. Ucelem uvedené kazuistiky je
demonstrovat jeden z mnoha pfipadd dospélych pacientd hledajicich pomoc pfi feseni svého pomocovani
v internetové poradné. Je ptikladem, Ze pomocovani zdaleka neni problémem trapicim jen déti, ale nemalo
pacientl v dospélém véku.

pri.mar@seznam.cz
+420 724 696 055

24




BIl. -07

UNHAPPY BOY VASIK AND OTHER CASE REPORTS FROM THE CZECH
WEBSITE "NIGHTS IN DRY" INTENDED FOR PUBLIC

Pfichystalova M.
Outpatient Pediatric Nephrology Section, District Hospital Blansko, CZ

Several case studies selected from the Czech website www.nocvsuchu.cz (dry nights) are reported. The
author answers regularly parents” and patients” questions on the net.

Among the questions of the readers, we use to meet quite common, but also bizarre cases of
children/adolescents, but also of adults, which have a common denominator - bedwetting i.e.enuresis
(either night or day).

The aim of our presentation is to inform professional colleagues on the most troubling problems of laics
and public in relation to enuresis and also on the ways in which enuresis is sometimes dealt with by
general practitioners and specialists outside of subspeciality in nephrology.

Unhappy boy Vasik is thirty years old young man from Havlickuv Brod, who has repeatedly turned to
expert consulting. His long-term problem is regular night and occasional day urinary incontinence and also
faecal incontinence. He has been repeatedly investigated in urology and psychology, perhaps he has been
taking some medication, but without effect. Now he is prescribed diapers. He is unhappy about his
situation and asks for advice. The described difficulties are indicative of incontinence based on an organic
disorder. I, however, have not been able to find his troubles origin even by asking for anamnestic data
specification. Vasik got some advice and recommendations on what experts to contact. Whether | helped
him find a solution to his problems | do not know, as | do not have the final feedback. The purpose of the
case study is to demonstrate one of many cases of adult patients seeking help with their enuresis in
Internet consulting. It is an example that wetting is not a problem of children only, but also of more than
a few adults.

pri.mar@seznam.cz
+420 724 696 055
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ALPORTUV SYNDROM A ZENY 3.DilL

Gut ).}, Plevova P.?, Stejskal J.2

! Détské oddéleni NsP Ceska Lipa

20ddéleni lékaské genetiky, FN Ostrava

3 0ddéleni patologické anatomie FN Motol, Praha

Kasuistika: V roce 2008 a 2010 byla demonstrovana nékolikaletad diagnosticka cesta u dnes 16leté divky
s opakovanou prakticky kazdodenni verifikovanou makroskopickou glomerularni hematurii trvajici od 4 let
(2000). Divka byla opakované podrobné vysetfena s ndlezem normalniho TK a funkce ledvin, bez
proteinurie. V roce byly 2000, 2003 a 2007 provedeny biopsie ledvin se ziskdnim reprezentativniho vzorku
stdle stejného nalezu tenkych bazdlnich membrdn bez dalsi patologie. Imunohistochemické vysSetreni
fetézcll kolagenu IV alfa 1, 3, 4, 5 bylo vyhodnoceno jako pozitivni tedy normalni. V souladu s EM nalezem
bylo uzavirdno jako thin basement membrane nephropathy (TBMN), bez zndmek Alportova syndromu.
Molekularné genetické vysetreni timto smérem bylo v roce 2006 také negativni. (metoda SSCP - metoda
jednoretézcového konformacniho polymorfismu — laboratof v Terstu). Od roku 2005 se ovsem u divky
objevuje proteinurie v pozvolna stoupajici tendenci od 0,5g do 1,8g/24 h (20-75mg/m2/h), bez poklesu
sérové hladiny albuminu. Stav prakticky kaZzdodenni asymptomatické makroskopické hematurie a mirné
proteinurie trva. V soucasnosti kombinaci ACEl a ATRA je proteinurie udrzovana pod 1g/24hodin.

V rodinné anamnéze matka matky zemrela na CHSL v 55 letech s diagndzou diabetické nefropatie (bez
bioptické verifikace), matka vysSetfovdana od détstvi pro intermitentni izolovanou normofunkéni
a normotenzni mikroskopickou hematurii, stejné jako mladsi bratr divky. V rodiné se nevyskytuje hluchota.
Na jafe 2010 byla provedena ptfima sekvenace 25.exonu (genu pro retézec alfa5 kolagenu IV - laboratof ve
FN Ostrava) na X chromozomu. Touto metodou byla prokdzana missense mutace 1871 G>A (pGLy 624Asp)
v heterozygotnim stavu. (mutace je uvedena jako patogenni v mezinarodni databazi mutaci HGMD
Cardiff). Stejna missense mutace byla prokazana u matky, ale také u bratra v hemizygotnim stavu.

V lednu 2012 v Pediatric Nephrology bylo otisténo review Michelle Rheaultové Women and Alport
syndrome s novymi poznatky v této oblasti, ve kterém upozoriuje i na Sirokou variabilitu exprese fetézc(
alfa5 kolagenu IV u Zen pfi imunohistochemickém mikroskopickém vysetreni, ktera drive zlstavala
nepovsimnuta. Tento stupen je mimo jiné vysvétlovan Sirokou variabilitou inaktivace maternalniho
a paterndlniho X chromozomu. V ¢lanku autorka diskutuje doposud malo rozpoznané genetické procesy,
které ovladaji mechanismus inaktivace X chromozom(. Z klinického hlediska upozoriiuje, Ze moznost
zdvazného priibéhu u heterozygotnich jedincl byla dlouha desetileti minimalizovana az prehlizena, coz? je
ponékud v paradoxnim rozporu s plvodnim Alportovym popisem rodiny v roce 1927, kde uvadi letaini
pripad mladé 25leté Zeny s hluchotou a hematurii. V dlouhodobych sledovanich je popisovano rendlni
selhdni u 13 % Zen, ale jehoz vyskyt stoupd az na 30-40 % po 60. roce véku.

Zavér: Pacienti s benigni familiarni hematurii by méli byt sledovéni dlouhodobé a zvlasté pfi objeveni se
makroskopické hematurie a proteinurie je tfeba zvazit diagnostické prehodnoceni. Molekularné geneticka
diagnostika Alportova syndromu je v sou¢asnosti dostupna i v Ceské republice.

Josef.gut@nemcl.cz
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ALPORT SYNDROME AND WOMEN

Gut ).}, Plevova P.? Stejskal J.2

! Dptm.of Pediatrics, District Hospital Ceska Lipa

2Dptm. of Clinical Genetics, University Hospital Ostrava

3 Dptm. of Pathology, University Hospital Prague - Motol)

Case report: In 1998 and 2010 we demonstrated several years long diagnostic way in 16 years old girl with
positive family history (her grandmother died on CHRI with unproved diagnosis of diabetic nephropathy
and her mother and younger brother have intermittent isolated hematuria with normal function and BP
without deafness in family). In our patient since 4 years episodes of asymptomatic gross hematuria
without proteinuria (coca-cola color) occurred nearly every morning. This symptom was verified during
repeated hospitalizations (2000- 2005) with extensive examinations (USG, IVU, CT, MCUG, cystoscopy, C3,
C4, ANA, anti DNA antibody, ANCA, cellular and humoral immunological examination, porphyrias,
hemoglobinuria, normal renal function and BP). Phase microscope repeatedly revealed glomerular
erythrocytes with specific acanthocytes. Three kidney biopsies (2000, 2003 and 2007) showed identical
findings: “pure” thin basal membrane nephropathy (TBMN) and normal immunostaining for alfa 1(IV) and
5(1V). Since 2005 mild proteinuria 0.5-1.8g/day (20-75mg/m2/hour) occurred without changes plasmatic
albumin and cholesterol levels. Currently her proteinuria under therapy with ACEl is kept in range
0.5-1g/day.

Whole family was examined by new genetic method. Direct exons sekvenation of 25. exon of alfa5 (IV)
proved missense mutation 1871 G>A (pGly 624Asp) in heterozygotic status in girl and her mother and in
hemizygotic status in her brother.

In January 2012 in Pediatric Nephrology Michelle Rheault’s review Women and Alport syndrome was
published with new information in this field. Until recent decades, the disease burden in heterozygotes
»carrier“was largely minimized or ignored. These females have widely variable outcomes, some affected
females exhibiting normal urinalysis and function, while others develop CHRI and deafness.

Comment: The explanation for the wide variability in outcomes for females is uncertain, but likely
multifactorial, differences in X chromosome in heterozygous female is in suggestion. Random maternal or
paternal X- chromosome inactivation resulting in a female being mosaic of cells with the maternal or
paternal X chromosome active. Recent data indicate that some genes can escape from X- inactivation or
increase skewing of inactivation with age.

Conclusions: glomerular thin membrane disease (also benign familial hematuria = BFH) is taken as
a benign entity, but the clinical experience and new insights in molecular genetics background should be
taken in account. Also patients with BFH must be controlled and followed up. Stepwise changes in
urinalysis - findings of gross hematuria and proteinuria - are not typical for BFH and herald possible
complications.

Molecular genetic diagnostics of Alport-like nephropathies is recommended and is now available in the
Czech Republic

josef.gut@nemcl.cz
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TUBULO - INTERSTICIALNI NEFRITIS VYVOLANA HANTA VIRY

Kolsky A.', Najmanova S.%, Vernerova Z.?, Kotus D.}, Buhrova A.}, Kovafova Z.!, Kocidanova B.", Zelena H.%,
Votava F.

YKlinika déti a dorostu 3.LF UK, FNKV, Praha 10

’Détské odd. Oblastni nemocnice, Kladno

3 Ustav patologické anatomie, 3. LF UK, FNKV, Praha 10

*Zdravotni Ustav se sidlem v Ostravé

Cil prace: Autofi uvadéji pripad 15 leté divky, u které byla pfi 15 leté prohlidce zjisténa glykosurie. Zaroven
béhem poslednich tfi mésicl divka zhubla o 5 kg. Matka a divka jsou nosi¢ky Leidenské mutace. Jinak
anamnéza divky byla bez pozoruhodnosti. V minulosti pti vySetfeni moci byly vZidy negativni nalezy.

Metody a vysledky: Objektivni ndlez divky byl fyziologicky vcetné hodnot krevniho tlaku, télesnd vyska
172 cm, hmotnost 45,7 kg, BMI 15,4 (pod 3. percentilem). Divka se citila dobfe a byla bez potizi. Teploty
divka neudavala. V poslednich mésicich Zadné léky neuZivala. Vzhledem ke glykosurii a hubnuti byla
odeslana na spadové détské oddéleni, kde byl ihned vyloucen diabetes mellitus (glykemicky profil v normé,
glykovany HBA1C 4,2 %). Byla viak zjisténa snizena glomerularni filtrace (GF) 0,56 ml/s/1,73 m?’
(=33,6 ml/min/m?), s-Cys 1,39 mg/l. Hodnota CRP byla 85 mg/|, FW 59-86. Molové nalezy: glykosurie
(12,8 mmol/d), proteinurie (0,5 g/24h), jednalo se o vyraznou tubulérni proteinurii (ELFO moci), mocovy
sediment byl negativni, bakteriurie byla  opakované negativni, N-acetyl-beta-D-glukoaminidasa
59,03 nkat/| (norma 0-15,7), beta-2-mikroglobulin 16,68 mg/l (n.0,3-0,36) a alfa-1-mikroglobulin
116,06 mg/l (n.0-12). Nebyla prokazana hyperaminoacidurie. Vyluovani fosforu a vapniku modi bylo
v normé. Vysetfeni predniho ocniho segmentu bylo negativni. Pfi ultrazvukovém vysSetfeni ledvin byla
zjisténa difuzni parenchymova leze obou ledvin, velikost ledvin byla v normé. Staticka scintigrafie ledvin
PmICDMSA prokdzala obé ledviny s nerovnymi laterdlnimi okraji bez jednoznaénych parenchymovych
defektld. Devaty den od prijmu na l0zko byla provedena rendlni biopsie s nalezem akutni tubulo-
intersticialni nefritidy (TIN). Virologické vySetfeni prokazalo v krvi pozitivitu Hanta vir(. Nasledné typizaci
imunoblotem byla uréena hantavirova infekce kmenem Puumala. S ohledem k bioptickému nélezu a dalsi
progresi GF na 0,41 ml/s/1,73 m” byla zahdjena kortikoterapie (podano 6 pulzii metylprednisolonu
a pokracovano v [é¢bé prednisonem). Pfi této terapii se hodnoty GF normalizovaly. Klinicky stav divky byl
uspokojivy, proto byl postupné sniZovan prednison az na 20 mg obden. Soucasny stav divky je pfiznivy,
divka se citi dobre, ale mocovy nélez pretrvava.

Zavéry: TIN infekéniho plvodu neni ¢asté onemocnéni v détském véku. Klinické projevy hantavirovych TIN
mohou mit rlizné vyjadiené renalni postizeni, které mlze vyustit az do selhani ledvin.

Kolsky A., Klinika déti a dorostu 3. LF UK, FNKV, Srobdarova 50, 100 34 Praha 10
kolsky@fnkv.cz, 607 718 709
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TUBULAR - INTERSTITIAL NEPHRITIS CAUSED BY HANTA VIRUS
INFECTION

Kolsky A.', Najmanova S.%, Vernerova Z.?, Kotus D.}, Buhrova A.}, Kovafova Z.!, Kocidanova B.", Zelena H.%,
Votava F.!

! Dept. of Pediatrics, 3rd Medical Faculty, Charles University, FNKV, Prague 10

?Dept. of Pediatrics, District Hosp. Kladno

3Dept. of Pathology, 3rd Medical Faculty, Charles University, FNKV, Prague 10

*The Institute of Public Health, Ostrava

The aim of the study: Autors report the case of a 15-year-old girl, which was detected glycosuria during
preventive examination. During the last three months she lost weight by 5 kg. Mother and girls are carriers
of Leiden mutations. The girl otherwise do no have any significant history. In the past, the urin were
always with negative findings.

Methods and Results: Objective finding of the girl was physiological including blood pressure, body high
172 cm, weight 45.7 kg, BMI 15.4 (below the 3rd percentile). The girl was feeling well and she was without
difficulty. She had no high temperatures. In recent months she did not use any drugs. Due to the glycosuria
and weight loss she has been sent to her district pediatrics department, where diabetes mellitus (ruled
out??) (glycemic profile, glycated HBA1C 4.2 %) was quickly excluded. But reduced glomerular filtration
rate (GFR) 0.56 ml/s/1.73 m? (=33.6 ml/min/m?), s-Cys 1.39 mg/l, CRP value was 85 mg/l, ESR was
60-85 was discovered. Urinary findings: glykosuria (12.8 mmol/d), proteinuria (0.5 g/24h), significant
tubular proteinuria (ELFO), urinary sediment was negative, bacteriuria was repeatedly negative, N-acetyl-
beta-D-glukoaminidase 59.03 nkat/l (norm 0-15.7), beta-2-microglobulin 16.68 mg/l (n.0.3-0.36)
a alfa-1-microglobulin 116.06 mg/I (n.0-12). Hyperaminoaciduria was not present. Excretion of phosphorus
and calcium were normal. Examination of the anterior eye segment was negative. Ultrasound examination
was diffuse parenchymal lesions of both kidneys, the size of kidneys was normal. Static renal scintigraphy
9mTe HMSA showed both kidneys with unequal lateral edge without clear parenchymal defects. Ninth day
after admission was performed renal biopsy with findings of acute tubulo-interstitial nephritis (TIN).
Virological investigation revealed positivity Hanta virus in blood. Subsequently was determined by
immunoblotting infection of Hantavirus Puumala strain. Due to renal biopsy results and further
progression of the GFR to 0.41 ml/s/1.73 m?” the corticosteroid therapy was initiated. There was given six
pulse doses of Methylprednisolon and continued in the treatment of Prednisone. Due to this therapy, the
values of GFR adjust. The clinical status of girls was satisfactory. Therefore, Prednison was gradually
reduced to 20 mg every other day. The current situation is favorable, girl feels good, but urinary findings
persist.

Conclusion: TIN infectious origin is not a common disease in childhood. Clinical manifestation of
Hantavirus TIN may be expressed differently renal impairtment that can lead to kidney failure.

Kolsky A., Klinika déti a dorostu 3. LF UK, FNKV, Srobarova 50, 100 34 Praha 10
kolsky@fnkv.cz, 607 718 709
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DUSLEDNE SNiZENi KREVNIHO TLAKU A PROGRESE SELHANI LEDVIN
U DETi — KONECNE VYSLEDKY ESCAPE STUDIE

Jiti Dusek za ESCAPE Study Group, 2. LF UK Praha a FN Motol

Uvod: PfestoZe inhibice renin-angiotenzinového systému zpomaluje progresi selhani ledvin u dospélych
pacientl s chronickym onemocnénim ledvin, nazory na hodnotu krevniho tlaku, které by mélo byt
dosaZzeno pro optimalni ochranu ledvin jsou stale protichGidné (nejsou jednotné). Vyhodnotili jsme
dlouhodoby renoprotektivni efekt intenzivniho snizeni krevniho tlaku (TK) u déti, které byly 1é¢eny vysokou
fixni davkou inhibitoru angiotenzin konvertujictho enzymu (ACEI).

Metoda: Po 6ti mésicnim vstupnim obdobi, bylo 385 déti schronickym onemocnénim ledvin
s glomerularni filtraci mezi 15 - 80 ml/min/1,73m? ve véku 3 a? 18 let léceno ramiprilem v davce
6 mg/m?/24 hod. Podle cilové hodnoty TK byli pacienti randomizovéni do skupiny s intenzivné snizenym
a konvenénim TK. U déti s intenzivnim snizenim TK bylo cilem dosdahnout primérnou hodnotu 24 hod
arteridlniho tlaku pod 50 percentil normy. Ve skupiné déti konvencné léCenych se primérny 24 hod.
arterialni tlak pohyboval mezi 50 a 95 percentilem. Zadouciho snizeni TK bylo dosaZeno pfidanim dalsich
antihypertenziv neovliviiujicich renin-angiotenzinovy systém. Pacienti byli sledovani 5 let. Primarnim cilem
bylo vyhodnoceni doby do 50 % poklesu glomerularni filtrace nebo do dosaZeni kone¢ného stadia selhani
ledvin. Sekundarnim cilem hodnoceni zmén krevniho tlaku, glomerularni filtrace a proteinurie.

Vysledky: U 29,9 % déti ze skupiny intenzivniho snizeni krevniho tlaku doslo ke snizeni glomerularni
filtrace o 50 % nebo dosahlo konecného stadia selhani ledvin, ve skupiné déti s konvencni hodnotou TK to
bylo 41,7 % (hodnoceno Kaplan - Meierovou analyzou riziko 0.65; interval pravdépodobnosti 0,44 to 0,94;
P=0,02). Obé skupiny déti se vyznamné nelisily ve vyskytu typu a cetnosti vedlejsich ucéink( terapie nebo
v poCtu déti, které predcasné ukoncily studii (28 % vs. 26 %). Pfes pokracujici [écbu ACEI a dobrou kontrolu
krevniho tlaku se proteinurie po pocate¢ném 50 % sniZeni postupné opét zvysila. Dosazeni vyznamného
snizeni krevniho tlaku a sniZeni proteinurie byly signifikantni nezavislé faktory predpovidajici zpomaleni
progrese onemocnéni ledvin.

Zavéry: DUsledné snizeni 24 hod. krevniho tlaku s dosazenim nizkych normalnich hodnot je vyznamnym
pfinosem pro zpomaleni progrese u déti s chronickym onemocnénim ledvin. Znovu se objeveni proteinurie
po pocatecnim UspésSném snizeni krevniho tlaku u déti, které jsou dlouhodobé lé¢eny ACE inhibitory, je
bézné.

j.-dusek@Ifmotol.cuni.cz
224 432 074
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STRICT BLOOD-PRESSURE CONTROL AND PROGRESSION OF RENAL
FAILURE IN CHILDREN - FINAL RESULTS OF THE INTERNATIONAL
MULTICENTRIC COOPERATIVE ESCAPE STUDY

Presented by Jiri Dusek on the behalf of the ESCAPE Trial Group

Background: Although inhibition of the renin—angiotensin system delays the progression of renal failure in
adults with chronic kidney disease, the blood-pressure target for optimal renal protection is controversial.
We assessed the long-term renoprotective effect of intensified blood-pressure control among children
who were receiving a fixed high dose of an angiotensin-converting—enzyme (ACE) inhibitor.

Methods: After a 6-month run-in period, 385 children, 3 to 18 years of age, with chronic kidney disease
(glomerular filtration rate (GFR) of 15 to 80 ml per minute per 1.73 m” of body-surface area= BSA)
received ramipril at a dose of 6 mg per square meter BSA/day. Patients were randomly assigned to
intensified blood-pressure control (with a target 24-hour mean arterial pressure below the 50th
percentile) or conventional blood-pressure control (mean arterial pressure in the 50th to 95th percentile),
achieved by the addition of antihypertensive therapy that does not target the renin—angiotensin system;
patients were followed for 5 years. The primary end point was the time to a decline of 50 % in the GFR or
progression to end-stage renal disease. Secondary end points included changes in blood pressure, GFR,
and urinary protein excretion.

Results: A total of 29.9 % of the patients in the group that received intensified blood-pressure control
reached the primary end point, as assessed by means of a Kaplan—Meier analysis, as compared with
41.7 % in the group that received conventional blood-pressure control (hazard ratio, 0.65; interval, 0.44 to
0.94; P=0.02). The two groups did not differ significantly with respect to the type or incidence of adverse
events or the cumulative rates of withdrawal from the study (28.0 % vs. 26.5 %). Proteinuria gradually
rebounded during ongoing ACE inhibition after an initial 50% decrease, despite persistently good blood-
pressure control. Achievement of blood-pressure targets and a decrease in proteinuria were significant
independent predictors of delayed progression of renal disease.

Conclusions: Intensified blood-pressure control, with target 24-hour blood-pressure levels in the low range
of normal, confers a substantial benefit with respect to renal function among children with chronic kidney
disease. Reappearance of proteinuria after initial successful pharmacologic blood-pressure control is
common among children who are receiving long-term ACE inhibition.

Assoc. Prof. Jifi Dusek, PhD, Section for PediatricNephrology, University Hospital Motol, CZ- 15006 Praha 5
j.dusek@Ifmotol.cuni.cz, +420 224 432 074
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AKUTNI POSTSTREPTOKOKOVA GLOMERULONEFRITIDA - VZDY
SNADNA DIAGNOZA?

Senkefik M., Skalova S.
Détska klinika Fakultni nemocnice Hradec Kralové

Akutni poststreptokokova glomerulonefritida je v détském véku stdle nejcastéjsi postinfekéni
glomerulonefritidou. V drtivé vétsiné pripadl je diagnostika jasna z anamnestickych a laboratornich udaju.
V ptipadé klasického klinického obrazu neni nutna renalni biopsie.

Autori predkladaji kratké kasuistické sdéleni chlapce, ktery byl pfijat na lGzko s podezienim na
hemolytickou anémii pfi probihajicim respiracnim infektu. PFi pfijeti byl verifikovan akutni nefriticky
syndrom s otoky, zvySenou hodnotou sérového kreatininu, arteridlni hypertenzi a makroskopickou
hematurii doprovdzenou masivni nefrotickou proteinurii.

Doplnénd imunologicka vysetreni ukazala vstupné nizkou hodnotu ASLO, normalni hodnoty C3 a C4 slozky
komplementu. K udrZeni vyrovnané bilance tekutin bylo nutno podavat diuretika. K upresnéni diagndzy
byla provedena rendlni biopsie s nalezem akutni postinfekéni glomerulonefritidy.

Béhem hospitalizace se rendlni funkce normalizovaly, doslo k vzestupu ASLO, chlapec byl propustén
v dobrém stavu domu s farmakologickou |écbou arterialni hypertenze.

Netypicky klinicky a predevsim laboratorni obraz si vynutil provedeni rendlni biopsie k vylouceni jinych,
prognosticky nepfiznivych, typl rendlniho onemocnéni u glomerulonefritidy, kterou za béznych okolnosti
neni nutné biopticky ovérovat.

marian.senkerik@fnhk.cz
604 520 793
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ACUTE POSTSTREPTOCOCCAL GLOMERULONEPHRITIS - ALWAYS EASY
TO DIAGNOSIS?

Senkefik M., Skalova S.
Department of Pediatrics, Faculty of Medicine, Hradec Kralove

Acute poststreptococcal glomerulonephritis is still the most common childhood postinfectious
glomerulonefrtis. In most cases the diagnosis is clear from the medical history and laboratory data. For
typical clinical course renal biopsy is not necessary.

The authors present a brief case report boy who was admitted to the hospital with suspected hemolytic
disease in time ongoing respiratory infection. There were verified acute nephritic syndrome with swelling,
increased serum creatinine, arterial hypertension and macroscopic hematuria accompanied by massive
nephrotic proteinuria (16 g/l) at the admission time.

Supplemented by immunological tests showed a low value of antistreptolysin 0, normal C3 and C4
complement. To clarify fluid balance were used diuretics. In order to specify a diagnosis was made with
renal biopsy findings postinfectious acute glomerulonephritis.

During hospitalization, the renal function were normalized, there was a rise in ASLO, the boy was
discharged home in good condition with pharmacological treatment of arterial hypertension.

Atypical clinical picture and laboratory findings in this patient necessitated renal biopsy to rule out other,
prognostically unfavorable types of renal disease, in glomerulonephritis, which is not usually necessary to
biopsy-verified.

marian.senkerik@fnhk.cz
604 520 793
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DENTOVA CHOROBA (KAZUISTIKA 2 SOUROZENCU)

Dolezalova 8.}, Petrielka J.%, Malina M.%, Langer J.}, Seeman T.?, Flachsova E.}, Buganova M.*
YKlinika détského a dorostového léka¥stvi |. LF UK a VFN, Praha

2Détské oddéleni Nemocnice Uherské Hradisté

3pediatricka klinika FN Motol, Praha

Uvod: Dentova choroba patii mezi X vazané hereditarni tubulopatie. Je zplisobend mutaci prevainé CLCN-
5 genu a vede k postizeni funkci hlavné proximalniho tubulu. Typickymi laboratornimi nalezy jsou
nizkomolekuldrni proteinurie, hyperkalciurie, jejimz dUsledkem je k nefrokalcindza ¢i nefrolitidza.
V pocatecnich stadiich byva sniZeni koncentracni schopnosti ledvin, k alteraci glomeruldrnich funkci
a progresi do CHRI dochazi vétsinou mezi 30. - 50. rokem u 30-80 % postizenych muzd.

Pacienti: V nasem sdéleni prezentujeme anamnézu a laboratorni nalezy 2 bratri s Dentovou chorobou

Vysledky: Mladsiho bratra jsme poprvé vysetfili v 9 letech pro nalez hyperkalciurie (8 mmol/den,
0,23 mmol/kg.den), proteinurie (2 g/den), B-2-mikroglobulinurie (27800 ug/l) a sonografickému nalezu
jasné nefrokalcindzy. Pokus o ovlivnéni kalciurie thiazidovymi diuretiky nebyl Uspésny. Dale je chlapec
I[éCen jen symptomaticky. Vzhledem ke zjisténé hypertenzi uzivd ACE inhibitory i sartany. DNA dignostika
u naseho pacienta, jeho starsiho bratra i matky potvrdila v roce 2008 mutaci R637X v exonu 10 genu CLCN-
5. V té dobé byly mocové nalezy u starSiho bratra jesté normalni. V uvedené tabulce uvadim soucasné
laboratorni hodnoty u obou sourozencd.

& MH nar 1997 & RH nar 1994
S kreat (umol/1) 43 53
U Ca (mmol/24 hod) 12 9
U protein (g/24 hod) 2,7 0,48
U B-2-mikroglobulin (ug/1) 54920 23391
UsG nefrokalcindza normalni nalez
TK (ABPM) P TK P TK

Zavér: Dentova choroba patfi mezi relativné vzacné tubulopatie, jeji pribéh je variabilni. Pfesna
diagnostika je mozna pomoci DNA analyzy, IéCba je symptomaticka. Nutna je intenzivni terapie hypertenze
ke zpomaleni progrese onemocnéni a oddaleni projevi CHRI

dolezalova.sarka@vfn.cz
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DENT’S DISEASE (CASE REPORT OF 2 SIBLINGS)

Dolezalova 8.}, Petrielka J.%, Malina M.%, Langer J.}, Seeman T.?, Flachsova E.}, Buganova M.’
! pediatric Clinic, 1% Faculty of Medicine and General University Hospital, Prague
’Department of Pediatrics, Uherské Hradi$té Hospital

*pediatric Clinic, Faculty Hospital Motol, Prague

Introduction: Dent’s disease represents one of the X-linked hereditary tubulopathies. Most of the patients
carry the CLCN5 gene mutation, which alters the proximal tubule function. Typical laboratory findings are
low-molecular-proteinuria and hypercalciuria, causing nephrocalcinosis and nephrolithiasis. In the initial
phase of the disease concentration function of the kidneys is decreased, the alteration of glomerular
function of and progression to chronic renal insufficiency usually follows in older age (30 - 50yrs.), in
30 - 80 % of the affected males.

Patients: Our case report presents a history and laboratory findings of 2 brothers with Dent’s disease.

Results: The younger of the brothers was reffered for the first time at 9 years of age for hypercalciuria
(8 mmol/day, 0,23 mmol/kg.day), proteinuria (2 g/day), B-2-microglobulinuria (27800 ug/l) and
sonographical findings revealing nephrocalcinosis. Our trial to alter the calciuria with thiazide diuretics was
not successful. Further therapy is only symptomatic and supportive. His diagnosed hypertension is treated
with ACE inhibitors and sartans. In 2008 the DNA diagnostics of our patient, his older brother and their
mother confirmed the R637X mutation in the exon 10 of the CLCN5 gene. At that time the results of the
urine analysis of the older brother were still within normal values. The table below indicates the recent
laboratory results of both siblings.

& born 1997 & born 1994
S creat (umol/l) 43 53
U Ca (mmol/24 hod) 12 9
U protein (g/24 hod) 2,7 0,48
U B-2-microglobulin (ug/l) 54920 23391
usG nephrocalcinosis normal USG
BP (ABPM) 11 BP 1BP

Conclusion : Dent’s disease belongs to a group of relatively rare renal tubulopathies, and its progression is
variable. Molecular genetic studies can confirm the exact diagnosis. The therapy is symptomatic. Intensive
antihypertensive therapy is essential to slow donw the progression of the disease and postpone the
manifestation of chronic renal insuficiency.

dolezalova.sarka@vfn.cz
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MOCOVE KONCENTRACE TRANSFORMING GROWTH FACTORU BETA 1
U DETi S HYDRONEFROZOU

ZIEG J.}, BLAHOVA K.}, SEEMAN T.!, BRONSKY J.', DVORAKOVA H.!, PECHOVA M.%, JANDA ).},
MATOUSOVIC K.?

pediatricka klinika, *Ustav klinické biochemie a patobiochemie, 3Interni klinika, 2. |éka¥skd fakulta, Karlova
Univerzita, Fakultni nemocnice Motol, Praha, Ceskd republika

CIL:

Obstruktivni uropatie (OU) v détstvi predstavuji jednu z nejcastéjSich pfi¢in chronické rendlni
insuficience/selhani ledvin. Transforming growth factor-B1 (TGF-B1) je povazovan za hlavni fibrogenni
rastovy faktor. Cilem této studie bylo vysetfit modové koncentrace TGF-B1 u déti s obstruktivni
a neobstruktivni uropatii (NOU).

METODY:

Studie provedena u 19 déti s OU, 11 déti s NOU a 21 zdravych kontrol. U téchto pacientl jsme vysetfili
mocové koncentrace TGF-B1, proteinurii, mikroalbuminurii a a-1 mikroglobulin v mo¢i. Glomerularni
filtrace byla stanovena rovnici dle Schwartze. OU byla definovdna jako porucha odtoku pfi vysetfeni
Tc-99m MAG3. K vyhodnoceni vysledk( jsme poutZili statistického softwaru GraphPad Prism.

VYSLEDKY:

Mocové koncentrace TGF-B1 u pacientl s OU byly signifikantné vyssi neZ u pacientll s NOU (4.14 + 0.67
vs. 1.80 + 0.24 pg/mmol kreatininu (P<0.05) a neZ u zdravych kontrol (1.66 * 0.28 pg/mmol kreatininu,
P<0.05). U pacientli s OU jsme nalezli pozitivni korelace mocového TGF-B1 s proteinurii (r=0.87, P<0.0001)
a mocovymi koncentracemi al-mikroglobulinu (r=0.82, P = 0.0002).

ZAVER:

Déti s OU maiji vyznamné vyssi hladiny TGF-B1 v moci nez déti s NOU. Nalezli jsme pozitivni korelaci mezi
mocovym TGF-B1 a znamkami poskozeni ledviny u déti sOU. TGF-f1 vmoc¢i mlze byt jednim
z neinvazivnich marker( pro diferencialni diagnézu mezi obstruktivni resp. neobstruktivni uropatii.

Zieg J, Blahova K, Seeman T, Bronsky J, Dvorakova H, Pechova M, Janda J, Matousovic K: Urinary
transforming growth factor-B1l in children with obstructive uropathy. Nephrology (Carlton). 2011
Aug;16(6):595-8.

FN Motol, Pediatricka klinika, V Uvalu 84, 15006 Praha 5
jakubzieg@hotmail.com
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URINARY TRANSFORMING GROWTH FACTOR BETA 1 IN CHILDREN WITH
HYDRONEPHROSIS

ZIEG J.", BLAHOVA K., SEEMAN T.}, BRONSKY J.", DVORAKOVA H.', PECHOVA M.? JANDA J.},
MATOUSOVIC K.

'Department of Pediatrics, Department of Medical Chemistry and Biochemistry, *Department of Internal
Medicine, Second Medical School, Charles University, University Hospital Motol, Prague, Czech Republic

AIM:

Obstructive uropathies (OU) constitute one of the most common causes of chronic renal insufficiency in
children and adolescents. Transforming growth factor-p1 (TGF-B1) is considered to be the major fibrogenic
growth factor. The aim of the present study was to investigate urinary TGF-B1 levels in children with
obstructive and non-obstructive uropathies (NOU).

METHODS:

This study involved 19 children with OU, 11 children with NOU and 21 healthy controls. OU was defined as
the block of the free urine flow with half time drainage of more than 20 minutes on the isotope
99MmTc-MAG3 examination, relative renal function was evaluated. Urinary TGF-B1, proteinuria,
microalbuminuria and urinary al-microglobulin were measured, and renal function was assessed by
Schwartz formula. Statistical analysis of the results has been performed using the statistical functions of
GraphPad Prism software.

RESULTS:

Urinary TGF-B1 concentrations in patients with OU were significantly higher than those with NOU (4.14 +
0.67 vs. 1.80 + 0.24 pg/mmol creatinine, P<0.05) and healthy controls (1.66 * 0.28 pg/mmol creatinine,
<0.05). Positive correlations of urinary TGF-B1 concentrations with proteinuria (r = 0.87, P<0.0001) and
urinary al-microglobulin (r = 0.82, P = 0.0002) were found in patients with OU. No significant differences
were found in GFR between OU and NOU groups.

CONCLUSIONS:

Children with OU have significantly higher urinary TGF-B1 than children with NOU. A positive correlation of
urinary TGF-B1 with markers of renal tissue damage in patients with OU was found. Urinary TGF-1 may be
one of the possible non-invasive tools for the differential diagnosis between OU and NOU in children.

Zieg J, Blahova K, Seeman T, Bronsky J, Dvorakova H, Pechova M, Janda J, Matousovic K: Urinary
transforming growth factor-B1 in children with obstructive uropathy. Nephrology (Carlton). 2011
Aug;16(6):595-8.

FN Motol, Pediatricka klinika, V Uvalu 84, 15006 Praha 5
jakubzieg@hotmail.com
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VYVOJ RENALNYCH FUNKCIi U DETi S VRODENOU/ZISKANOU
SOLITARNOU OBLICKOU

Kolvek G., Podracka L.
1. Klinika deti a dorastu, LF UPJS KoSice

Ciel studie: DIhodoba progndza deti so solitdrnou oblickou (SK) je kontroverznd. Ciefom tejto Studie bolo
vyhodnotit mikroalbumindriu, krvny tlak a glomerulovd filtraciu za sledované obdobie.

Metddy: Sledovanych bolo 27 deti (16 chlapcov) so SK, 8 s unilaterdlnou agenézou oblicky (UNA;
priemerny vek 14,2 *+ 8,8; priemerny cas sledovania 4,4 + 3,1), 19 po nefrektémii (NX; priemerny vek
17,8 £ 5,1; priemerny cas sledovania 7,1 + 4,5). Pre analyzu boli pouzité mikroalbuminuria, krvny tlak
a sérovy kreatinin (Jaffé metdda) zaznamenané v lekarskych zaznamoch pri kazdej kontrole. Glomerulova
filtracia (eGFR) bola estimovana, zohladriujuc korekciu pre vek a pohlavie, za pouZzitia Schwartzovho
vzorca. Zmeny premennych boli sledované v ¢ase a porovnané medzi oboma skupinami.

Vysledky: Mikroalbumindria stipala signifikantne s vekom v oboch skupinach (UNA r=0,657, p<0,01; NX
r=0,349, p<0,01). Hypertenzia bola CastejSia u pacientov po nefrektémii, ale rozdiel nedosiahol Statisticku
signifikanciu (p=n.s.; 12.5 % vs. 31.6 %). Signifikantné zmeny eGFR neboli pocas sledovaného obdobia
pritomné ani v jednej zo sledovanych skupin (UNA r=0,262, p<0,10; NX r=0,143, p=n.s.).

Zaver: Hypertenzia a mikroalbuminduria sa vyskytovali ¢astejSie u deti po nefrektémii. Signifikantné zmeny
eGFR neboli celkovo pritomné, aviak v oboch skupindch bolo mozné identifikovat jedincov so strmsimi
zmenami eGFR. Na objasnenie dlhodobej progndzy deti so solitarnou oblickou na podklade agenézy ako aj
po nefrektémii su potrebné dalsie prospektivne studie.

Tato stadia bola podporena projektom VEGA €. 1/0715/11.

gabriel.kolvek@upjs.sk; ludmila.podracka@upjs.sk
+421948607987; +421903611441
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RENAL FUNCTIONS FOLLOW-UP IN CHILDREN WITH
CONGENITAL/AQUIRED SOLITARY KIDNEY

Kolvek G., Podracka L.
1* Paediatric Department, Faculty of Medicine, Safarik University, Kosice, Slovak Republic

The aim of the study: Long-term prognosis of children with a solitary kidney (SK) is controversial. The aim
of this study was to evaluate microalbuminuria, blood pressure and glomerular filtration rate over the
followed period.

Methods: 27 children (16 boys) with SK were evaluated, 8 with unilateral agenesis (UNA; mean age
14.2 + 8.8; average follow-up 4.4 + 3.1), 19 after nephrectomy (NX; mean age 17.8 = 5.1; average follow-
up 7.1 + 4.5). Microalbuminuria, blood pressure and serum creatinine (Jaffé method) were recorded from
the medical files on each follow-up. The glomerular filtration rate (eGFR) was estimated using the
Schwartz formula corrected for age and gender. Changes of variables were followed in time and compared
between both groups.

Results: Microalbuminuria was rising significantly with age in both groups (UNA r=0.657, p<0.01; NX
r=0.349, p<0.01). Hypertension was more common in patients after NX, but the difference did not reach
the statistical significance (n.s.; 12.5 % vs. 31.6 %). No significant changes of eGFR were present during the
follow-up within both groups (UNA r=0.262, p<0.10; NX r=0.143, p=n.s.).

Conclusion: Hypertension and microalbuminuria have occured more commonly in children after NX.
Overall, no significant changes in eGFR occurred, but some individuals with steeper eGFR changes were
identified within both groups. Further prospective studies are needed to elucidate the long-term prognosis
of children with solitary kidney due to either UNA or NX.

gabriel.kolvek@upjs.sk; ludmila.podracka@upjs.sk
+421948607987; +421903611441
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SOUROZENCI - LASKA A ZARLIVOST V RODINACH PECUJICICH O DETI
S PORUCHAMI LEDVIN- KAZUISTIKY

Kocabova Z.
Oddéleni détské nefrologie, Pediatricka klinika, Fakultni nemocnice Motol, Praha

To, co je naplni nasi kazdodenni praxe, tedy psychologické vysetfeni a psychoterapie, provadime
povétsinou s nemocnym ditétem nebo s jeho rodici, zcela vzacné se sourozenci. Jednim z dlivodu je to, Ze
rodiny bydli ve velké vzdalenosti od nasi nemocnice (nase transplantacni centrum je jediné svého druhu
v Ceské republice). Dal$im dGvodem je to, Ze sourozenci se zdaji byt povétiinou dobfe adaptovani a dlouho
neprojevuji silné negativni emoce. To vede k tomu, Ze si rodice neuvédomuji problémy sourozencl
nemocnych déti.

Kazuistika ¢. 1: 14-leta divka, rok po Uspésné transplantaci ledvin. M4 blizky vztah se svoji matkou.
Cinnosti zaméstndavajici matku na plny Gvazek byla doposud péce o dceru a divka se se svoji nemoci
vyrovndvala dobfe. Po transplantaci se vSe nahle zménilo. Pacientka zacala byt Uzkostnd a depresivni.
Zahdjili jsme psychoterapii a zjistili jsme, Ze matka zacala budovat vztah s novym pfitelem a také vénovala
vice pozornosti Sestnactileté sestfe pacientky. NasSe pacientka Zdrlila na svoji sestru. Cilem nasi
psychoterapie je nalezeni nové role v rodinném systému a vybudovani jiného druhu vztahu pacientky s jeji
sestrou.

Kazuistika €. 2: 8-lety chlapec, na automatické peritonealni dialyze, s psychiatrickou diagnézou. Soucéasné
zapsan na cekaci listinu na transplantaci. Matka byla zvykla travit témér veskery ¢as s nim, ale z dlvodu
finanénich problémd byla nucena vratit se do prace. Pacient ma dvé sestry: deseti- a patnactiletou, které
byly zcela bezproblémové do doby, nez byla u jejich bratra zahdjena peritonealni dialyza. U starsi z nich se
objevila porucha chovani. Diky psychologickému poradenstvi s jeji matkou jsme zjistili, Ze skoro nikdo
z celé rodiny s divkami nemluvi o nemoci jejich bratra. Chovani divky bylo zplsobeno Zarlivosti na jejiho
bratra a nedostatkem jejiho pochopeni bratrova onemocnéni v SirSim kontextu. Matka souhlasila
s psychoterapii, proto jsme zacali pracovat na zlepseni vztahu matky s jejimi dvéma dcerami.

Komentaf: Sharp a Lossiter (2002) prozkoumavali literarni zdroje tykajici se problematiky sourozencl
a podrobili vysledky metaanalyze. Zjistili, Ze psychické fungovani, aktivity ve spolecnosti vrstevnik(
a kognitivni vyvoj byly horsi u sourozencll déti s chronickym onemocnénim ve srovnani s kontrolami. Vztah
sourozencl oznacili obecné jako ambivalentni. Na druhou stranu v rodinach chronicky nemocnych déti je
slozité projevovat negativni emoce jako je frustrace a agrese, proto byvaji emoce casto skryty. Pokud
dojde k vyCerpani zvladacich strategii a schopnosti sebeovldadani, neocekavané se zacinaji projevovat silné
emoce.

Zavér: Nase vlastni zkusenost dokazuje, ze psychologickd péce pro déti s chronickym onemocnénim by
neméla byt zamérena jen na pacienty a jejich rodice, ale také na sourozence nemocnych déti. Prace
psychologa s pacientovymi sourozenci (nebo psychologické poradenstvi pro jejich rodi¢e v tomto smyslu)
je dulezita, nebot prehlizeni sourozencd muze ovlivnit cely rodinny systém a jeho fungovani. Jako jeden
z uzite€nych nastroji mlzZe poslouzit brozura o ESRD a RRT — urcena pro starS$i nemocné déti a jejich
rodice, kterd muZe byt také predloZena pacientovym sourozencim (dvé verze - jedna pro rodice
a adolescenty (1), druha ur¢ena mladsim détem (2).

1. http://www.pediatrics.cz/Public/cpsjep/doc/pracovni-skupina/BrozuraRRTJanda-a-spol.2007.pdf
2. http://www.pediatrics.cz/Public/cpsjep/doc/pracovni-skupina/Brozura_CHSL.pdf

zuzana.koc@seznam.cz
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SIBLINGS - LOVE AND JEALOUSY IN FAMILIES CARING OF CHILDREN
WITH RENAL DISORDERS- CASE REPORTS

Kocabova Z.
Pediatric Renal Unit, Dptm. of Pediatrics, University Hospital Motol, Prague

Our everyday practice, psychological examination and psychotherapy, is performed mainly with an ill child
or with its parents, but rarely with siblings. One of the reasons for this is the fact that such families live
a long distance from our hospital (our transplantation center is the only one in the Czech Republic).
Another reason is, that siblings mostly seem to be well adapted and do not show strong negative feelings
for a long time and therefore parents do not realize siblings problem:s.

Case 1: 14 years old girl, one year after successful kidney transplantation. She has a close relationship with
her mother. Mother’s full time job used to be the care of her daughter and the patient was well adapted
to her illness. But after the transplantation it had suddenly changed. The patient became more anxious
and depressed. We started with psychotherapy and found out that mother started dating a new partner
and also gave more attention to the patient’s sixteen-year-old sister. Our patient was jealous of her sister.
Our psychotherapy goal is to find a new role in the family system for her and a new kind of relationship
with her sister.

Case 2: 8 years old boy, on automated peritoneal dialysis and with a psychiatric diagnosis. Currently on
transplantation waiting list. His mother had used to spend almost every moment with him and due to
financial problems she had to start working. The patient has two sisters -10 and 15 years old.

They had not been problematic until the brother has started with peritoneal dialysis. A behavior disorder
occurred at the older one. During the psychological counselling with their mother we found out that
almost no one of the family talks to her daughters about their brother’s illness. Girl’s behavior was caused
by jealousy of her brother and by her lack of understanding the illness in the wider context. The mother
agreed on psychotherapy, so we started working on enhancing the relationship between the mother and
both daughters.

Comment: Sharp and Lossiter (2002) reviewed the literature pertaining to the siblings and examined the
research results through meta-analysis. They found out that psychological functioning, peer activities and
cognitive development were lower for siblings of children with chronic illness compared to controls. They
also described the sibling relationship as an ambivalent in general. On the other hand, in the families with
chronically ill children, it is difficult to show negative emotions such as frustration and aggression and
therefore the emotions are often hidden. But if the coping strategies and self-control are exhausted,
strong emotions will show up unexpectedly.

Conclusions: Our own experience may emphasize, that psychological service for children with chronic
renal disease should be focused not only on patients and their parents, but also to siblings. Psychological
work with patient’s siblings (or psychological counselling for their parents in this sense) is important and
neglecting siblings can influence the whole family system and its functioning. One of useful tools may be
our brochure about ESRD and RRT - intended for older ill children and their parents and also may be
presented to patients‘siblings (two versions — one for parents and adolescents (1) and another one for
younger children (2).

1. http://www.pediatrics.cz/Public/cpsjep/doc/pracovni-skupina/BrozuraRRTJanda-a-spol.2007.pdf
2. http://www.pediatrics.cz/Public/cpsjep/doc/pracovni-skupina/Brozura_CHSL.pdf

zuzana.koc@seznam.cz
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INICIALNi ANTIBIOTIKUM U AKUTNi PYELONEFRITIDY — CEFUROXIM
NEBO KOMBINOVANY AMINOPENICILIN? STUDIE U DETIi
OLOMOUCKEHO REGIONU.

Flégelova H.!, Rohanova M.}, KolaF M.%, Zapletalova J.?
'Détska klinika, “Ustav mikrobiologie, 3Ustav lékarské biofyziky, Fakultni nemocnice a Lékarska fakulta
Univerzity Palackého v Olomouci

Uvod: V inicidlni antibiotické 1é¢bé akutni pyelonefritidy je doporucovano Fidit se regionalni citlivosti
nejéastéjSich vyvolavateld infekci mocovych cest (IMC). V Ceské republice se vétsinou ordinuji
kombinované aminopeniciliny nebo cefalosporiny Il. generace. V Olomouckém kraji preferujeme jako prvni
volbu cefuroxim.

Cilem nasi studie bylo zjistit, zda je tato volba spravna, srovnat rezistenci mikrob( vyvolavajicich akutni
pyelonefritidu (APN) na cefuroxim (CRX) a kombinovany aminopenicilin (AIN). Dale jsme porovnavali také
rezistenci patogent na cotrimoxazol (COT) a nitrofurantoin (FURA), z dGvodu ev. nasledujici profylaxe IMC.

Metody: Retrospektivné jsme zhodnotili zaznamy déti hospitalizovanych pro prvni a/nebo druhou ataku
APN v letech 2009 — 2011. Uplné udaje byly ziskany u 121 atak APN (chlapci 45 atak APN) u déti ve véku
0,5 més. az 18 rokd 10 més. (median 11 més.).

Vysledky: Nejc¢astéjSimi inicidlnimi antibiotiky byly cefuroxim (98x, 81 %) a kombinovany aminopenicilin
(17x, 14 %). Vyvolavatelem APN byla 106x Escherichia coli, 6x Enterococcus, 4x Klebsiella pneumoniae,
2x Pseudomonas aeruginosa a 1x Klebsiella oxytoca, Serratia marcescens a Enterobacter. Rezistence na
CRX byla u 16 atak APN (13,2 %), na AIN u 32 atak APN (26,4 %), spolecna rezistence na CRX i AIN byla u 10
atak APN. Test posunu Mc Nemar prokazal signifikantné vyssi vyskyt rezistence na AIN ve srovnani s CRX
(p=0,004). Rezistence mikrob( na COT byla u 30 atak APN, na FURA u 8 atak APN, spole¢na rezistence na
COT i FURA se vyskytla u 4 atak APN. Byl prokazan vyznamné vyssi vyskyt rezistence na COT ve srovnani
s FURA (p<0,0001).

Zavér: Pro inicidlni 1écbu akutni pyelonefritidy u déti v Olomouckém kraji je vhodnéjsi cefuroxim nez
kombinovany aminopenicilin z ddvodu vyznamné nizsi rezistence. U profylaxe IMC je vhodnéjsi
nitrofurantoin nez cotrimoxazol, nemame-li k dispozici konkrétni citlivost etiologického agens.

Hana.Flogelova@seznam.cz
732 850559
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INITIAL ANTIBIOTIC SELECTION FOR ACUTE PYELONEPHRITIS -
CEFUROXIME OR COMBINED AMINOPENICILLIN? A STUDY OF CHILDREN
IN THE OLOMOUC REGION.

Flégelova H., Rohanova M.}, KolaF M.%, Zapletalova J.?
'Department of Paediatrics, “Department of Microbiology, *Department of Medical Biophysics, University
Hospital and Faculty of Medicine and Dentistry, Palacky University Olomouc

The aim of the Study: Initial antibiotic therapy for acute pyelonephritis (APN) should be based on regional
susceptibility of the most common agents causing urinary tract infections (UTIs). In the Czech Republic, the
most commonly administered agents are combined aminopenicillins (AINs) or second-generation
cephalosporins. In the Olomouc Region, the preferred first-choice antibiotic is cefuroxime (CRX). The aims
of the study were to assess whether this choice is correct and to compare the resistance of microbes
causing APN to CRX and combined AIN. In addition, resistance of pathogens to co-trimoxazole (COT) and
nitrofurantoin (FURA), potentially used for subsequent prophylaxis of UTls, was compared.

Methods: A retrospective study of medical records of children hospitalized for the first and/or second
attack of APN in 2009 — 2011. Complete data were obtained for 121 attacks of APN (of which 45 were in
boys) in children aged 0.5 month to 18 years and 10 months (a median of 11 months).

Results: The most common initial antibiotics were CRX (98x, 81 %) and combined AIN (17x, 14 %). The
pathogens causing APN were Escherichia coli (106x), Enterococcus spp. (6x), Klebsiella pneumoniae (4x),
Pseudomonas aeruginosa (2x) and Klebsiella oxytoca, Serratia marcescens and Enterobacter spp.
Resistance to CRX was in 16 attacks (13.2 %) and to AIN in 32 attacks (26.4 %); resistance to both CRX and
AIN in 10 attacks of APN. McNemar’s test showed significantly higher prevalence of resistance to AIN as
compared with CRX (p=0.004). Resistance of microbes to COT was found in 30 attacks and to FURA in
8 attacks; resistance to both COT and FURA was observed in 4 attacks of APN. Resistance to COT was
significantly more prevalent than resistance to FURA (p<0.0001).

Conclusion: For initial therapy of APN in children from the Region of Olomouc, cefuroxime is more suitable
than combined aminopenicillin, for the significantly lower resistance rates. For prophylaxis of UTls,
nitrofurantoin is more suitable than co-trimoxazole if susceptibility of the particular etiological agent is
unknown.

Hana.Flogelova@seznam.cz
732 850 559
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FEBRILNI INFEKCE MOCOVEHO SYSTEMU - NASTAL CAS ZMEN 2012

Gut J.
Détské oddéleni NsP Ceskd Lipa

Nékolik desetileti budovany diagnosticky a |é¢ebny model péce o déti s hore€natym onemocnénim
mocového systému se stal v poslednich letech kontraverzni a pfedmétem rozsahlych diskuzi. V roce 1997
NICE (National Institut for Health and Clinical Excellence) predstavil novy ,vyrazné mékci“ model pfistupu
k témto détem. Okolo nového modelu sice probéhla a probihd diskuse, ale ozval se jesté mocnéjsi hlas:
AAP (American Academy for Pediatrics) v listopadu 2011 na strankdch casopisu Pediatrics prezentovala
revidovana oficidlni doporuceni, kterd ve stejném sméru navrhuji zménu pfistupu k febrilnim mocovym
infekcim v nejrizikovéjsi skupiné déti mladSich 2 let. Dosavadni doporuceni kladla dliraz na véasnou
identifikaci rizikovych déti jiz po prvni atace (ve vétsiné pripadl to znamenalo odhaleni VUR), intenzivni
intravendzni |écbu, profylaktickou Iécbu u déti s VUR jakéhokoliv stupné s ohledem na mozZnost rizika
vzniku jizev. Obé nova doporuceni zohlednila nové vzniklou situaci Siroké dostupnosti neinvazivniho
vySetfovani pomoci USG, vyselektovani zavaznych uropatii cestou pre a postnatalniho screeningu, novych
znalosti o rizikosti VUR a znalosti o uUcinnosti perordlniho a intravendzniho léceni ATB z klinickych studii.
Vysledkem je radikalni obrat v doporuceném pfistupu, redukce zobrazovacich metod s radiacni zatézi
u déti s primoatakou infekce, vétsi volnost ve zplsobu poddvani ATB |écby a uvolnéni v pausalnim
podavani antibiotické profylaxe u déti VUR. Doporuceni jsou navic podeprena silou prikaznosti ve smyslu
EBM. Na druhé strané jsou samoziejmé soucasné vytipovany rizikové indikatory pro déti, u kterych je
tfeba zvazit individualizaci postupu, jak v intenzifikaci léCby, tak i pfi nasledném vysSetfovacim postupu.
Nastal ¢as zmén i u nas?
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FEBRILE URINARY TRACT INFECTION IN CHILDREN 2012

GutJ.
Department of Pediatrics, District Hospital Ceska Lipa, CZ

In 1999 Clinical practice guideline for the Diagnosis and Managment of the Initial UTI in Febrile Infants and
Children 2 - 24 months was published by the American Academy of Pediatrics (AAP). It was developed by
a subcommitee of the Steering Committee on Quality Improvement and Managment that included
physicians with expertise in the fields of academic general pediatrics, pediatric nephrology and urology.
They emphasized on rapid and correct diagnosis, proper therapeutic measurement and diagnostic steps
after first episode of UTI (voiding cystourethrography for searching VUR as a leading risk factor for renal
scarring). During last decade several studies about significance of VUR were published and together with
great changes in wide accessibility of USG examination in prenatal or postnatal period were caused
revision of the Guideline. In Novemeber 2011 new Clinical Practice Guideline by AAP was published. Data
from recent studies don’t support the use of antimicrobial prophylaxis to prevent UTI in infants without
VUR or with grade | to IV VUR. Therefore VCUG is not recommended routinely after first UTI. VCUG is
indicated if renal and bladder ultrasonography reveals hydronephrosis, renal parenchym scarring or other
atypical findings. VCUG should also be performed if there is a reccurence of a febrile UTI. The
recommendations do not indicate an exclusive course of treatment or serve as a standard of care,
variations may be appropriate.
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NOVINKY V MOLEKULARNE - GENETICKE DIAGNOSTICE DEDICNYCH
NEFROPATII

Malina M., Seeman T.
Pediatricka klinika 2. LF UK a FN Motol

U vétsiny chorob ledvin hraje geneticka vybava pacienta néjakou roli. U nékterych zdvaznych chorob ledvin
je genetickd zména (mutace) i jednoho genu dostacujici pro vznik onemocnéni. Tyto choroby se oznacuiji
jako monogenni a do soucasné doby se podafilo popsat cca 50 - 60 chorob ledvin, za nézZ je zodpovédna
mutace nékterého genu.

Molekularné genetické vysetfeni se stalo béZznou soucasti spektra vysetieni déti s chorobami ledvin. Od
roku 2007 byla v laboratofi molekularni genetiky pediatrické kliniky FN Motol zavedena molekularni
diagnostika u téch nemoci, kde znalost genetické pfi¢iny onemocnéni dokdze |ékare nasmérovat ke
spravné terapii ¢i zabrani nezadoucim Ucinklim z neadekvatni 1é¢by.

Nefroticky syndrom (NS) je jednim z nejcastéjSich projevi glomerulopatie v détském véku. Vedle
idiopatickych forem existuji formy, které jsou zplsobeny mutacemi v genech kddujicich proteiny filtracni
membrany glomerulu (nejcastéji mutované jsou geny NPHS1, NPHS2 a WT1). Tyto genetické formy NS se
zasadné liSi v progndze progrese onemocnéni a téz v pristupu k |éCbé. VSechny jsou primarné
kortikorezistentni a rezistentni i k dalSim imunosupresivim. Genetickou analyzou se lze u téchto déti
vyhnout neadekvatni dlouhodobé |écbé kortikoidy a jejim vedlejSim ucinkam.

Atypicky hemolyticko-uremicky syndrom (aHUS) je vzacné onemocnéni napodobujici klasicky HUS. Na
rozdil od néj ma vyrazné horsi progndzu a vysokou mortalitu. Je zplsoben specifickou autoimunitni
poruchou v alternativni cesté komplementu vedouci k jeho hyperaktivaci a intravazalni tvorbé tromb
v glomerulech a kapilarach. Doposud bylo nalezeno 6 genl pro proteiny komplementu, které zpUsobuji
aHUS (CFH, CFI, MCP, CFB, THBD a C3). Tento typ HUS vyZaduje specifickou lé¢bu plazmaferézou di
blokatory komplementu (eculizumab). Znalost genetické priciny onemocnéni je pak zcela zasadni pred
Gvahou o transplantaci ledviny, protoZe nékteré formy skoro ve 100 % rekuruji ve Stépu a jiné naopak maji
po transplantaci dobrou progndzu.

HNF1B gen a polycyéta ledvin. Mutace v genu HNF1B jsou asociamny s diabetem MODY, typ 5.
V posledni dobé bylo zjisténo, ze tento gen je téz zodpovédny za embryonalni vyvoj ledvin a jater. Mutace
tohoto genu byly nalezeny u pacient s cystickymi chorobami ledvin a svyvojovymi vadami ledvin
a mocovych cest. Pacienti s mutaci v tomto genu jsou v riziku rozvoje diabetu v adolescenci.

Podporovano grantem IGA reg. ¢. NT11457-5 a GAUK 91010

michal.malina@Ifmotol.cuni.cz
224432001
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NEWS FROM MOLECULAR DIAGNOSTIC OF HEREDITARY
NEPHROPATHIES.

Malina M., Seeman T.
Pediatricka klinika 2. LF UK a FN Motol

Many severe kidney diseases show some form of inheritance and many different syndromes affecting
kidney have been described. Molecular genetics is essential part of standard diagnostic procedures in
children with kidney diseases. Our team has put some effort to introduce several molecular genetic
analyses to Czech Republic since year 2007. We have focused on those diseases where knowing genetic
background can quickly lead to focusing the therapy to right direction. Our main concern was nephrotic
syndrome (NS) and hemolytic-uremic syndrome (HUS). We have added molecular genetic analysis of
patients with undetermined polycystosis in year 2010.

Nephrotic syndrome (NS) is a common glomerulopathy in childhood. Beside idiopathic forms with unclear
etiology, genetically determined forms occur. These monogenic forms essentially differ in treatment and
patient’s prognosis from the idiopathic ones, but they are clinically and histologically indistinguishable.
The only option of differential diagnosis is molecular genetic testing. The most prominent genes causing
genetically determined nephrotic syndrome are NPHS1, NPHS2, and WT1 All these genetically caused NS
are resistant to initial steroid therapy. In all patients with steroidresistant nephrotic syndrome (SRNS)
genetic background should be examined. Patients with SRNS should be tested using molecular genetics, at
best at the time of renal biopsy. Knowing that patient has genetic NS can spare him unnecessary long-term
steroid treatment and side effects of other immunosuppressives.

Atypical hemolytic uremic syndrome (aHUS, D-HUS) is a complement dysregulation disorder with a major
impact of genetic background. In contrast to typical forms (D+HUS), where the major pathogenic factor is
microbial infection, about 50 % of the aHUS are caused by mutations in currently known six genes of
complement (CFH, CFI, MCP, CFB, THBD and C3).

Differential diagnosis of D+ and D- HUS is of great clinical importance as the children with D- HUS have
very poor prognosis (without specific treatment mortality up to 20 %) and need aggressive therapies
including plasmapheresis or novel drugs like complement blockers. The molecular diagnosis is essential for
administrating these novel biological treatments.

HNF1B gene and kidney polycystosis. HNF1B gen is known as a cause of genetically caused MODY
diabetes, type 5. Mutations in this gene have been also found in patients with polycystic kidney diseases
and patients with kidney and urinary tract dysplasia. These patients are in risk of development diabetes in
adolescence.

This work was supported by grant from the IGA of Ministry of Health CR NT11457-5. and GAUK 91010
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POLYCYSTICKA ONEMOCNENI LEDVIN — 20 LET CESKEHO REGISTRU DETI

Seeman T.}, Bldhova K.%, Dusek J.%, Fencl F.}, Flogelova H.%, Malina M.%, Sulakova T.?, Skalova S.%,
Starha J.>, Vondrak K., Zaoral T.2, Janda J.!

3
pediatr.klinika FN Motol, *Déts. klinika FN Olomouc, Déts.klinika FN Ostrava,
4Déts. klinika FN Hradec Kralové, SII. déts. klinika FN Brno

Uvod: V roce 1992 byl vytvofen registr détskych pacient(l s polycystickymi onemocnénimi ledvin v CR
(autozomalné dominantni polycystéza ledvin ADPKD a autozomalné recesivni polycystéza ledvin ARPKD.
V poslednich letech je stdle castéji i u déti s cystickym postizenim ledvin diagnostikovan relativné novy
syndrom renalnich cyst a diabetu (RCAD syndrom, dominantni mutace v HNF1-beta genu).

Vysledky: K 31. 12. 2011 bylo v registru evidovano celkem 281 déti s ADPKD a 33 déti s ARPKD. U vsech
déti s ADPKD byla glomeruldrni filtrace az na 2 pfipady déti s velmi c¢asnou (prenatalni nebo
novorozeneckou) formou manifestace onemocnéni v mezich normy. U vétSiny déti se vSak vyskytovaly
|éCitelné komplikace, zejména arterialni hypertenze (1/3 déti), proteinurie (1/2 déti). Byl zjistén vztah mezi
poctem cyst, velikosti ledvin a krevnim tlakem. Lécba hypertenze nebo proteinurie ACE-inhibitory je ucinnd
a bezpecna. Déti s mutacemi v genu PKD1 maiji pfi porovnani s détmi s mutacemi v genu PKD2 vétsi pocet
cyst, vétsi ledviny a vyssi systolicky TK. Vcasna a intenzifikovana antihypertenzni |écba ACE-inhibitory
(cilovy TK pod 50. perc.) mlize u déti s ADPKD zpomalit pokles funkce ledvin. Aktualni ultrazvukova
diagnosticka kritéria pro ADPKD u déti platna od r. 2009 jsou u ditéte z rodiny s ADPKD bez znalosti typu
mutovaného genu (PKD1 nebo PKD2) je ptitomnost 3 nebo vice cyst v jedné ledviné.

Z 34 déti s ARPKD, které prezily novorozenecké obdobi, je 30 déti v soucasné dobé naZivu (pfi¢iny amrti:
respiracni insuficience 1x, srde¢ni selhani 3x). 28 % je jiz dialyzovdno nebo Zije s transplantovanou
ledvinou. Hypertenze byla zjisténa u vice nez 90 % déti. U 14 z nich byla diagndza potvrzena i molekuldrné
geneticky (nepfimou DNA diagnostikou nebo pfimou DNA diagnostikou kauzalnich mutaci genu PKHD1 od
r. 2002). Byl odhalen vztah mezi typem mutace v genu PKHD1 a klinickym pridbéhem. Od roku 1994 je
mozna prenatalni diagnostika ARPKD metodami DNA diagnostiky (6 pfipadii v CR). Terapie zaméfena na
lIécbu arterialni a portalni hypertenze, chronického selhani ledvin dialyzou a transplantaci.

U dvou z déti s pGvodni klinickou diagnézou ARPKD jsme v loriském roce DNA analyzou prokdzali mutaci
v HNF1-beta genu, ¢imz jsme diagnostikovali jako prvni v CR u ditéte RCAD syndrom.

Zavér: Vsem zajemcim o rozsifovani registru predem dékujeme (kontaktni adresa v zapati), stejné jako

vvvvv

Podporovdno grantem IGA NT11457-5

1. Fencl F, Janda J, Bldhova K, Hribal Z, Stekrova J, Puchmajerova A, Seeman T: Genotype-phenotype
correlation in children with autosomal dominant polycystic kidney disease. Pediatr Nephrol. 2009 May;
24(5):983-9

2. Seeman T, Malikova M, Blahovd K, Seemanova E: Polycystic kidney and hepatic disease with mental
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POLYCYSTIC KIDNEY DISEASE 20 YEARS OF
THE CZECH PEDIATRIC REGISTER

Seeman T.}, Bldhova K.%, Dusek J.%, Fencl F.}, Flogelova H.%, Malina M.%, Sulakova T.?, Skalova S.%,
Starha J.>, Vondrak K., Zaoral T.2, Janda J.!

! Dptm. of Pediatrics Motol, Dptm. of Pediatrics Olomouc, *Dptm. of Pediatrics Ostrava,

*Dprtm. of Pediatrics Hradec Kralové, >Dptm. of Pediatrics Brno

Introduction: Czech pediatric register for polycystic kidney diseases started its activities in 1992 -
autosomal dominant polycystic disease (ADPKD) and autosomal recessive polycystic kidney disease
(ARPKD). During the last years increased number of relative new syndrome of renal cysts and diabetes
(RCAD) has been diagnosed (dominant mutation in HNF1-beta gene).

Results: On the 31. Decemb. 2011 altogether 281 patients with ADPKD and 33 with ARPKD have been
registered. In all but 2 cases patients with ADPKD we have found normal glomerular filtration rate. Two
cases presented very early manifestation of disease (one prenatal and one newborn age)

Ca 33 % of our patients revealed arterial hypertension and ca 50 % showed increased protein excretion.
Correlation between the number of cysts, kidney volume and hypertension has been observed. The
treatment wit ACE- inhibitors is safe and succesful. The children with PKD1 mutation repeal significantly
higher number of cysts and larger kidney volume than children with PKD2 mutation.

Early and intensified ACE-inhibitors treatment (target blood pressure below 50. percentile) may result in
more slowly decrease of renal functions. The last ultrasound criteria valid since 2009 are following: 3 or
more cysts in one kidney without knowing the results of molecular genetics (PKD1 or PKD2 gene).

30/34 cases of ARPKD who survived the newborn period are surviving (among the fatal cases 1 respiratory
and 3 cardiac failure). Hypertension is present in more than 90 % patients. One patient is surviving after
succesful kidney transplantation.

Molecular diagnostics used indirect or direct DNA-diagnostics of causal mutations gene since 2002. We
have found a significant correlation between type of mutation in PKHD1 and clinical course of disease.
Prenatal diagnostics of ARPKD using DNA-methods is possible since 1994 (6 cases in the Czech Republic)
The approach to the patients emphasises management of arterial and portal hypertension, chronic renal
insufficiency and kidney transplantation.

In 2 patients from our cohort we have found a mutation in HNF1-beta gene (originally, the disease was
evaluated as ARPKD)- the first child diagnosed in the Czech Republic)

Conclusions: the Czech pediatricians are asked to cooperate and report the cases to the national register
enlarging the number of patients already registered.

Supported by a grant IGA NT11457-5
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24(5):983-9

2. Seeman T, Malikova M, Blahovd K, Seemanova E: Polycystic kidney and hepatic disease with mental
retardation and hand anomalies in three siblings. Pediatr Nephrol. 2009 Jul;24 (7):1409-12

tomas.seeman@Ifmotol.cuni.cz
Dptm. of Pediatrics Motol, V Uvalu 84, 15006 Praha 5

49




BIV.-20

TRANSPLANTACE LEDVIN U DETi V CESKE REPUBLICE - STAV V ROCE
2012

Seeman T.}, Burkert J.%, Dusek J.}, Fiala R.%, Janda J.}, K¥iZ J., Moravek J.>, Simankova N.%, Spatenka J*,
Vondrék K.!, Zeman L.?, Zieg J.!

! pediatricka klinika UK 2.LF Praha a FN Motol, ?Klinika kardiochirurgie FNM, 3Klinika détské chirurgie FNM,
*Transplantaéni centrum FNM

Uvod: Transplantace ledviny je Ié¢ebnou metodou volby pro détské pacienty s chronickym selhanim ledvin
(CHSL) nebot déti po transplantaci maiji lepsi dlouhodobé preziti i kvalitu Zivota nez déti dialyzované, navic
péle o transplantované déti je finanéné& méné naro¢nd ne? o dialyzované. V CR byly zahajeny transplantace
ledvin u déti v roce 1977 v IKEM, od roku 1981 jsou provadény ve Fakultni nemocnici Motol. V CR existuji 3
détskd dialyzacni stfediska (Praha - Motol, Brno, Ostrava), transplantace ledvin u déti jsou provadény
pouze ve FN Motol, tedy pro déti z celé CR. Do transplantaéniho programu jsou zafazovany prakticky
vSechny déti s CHSL.

Vysledky: od roku 1981 do 30. 3. 2012 bylo ve FN Motol provedeno celkem 228 transplantaci ledvin. Do
roku 2000 byly provadény pouze transplantace ledvin od zemftelych déarcd, od roku 2001 jsou provadény
i transplantace ledviny od Zijictho pfibuzného darce (10 % transplantaci od r. 2001). Preemptivni
transplantace (bez predchozi dialyzy) byla provedena u 8 déti (4 %). Priimérny vék prijemcl byl 12.2 let
(1.9 - 20.2). Primérna doba od zarazeni na cekaci listinu do doby transplantace je 6.4 mésic. Primérna
doba od zahdjeni dialyzy do doby transplantace je 17.3 mésicl. Primérné preZiti pacientd od roku 1988
¢ini po 5 letech 93 %, primérné 5-leté preiZiti transplantovanych ledvinnych stépl je 73 %, coZ jsou
vysledky srovnatelné se zapadoevropskymi a severoamerickymi transplanta¢nimi centry. K31. 12. 2011
bylo v transplantacnim centru FNM sledovano celkem 36 déti s funkénim sStépem. Primérny sérovy
kreatinin byl 92 umol/I. &sina déti byla Ié¢ena trojkombinaci imunosupresiv kortikosteroidy (n=32),
takrolimus (n=27) a mykofenolat mofetil (n=29), 8 déti uZivalo sirolimus. Akutni rejekci prodélalo 30 % déti,
u 16 % déti se pfitom jednalo o kortiko-rezistentni akutni rejekci a 5 % prodélalo humoralni — protilatkami
zprostfedkovanou rejekci. Nejcastéjsi komplikaci po transplantaci jsou infekce, zejména mocové
a arterialni hypertenze (86 %). Primérna proteinurie byla 246 mg/m?/den (v¢. 2 déti s rekurenci FSGS
lé¢enych plasmaferézou, resp. imunoadsorpci). Vroce 2011 bylo provedeno 5 transplantaci (1x Zivé
darcovstvi), v letoSnim roce k 30. 3. 2012 dalsi 3 transplantace véetné jedné od Zivého darce.

Zavér: transplantace ledviny je standardni Ié¢bou chronického selhani ledvin u déti (TxL- CHSL) je v CR
dostupna vSem indikovanym pacientdim s CHSL. P¥i soucasné incidenci CHSL staci péci o tyto pacienty
v CR pIné zajistit 3 pediatrickd centra eliminanénich metod a jedno centrum transplantaéni. Nase
vysledky détskych TxL v €R jsou pIné srovnatelné s nejvyspélejsimi staty.

1. Seeman T.: Hypertension after renal transplantation. Pediatr Nephrol. 2009 May;24(5):959-72.

2.Seeman T., Dusek J., Vondrak K., Janda J.: Ramipril in the treatment of proteinuria in children after renal
transplantation. Pediatr Transplant. 2010 Mar;14(2):283-7. Epub 2009 Aug 3

3. Seeman T., Dusek J., Vondrak K., Simkova E., Kreisinger J., Feber J., Janda J.: Ambulatory blood pressure
monitoring in children after renal transplantation. Transplant Proc. 2004 Jun;36(5):1355-6
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PEDIATRIC KIDNEY TRANSPLANT PROGRAM IN THE CZECH REPUBLIC
(Cz) 2012

Seeman T.}, Burkert J.%, Dusek J.}, Fiala R.%, Janda ).}, K¥iZ J., Moravek J.>, Simankova N.%, Spatenka J*,

Vondrék K.!, Zeman L.?, Zieg J.!

! Dptm. of Pediatrics, 2 Dptm. of Cardiosurgery, * Dptm. of Pediatric Surgery, * Transplantation Center Motol
All at University Hospital Prague- Motol (UHM)

Introduction: kidney transplantation (TxK) is the best choice for children/adolescents with chronic renal
failure. TxK provides better survival and quality of life than chronic hemo-/peritoneal dialysis. Also, this
type of renal replacement therapy (RRT) is significantly cheaper than any other method of RRT.

The TxK in children/adolescents started in CZ 1997 outside of the UHM in a facility for adults. But since
1981 all pediatric TxK are performed in pediatric hospital Prague-Motol. There are three pediatric
specialized dialysis units for all CR (Prague - Motol, Brno and Ostrava), but all TxK are performed in Prague-
Motol. All children/adolescents with chronic renal failure are automatically given on the Czech TxK-waiting
list.

Results: since 1981 up the 30th March 2012 altogether 228 TxK have been performed (up 2000 only grafts
from cadaver donors used, since 2001 also from related living donors (10 % TxK since 2001). Preemptive
TxK (without previous elimination method) performed in 8 children (4 %). The average age of our patients
was 12.2 yrs in time of grafting. (1.9 - 20.2). The average waiting time from the report to the CZ- transplant
register for TxK was 6.4 months, but since the start of RRT it lasted 17.3 months.

Survival of patients since after 5 yrs is 93 %, survival of grafts after Syears is 73 %, results which meets data
of western Europe/North America pediatric registers.

On 31. 12. 2011 we took care of 36 patients with a functional graft (plasma creatinine x= 92umol/l). The
majority of patients is treated by steroids (n=32), tacrolimus (n=27), mycophenolate mofetil (n=29), 8
patients are treated using sirolimus. Acute rejection complicated TxK in 30 % of our pts., only in 16 % that
was steroid resistant and in 5 % humoral- mediated by antibodies. The most common complication after
TxK are infection (particularly UTI), and arterial hypertension (this one in 86 %). Average proteinuria was

246 mg/m2/day (including 2 pts. with recurrence of FSGS treated by plasmapheresis and
immunadsorption as well. In 2011 five TxK has been performed (one living donor), up April 2012 followed
further four TxK (one living donor gain).

Conclusions:

Kidney transplantation is a standard approach to children/adolescents with chronic renal failure being
available to all pediatric patients up the end of 19th year (Czech insurance company are paying the care of
children and adolescents up this age). The incidence of chronic renal failure in CZ enables specialized care
in 3 centers for pediatric nephrology, providing kidney transplantation only in one pediatric hospital.
Results in our patients after kidney transplantation show data similar to advanced developed countries.

1. Seeman T.: Hypertension after renal transplantation. Pediatr Nephrol. 2009 May;24(5):959-72.

2.Seeman T., Dusek J., Vondrak K., Janda J.: Ramipril in the treatment of proteinuria in children after renal
transplantation. Pediatr Transplant. 2010 Mar;14(2):283-7. Epub 2009 Aug 3

3. Seeman T., Dusek J., Vondrak K., Simkova E., Kreisinger J., Feber J., Janda J.: Ambulatory blood pressure
monitoring in children after renal transplantation. Transplant Proc. 2004 Jun;36(5):1355-6
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CHRONICKY DIALYZACNi PROGRAM U DETi V CESKE REPUBLICE V ROCE
2011

Vondrék K., Dolezel .2, Dusek J.%, Hladik M., Seeman T.}, Simankova N.%, Starha J.%, Zaoral T.3, Zieg ).},
Janda .l

! pediatricka klinika FN Motol, ? Il. détska klinika Brno,

* 0ddéleni pediatrické resuscitaéni a intenzivni péce FN Ostrava

Prezentujeme souhrn Udajl o 1é¢bé détskych pacientd do 19 let véku s chronickym selhanim ledvin v Ceské
republice za rok 2011. Data jsou shromaZzd'ovana ve spolupraci 3 dialyzacnich stfedisek pro déti a dorost —
v Praze (Pediatricka klinika FN Motol), Brné (Il. détska klinika FN Brno) a Ostravé (Oddéleni pediatrické
resuscitacni a intenzivni péce FN Ostrava).

Vysledky:

Incidence novych pfipadd chronického selhani ledvin (stadium ESRD vyZadujicich RRT) u déti do 19 let
(1,97 milionu) byla v CR v roce 2011 8.1 pmarp (per million age related population). Lé¢ba nahradou
funkce ledvin byla zahdjena u 16 déti. PD u 8, HD 8 déti. Tx ledviny byla v roce 2011 provedena u 4 déti,
vsechny od kadaverdznich darct. Nebyla Zadna preemptivni transplantace.

Prevalence CHSL (pocet prezivajicich pacientl IéCenych nékterou z forem RRT - dialyza, transplantace
s funkénim $tépem) u déti v CR do 19 let byla k 31. 12. 2011 30.5 pmarp. K 31. 12. 2011 bylo v CR lé¢eno
celkem 60 déti. Z tohoto souboru bylo 14 déti Ié¢eno peritonealni dialyzou (PD), 8 hemodialyzou (HD) a 38
déti bylo po transplantaci ledviny (Tx) s funkénim Stépem.

Prevalence ESRD u déti v CR se mezi roky 1999 - 2007 zvy$ovala. V roce 1999 byla prevalence ESRD u déti
do 18 let (v CR 2 miliony) ,jen“ 19,5 pmarp, v roce 2003 dosahovala 25,2 a v roce 2007 37.2 pmarp.
V dalSich letech je prevalence ESRD stabilni na hodnotach okolo 30 pmarp (v r. 2011 30,5pmarp).
V ERA-EDTA registru byla v r. 1996 prevalence ESRD u déti do 19 let 57,4 pmarp, v r. 2005 68,8 pmarp
a prevalence ESRD md v ERA-EDTA registru, na rozdil od stabilni incidence mirné vzestupny trend (v r. 2009
69.9 pmarp).

Soucasna incidence ESRD 8.1 pmarp vCR (nizkd incidence v predchozich letech vytvérela ,dluh”
v prevalenci) davd Sanci vyrovnat se v dalSich letech i v prevalenci ESRD ostatnim evropskym zemim.

Zavér:

Incidence ESRD 8.1 pmarp u déti do 19 let v CR se pfiblizuje hodnotdm srovnatelnych s registrem Evropské
dialyzacni a transplantacni asociace (ERA-EDTA), kde jiz 10 let dosahuje stabilnich hodnot 9.2-10.4 pmarp.
Prevalence ESRD v CR vykazovala do r.2007 vzestup (37,5 pmarp), v poslednich 5 letech stagnuje na
hodnotach kol 30 pmarp (2007 30.6; 2008 27.9 a v r. 2011 30.5 pmarp). PD zlstava nejcasté;jsi prvni volbou
RRT u déti v CR. Nékterd z forem RRT je dostupna véem indikovanym détskym pacientdim s ESRD. Dialyza je
prostfedkem - [écebnou metodou, kterd vede k cili — k Tx ledviny.
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ANNUAL 2011 REPORT ON RENAL REPLACEMENT THERAPY IN
CHILDREN IN THE CZECH REPUBLIC

Vondrék K., Dolezel .2, Dusek J.%, Hladik M., Seeman T., Simankova N.%, Starha J.%, Zaoral T.3, Zieg ).},
JandaJ.!

! Dpt. of Pediatrics Univ. Hospital Prague-Motol, > 2nd. Dpt. of Pediatrics, Univ. Hospital Brno,

? Dpt. of Pediatric ICU, Univ. Hospital Ostrava, Czech Republic

2011 annual report on renal replacement therapy in children under19 years of age in the Czech Republic.
The aim of the annual report is to give medical (particularly pediatric) community data regarding the renal
replacement therapy and to analyze them.

On the annual report data collection participated all (3) Czech pediatric dialysis centers - Prague (Dpt. of
Pediatrics, University Hospital Motol), Brno (2nd Dpt. of Pediatrics, University Hospital Brno) and Ostrava
(Dpt. of Pediatric ICU, University Hospital Ostrava).

Results:

2011 incidence of chronic renal failure (CRF) in children in the Czech Republic (CZ): renal replacement
therapy has been commenced in 16 children (0-19 years). PD as a first choice in 8, HD in 8 children. No pre-
emptive transplantation has been introduced.

The prevalence (number of children surviving on any of RRT modality — dialysis or transplantation with
functional graft) referred to the 31. 12. 2011: altogether 60 children under 19 years were identified as
having CRF. Of these 14 were on peritoneal dialysis (PD), 8 children on hemodialysis and 38 children after
successful kidney transplantation.

The 2011 incidence of ,,new” pediatric patients under 19 years of age (population of 1,97 million) suffering
from ESRD was 8,1 pmarp (per million age related population) in the Czech Republic (CZ).

In 2011 4 Czech children underwent kidney transplantation. In all 4 children from cadaver donor, no one
from living related donor.

By the end of 2011 the prevalence of CRF in children under 19 years in the CZ was 30.5 pmarp and
remained stabile for five consecutive years. Nevertheless there is an increasing tendency over the past
years. In 1999 the prevalence of ESRD was ,,only“19,5 pmarp, in 2004 26,5 pmarp, in 2007 exceptional 37,2
pmarp, and for the last five years vary between 27,9 and 31,2 pmarp.

Conclusion:

The incidence of ESRD in the CZ is getting closer to the ERA-EDTA incidence data which has remained
stable (9,2-10,4 pmarp) for 10 years. In contrast the Czech prevalence of ESRD 30,5 pmarp reaches only
one-half of that mentioned in ERA-EDTA Report. The ERA-EDTA 2009 Annual Report reports the ESRD
prevalence in children under 19 years 69,9 pmarp, while in 1997 it was 59,3 pmarp and the prevalence has
the slight tendency to rise.

One can speculate about the difference of the prevalence of ESRD in children in the CZ and ERA-EDTA
Report. One of the possibilities could be a different attitude to the RRT initiation with respect to the
ethically questionable patients. Current CZ ESRD incidence 8,1 pmarp gives the chance to equilibrate Czech
and ERA-EDTA data on the prevalence of ESRD in future.
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CHRONICKA RENALNI INSUFICIENCE — REGISTR DETI V CR V ROCE 2012

Simankova N., Blahova K., Flogelova H., Dolezalova S., Dusek J., Janda J., Langer J., Honzik T., Bendakova
H., Seeman T., Vondrak K.

Chronicka rendlini insuficience (CHRI) je definovéna jako snizend glomerularni filtrace < 90 ml/min/1.73 m2
trvajici > 6 mésicu.

Pro informaci uvadime stddia chronického ledvinného onemocnéni podle glomerularni filtrace (GFR).

Stadium Nazev GFR ml/min/1,73 m’
l. poskozeni ledvin s normalni ¢i zvySenou GFR >90
1l mirné snizena GFR 60 - 89
M. stfedné zavainé snizena GFR 30-59
Iv. zavainé snizeni GFR 15-29
V. ledvinné selhani <15

Vypocet GFR (dle Schwartze Jaffé metodou) v ml/min/1.73m?: vyéka (v cm) x 48 / plazmaticky kreatinin
(umol/1)

Od roku 2008 existuje registr, ktery eviduje déti s CHRI z celé CR. K 29. 2. 2012 bylo v registru déti s CHRI
celkem 114 déti ve véku 3 mésicl — 18 let (prdmér 10,5 roku), z toho 79 chlapct a 35 divek, dle stadii CHRI:
2. stadium 39 déti = 34,2 %, 3. stadium 45 déti = 39,5 %, 4. stadium 30 déti = 26,3 %

Nejcastéjsimi primarnimi ledvinnymi onemocnénimi jsou vrozené anomadlie ledvin a mocovych cest (napf.
refluxova nefropatie, obstrukéni uropatie, hypo-dysplazie ledvin) a dédi¢cné nefropatie (zejm. nefronoftiza
a autozomalné recesivni polycystéza).

Péce o détské pacienty s CHRI vyZaduje prevenci a léébu mnoha komplikaci, které provazeji CHRI (napfr.
kostni nemoc, poruchy rlstu, hyperfosfatémie, kardiovaskuldarni onemocnéni), proto je nutny
multidisciplinarni pristup détskych nefrologl, urologl, endokrinologl, kardiologli a dalsi pediatrickych

specialist.
Détsti pacienti s CHRI (stadium Il. chronického onemocnéni ledvin) by méli byt sledovani v détskych
nefrologickych ambulancich. V pfipadé progrese CHRI do Ill. stadia by méli byt déti jiz ve sledovani

détskych dialyzacnich stfedisek (FN Brno, FN Motol a FN Ostrava), aby se zajistila komplexni péce o tyto
déti véetné pripravy na zarazeni do chronického dialyzaéné-transplantacniho programu.

Zadame Vas o zasilani novych détskych pacientl ve véku 0-18 let s CHRI (GFR < 90 ml/min/1.73 m?) do
tohoto registru. Dotaznik k registraci novych pacientl je na webovych strankach Pracovni skupiny pro
détskou nefrologii CLS JEP (www.clsjep.cz). Prosime o zasilani vyplnénych dotaznikd na e-mailové adresy
karel.vondrak@Ifmotol.cuni.cz nebo nadezda.simankova@fnmotol.cz.

O stavu registru déti s CHRI budeme pravidelné informovat na Pracovnich dnech détské nefrologie. Udaje
ziskané od Vas se stanou soucdsti evropského pediatrického registru déti s chronickym ledvinnym

onemocnénim. Dékujeme vSem, ktefi jiz pacienty s CHRI do registru evidovali.
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CHRONIC RENAL INSUFFICIENCY - THE REGISTER OF CHILDREN IN THE
CZECH REPUBLICIN 2012

Simankova N., Blahova K., Flogelova H., Dolezalova S., Dusek J., Janda J., Langer J., Honzik T., Bendakova
H., Seeman T., Vondrak K.

Chronic renal insufficiency (CRI) is defined as reduced glomerular filtration rate <90 ml/min/1.73 m?,
ongoing> 6 months.

Stage Name GFR ml/min/1,73 m’
l. Kidney damage with normal or increase >90
Il Mild reduced GFR 60 - 89
M. moderately severe decreased GFR 30-59
Iv. severe reduction in GFR 15-29
V. renal failure <15

Calculation of GFR (according to Schwartz / Jaffé method) in ml/min/1.73m’: height (in cm) x 48 / plasma
creatinine (umol /1)

A registry of children with CRI from whole Czech Republic exists since 2008. To date the January 29, 2012
there were 114 children aged 3 months - 18 years in this registry, 79 boys and 35 girls, in stadium II. 39
children, in stadium lll. 45 children, in stadium IV. 30 children.

The most common primary renal diseases are considered the congenital anomalies of kidney and urinary
tract infections (eg reflux nephropathy, obstructive uropathy, renal hypo-dysplasia) and the hereditary
nephropathies (especially nephronophtisis, autosomal recessive polycystosis).

The care for pediatric patients with CRI calls for the prevention and treatment of many complications
accompanying CRI (e.g. bone disease, growth failure, hyperphosphatemia, cardiovascular disease). The
multidisciplinary care of pediatric nephrologists, urologists, endocrinologists, cardiologists and other
pediatric specialists is needed.

The paediatric patients with CRI (stage Il chronic kidney disease) should be observed in the district
pediatric nephrology outpatient ambulance. In case of progression to CRI stage lll, children should be as
monitoring by children's dialysis centers (University Hospital Brno, University Hospital Motol, University
Hospital Ostrava). The comprehensive care for these children is required including preparation for
inclusion to chronic dialysis-transplant program.

Let us ask you for sending new children aged 0-18 years with CRI (GFR <90) ml/min/1.73 m?) to this
registry. The registration questionnaire for new patients is on the website of the Working Group of
Paediatric Nephrology CLS JEP (www.clsjep.cz). Please, send completed questionnaires to the e-mail
addresses karel.vondrak@Ifmotol.cuni.cz or nadezda.simankova@fnmotol.cz

The actual status of the registry of children with CHI will be reported regularly during The work days of
pediatric nephrology. Data obtained from you will become part of the European pediatric registry of
children with chronic renal disease. Thanks all who already have registered patients with CRI in this
register.
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FETALNIi MOCOVY MECHYR

Laubova J.
Détska klinika IPVZ, Masarykova nemocnice v Usti nad Labem, Krajska zdravotni, a.s.

Uvod: mo¢ je v méchyii patrna nejdFive v 10. tydnu téhotenstvi, plny mogovy méchyf pak v 15. tydnu. Po
vymoceni se mocovy méchyr opét naplni obvykle za 15-20 minut.

Cilem sdéleni je ukadzat normalni obraz mocového méchyfe plodu a uvést prehled nejéastéjsich
patologickych stav( v oblasti mo¢ového méchyre pri prenatalnim sonografickém vysetreni.

Pacienti a metody: v letech 2006 - 2011 bylo vysetifeno 448 plod(, u nichZ gynekolog vyslovil podezieni na
vadu mocového systému. Byla pouZita sonda 6 MHz (Acuson 52000, Aloka 5500).

Vysledky: v 17 pfipadech byl nalezen patologicky obraz na mo&ovém méchyfri. Slo o tyto stavy:

velky mocovy méchyf (11 ptipadd) - jako varianta normy, dlsledek vezikoureterdlniho reflexu nebo
subvezikalni obstrukce (nejcastéji chlopné zadni uretry), ureterokéla jednoducha ¢i ektopicka spojena s ren
duplex (2 pripady), divertikl mocového méchyre (1 pripad). Exstrofie mocového méchyre ani dysgeneze
kloaky nebyly v souboru pacient( zjistény.

Zavér: patologické nalezy v oblasti dolnich mocovych cest jsou méné Casté nez ty, které postihuji ledviny
a mocovody. Velmi ¢asto hlavné v pripadé subvezikdlnich obstrukci vSak vedou k zdvainému poskozeni
renalni funkce.

jana.laubova@mnul.cz
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FETAL URINARY BLADDER

Laubova J.
Dptm. of Pediatrics, Masaryk’s Hospital in Usti nad Labem

Introduction: the urine may be seen in the urinary bladder in the tenth week of pregnancy the earliest, the
full bladder in the fifteenth week. The fetal bladder refills in fifteen to twenty minutes.

Aim: to show normal sonogram of fetal urinary bladder and most frequent pathologic diagnosis that can
be found by prenatal ultrasonographic examination of the urinary bladder.

Patients a methods: 448 fetuses with a suspicion of urinary tract abnormality were examined in
2006 - 2011. A 6 MHz probe (Acuson S 2000, Aloka 5500) was used.

Results: 17 cases of the fetal bladder anomalies were detected among 448 fetuses. Pathological findings
were: enlarged bladder (11 cases) — a variant of norm, a consequence of a vesicoureteric reflex or
a subvesical obstruction (caused by the posterior urethral valve most frequently), ureterocele simple or
ectopic associated with duplication anomaly (2cases), bladder diverticulum (1 case). There was no case of
bladder exstrophy or dysgenetic cloaca.

Conclusion: pathologic findings of the lower urinary tract are rare in comparison to those of the upper
tract — kidneys and ureters. Nevertheless the lower tract anomalies, especially the subvesical obstruction,
may cause a very serious renal damage.

jana.laubova@mnul.cz
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DYSELEKTROLYTEMIE U KOJENCU S INFEKCi MOCOVYCH CEST

Dolezel 2.}, Ra¢ilova 2.%, Starha J.!, Dostalkova D.!, Zerhau P.}

! Pediatrick4 klinika LF MU a FN Brno

2 Klinika détské radiologie LF MU a FN Brno

* Klinika détské chirurgie, ortopedie a traumatologie LF MU a FN Brno

Uvod

Zmény sérové koncentrace iontll jsou v détském véku cCasté a je nezbytné jim vidy vénovat velkou
pozornost. Nékteré z téchto zmén mohou dité ohroZovat i na Zivoté; fada zmén mineral( v séru byva
nezfidka nenapadna, asymptomaticka.

Pacienti a metody

Retrospektivné (obdobi leden 2004 — bfezen 2012) bylo zhodnoceno 8 déti, u nichZ byla hyponatrémie
provazena hyperkalémii a u nichZz byla soucasné prokdzana nékteré anomalie dutého systému ledvin
a/nebo infekce mocovych cest (IMC). IMC byla definovana prikazem signifikatni bakteriurie, resp.
nékterym nepfimym nalezem (pyurie, pozitivni vySetfeni moci testacnim prouzkem). K objektivizaci
anomalie dutého systému ledvin byl vyuzivan ultrazvuk. VSechny déti mély pfi pfijeti stanoveny sérové
koncentrace iontl, urey, kreatininu a hodnoty acidobazické rovnovahy. Pfi nalezu hyponatrémie
s hyperkalémii byl proveden odbér krve ke stanoveni aldosteronu (ALDO), reninu (vyjadreni jako plazm.
reninova aktivita; PRA), kortizolu a 17-OH progesteronu; soucasné byl odebran vzorek moci na stanoveni
koncentrace Na a K. Odbéry k hormondlnim analyzam byly odebirany v poloze vleze.

Vysledky
Na tabulce 1. a 2. jsou uvedeny vybrané laboratorni udaje déti hodnoceného souboru a nékteré dalsi
doplnujici charakteristiky. Obrazky 1. — 4. dokumentuji abnormalni nalezy pfi ultrasonografickém vysetreni.

Zavér

U déti, zejména novorozenci/kojencl/batolat muize v pribéhu IMC dochdzet k rozvoji
sekundarniho/tranzitoniho pseudohypoaldosteronismu (TPHA). A to zejména v téch pripadech, kde je
soucCasné pritomna nékterd anomalie dutého systému ledvin. Je proto nezbytné na TPHA pamatovat
a v pripadech hyponatrémie provazené hyperkalémii co nejdfive udélat nejen dopliujici laboratorni
vySetteni, ale nezapomenout také na ultrasonografické vysSetieni ledvin a mocovych cest. Lé¢ba THPA se
fidi vyvoldvajici pri¢inou (tj. Ié¢ba IMC nebo obstrukce mocovych cest).

zdoleze@fnbrno.cz
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DYSELECTROLYTEMIAS IN INFANTS WITH URINARY TRACT INFECTION

Dolezel 2.}, Racilova Z.%, Starha J.!, Dostalkova D.!, Zerhau P.}?

! Department of Pediatrics, Medical Faculty of Masaryk University and University Hospital Brno, Czech
Republic

2 Department of Pediatric Radiology, Medical Faculty of Masaryk University and University Hospital Brno,
Czech Republic

*Department of Pediatric Surgery, Medical Faculty of Masaryk University and University Hospital Brno,
Czech Republic

Introduction

Disturbances of fluid and electrolyte balance are frequent occurence in pediatric practice, and present in
a wide variety of clinical scenarios, varying from an infant being previously well to a child at the intensive
care unit with multiple system organ failure. The evaluation of pediatric patiens with dyselectrolytemias
should by primarilly based on precise clinical examination and laboratory parameters should always be
regarded as complementary.

Patients and methods

We retrospectively examined eight patiens with obstructive uropathy (OUP) and/or urinary tract infection
(UT1) who exhibited hyponatremia/hyperkalemia and were hospitalized between January 2004 and March
2012. UTl was defined as a positive urine culture leading to isolation of a single pathogen at
a concentration 10> colony forming units/ml in a sample obtained by normal flow urine on dip slide
culture. OUP was defined in a broad sense, referring to the presence of structural changes in the urinary
tract.

On admission, electrolytes, urea, creatinine and acid-base balance were measured in serum, and sodium
and potassium levels in urine sample were obtained. After serum electrolyte values had been obtained,
plasma aldosterone (ALDO) and plasma renin activity (PRA), cortisol, and 17-OH progesterone (17-OHP)
concentration were measured. ALDO and PRA were drawn with the patient in a supine position.

Results
Clinical features of the patiens and their laboratory parameters show Table 1 and Table 2. Figures 1. — 4.
show ultrasound examinations some of our patients.

Conclusion

Secondary/transient PHA1 occurs in patiens, espec. in infancy when they have UTI or OUP. Awareness of
this condition is important so that urine sodium, urine cultures, and ALDO may be obtained immediately in
any infant presenting with hyponatremia and hyperkalemia. In these patiens is also necessary perform
renal ultrasonography as soon as possible. The treatment of transient PHA1 is usually elimination of the
underlying cause (i. e. urinary tract anomalies and/or UTI).

zdoleze@fnbrno.cz
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Pfehled doposud konanych pracovnich dnv détské neurologie
Annual Meeting of the Czech Working Group for Pediatric Nephrology
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	Background: Although inhibition of the renin–angiotensin system delays the progression of renal failure in adults with chronic kidney disease, the blood-pressure target for optimal renal protection is controversial. We assessed the long-term renoprotective effect of intensified blood-pressure control among children who were receiving a fixed high dose of an angiotensin-converting–enzyme (ACE) inhibitor.
	Methods: After a 6-month run-in period, 385 children, 3 to 18 years of age, with chronic kidney disease (glomerular filtration rate (GFR) of 15 to 80 ml per minute per 1.73 m2 of body-surface area= BSA) received ramipril at a dose of 6 mg per square meter BSA/day. Patients were randomly assigned to intensified blood-pressure control (with a target 24-hour mean arterial pressure below the 50th percentile) or conventional blood-pressure control (mean arterial pressure in the 50th to 95th percentile), achieved by the addition of antihypertensive therapy that does not target the renin–angiotensin system; patients were followed for 5 years. The primary end point was the time to a decline of 50 % in the GFR or progression to end-stage renal disease. Secondary end points included changes in blood pressure, GFR, and urinary protein excretion.
	Results: A total of 29.9 % of the patients in the group that received intensified blood-pressure control reached the primary end point, as assessed by means of a Kaplan–Meier analysis, as compared with 41.7 % in the group that received conventional blood-pressure control (hazard ratio, 0.65; interval, 0.44 to 0.94; P=0.02). The two groups did not differ significantly with respect to the type or incidence of adverse events or the cumulative rates of withdrawal from the study (28.0 % vs. 26.5 %). Proteinuria gradually rebounded during ongoing ACE inhibition after an initial 50% decrease, despite persistently good blood-pressure control. Achievement of blood-pressure targets and a decrease in proteinuria were significant independent predictors of delayed progression of renal disease.
	AIM:
	METHODS:
	RESULTS:
	CONCLUSIONS:
	Children with OU have significantly higher urinary TGF-β1 than children with NOU. A positive correlation of urinary TGF-β1 with markers of renal tissue damage in patients with OU was found. Urinary TGF-β1 may be one of the possible non-invasive tools for the differential diagnosis between OU and NOU in children.

	1. Seeman T.: Hypertension after renal transplantation. Pediatr Nephrol. 2009 May;24(5):959-72.

