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VROZENE SYNDROMY PROVAZENE PROTEINURII

DoleZel Z, Starha J, Dostalkova D
FN Brno — I1. détska klinika, zdoleze@fnbrno.cz

Nekteré vzacnéjsi nefropatie détského véku maji jasné prokazany geneticky podklad, ¢ast z nich ptitom byva
provazena proteniurii (P). Prib¢h téchto vrozenych onemocnéni ledvin je razny — k manifestaci mize dochazet
jiz kratce po narozeni jako je tomu u kongenitalniho nefrotického syndrome finského typu, jiné probihaji plizivé
a bez zietelné klinické symptomatologie. I z tohoto diivodu je klasifikace vrozenych nefropatii provazenych P
obtizna. Stav je navic komplikovan tim, Ze mutace v jednom genu muze mit riznou fenotypickou podobu.
Obtizna je také 1écba téchto vzacnych nefropatii, nékteré bezprostiedné ohrozuji nemocného na Zzivoté, jiné
vedou k chronickému selhani ledvin. Piesto je nezbytné na tato onemocnéni pomyslet a snazit se vzdy o
stanoveni presvédCivého diagnostického zavéru pomoci molekularné genetickych analyz.

Mezi vrozené nefropatic provazené P patii: nefroticky syndrom finského typu (OMIM 256300), Kortikoid-
rezistentni nefroticky syndrom (OMIM 604766), Piersoniiv syndrom (OMIM 150325), Syndrom nail-patella
((OMIM 161200), Denystiv-Drashtiv syndrom (OMIM 194080), fokalni segmentalni glomeruloskleroza typ 1 a
2 (OMIM 603278, resp. 603965).

Zavér: vsichni pediatriéti nefrologové by méli byt informovani o moznostech molekularné genetického
vySetieni u takovych pacienti a méli by védét, kam materidl na toto specializované vySetfeni posilat. Nekteré
metody jsou jiz zavedeny v CR, jina vysetfeni bohuZel jen v zahraniéi, tato pracovisté je pak tfeba kontaktovat.

HEREDITARY PROTEINURIA SYNDROMES

Zdenek Dolezel, Jiri Starha, Dana Dostalkova
University Hospital Brno — 2nd Department of Pediatrics, zdoleze@fnbrno.cz

The inherited forms of proteinuria (P) compromise a heterogenous group of rare renal disease in which
glomerular dysfunction and P are prominent. The courses of these diseases can vary. Some patients present with
severe P and congenital nephrotic syndrome of the Finnish type (CNF), whereas others have only moderate P
and focal segmental glomerulosclerosis (FSGS). Classification of these syndromes has been difficult because
the age of onset and the clinical manifestations vary. There can be overlapping between the diseases: mutations
in the same gene can lead to either CNF or FSGS. From a clinical standpoint, it is important to know that some
hereditary P-syndromes respond to therapy, whereas others do not.

The classification of currently known genetically determined hereditary P-syndromes: CNF (OMIM 256300),
corticosteroid-resistant nephrotic syndrome (OMIM 604766), Pierson’s syndrome (OMIM 150325), Nail-patella
syndrome (OMIM 161200), Denys-Drash syndrome (OMIM 194080), FSGS1 (OMIM 603278) a FSGS2
(OMIM 603965).

Conclusions: New data on these syndromes have yielded insights into the molecular structure of the podocyte
slit diaphragm. Patients with these syndromes should undergo genetic testing, its result may influence the
further management of patients. All pediatric nephrologists should be informed on that new issues and establish
a contact to specialized molecular genetics labs asking for the possibility of such examination.




JSOU ACE- INHIBITORY (ACE-I) A DUSLEDNE SNIZENI KREVNIHO TLAKU UZITECNE U DETI SE
SNIZENOU GLOMERULARNI FILTRACI (GFR)?

Dusek J, Vondrak K, Seeman T, Dvotak P, Zieg J, Kreisinger J, Janda J. Pediatricka klinika 2.LLF UK Praha

. Renoprotektivni efekt ACE-I u dospé€lych pacientt se snizenou GFR byl prokdzan ¢etnymi studiemi v 80. a 90.
létech, ale u déti vetsi multicentrické studie chybély. Mezinarodni team zabyvajici se chronickym selhanim ledvin u
déti (koordinace Heidelberg) v roce 1998 zahdjil studii vlivu 1é¢by ramiprilem a dasledného snizeni TK (pod
50.percentil (pc)!) na zpomaleni progrese CHRI u déti se snizenou GFR. Cilem studie bylo zodpovézeni
nasledujicich otazek: jsou ACE inhibitory u déti stejné ucinné jako u dospélych? Zpomali snizeni TK pod 50.pc
normy rychlost progrese nefropatie 1épe nez TK mezi 50.-95.pc progresi CHSL? Do studie celkem zatazeno 460
déti ze 33 evropskych nefrologickych center (véetné FNM), studie byla ukoncena v Cervenci 2007. Na meetingu
ESPN 2007 prezentovany zatim piredbézné povzbudivé zavery.

V nasem sdé€leni ukazujeme nékteré vysledky u vlastnich pacientti zatazenych do studie. Jde o celkem 5 chlapctu
a 4 divky, primérny vék 10 let 4més. (4 r. 2 més.—16 let 1m¢s.). 5 pacientll randomizovano do skupiny A (TK pod
50 perc.) 3 pacienti do skupiny B (TK mezi 50.— 95. perc.), viichni 1é¢eni ramiprilem v ddvee 6 mg/m?/24 hod. a
event. dal$imi hypotenzivy k dosazeni hodnot TK podle cilové skupiny. Primérny pocet hypotenziv byl 2,75 (1-5).
Pravidelné kontroly byly po 2 mésicich, ABPM 1x za 6 mésicu.
Vysledky: studii dokoncilo 8 déti, primérnd doba terapie byla 78 mésicti (46 — 96), pfes vysoké davkovani
ramiprilu nebyly zaznamenany zadné vedlejsi ti€inky a u nikoho nebylo podavani pfedcasné ukonceno. U 7 z 8 déti
(87%) vedla kombinovana terapie ramiprilem a hypotenzivy ke zpomaleni progrese renalniho postizeni. Tzv.
»escape fenomén, tj. opétny vzestup proteinurie po piedchozim poklesu, jsme pozorovali u 7 z 8 déti (87%) za 2,5
— 4 roky od zahajeni terapie ramiprilem.
Zavér: konetné vyhodnoceni celé mezinarodni studie bude jisté postupné publikovano, piesto nase vlastni a
omezena zkuSenost ukazuje, Ze ramipril je bezpecny medikament i pfi vysokém davkovani a jeho podéavani je
efektni i u déti s poruchou glomerularni filtrace.

ARE ACE- INHIBITORS (ACEI) AND INTESIFIED BLOOD PRESSSURE CONTROL USEFUL IN
CHILDREN WITH REDUCED GFR?

Dusek J, K Vondrak, T Seeman, P Dvorték, J Zieg, J Kreisinger, J Janda, Dptm. of Pediatrics, University Hospital
Motol, Prague 5

Renoprotective effect of ACEI has been proved by numerous studies in adults with progressive renal diseases
already in the nineties. Data about usefulness of ACEI inhibitors in children were missing. In 1998 started a large
multicenter study in children organized by Heidelberg pediatric nephrology group. The aim of the study was
clarification following important questions: 1) are ACEI similarly effective in children in slowing down the rate of
CRF progression. 2) would an intensified blood pressure control, aiming at levels in the low normal range, exert an
additional renoprotective effect in patients treated with ACEI?

Altogether 460 children from 33 European pediatric nephrology centers have been enrolled for the study.
The end of study was on 1% July 2007 and preliminary results were presented at IPNA- meeting in Budapest this
year.

Our presentation show some results of our patients enrolled at the Prague center: 5 boys and 4 girls met the
inclusion criteria of study; average age was 10 years and 4 months (4 y 2 m — 16 y 1 m). Five children were
randomized in A group (target blood pressure below the 50™ pc.), 3 children in B group (target blood pressure
between 50" and 95" pc.). All children received ramipril 6 mg/kg/m?, the concomitant antihypertensive therapy was
started if necessary. The average number of antihypertensive drugs was 2,75 in a child (range 1 — 5). All children
were regularly followed in 2 months period and ABPM was performed in every 6 months.

Our results: Eight of 9 children completed the study; average follow up period was 78 months (46-96months) in 8
children. No serious adverse events of ramipril treatment were noticed, there was no withdrawal of ramipril in any
child. In 7 out 8 children this therapy was effective slowing down the rate of the CRF progression (87%).
Proteinuria escape phenomena appeared in 7 out 8 children (87%) 2,5 — 4 years of ramipril treatment.

Conclusions: international study summaries will be published stepwise later, nevertheless our own data in a limited
group of patients show auspicious result.




PRINOS PRENATALNIHO ULTRAZVUKOVEHO SCREENINGU V DIAGNOSTICE ZAVAZNYCH
VROZENYCH VYVOJOVYCH VAD LEDVIN A MOCOVYCH CEST
prospektivni studie, ptedbézné vysledky

Flogelova H.', Smakal O.%, Halek J.°, Michalkova K.*, Geier P.*, Koranda P.>, Dubrava L.°* 'Détska klinika, “Urologicka
klinika, *Gynekologicko-porodnické klinika, “Radiologicka klinika a °Klinika nuklearni mediciny,
Lékarska fakulta Univerzity Palackého a Fakultni nemocnice v Olomouci

Uvod: Vrozené vyvojové vady ledvin a mocovych cest jsou &asté, jejich pozdni diagnostika je spojena s rizikem vyskytu
komplikaci, které mohou vést k zdvaznému poskozeni funkce ledviny. V Ceské republice je povinny prenatalni
ultrazvukovy (UZ) screening, ktery by mél odhalit vétSinu zdvaznych vyvojovych vad ledvin, umoznit v€asné vysetfeni
ditéte a stanoveni optimalni 1écby.

Cil: Prospektivni studii jsme chtéli zhodnotit, zda je senzitivita prenatalniho UZ screeningu dostatecna.

Material a metody: U 3 369 déti narozenych ve Fakultni nemocnici v Olomouci v obdobi 1.1.2005 az 31.12.2006 (
zakladni soubor) byl proveden postnatalni UZ screening. Dé&ti s dilataci panvic¢ky v anterioposteriorni projekci >5 mm
pfi prenatalnim nebo postnatalnim UZ vySetfeni byly dale dispenzarizovany a ptipadné urologicky vysetieny. Hodnotili
jsme, u kolika déti zakladniho souboru se vyskytla zavazna vada ledvin vyZadujici operacni feseni a zda u téchto déti byl
patologicky nalez pti prenatalnim nebo postnatalnim screeningu .

Vysledky: U 12 déti (0,36%) zakladniho souboru byla prokazana natolik zavazna vada ledvin, Ze bylo indikovano
operacni feseni. Ctyfi z téchto 12 déti mély normalni nalez pfi prenatalnim UZ vySetfeni, viech 12 déti mélo patologicky
nalez pfi postnatalnim UZ vysetieni. Senzitivita prenatalniho screeningu byla 66,7%; 95% CI pro senzitivitu: 34,9% az
90,1%.

Zavér: V nasem souboru bylo pomerné vysoké procento déti s vyznamnou vadou ledvin vyZadujici opera¢ni feseni jiz
v prvnim roce véku, které nebyly detekovany prenatalnim UZ. Tyto vysledky jsou vSak predbézné, studie srovnavajici
prenatalni a postnatalni UZ screening dale probiha. Teprve na zakladé vétsiho poctu vySetfenych déti v nasledujicich 3
letech bude provedeno zavérecné statistické zpracovani a vytvoreny navrhy na efektivni zlepSeni diagnostiky vrozenych
vad ledvin.

Studie je podporovana grantem IGA ¢. NR 9512-3.

CONTRIBUTION OF PRENATAL ULTRASOUND SCREENING IN DIAGNOSIS OF SERIOUS
CONGENITAL DEVELOPMENTAL DEFECTS OF THE KIDNEY AND URINARY TRACT
A prospective study and preliminary results.

Flogelova H.", Smakal 0.2, Halek J.>, Michalkova K.*, Geier P.!, Koranda P.’, Dubrava L.*,'Dpt. of Paediatrics, > Dpt. of
Urology, ° Dpt. of Obstetrics Gynaecology, * Dpt. of Radiology *Dpt. of Nuclear Medicine, Medical Faculty of Palacky
University Hospital, Olomouc, Czech Republic

Introduction: Congenital developmental defects of the kidney and urinary tract occur with high frequency and, if
diagnosed late, pose a risk of complications that may lead to serious impairment of kidney functions. Prenatal ultrasound
(US) screening, which is compulsory in the Czech Republic, should detect the majority of serious developmental defects
of the kidney and urinary tract and hence enable a child to be examined in time and given optimal treatment.

Aim: A prospective study has been aimed to identify whether the sensitivity of prenatal US screening is sufficient or not.
Material and methods: In 3,369 children born in the Faculty Hospital in Olomouc between 1 January 2005 and 31
December 2006, postnatal US screening was performed. Children with a renal pelvis dilatation in anterior-posterior
projection

> 5 mm found by either prenatal or postnatal US examination were followed up and when indicated, underwent
urological investigation. We identified the group of children with a serious kidney defect that required surgery and
evaluated whether these children also had a pathological finding from either prenatal or postnatal screening.

Results: In 12 (0.36%) out of 3, 369 children serious kidney defects were confirmed and surgery was indicated. Four out
of the 12 children had a normal finding from prenatal US screening, but all 12 had a pathological finding from postnatal
US screening. The sensitivity of prenatal screening was 66.7%; 95% ClI: 34.9% to 90.1%.

Conclusion: Our cohort of patients included a rather high percentage of children with a serious kidney defect requiring
surgery as early as in the first year of age, which was not detected by prenatal US. The results, however, are preliminary,
since the study which compares prenatal and postnatal US screenings is ongoing. Only when a higher number of children
will be included in the study in the next 3 years, a final statistical analysis will be performed and proposals of
improvement of congenital defects of the kidney and urinary tract diagnosis will be possible. The study has been
supported with the IGA grant NR 9512-3.




KORTIKOREZISTENTNi, CYKLOSPORIN REZISTENTNi NEFROTICKY SYNDROM.
LECITELNA NEMOC?

Pavel Geier, Janusz Feber
Détska klinika FN a LF UP, Olomouc, Division of Nephrology, CHEO, Ottawa, Ontario, Canada

Uvod:

Pacienti s kortikorezistentnim nefrotickym syndromem tvofi pfiblizné 15 % vSech détskych pacientli s nefrotickym
syndromem (NS). V piipad¢, ze se nepodaii navodit remisi, jde o zavazné onemocnéni, které konéi nezvratnym selhanim
ledvin do 5 let od diagnozy u poloviny pacientli. Pfitom neni rozhodujici, zda se jednd o primarni nebo sekundérni
steroidrezistenci.

Kasuistika:

18 mésicni chlapec byl 1écen pro NS. Klinicky a laboratorni obraz v dobé diagndzy byl typicky pro nemoc minimalnich
zmén (nebyla ptfitomna hematurie, C3 komplement byl v normé, nemél hypertenzi). Proto byla zahajena standardni 1écba
Prednisonem 60 mg/m?/den. Remise bylo dosazeno 8.den 1é¢by. Po 6 tydnech byla terapie zménéna na Prednison
40mg/m% 48 hod. Ve 3. tydnu se objevil relaps NS, ktery nereagoval ani na opét zavedenou vysokou davku Prednisonu
podavanou denné. Vzhledem ke kortikorezistenci byla provedena renalni biopsie se zavérem nemoc minimalnich zmén
glomerult. U pacienta se objevily tézké otoky, byl oliguricky a vyzadoval poddni albuminu a diuretik. Dal§im krokem
bylo zahajeni 1é¢by cyklosporinem A (CyA) s cilem dosahnout udolnich hladin okolo 400ng/l se sou¢asnym podavanim
Prednisonu 60 mg /m%den. 1 pies tuto agresivni terapii pietrvavala stale nefroticka proteinurie, pacient byl
hypoalbuminemicky, otekly a vyzadoval diuretickou podporu. Po 3 meésicich od diagndzy jsme pfistoupili k zahajeni
plasmaferézy. Bylo provedeno celkem 15 vymeén, v prvnim tydnu ob den, od druhého tydne denné az do navozeni
remise. Soucasné jsme pokracovali v 1écbé vysokymi davkami CyA a Prednisonu. Po navozeni remise jsme postupné
snizovali Prednison a posléze i CyA. Pro udrzeni dlouhodobé remise byla jesté podana ktira 8 tydnti cyclophosphamidu
v davce 2mg/kg/den. V soucasné dobé je pacient vice jak 8 mésicti v kompletni remisi, ma normalni glomerularni filtraci
a je 1é¢en pouze nizkou davkou cyclosporinu A a inhibitory ACE.

Zavér:

Agresivni 1é¢ba vysokymi davkami Prednisonu, CyA, plasmaferézou a cyclophosphamidem navodila dlouhodobou remisi
u pacienta s kortiko- a cyklosporin A- rezistentnim NS. Navozeni dlouhodobé remise zlepsi dlouhodobou prognézu u
pacientil s timto zavaznym onemocnénim ledvin.

STEROID RESISTANT AND CYCLOSPORINE A RESISTANT NEPHROTIC SYNDROME. A
TREATABLE DISEASE?

Pavel Geier, Janusz Feber
Dept. of Pediatrics, Palacky University, Olomouc, Czech Republic
Division of Nephrology, CHEO, Ottawa, Ontario, Canada

Background:

Steroid resistant nephrotic syndrome occurs in approximately 15% of all cases of childhood nephrotic syndrome (NS).
Patients who are resistant to therapies have a significant likelihood of progressing to end stage renal disease and are a
group in need of novel therapies to delay or prevent this unfavourable outcome.

Case report:

18 month old Caucasian boy was treated for NS. At the time of diagnosis all clinical and laboratory findings were in
concordance with minimal change disease (no hypertension, hematuria or low C3 complement were present). Therefore
we started with Prednisone 60 mg/m?/ day for 6 weeks followed by Prednisone Prednison 40mg/m?/ 48 hr. He achieved
remission of his NS on day 8. Unfortunately he relapsed 3rd week of alternate-day treatment. This relapse was again
treated with high dose daily Prednisone, but he remained resistant. Renal biopsy was done which showed minimal change
disease. Patient’s nephrotic syndrome was severe, with heavy edema, oliguria and he required treatment with albumin
and diuretics. After 6 weeks of unsuccessful daily Prednisone treatment we added cyclosporine A with desired trough
level of 400 ng/l. Despite this treatment patient’s proteinuria remained in the nephrotic range, severe hypoalbuminaemia
and edema were present and he required diuretic support. After 3 month of treatment we decided to start plasmapheresis.
He received 15 treatments, during the first week every second day, since the second week daily until remission had been
achieved. After inducing remission we added cyclophosphamide for 8 week in attempt to maintain sustained remission
and changed Prednison to alternate day treatment for 4 weeks and than tapered slowly down. Patient was weaned off
steroids after 6 months of treatment. At present the boy has been 8 months in remission, his medication consists of low
dose of cyclosporine A and ACE inhibitor. His kidney function is within the reference range.

Conclusion: We present a case report of successful aggressive treatment of steroid and cyclosporine A resistant
nephrotic syndrome. We believe that this aggressive treatment including repeated plasmapheresis helps the patient to
avoid a progression to end-stage renal failure.




FOKALNI SEGMENTALNI GLOMERULOSKLEROZA — PREHLED SOUCASNYCH NAZORU NA
EPIDEMIOLOGIIL, PATOFYZIOLOGII A LECBU.

Pavel Geier, Katefina Kutrova, Alexander Kolsky"
Détska klinika FN a LF UP Olomouc, Pediatrické klinika IPVZ, Praha®

Nefroticky syndrom je nejcastéjsi glomerulopatii u déti. Jeho incidence je ptiblizn¢ 2/100 000 déti. FSGS se
nachdzi u 15 — 20% d¢éti s nefrotickym syndromem, které podstoupi biopsii ledviny. Ve velkych registrech tvoii
pacienti s FSGS 14% pacientl na dialyze a 11% pacientii po transplantaci ledviny. FSGS tak pfedstavuje jednu
Z nejcastéjsich ziskanych pticin chronické renalni insuficience u déti.

Predmétem prace je prehled o epidemiologii, patofyziologii a terapii FSGS ziskany na zaklad¢ série Clankt
publikovanych v Pediatric Nephrology na jafe 2007. V ¢asti epidemiologie je zduraznéno vysoké procento
kterym se FSGS podili na chronické renalni insuficienci u déti a jsou komentovany zpravy o dramatickém
naristu incidence FSGS.

Pfestoze je patofyziologii této nemoci vénovana znand pozornost, tak stale existuje mnoho neznamych.
Klicovym bodem v patofyziologii je porucha v nékterém ze strukturalnich proteinti (nephrinu, podocinu nebo
aktinu), coz ma za nasledek poskozeni integrity podocytl. To potom vede ke ztrat¢ negativity glomerularni
basalni membrany. Poskozené podocyty dale produkuji fadu cytokind, které¢ jsou zodpovédné za néaslednou
progresi glomerulosklerdzy a tubulointerstitialni fibrozy. DileZité poznatky pro pochopeni patogeneze FSGS
ptfinesla molekularni genetika, kterd prokazala mutace v genech pro podocin, actinin, Wilm's tumor supressor
protein a v fad¢ dalsich, které jsou ptitomné u pacientd s hereditarnimi formami FSGS.

Lécba pacienti s FSGS zlstava vyzvou pro vSechny détské nefrology. Piiblizné 80 % pacientt s FSGS je
kortikorezistentnich. Lécebné postupy se daji rozdélit na 1éébu imunosupresivni a 1é¢bu symptomatickou.
V symptomatické 16cbé hraje dilezitou roli kontrola hypertenze, hypercholesterolémie a v posledni dobé
antifibroticka 1é¢ba. Z imunosupresiv jsou Vv 1é¢bé FSGS pouzivany piredev§im vysoké davky steroidd,
cyklosporin A, tacrolimus, MMF a to i v riznych kombinacich. V poslednich n¢kolika letech je publikovano
stale vice zprav o Uspésné 1€cbé pii které se kombinuji imunosupresiva s plasmaferézou.

I ptes fadu uspéchlt v pochopeni patofyziologie a v 1écbé zlstava FSGS onemocnéni, které je nejcasté;si
ziskanou pficinou chronické renalni insuficience.

FOCAL SEGMENTAL GLOMERULOSCLEROSIS — REVIEW OF THE CURRENT CONCEPTS IN
EPIDEMIOLOGY, PATHOPHYSIOLOGY AND THERAPY

Pavel Geier, Katerina Kutrova, Alexander Kolsky®, Dept. of Pediatrics, Palacky University Olomouc, Czech Republic, Dept. of
Pediatrics, Thomayer's Teaching Hospital, Prague, Czech Republic *

Nephrotic syndrome is the most frequent glomerulopathy in children. Its incidence is approximately 2/200 000
children. Focal segmental glomerulosclerosis (FSGS) is found in 15- 0 % of renal biopsies performed in
children. 14% of dialysed patients and 11% of patients after the kidney transplantation are patients with FSGS.
This makes FSGS one of the most common acquired cause of end-stage renal disease.

This presentation is a review of the epidemiology, pathophysiology and therapy of FSGS based on the series of
articles published in Pediatric Nephrology (spring 2007). In the epidemiologic part high number of patient with
FSGS leading to end-stage renal disease and increasing incidence of FSGS is pointed out. Despite the
pathophysiology of FSGS is in the center of attention, many questions are not yet answered. Key problem is
probably the disorder in the structural proteins (nephrine, podocin and actinin) leading to a damage of podocyte
integrity. Finally the base membrane looses its negative charge. Damaged podocytes produce cytokines
responsible for progression of glomerulosclerosis and tubulointersticial fibrosis. Molecular genetic is very
important for understanding of pathogenesis of FSGS. In patients with inherited forms of FSGS mutations in
genes for podocine, actinin, Wilms tumor suppressor protein and many others were disclosed. Therapy of FSGS
in children is a big challenge for all pediatric nephrologists. Approximately 80% of patients with FSGS are
steroid-resistant. Therapeutic approach can be divided to immunosuppressive and symptomatic therapy. In
symptomatic therapy management of hypertension, hypercholesterolemia, and nowadays also antifibromatic
therapy play important role High doses of corticosteroids, cyklosporin A, tacrolimus, mycophenolate mofetil
are used as immunosuppressants. Reports on successful aggressive treatment combining immunosuppressants
with plasmapheresis have been published in the last time.

Despite the progress in understanding of the pathophysiology and therapy of FSGS, this illness remains the
main common cause of end-stage renal disease.




PITNY REZIM SKOLNICH DETI - DOJMY A REALITA.

Gut Josef, détské oddéleni NsP Ceska Lipa
FiSerova Anna, Markgraftova Tereza, 3. roénik - gymnazium Ceské Lipa

Cilem dotaznikové studie bylo na vzorku 3 vékovych skupin v 1.tfid¢€, (7leti), ve 3.tfidé a (9leti) a S.tfide
(1leti) na konci Skolniho roku zmapovat piehled o rozlozeni, orientacnim mnozstvi a kvalité pfijimanych
tekutin, o tom, zda déti pravidelné snidaji, zda nosi do skoly tekutiny a zda maji k obédu polévky.

Soucasti dotaznikové studie bylo i patrani po vyskytu noc¢niho pomocovani v danych vékovych skupinach, po
nykturii a véku, od kterého déti udrzuji kontinenci.

Vysledky: Z celkového poétu 265 vydanych dotaznikd bylo vraceno 243 z nich (91,7 % ).V sedmi letech
snida 65% déti, v deviti letech 64% a v jedenacti uz jen 54% déti. K snidani jasné prevlada ¢aj (u 65% déti),
27% d¢éti pije mléko nebo mlécné napoje. Prekvapivé vysoké procento déti dostava od rodicu tekutiny sebou
do Skoly: 100%, 99% resp. 97%. U 2/3 déti v objemu 500 ml, vétSinou limonadu nebo §tdvu, méné Casto Caj.
Velké procento déti tyto tekutiny béhem Skolniho pobytu vypije: 68%, 67% resp. 85%. Jen mensi cast déti
prvniho stupné si kupuje néjaké napoje cestou do Skoly. Prekvapivé vysoké procento ji ve Skolni jidelné
polévky: 95%, 86% resp. 96%. Stejné tak vysoké procento pije k obcdu jesté dalsi tekutiny.

Prevazna vétSina déti zacala udrZovat Cistotu mezi 2. a 3. rokem , v 6 letech jen 3%.

Ojedinélé piihody no¢ni enurézy (nckolikrdt ro¢n€) jsou popisovany v 18%, 9% resp. v 1%  déti.
Nepravidelnou nykturii udavali rodi¢e ve vysokém procentu: 76%, 78% resp. 84%, naopak jen vyjimecné
rodice své déti k moceni budi: 8%, 1% resp 3%. Obcasné denni drobné tniky se také vyskytovaly jen v malém
procentu: 1%, 3% resp. 3%.

Zavér: Dvé tretiny sedmi- a devitiletych snidaji, pfedev§im ¢aj nebo mlécné napoje. Piekvapivé témet 100%
Skolékt nosi sebou do Skoly napoje, nejcastéji v mnozstvi 500ml, které ve vysokém procentu vypijou. Podobné
témer vSechny déti maji k obédu polévku. U sedmiletych déti je udavana obcasnd enuréza (NE) v 18% s
prudkym poklesem v dalSich 2 vékovych kategoriich. NE se ovSem vyskytovala sporadicky. Velké procento
déti se spontanné k mikci v noci budi, jen ojedinéle jsou rodicemi déti buzeny.

Podékovani za pomoc t¥idnim uéitelim ZS U Lesa , Novy Bor a ZS Dr. Tyrde, Ceska Lipa.

DRINKING REGIME OF SCHOOLCHILDREN - IMAGINATION AND REALITY

Josef Gut, Pediatric Department, Ceska Lipa
Anna FiSerova, Tereza Markgraftova, students of Secondary School in Ceska Lipa

The aim of our questionnaire study was to gain information about quality and quantity of the drinking
regime, breakfasting, a drinking during morning and at the school in three groups of schoolchildren (7, 9
and 11 years old). We also searched for presence of nocturnal wetting, nycturia and an age of beginning of
continence.

Results: The response rate was high: 91,7%. Children have a breakfast in 65% (7 years), 64% (9 years) and
54% (11 years). These children prefer for drinking tea (65%), 27% of them drink milk .The high number of
children surprisingly  bring some beverages to the school (100%, 99% and 97% respectively), mostly of
500ml volume (2/3). Also a high number of children consume these beverages (68%, 67% and 85%
respectively). Nearly all of them eat soup for the dinner (98%, 86% and 96% respectively).

Children mostly began to keep a continence between second and third year. Parents reported sporadic
nocturnal enuresis episodes in 18%, 9% and 1% respectively. Irregular nycturia episodes were noted in 76%,
78% and 84% respectively. On the contrary only small number of parents wake up their children for wetting
during the night.

Sporadic day wetting episodes were not note frequently (1%, 3% and 3% respectively).

Conclusions:

Two thirds of seven- and nine-years old children have a breakfast (tea or milk). Nearly all of children of all
groups bring beverages to the school and consume them and also nearly all of them eat soup for the dinner.
Sporadic episodes of NE were noted in 18% in 7 years old children with rapid decline in next age groups.

The high number of children spontaneously wake up for voiding during the night.




LABIALNI SYNECHIE JAKO KLICKY PROBLEM.

Gut Josef, détské oddéleni NsP Ceska Lipa, Prochazkové Libuse, détské stiedisko Ceska Lipa - Sever, Havlas
Radek , gynekologicko — porodnické oddéleni NsP Ceska Lipa

Synechie labii malych dévcatek neni vzacnym nalezem a zpravidla neni zdrojem klinicky vyznamnych obtizi.
Leung a Robson nalezli v souboru téméf 2000 hol¢i¢ek ve veéku 1-2 let synechii u 1,8% z nich. Anatomicky
lze délit synechii podle lokalizace a rozsahu: nejcastéjSim typem je dorsalni synechie (cca 90%), v piipadé ze
dosahne téméf az predni komisury a nechava jen drobny otvirek pro proud moce hovofime o subtotalni
synechii. Méné casté jsou medialni synechie a ventralni, sjou snadno odstranitelné. Méné Casto muze vsak
byt pficinou vyznamnych problémi (recidivujici uroinfekce, uniky moce, obtizné moceni), ale predevsim
vzacné subvezikdlni obstrukce. [lustrace dvéma kasuistikami.

Pacientka ¢.1. Dvanactiletd divka s vyvinutymi sekundarnimi sexualni znaky s negativni rodinnou
anamnézou uropatii. Nikdy neprod¢€lala uroinfekci a je dlouhodobé kontinentni. Udava, Ze pied pul rokem
piijeti mocila rano v 8.00 ¢irou mo¢, podle divky volnym proudem bez nutnosti forsaze a dale jiz nemocila.
Po obédé si zacala stézovat na bolest bficha s maximem v podbfisSku, které presly v kruté kolikovité bolesti pii
souc¢asném vyklenuti dolni poloviny bficha. Vzhledem k urgentnosti stavu provedena katetrizace méchyie.
Cévkou odteka 1200 ml ¢iré moce a dochdzi k promptni Gleveé. Vyzaddano gynekologické vySetteni. USG
vySetfeni nachdzi retrovezikdlné velky cystoidni ttvar s hladinkou opaleskujici tekutiny navazujici na
délozni dutinu. Lokaln¢ zjisténa pevnd kozZovita subtotdlni synechie malych labii s malym otviirkem, kterou je
treba rozrusit discizi skalpelem. Po uvolnéni odték4a volné 1000 ml hnéd¢é nezapéchajici tekutiny — staré
menstruacni krve. Revidovan vchod do pochvy, ktery je zcela volny, neslo o hymen non-perforatus. Doplnéna
katetrizace méchyte s odchodem dalSich 400 ml ¢iré moce. Ptipad je zcela raritni a v této kombinaci dosud
literarn¢ nepopsany (kombinace retence moce 1600ml a hematokolpos 1000 ml).

Pacientka ¢.2. V poslednich 3 mésicich pozoruji rodice u 3 leté¢ divenky nékolikrat denné mokré
spodni pradlo bez doprovodné symptomatologie, které se objevuje vyhradn€ zhruba do 30 minut po vymoceni
(post voiding dribbling). RozrusSeni nalezené subtotalni synechie vedlo k promptni a definitivni aprave.

SYNECHIA VULVAE AS A SERIOUS CLINICAL PROBLEM

Gut Josef, Prochazkova Libuse, Havlas Radek
Department of Pediatrics and Gynecology, District Hospital Ceska Lipa

Synechia vulvae (adhesions of the labia minora) in prepubertal girls is not a rare condition and may be an
asymptomatic incidental finding. The peak incidence of labial adhesion (LA) occurs at 12-24 months (Leung
and Robson 1,8%). The most frequent type of LA is synechia dorsalis (90%) which can leave only a small
pinhole in ventral portion (synechia subtotalis ), other two types synechia ventralis and medialis are found
only in 10%. Prepubertal and sometimes pubertal girls with LA may present with symptoms like urinary
tract infection (UTI), difficulties in micturion, voiding dribbling and rarely acute retention of the urine due to
subvesical obstruction.

Patient No 1.

Twelve years old girl with signs of sexual maturation, without UTI and incontinence in an anamnesis. She
complained of several transient episodes of painful voiding in the last 6 months. She voided without any
complaints at 8.00 a.m. In the afternoon she reported an abdominal pain predominantly in the lower part. The
pain graduated in a colic character and therefore she attended an emergency pediatric department . She was
urgently catheterized for large bulging of the lower part of abdomen (1200 ml of urine vas drained). There was a
prompt relief of complaints. USG examination found a large retrovesical cystoid space and therefore a
gynecological examination in anesthesia was provided. The tough synechia subtotalis of labia minora was
incised that led to the relieving of 1000ml brown-coloured fluid (menstrual blood) and then additionally 400 ml
of urine was catheterized. The introitus vaginae was free, hymen non-perforatus was not the cause of
emergency. We were not able to find a similar case with a combination of hematocolpos and urine retention due
to LA in the literature.

Patient No. 2:

Parents described frequent episodes of wet pants without urgency symptoms in their 3 old year girl. These
episodes occurred exclusively during 30 minutes after voiding (postvoiding dribbling). The application of local
estrogens led to prompt separation of LA and a complete resolution of symptoms .




KALCIUM-FOSFATOVY METABOLISMUS U DETI S PORUCHOU FUNKCE LEDVIN A
MOZNOSTI LECBY TECHTO PORUCH

Jan Janda, Pediatrickd klinika FN Motol a UK 2.LF Praha
<jan.janda@Ifmotol.cuni.cz>

U dospélych pacient lécenych hemodialyzou dosahuje ro¢ni mortalita az 30%, divodem jsou piedevS§im
kardiovaskularni komplikace.Naproti tomu je mortalita u déti na dialyze a po transplantaci velmi nizka. To ale neni
zasluha pediatrti, déti vstupuji do programu s normalnim nebo jen méné postizenym kardiovaskularnim systémem (KVS).
Rizika postizeni KVS u déti s chronickou renalni insuficienci a selhanim ledvin (CHRI/CHSL): hypertenze, zvySena
rigidita arterialni stény, kalcifikace aortalni chlopné, zvySeni kalcium-fosfatového produktu (CaxP) s precipitaci kalcia
v cévach/ kalcifylaxe, lokalni zanét cévni stény, poruchy metabolismu tukt (hlavné pifi peritonealni dialyze),
hyperhomocysteinémie.

V ramci poruch kalcio-fosfatového metabolismu byla dlouha 1éta pozornost zaméfena na kostni problémy (bone disease),
méné pak na postizeni KVS. Dnes se vi, Ze u déti s CHRI/CHSL se objevuji ¢asné zmény koronarnich a karotickych
arterii- patologie, kterou lze dnes identifikovat modernimi neinvazivnimi metodami (CT- scan, carotis intima media
thickness-CIMT), high resolution ultrasound.etc.)

Zmény koronarnich arterii a karotid vyznamné koreluji s kumulativni dobou dialyzy, CxP, s hodnotou CRP, plasmatickou
hladinou parathormonu a homocysteinu- vSechny tyto faktory podporuji akumulaci kalcia v KVS. Neékteré prace
prekvapive ukazuji, ze koufeni a obesita u téchto pacientli nekoreluji se zménami KVS.

Monitorovani CaxP m4 zékladni vyznam v prevenci komplikaci KVS. Podavani 1,25 dihydrocholekalciferolu je
velmi 0¢inné, bohuzel spojeno srizikem hyperkalcémii. Proto se doporucuje udrZovat nasledujici
parametry- ,target levels,,: kalcium: 2.1- 2.38 mmol/l, fosfat 1.13- 1.78 mmol/l, parathormon 150-300
pg/ml, CaxP méné nez 4.4.

Moznosti farmakoterapie Ca-P poruch: dieta s omezenim fosfatd (u déti velky problém), vazace fosfatd
(calcium karbonat/acetat- tato farmaka ale zvySuji riziko hyperkalcémie s CxP nad 4.4). Proto pokusy o
,calcium free phosphate binders“. U nas dostupny sevelamer (Renagel®, pokusy s lanthan-carbonicum -
Fosrenol® Otazka nejen ceny, ale i ,,safety study*s témito preparaty u déti. I u déti se zkousi kalcimimetikum
Cinacalcet (Mimpara®) kontrolujici hyperparathyreoidisms, tim snizuje riziko CxP nad 4.4. Nutnd je pecliva
monitorizace kalcémie (pozor na vysoké hodnoty, které bohuzel nejsou vzacné). Indikace vazact fosfati je
individudlni, u nékterych pacientd vyhodné podavani sevelameru, lanthanové soli zatim u déti jen ojedinéle.
Zavér: kalcium- fosfatovému metabolismu musi pediatfi pecujici o pacienty s poruchou funkce ledvin
vénovat pozornost nejen vzhledem k moZné kostni nemoci, ale i riziku postiZzeni kardiovaskularniho
systému. Takovy pristup mize zvySit Sanci na dlouhodobé preziti a zvysit kvalitu Zivota u téchto
nemocnych. Doporucuje se vyuzit neinvazivnich mozZnosti sledovani stavu cévniho systému u déti

sCHRI/CHSL a po transplantaci ledvin, tyto metody jsou dnes dostupné i v Ceské republice.
Supported by VZ MSM 0021620819




CALCIUM PHOSPATE METABOLISM IN CHILDREN WITH CHRONIC RENAL
INSUFFICIENY/FAILURE AND HOW TO MANAGE THAT DISORDERS.

Jan Janda
Department of Pediatrics, University Hospital Prague-Motol <jan.janda@Ifmotol.cuni.cz>

The cardiovascular morbidity/mortality in young adults and adult patients with end-stage renal disease (ESRD) is
considerably high reaching in the older individuals up 30%/year. Cardiovascular complications are the main cause of
such high incidence. On the other side, these complications are rather rare in children and adolescents on renal
replacement therapy (RRT). Nevertheless, it is not a merit of pediatricians, but children entering the RRT mostly present
themselves with intact cardiovascular system (CVS) at an age when vascular pathology is still minimal.

Pediatricians taking care of children and adolescents entering the renal replacement therapy (RRT) should be aware of
the possible impact of calcium-phosphate metabolism disorders on the later CV'S complication.

There are known risk of such complication: hypertension, high calcium-phosphate product, local inflammation of
arteries, hyperhomocystinuria, disorders of lipid metabolism in ESRD- all of them may promote calcium precipitation in
the arterial wall.

The pediatricians should be informed on new noninvasive methods how to monitor the changes of CVS (some novel
technologies are already available, e.g. CT-scan, CIMT (carotis intima media thickness, etc.). These methods are
available in CZ since several years. Administration of vitamin D 1,25 ~OH derivates is very effective, but simultaneous
treatment with phosphate binders containing calcium promotes risk of severe hypercalcemia. Thus, monitoring of CaxP
is extremely important to avoid precipitation of calcium in CVS.“Target levels” of plasma values are following:
calcium: 2.1- 2.38 mmol/l, phosphate 1.13- 1.78 mmol/I, parathormon150-300 pg/ml, CaxP lower than 4.4!

Currently available options how to control the CaxP are rather poor. A low phosphate diet in children is not
easy to be implemented.. A discussion is running on the use of calcium- free phosphate binders (sevelamer
(Renagel®) and there are attempts with lanthanum-carbonicum (Fosrenol®), but the safety study has been
scarce. A new class of pharmacotherapy are calcimimetics, e.g. cinacalcet (Mimpara®), which can effectively
control the secondary hyperparathyreoidismus decreasing the risk of calcium precipitation in arterie.
Unfortunately, at present, there is no clear recommendation how to use cinacalcet CRI/CRF or on RRT. Our
center has only a limited experience with cinacalcet, but not with lanthan compounds.
Conclusions: young adults with onset of CRI/CRF in childhood present high prevalence of
cardiovascular complications, which start already prior the transfer of patients to nephrologists for
adults. So, it is a task of pediatricians to focus their activities on this topic to avoid later early damage of
the cardiovascular system.

Supported by VZ MSM 0021620819




KLINICKE PROJEVY RENOVASKULARNI HYPERTENZE U DETI

Kolsky, A, JH.Peregrin™, J.Kova&™, P.Halaskova, 1.Silhankova, J.Skibova™", M.Kolsk4”?, H.Hougtkové.
Pediatricka klinika IPVZ a 1. LF UK, FTN Praha 4, IKEM Praha4”, KDD 3. LF UK, FNKV Praha-10"

Renovaskularni hypertenze (RVHT) v détském veku je zdvazné onemocnéni, u kterého vsak existuje kauzalni
terapie.

Cil studie: retrospektivni analyza klinickych projevi v souboru déti s renovaskularni hypertenzi (RVHT).
Soubor: v letech 1982-2007, byla u 28 déti diagnostikovana RVHT pomoci selektivni digitalni subtrakéni
angiografie (DSA). U vsech téchto déti byla nasledn¢ provedena perkutanni transluminalni angioplastika.
Chlapcu bylo 16 (57 %), divek bylo 10. Praimérny vek byl 12+2,8 (6,2-18) roku. 29 % déti bylo mladsich 10 let,
50 % déti bylo ve véku 10-15 let a 21 % déti bylo starSich 15 let. Primérny BMI byl 18+1,4. RVHT byla
zjisténa u 14 déti v ramci preventivni prohlidky, 7 déti bylo nahodné zachyceno pfi 1ékaiském vySetieni (napf.
urazy, infekéni choroba). 7 déti (25 %) prodélalo hypertenzni krizi. Cefalgii udavalo 17 déti (61 %). Bfisni
Selest byl slysitelny u 8 déti. VSechny déti mély vyznamnou hypertenzi: primérny systolicky krevni tlak (TK)
byl 0 55,24+27,4 % /17-92/ vyssi nez 95. percentil pro dany veék a vySku (severe hypertension, Pediatrics
98,1996, 649-58). Prumérny diastolicky TK byl o0 51+32,8 % /3-122/ vyssi. Hypokalemie byla zachycena u 8
déti (29 %). RVHT na pravé ledviné byla u 14 déti, na levé ledvin€ u 11 déti a 3x se jednalo o oboustranné
postizeni.

Zavéry: Klinické projevy RVHT nejsou charakteristické. Na moznost RVHT je nutno pomyslet u vSech déti s
vysokym TK. U déti s vysokou hodnotou TK je vhodné cilené patrat po biisSnim Selestu. U vSech déti
V bezvédomi, véetné déti s neurologickou symptomatologii, je nutné zmétit TK. Pro spolehlivou diagnozu
RVHT neexistuje jednoducha neinvazivni zobrazovaci metoda. DSA je stale zlatym standardem v diagnostice
RVHT. Toto vysetieni u déti musi vSak byt pfisné¢ indikovano. Je vhodné vysetiovat déti pomoci DSA na
pracovisti, které mize zaroven provést angioplastiku.

CLINICAL SYMPTOMS OF RENOVASCULAR HYPERTENSION IN CHILDREN

A Kolsky, JH.Peregrin’l, J .Kovééll, P.Halagkova, I.Silhankova, J .Skibova™, M.Kolsk4", H.Houstkova
Deptm. of Pediatrics, Thomayer Teaching Hosp. Prague 4, Indy Clin Exp Medicine Prague 4", Dept. of
Pediatrics, Kralovské Vinohrady Univ Hospital, Prague 10"

Renovascular hypertension (RVHT) in childhood is a serious disease which has a causal treatment.

Aim of study: Retrospective analysis of clinical symptoms in a group of children with RVHT.

Material a methods: In the years 1982-2007, RVHT was confirmed in 28 children with native kidneys using
selective digital subtraction angiography (DSA), followed immediately by percutaneuous transluminal
angioplasty in all cases. There were 16 (57%) boys and 10 girls. Their mean age was 12+2.8 (6.2-18) years. Age
distribution: 29% of the children were below 10 years old, 50% were 10-15 years old, and 21% were older than
15 years. Mean BMI was 18+1.4. RVHT was diagnosed in 14 children during a preventive examination, in 7
children accidentally using various medical investigations (e.g., injuries, infectious diseases). Seven children
(25%) had a hypertensive crisis. Headache was reported by 17 children (61%). Abdominal bruit was audible in
8 children. All children had significant hypertension: mean systolic blood pressure (BP) was 55.24+27.4% (17-
92) higher than the 95th percentile for age, height, and sex (severe hypertension, Pediatrics 98,1996, 649-58).
Mean diastolic BP was 51+32.8% (3-122) higher. Hypokalemia was present in 8 children (29%). Stenoses in
the right kidney were seen in 14 children, in the left kidney in 11 children, and bilateral lesions were found in
three.

Conclusion: The clinical features of RVHT are not characteristic. The possibility of RVHT should be
considered in all children with severe hypertension. In these children, it is appropriate to search for abdominal
bruit. Blood pressure determination is mandatory in all comatose children including those with neurological
symptomatology. A simple non-invasive visual method for a reliable diagnosis of RVHT is not available. The
gold standard for diagnosing RVHT continues to be DSA. However, this examination in children is to be
indicated with caution. DSA should preferably be undertaken in departments where angioplasty can also be
performed immediately after the examination.




VYZNAM OSY OPG/RANKL/RANK PRO KOSTNI METABOLISMUS PRI SEKUNDARNI
OSTEOPOROZE A RENALNI OSTEODYSTROFII

S. Kutilek™, S. Skalova®
!Center for Clinical and Basic Research (CCBR), Pardubice
Détska klinika FN, Hradec Kralové

. Osa OPG/RANKL/RANK zéasadnim zptisobem ovliviiuje kostni obrat. RANK je receptor nachézejici se na
prekursorech osteoklastil, stejné jako na zralych osteoklastech. RANKL (ligand pro RANK) ptisobi jako
aktivator, ktery se vaze na RANK, ¢imz dochazi k diferenciaci a aktivaci osteoklastii a zvySeni kostni resorpce.
Stavy se zvysenou kostni resorpcei, jako sekundarni osteopordza, jsou charakterizovany zvySenymi hodnotami
RANKL. Osteoprotegerin (OPG) je peptid, ktery se kompetitivné vaze s RANKL, za fyziologickych podminek
inhibuje diferenciaci a aktivaci osteoklastd, a napomaha tak rovnovaznému stavu mezi resorpci a formaci. U
pacientek/pacientit se zvySenou kostni resorpci v disledku postmenopauzalni ¢i glukokortikoidy-indukované
osteopordzy nNebo primarni hyperparathyredzy byl zjistén zvyseny pomér RANKL/OPG. U nemocnych s renalni
osteodystrofii byly opakované zjistény vyssi hodnoty OPG, coz nejspise ptispiva k rozvoji kostni nemoci s
nizkym obratem, u dialyzovanych pacientd byly zjiStény ovSem rovnéz vyssi hodnoty RANKL, coz ma za
nasledek zvysenou kostni resorpci. Osa OPG/RANKL/RANK je téz cilem biologické 1écby osteopordzy.
Denosumab (AMG 162) je nové vyvinuta lidskd monoklonalni protilatka, kterd se vaze na RANKL a inhibuje
tak jeho aktivitu, ¢imZ dochazi k snizeni kostni resorpce. Oproti OPG ma denosumab delsi polocas ucinku a
vyrazné€ji inhibuje kostni resorpci. Denosumab snizuje kostni resorpci, zvySuje denzitu kostniho mineralu
(BMD) a mechanickou odolnost kosti. V klinickych studiich I. a II. faze byl denosumab Uspé$ny pii podavani
pacientkdm s postmenopauzalni osteoporézou, u onkologickych pacientli s postizenim skeletu a u pacientt s
revmatoidni artritidou.

Zavér: Dosavadni vysledky znamenaji vyznamny posun v IéCbé metabolickych onemocnéni skeletu. Do
budoucna nelze vyloucdit 1é¢ebné ovlivnéni osy OPG/RANKL/RANK téz u vybranych détskych pacientti

THE ROLE OF OPG/RANKL/RANK AXIS IN SECONDARY OSTEOPOROSIS AND RENAL
OSTEODYSTROPHY

S. Kutilek™, S. Skalova®
ICenter for Clinical and Basic Research (CCBR), Pardubice, 2Department of Paediatrics, Faculty of Medicine,
Charles University in Prague, Hradec Kralové, Czech Republic

The OPG/RANKL/RANK axis plays a crucial role in bone turnover. RANK is a membrane-bound receptor
located on both osteoclast precursors and mature osteoclasts. RANKL (RANK ligand) activates RANK,
resulting in osteoclast differentiation and activation with subsequent increase in bone resorption. Disease states
with increased bone resorption, such as osteoporosis, are characterized by increased RANKL levels.
Osteoprotegerin (OPG) is the endogenous RANKL inhibitor, peptide capable of competitive binding with
RANKL. Under physiologic circumstances, OPG inhibits osteoclast differentiation and activation and thus
maintains stable state between resorption and formation.

In patients with increased bone resorption (i.e. with glucocorticoid-induced-osteoporosis or primary
hyperparathyroidism) an increased RANKL/OPG ratio has been observed. In patients with renal
osteodystrophy, high OPG levels have been repeatedy detected, this most probably contributing to low turnover
bone disease. Other authors observed high RANKL values in patients on dialysis, this most probably resulting
in increased bone resorption.

The OPG/RANKL/RANK axis has been targeted in the most recent attempts to treat bone loss. .Denosumab
(AMG 162) is a fully human monoclonal antibody with high affinity and specificity for RANKL, which can
bind and neutralize the activity of human RANKL, thus decreasing bone resorption and increasing bone mineral
density (BMD) and gradually improving the mechanical properties of bone tissue. Compared to OPG,
denosumab has a longer half-life. In phase I-II clinical trials subcutaneously administered denosumab was
efficient in patients with postmenopausal osteoporosis, in patients with multiple myeloma or breast cancer with
bone metastases and in subjects with rheumatoid arthritis.

Conclusions: In close future, targeting the OPG/RANKL/RANK axis may also become an efficient tool in the
treatment of paediatric patients with metabolic bone diseases.




DLHODOBA PROGNOZA SCHONLEINOVEJ-HENOCHOVEJ PURPURY

Lackova K.', Balog M.}, Béér A.°, Pototekova D.°, Podracka L. '
I Klinika deti a dorastu LF UPJS a DFN Kosice*, Ustav patolégie LF UPJS Kosice®, Ustav lekarskej
informatiky LF UPJS®

Schonleinova-Henochova purpura (SHP) je najcastejSia systémova vaskulitida v detskom veku. Prognoza
ochorenia zavisi na tom, ¢i dojde k postihnutiu obli¢iek a vznikne Schoénleinova-Henochova nefritida (SHN).
Stupeit  rendlneho poskodenia nekoreSponduje s intenzitou extrarenalnych priznakov, v moéi je
mikro/makroskopickd hemattria a proteinuria. Priebeh SHN je zvyCajne mierny, ale relevantné udaje
0 longitudindlnom vyvoji renalnych funkcii nie su zname.

Ciel’: Autori v retrospektivnej $tadii zhodnotili longitudinalnu prognézu a prediktivne faktory prezivania u deti
s prekonanou Schonleinovou- Henochovou purpurou.

Material a metédy: Subor tvori 81 deti so SHP s priemernym vekom v ¢ase manifestacie 9,13 + 0,45 rokov (44
dievcat/37chlapcov). Abdomindlne priznaky boli pritomné u 23 deti (28,4%), artritidu malo 29 pacientov
(35,80%). SHN sa vyvinula u 38 chorych (46,91%). 23 z nich (60,5%) malo izolovani hematuriu, 15 (39,5%)
hematuriu s proteiniriou a 8 deti nefroticky syndrom. Rendlna biopsia sa vykonala u 18 chorych.
Longitudinalne sa sledovalo 29 deti so SHN. Priemerna doba sledovania bola 5,3 + 3,8 rokov (6 mesiacov-16
rokov). Z celej skupiny sa u 14 (48,3%) postupne upravil mo¢ovy nalez, 1 pacientka s histologickym nalezom
,crescent mala progresivnu rendlnu insuficienciu a po 4 rokoch dospela na dialyzu, u dalSich 2 doslo
k miernemu zniZeniu obli¢kovych funkcii. Multivariaéna regresna analyza ukazala, Ze izolovana hematuria
Vv Case manifestacie je benigny symptom, ktory ani po rokoch nevedie k poskodeniu rendlnych funkecii
(p=0,0018). V protiklade k tomu, proteinuria signifikantne negativne korelovala s GFR (r=-0.824, p<0.00001).
Kaplan-Meierovou analyzou sa zistil median proteintrie 8 rokov, (CI 95% 3-10 rokov).

Zaver: Dlhodoba progndéza SHP/SHN je dobra. Najdolezitejsi prediktivny faktor longitudindlnej progndzy je
stupeii proteintrie v ¢ase manifestacie SHN.

PROGNOSIS OF SCHOENLEIN-HENOCH PURPURA

Lackova K.}, Balog M.%, Boér A.%, Potoéekova D.5, Podracka L. *
1% Deptm. of Pediatrics, LF UPJS a DFN Kosice, Institute of Pathology?, Institute of Medical Informatics®, LF
UPJS Kosice, Slovak Republic

Schoenlein-Henoch purpura (SHP) is the most common vasculitis in childhood. The prognosis of this disease
mostly depends on the renal involment and the occurrence of Schoénlein-Henoch nephritis (SHN). No
correlation between the renal damage and the intensity of extrarenal symptoms has been found. Both,
macro/microscopic hematuria and proteinuria are present in the urine. The outcome of SHP is obviously mild,
however only few relevant data regarding the long term follow-up of the renal functions are available.

Aim: The aim of this retrospective study was to analyze the prognosis of SHP as well as to determine the
predictive factors for long-term outcome.

Results: The cohort consisted of 81 children (44 girls /37boys), mean age at the time of the manifestation was
9,13 £ 0,45 y. Abdominal symptoms were present in 23 children (28,4%) and arthritis in 29 (35,80%) cases.
SHN occurred in 38 patients (46,91%). From those, 23 children (60,5%) had isolated hematuria, 15 (39,5%)
hematuria plus proteinuria a 8 children nephrotic syndrome. Renal biopsy was performed in 18 subjects.
Longitudinal follow up was done in 29 children with SHN. The mean time of follow-up was 5,3 + 3.8y (6
months-16 years). In 14 subjects (48,3%), from the SHN group the urinary abnormalities disappeared during the
observation period, however in 1 girl crescentic GN developed with progressive renal failure leading to the
dialysis after 4 years of the disease. Moreover, in another 2 patients mild impaired renal functions was
observed. Multivariable regression analysis has revealed that isolated hematuria presenting in the time of
manifestation of SHP is benign and does not lead to the deterioration of renal functions (p=0,0018). In contrary,
significant negative correlation has been found between proteinuria and GFR (r=-0.824,. p<0.00001). Kaplan-
Meier analysis has shown the median of renal survival 8 years (Cl 95% 3-10 years).

Conclusions: The long term prognosis of SHP/SHN is good. The most powerful predictive factor is the degree
of proteinuria at the time of presentation of the disease.




HEMOLYTICKO-UREMICKY SYNDROM A FOKALNE SEGMENTALNI SKLEROSA
GLOMERULU — DLOUHODOBE SLEDOVANI- ZAJIMAVE KASUISTIKY Z NEFROLOGICKE
AMBULANCE

J.Liska, M .Kepkova, B.Culakova, V.Holegek, S. Sobotova
Mulacova nemocnice s.r.o. Plzen

U prvé pacientky se jednalo o dité, které bylo ve véku 7 mésicii pielozeno pro dg. Hemolyticko-uremického
syndrome (HUS) s pocinajici rendlni insuficienci na peritonealni dialyze. V ndsledujicich 1étech pacientka
sledovéna a lé¢ena pro zavaznou renalni hypertenzi ( ve 4 letech 240 / 160 mmHg). Po celou dobu sledovani se
neobjevila rendlni insuficience, hypertenze korigovana dostupnou terapii s dobrym efektem. Pacientka s
normalnimi rendlnimi funkcemi kardiologickymi nalezy I o¢nim pozadim porodila zdravé dité.

Druhy pacient sledovan od roku véku pro zndmky chronického rendlniho zanétlivého procesu s nefrotickym
rysem, opakované provadéna rendlni biopsie s kone¢nou histologickou diagnosou fokaln¢ segmentalni sklerosa
glomerulu. Pacient ur¢itou dobu na kombinované imunosupresi Prednison a Cyklofosfamid. Tato vysazena pro
lécebny  netspéch. V klinickém obraze korigovana rendlni hypertenze, poddvana antiagregancia,
imunomodulancia a antialergicka terapie. Stav se jevi jako stacionarni, pacient absolvuje stfedni skolu, je
normalniho habitu bez subj. potizi, trva snizeni rendlnich funkci. Vénuje se svym zalibam.

INTERESTING CASUISTICS FROM NEPHROLOGICAL OUTPATIENTS - HEMOLYTIC-
UREMIC SYNDROME AND FOCAL SEGMENTAL SCLEROSIS OF THE GLOMERULI-
LONGTERMED FOLLOW UP.

J.Liska, M.Kepkova, B. Culakova, V.Holegek, S.Sobotova
Mul¢. Hospital, Plzen

The first patient was a child of 7 month age and was transported due to hemolytic-uremic syndrome (HUS)
to peritoneal dialysis with incipient renal insuficience. Later was the patient controlled due to serious renal
hypertension (RH), /in age of 4 years the blood tension was 240 / 160 mmHg/. During the whole time no renal
insuficience occurred, hypertenzion was corrected with good results. The patients with normal renal functions,
normal renal functions and cardiological examinations, normal background of the eyes, she delivered normal
healthy child.

The second patients was followed from the first year of the age due to signes of chronic inflamatory process
with nephrotic syndromes. Repeated renal biopsy was perfomed with find histoloical diagnosis of focal
segmental sclerosis of glomerulus . The patient was for some time on combinated immunosupresive therapy —
Prednison + Cyclophosfamid. This was cancelled due to non-effectivity. From the side diagnoses is to be
mentioned immunological alteration, polyvalent food allergy and relapsing bronchitis. The patient was treated
with antiaggregation drugs, antiallergic and immunomodulans with ACE inhibitors. The diesease seems to be
stational. The patient is without subjective problems, is of normal habit and is visiting the secondary school, but
decreased renal functions continue. Hypertension is not found. The patient maintains the therapy, this doesn’t
disturbe him and he goes on his hobies.




GENETICKY PODKLAD KORTIKOREZISTENTNiHO NEFROTICKEHO SYNDROMU

Malina M, Cinek O, Seeman T, Janda J
Pediatricka klinika FN Motol a 2. LF UK, V Uvalu 4, 150 06, Praha 5
Kontakt: telefon : 224 432 001, E-mail : tomas.seeman@Ifmotol.cuni.cz

Nefroticky syndrom (NS) se vétSinou vyskytuje sporadicky a jeho pfiCina zlstdva neznamd (idiopaticky
nefroticky syndrom). Vedle téchto sporadickych forem ale existuji i formy familiarni respektive dédi¢né.
Vétsina ptipadi dédiénych forem nefrotického syndromu u détskych pacientll je zpisobena mutacemi ve
3 genech NPHS1 (nephrin), NPHS2 (podocin) a WT1 (Wilms tumor 1). Klinicky se tyto formy NS pfiznaky
typickymi pro toto onemocnéni, avSak nereaguji na steroidni 1écbu (primary steroid resistant), ani na jinou
imunosupresivni terapii. Onemocnéni vede vétSinou k chronické rendlni insuficienci/selhdni ledvin uz v
détském veéku s nutnosti ndhradni 1éCby véetné transplantace (RRT)..

Znalost genetického podkladu nefrotického syndromu ma tedy zdsadni vyznam pro 1é€bu a urceni prognozy
pacienta. Pacienti s prokazanou hereditarni formou mohou byt uSetfeni steroidni a imunosupresivni terapie,
ktera sebou nese jen riziko vedlejSich ucinkl. Pfizniva je zprava, ze v piipad¢ transplantace ledviny u téchto
geneticky podminénych forem NS se neobjevuji rekurence nefropatie ve Stépu.

Smyslem naSeho sdé€leni je informovat détské nefrology a obecné pediatry, ze Pediatricka klinika FN Motol a
2.LF UK ve spolupraci s Laboratoti molekularni genetiky od listopadu 2007 zavadi vySetfovani mutaci genu
NPHS2, jez zptsobuji vice nez tfetinu ptipadi dédi¢ného nefrotického syndromu. Cilem je poskytnout moznost
molekularné genetického vysetieni détem s nefrotickym syndromem zcelé CR. K tomuto vySetieni jsou
indikovany déti s kortikorezistentnim nefrotickym syndromem nebo déti s familiarnim vyskytem nefrotického
syndromu. K vysetfeni je pozadovan vzorek 5-9 ml EDTA krve nebo izolovana DNA, pisemny souhlas
s vysSetfenim DNA a vyplnény dotaznik s klinickymi a laboratornimi daty pacienta. Vysetfeni bude provadéno
po telefonické ¢i emailové domluvé (viz kontakty v zahlavi abstraktu).

Supported by VZ MSM 0021620819

GENETIC BACKGROUND OF THE CORTICORESISTANT NEPHROTIC SYNDROME

Malina M, Cinek O, Seeman T.

Department of Pediatrics, University Hospital Prague- Motol, 150 06 Praha 5, CZ
Phone +420: 224 432 001

email : tomas.seeman@Ifmotol.cuni.cz

Nephrotic syndrome (NS) occurs mostly sporadically and its primal cause is unknown (idiopathic nephrotic
syndrome). Beside these sporadic forms familiar or hereditary forms of NS occur. Most cases of these
hereditary nephrotic syndromes are caused by 3 mutations in genes NPHS1 (nephrin) NPHS2 (podocine) and
WT1 (Wilms tumorl).

The patients usually present a corticoresistant and other immunosuppressive drugs resistant nephrotic
syndrome. The course of that cases is unfavorable leading to chronic renal insufficiency/failure still in
childhood. The patients are early candidates of renal replacement therapy (RRT) including renal transplantation.
Knowledge of genetic cause of the nephrotic syndrome is essential for treatment and patient’s prognosis.
Patients with proven hereditary forms could be spared corticosteroids and immunosuppressive drugs.

A good message are reports, that such patient do not reveal recurrence of nephrotic syndrome in the grafted
kidney.

By November 2007 Department of Pediatrics, University Hospital Motol in collaboration with Laboratory of
Molecular Genetics is starting a molecular genetic testing of the NPHS2 gene mutations, which are causing
about one third of the familiar nephrotic syndrome cases.

Our aim is to assure molecular genetic tests of the nephrotic syndrome for children from the whole Czech
Republic.

Children with steroid-resistant nephrotic syndrome or patients with familiar appearance of nephrotic
syndrome are indicated for the molecular genetic testing. Testing would be carried out after telephonic or E-
mail contact (see contact list in abstract heading).
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VLIV PORUSENE FUNKCE LEDVIN NA ACIDOBAZICKOU ROVNOVAHU (ABR)

K. MatousSovic, J. Havlin, O. Schiick, M. Horackova
Interni klinika UK 2. LF a FN Motol a 1. interni klinika LF UK a FN Plzen

Cil prace: Metabolicka (nerespiracni) acidéza je téméi konstantnim projevem chronického selhani ledvin. Konvencni
metodou ji hodnotime podle pH a sérové hladiny bikarbonatu a aniontové mezery (“anion gap” — AG). SniZzend hladina
bikarbonatu vSak neni pfiCinou, ale jen disledkem metabolické acidozy. Pricinou poklesu bikarbonatu je zmeéna
koncentraci tzv. nezavisle proménnych veli¢in, kam podle nového ptistupu fadime rozdil naboje na silnych iontech (SID
— “strong ion difference”) a naboj neseny slabymi neprchavymi kyselinami (zejména albuminem a anorganickym
fosfatem). SID pocitame podle rovnice: SID=[Na']+[K*]+[Ca""]+[Mg"*]-[CI] - [UAT]. [UAT] je koncentrace iontd, které
bézné nestanovujeme (napt. laktat, ketokyseliny). Cilem studie bylo posoudit kvantitativni vyznam odchylek téchto
veli€¢in v rozvoji metabolické aciddzy u pacientd s ledvinovou nedostatecnosti. DalSim cilem bylo posouditt, zda
aniontova mezera (“anion gap” — AG) je vhodnym parametrem ukazujicim na zvyseni [UA]..

Soubor pacienti a metody: Do studie vstoupilo 82 pacientii se zvySenou sérovou hladinou kreatininu (95-1164 umol/I,
pramér 307) v disledku riznych ledvinovych chorob. Vysetfili jsme u nich parametry acidobazické rovnovahy podle
Astrupa a dle nového principu sérové koncentrace [Na'], [K*], [Ca™], [Mg""], [CI], [P], albuminu a vypocetli [UAT]
(parametry nutné k posouzeni stavu ABR dle nového principu). AG jsme poéitali podle rovnice: ABR=[Na*]+[K*]-[CI]-
[HCO;.

Vysledky: 24/82 pacienti mélo metabolickou acidéozu (pH méné nez 7,36), 20/82 mélo pH vice nez 7,44, 36 pacientli
mélo pH mezi 7.36-7,44. 1 u vétSiny pacientl s normalnim pH jsme prokazali acidifikujici vliv snizeni SID. Ten byl casto
antagonizovan nizkou hladinou albuminu, takze pH zistalo v normalnich hodnotach. Snizeni SID bylo zptsobeno
zejména snizenim rozdilu naboje mezi [Na']a [CI]. AG vypocéteny podle vyse uvedené rovnice je pomérné piesnym
ukazatelem [UAteprve tehdy, je-li jeho hodnota korigovana na naboj neseny albuminem.

Zavér: U pacientll s poruSenou funkci ledvin vykazuje ABR obvykle posun k metabolické acidéze., neni to vSak
pravidlem. Pfi¢inou této metabolické acidozy je sniZeni SID. SniZeni SID bylo zplisobeno zejména sniZzenim rozdilu
koncentraci mezi [Na* ]Ja [CI] (r*=0,5287; p<0.001) a pondkud méné se na jeho sniZeni uplatiiovalao zvyseni [UA] (
r’=0,169; p<0,001). Koncentrace [UA] pozitivné korelovala se sérovym kreatininem jen pii vyrazn& snizené funkci
ledvin. Acidifikujici vliv snizeni SID je u pacientl s chorobami ledvin ¢asto kompensovan alkalizujicim vlivem sniZeni
albuminu, a hyperventilaci (vedouci ke snizeni pCO5), takze pH muiize zlistat v mezich normalu navzdory vyse uvedenym
acidifikujicim jeviim v disledku ledvinové insuficience.

Studie byla podpofena Vyzkumnym zdmérem MSM 0021620819




INFLUENCE OF RENAL INSUFFICIENCY ON ACID BASE BALANCE

K. MatousSovic, J. Havlin, O. Schiick, M. Horackova

Dept. Medicine Charles University School Med and University Hospitals Prague and Plzen

The aim of the study: Metabolic (non-respiratory) acidosis is a nearly constant consequence of a chronic renal
failure. By a conventional view, we evaluate its disturbance by the serum bicarbonate level and the anion gap
(AG). However, the decreased serum bicarbonate is not a cause, but a consequence of this metabolic acidosis.
The true cause of a decreased serum bicarbonate are deviations of so-called independent variables, i.e. SID
(strong ion difference), the charge on non-volatile weak acids (i.e. albumin and inorganic phosphate — Pi). We
calculated SID according to the following equation: SID=[Na‘']+[K']+[Ca""]+[Mg"*]-[CI] - [UAT. [UAT is
the concentration of ions that are not assayed routinely (i.e., lactate, ketoacids etc.). The aim was to evaluate the
quantitative significance of these variables for a development of metabolic acidosis in patients with decreased
renal function. The other aim was to determine, if AG is an appropriate marker of [UA".]

Material and methods: The group of 82 patients with different renal diseases and increased serum creatinine
levels (96-1164 pmol/l, average 307) were included in the study. We determined the acid-base parameters
according to Astrup and, in a new way, by serum levels of [Na'], [K'], [Ca™"], [Mg""], [CI ], [UAT, [Pi], and
albumin. The serum level of [UA] was calculated. The AG was calculated according to the equation:
AG=[Na]+[K"] -[CI"] -[HCO3].

Results: 24/82 patients had the metabolic acidosis (pH less than 7.36), 20/82 had pH higher than 7.44, and
36/82 had pH within normal range (7.36-7.44}. Also in patients with a normal pH we found tendency to
acidosis due to decreased SID, but this effect was antagonized by an alkylizing effect of hypoalbuminemia,
therefore pH was within a normal range. Decrease in the SID was mainly due to decreased difference between
[Na'] -[CI]. The AG corrected for the charge carried by albumin correlated with [UA]satisfactorily.
Conclusion: In patients with increased serum creatinine levels, the acid-base balance is usually deviated to
metabolic acidosis. The main cause of this disorder is a decrease of SID. This decrease was mainly caused by a
decrease in the difference between concentrations of [Na‘] and [CI ] (r°= 0.5287; p<0.001). In a lesser degree,
the decrease in SID was influenced by an increased concentration in [UAT] (r*=0.169; p<0.001). UA
concentration positively correlated with serum creatinine levels only in patients with markedly decreased
glomerular filtration rate.. Acidosis due to a decrease of SID is frequently compensated by alkylizing effect of
low pCO,. So that pH may remain within a normal range in patients with chronic renal insufficiency.

These investigations were supported by the Research Project MSM 0021620819




KARDIOVASKULARNE RIZIKO U DETI S POKROCILOU OBLICKOVOU CHOROBOU

Podracka L., Hedvig J., Pototekova D."
I Klinika deti a dorastu LF UPJS, Ustav lekdrskej informatiky LF UPJS®, Kosice

. Epidemiologické udaje dokladuja, ze prezivanie deti s chronickou oblickovou chorobou (CKD) je o 35-47%
niz§ie v porovnani s ich zdravymi rovesnikmi. Hlavnou pri¢inou morbidity a mortality st srdcovo-cievne
komplikacie (CVD), ktoré vyvolavaju podla  narodnych registrov az polovicu  vsSetkych umrti.
Kardiovaskularne “smrtonosné bremeno* sa za poslednu dekadu neznizilo, preto sa komorbidita srdca
aciev stava nalichavou vyzvou pre detskych nefrolégov. Pric¢iny CVD su multifaktoridlne. Okrem
tradi¢nych rizikovych faktorov sa uplatiiujl aj s urémiou asociované riziké ako je tekutinové pretazenie, kostna
choroba, hyperhomocysteinémia, anémia atd. Hypertrofia 'avej komory sa vyskytuje az u tretiny deti uz
v predialyzaénom obdobi, preto monitorovanie rizikovych faktorov a kardialnych biomarkerov méze prispiet’
k lepsej stratifikacii a dlhodobej prognéze deti s CKD.

Material a metédy: V subore 47 deti (36 deti s CKD -12 deti 4.5t. CKD-K/DOQI, 13 deti na dialyze /Dx/, 11
po transplantacii /Tx/ oblicky a 11 zdravych kontrol) sme zistovali vzajomny  vztah medzi renalnymi
parametrami, kardiovaskularnymi rizikovymi faktormi (BMI, hypertenzia, lipidy, CRP, homocystein, i-PTH,
kalciovofosforovy metabolizmus) a kardidlnymi biomarkermi (mozgovy natriureticky peptid /BNP/, I-
troponin). Vysledky sme korelovali s echokardiografickym vySetrenim a stanovili prediktivne markery KV
rizika.

Vysledky: 54% deti s CKD wuzivalo antihypertenziva (32% bolo na monoterapii ACE inhibitormi, 16%
uzivalo kombinaciu ACEI a blokatory ARB a 52% iné skupiny liekov). Plazmatické koncentracie BNP boli
vo vSetkych skupinach deti s CKD (Dx 700,1 pg/ml, vs. Tx 75,98 pg/ml, vs. CKD 4. $tadium 51,85 pg/m)
signifikantne vysSie ako v kontrolnej skupine zdravych deti (35,4, p<0,001). Zmenu geometrie srdca sme
zistili az u 54% chorych (37% znich malo koncentricki remodelaciu a 17% excentricki remodelaciu).
Signifikantne vyssie hodnoty BNP sme pozorovali u deti s hypertrofiou l'avej komory ako u chorych bez
hypertrofie komory (404.15 resp. 57.21, p =0.038). Pri multivariacnej korelac¢nej analyze logBNP korelovalo s
hypertrofiou srdca (r = 0,5146, p = 0,0003). Najvyssie BNP mali pacienti s excentrickou hypertrofiou srdca v
porovnani s koncentrickou hypertriou a/alebo remodelingom (758,34 pg/ml; 264, 46 pg/ml; 124.28pg/ml
(p<0,04). Najsilnejsimi nezavislymi rizikovymi faktormi kardialnej dysfunkcie bolo BNP a iPTH (p = 0,0104).
Zaver: U deti s CKD je vysoka prevalencia KV rizika. Kardialna dysfunkcia sa vyskytuje takmer u polovici
chorych. BNP je senzitivny kardidlny biomarker vhodny na predikciu CVD u deti s chronickou oblickovou
chorobou. Na definitivne potvrdenie naSich vysledkov s potrebné kontrolné klinické Studie na vel'kom stubore
deti.




POHYBOVA AKTIVITA A KARDIOVASKULARNI KOMPLIKACE (CVD)
U DETI A DOSPiVAJICICH S PORUCHOU FUNKCE A PO TRANSPLANTACI LEDVINY (TxL)

Prochazka M, Radvansky J, Klinika télovychovného Iékatstvi FN Motol a .UK 2.LF

Dlouhodobé pieziti pacienta zafazovaného v détském véku do dialyzaéné-transplanta¢niho programu (CHDTP)
je limitovano predevsim stavem jeho kardiovaskuldrniho aparatu. Soubor rizikovych faktort vykazuje urcité
shodné rysy s metabolickym syndromem (jedna z hlavnich zajmovych oblasti oboru télovychovné lékaistvi).
Potencionalnimi rizikovymi faktory vzniku onemocnéni KVA jsou hypertenze spojena se vznikem hypertrofie
levé komory, dyslipidémie, anémie, hyperfosfatémie a hyperkalcémie, malnutrice, pozdé€ji u pacientii po TxL
1é¢enych prednisonem Casto nadvaha s poklesem aktivni télesné hmoty a zmnozenim tuku. Dal§imi rizikovymi
faktory jsou stav chronického zanétu, inzulinova rezistence a snizena variabilita srde¢ni frekvence- nasledek
vegetativni dysfunkce. VSechny tyto faktory mohou byt v rizné mife pfitomny pii poruchéch funkce ledvin.
Déti a dospivajici maji v konecném stadiu chronického rendlniho selhani az 1000x vyssi riziko imrti na nemoci
KVA oproti zdravé populaci. Po uspésné TxL se sice riziko CVD vyznamné snizuje, presto zlstava vyznamné
zvysené vuci zdravé populaci.

Zcela obecné je prokazan piiznivy vliv pfiméfené pohybové aktivity na snizeni rizika vzniku CVD u dospé€lych
1 u déti. Existuji obecnd doporuceni tykajici se druhu, intenzity a frekvence pohybové aktivity u déti a
adolescentd. Neni ale jednoznacné, zda jejich aplikace u déti v CHDTP piinasi vysledky srovnatelné s obecnou
détskou populaci. Hypertenze po TxL je pfitomna u vétSiny déti, musi byt tedy 1écena anthypertenzivy. Je tieba
uvazit, zda kombinace antihypertenziv nema byt volena s ohledem na optimalizaci krevniho tlaku v zatézi,
jehoz alterace by mohla mit neptiznivy vliv na funkci §tépu. Také klinicky néma a v praxi ¢asto opomijena
alterace vegetativnich funkei je nezdvislym rizikovym faktorem vzniku nemoci KVA a zdroven faktorem
ovlivnitelnym vhodnym pohybovym rezimem.

Pokud se podati zvysit dlouhodobé zvysit télesnou aktivitu, ocekdvame pii dodrZzeni pohybovych doporuceni
zvySeni télesné zdatnosti. To samo o sobé redukuje riziko CVD. Klinicky by se mohlo projevit sniZenou
potfebou medikace zlepSenim psychické kondice a kvality Zivota téchto pacienti.

Z piedbézné vlastni studie provedené u 14 déti vyplyva, Ze pacienti po uspéSné TxL ledvin maji sniZenou
toleranci fyzické zatéze, ktera koreluje s orienta¢né zjiSténou chudou pohybovou anamnézou. 43% z nich
mélo hypertonickou reakci na zatéz, pricemz 83% z pacienti s alterovanou reakci krevniho tlaku v zatézi
bylo pred za¢atkem zatéZového testovani normotenzni!

Zavér: déti a mladistvi po transplantaci ledviny jevi celou fadu zdravotnich rizik, kterd je mozné snizit
adekvatnim pohybovym reZimem. MoZno doporucovat pohybové aktivity s délkou cviceni pod 1 hodinu. Je
tieba v&dét, ze na specializovanych pracovistich existuje moznost ovéfeni vlivu zatéZe na krevni tlak a dalsi
kardiorespiracni parametry zatézovym testem, kterym lze zaroven podstatné zptesnit racionalni doporuceni
pohybové aktivity.

Kontakt: jiri.radvansky@Ifmotol.cuni.cz




PHYSICAL ACTIVITY AND CARDIOVASCULAR COMPLICATIONS IN CHILDREN AND
ADOLESCENTS WITH ALTERED KIDNEY FUNCTION AND AFTER KIDNEY
TRANSPLANTATION (Tx)

Prochazka Michal, Radvansky Jif, Departmen of Sports Medicine, University Hospital Motol and 2" Medical Faculty, Charles
University Prague.

Survival of child and adolescent in chronic dialysis-transplantation program (CHDTP) is limited especially by
condition of his cardiovascular system (CVS). The set of risk factors is similar to metabolic syndrome, which is
one of the most examined condition in sports medicine. Potential risk factors of CVD are hypertension, which is
related to left ventricle hypertrophy, dyslipidemia, anemia, hyperphosphatemia and hypercalcemia, malnutrition
and overweight with reduced muscle mass and increased body fat in patients treated with corticoids. Similarly,
chronic inflammation, insulin resistance and reduced heart rate variability as a result of autonomic dysfunction
are also independent risk factors of CVD. All these factors could be presented in chronic renal failure — the risk
of cardiac death in children and adolescents in end-stage renal disease is 1000-fold higher than in general
population. The risk is significantly decreased after successful Tx, but it is still higher than the general
population.

Benefit of proper physical activity on decreasing risk factors of CVS diseases in general pediatric and adult
population is well documented. There are general recommendations about type, intensity and frequency of
physical activity in children and adolescents. It is not clear, if the application of these recommendations for
children in CHDTP is as beneficial as in general pediatric population. Hypertension after Tx is presented in
majority of children and it must be treated with antihypertensive medication. We should always consider if the
antihypertensive medication could be optimized also with respect to the exercise blood pressure reaction.
Exaggerated reaction of blood pressure to exercise could alter graft function. Clinically silent and practically
neglected autonomic dysfunction is an independent risk factor of CVS diseases. It can be positively influenced
by proper physical activity regime, too.

If these patients would be adherent to the increased physical activity, we expect, when rational prescription is
proposed, substantial increase of physical fitness, which reduces risk of CVS diseases by itself. Reduced
medication and improvement of mental state and quality of life is the expected clinical effect.

Our preliminary study in 14 children after renal Tx suggests, that children after successful Tx reveal
reduced exercise tolerance. This correlates with poor physical activity history, 43% of them had
exaggerated reaction of blood pressure to exercise, but 83% patients with exaggerated reaction of blood
pressure showed normal resting blood pressure!

Conclusion: There are many risk factors in children and adolescents after renal transplantation, which can be
reduced by adequate physical activity regime. Activities, which duration up to 1 hour are recommended. It is
possible to verify the reaction of blood pressure and other cardiovascular parameters by exercise testing, which
also improves the rational physical activity prescription.

Contact: jiri.radvansky@Ifmotol.cuni.cz




POHYBOVA AKTIVITA A TELESNA ZATEZ U DETI S NEFROPATIEMI

Radvansky Jifi, Prochazka Michal, Klinika télovychovného 1ékarstvi FN Motol a UK 2.LF Praha

Je prokéazano, Zze vhodné zvolend pravidelna pohybové aktivita spravné uréené intenzity, trvani a frekvence ma
ptiznivy vliv na zdravi vSeobecné détské populace a je tcinnou a levnou nefarmakologickou intervenci u déti a
dospivajicich s metabolickym syndromem, jehoz prevalence se v détském veéku bohuzel rychle zvysuje.
Chronickéd onemocnéni ledvin a metabolicky syndrom maji v tomto sméru fadu podobnosti. Dnes se povazuje
za prokazané, ze obezita je jasnym rizikovym faktorem pro vznik hypertenze a dokonce nezavislym rizikovym
faktorem i u fady primérnich nefropatii! Pfitom jde o stavy, kde n€které vyznamné rizikové faktory mohou byt
redukovany zménou sedavého zZivotniho stylu a zvySenim télesné aktivity..

Doporuceni tykajici se pohybové aktivity pro pacienty s nefropatiemi se lisi jen v detailech - o to podstatné&jsich
- od doporuceni obecnych. Tim nejpodstatnéj$im je, ze intenzivni pohybové aktivity nad 45 minut mohou vést
k rendlni hypoperfuzi. Druhym spornym bodem je hypertonicka reakce na télesnou zatéz, o jejimz vlivu na
ledviny zatim nejsou diikazy. Diiraz je obecné kladen na aerobni aktivity, které ptiznivé ovliviiuji komplikace
chronického ledvinného onemocnéni jako je hypertenze, dyslipidémie a autonomni dysfunkce. Nicmén¢ i
aktivity vedouci ke zvySovani svalové hmoty, které jsou velmi ¢asto opomijeny, mohou byt pro détské a
adolescentni pacienty s chronickou nefropatii prospésné. Jiny typ zatéze nez vytrvalostni je vhodny zejména v
oblasti kostniho zdravi, inzulinrezistence, prevence funkénich poruch hybného systému a ztrat svalové hmoty u
pacientti pti dlouhodobé terapii kortikosteroidy. Zména zivotniho stylu S vys§im zastoupenim pohybové aktivity
signifikantné snizuje riziko kardiovaskularniho onemocnéni, zvysuje se télesna zdatnost (ktera ma k tomuto
riziku bliz$i vztah nez samo mnozstvi provozované télesné aktivity) a v neposledni fadé se zlepsi psychicka
kondice a kvalita Zivota téchto pacientu.

Potencionalnimi komplikacemi pii zvySeni télesné zatéze mohou byt hematurie a proteinurie, které byvaji ve
valné vétSin¢ benigni a spontanné se upravi. Dale hyponatrémie, ktera byva nejcastéji dilu¢ni. Jsou popsana i
télesnou aktivitou indukovand akutni rendlni selhdni. Jejich etiologie je vzdy multifaktoridlni, nejméné jeden
z faktori je spolecny i pro metabolicky syndrom: hyperurikémie .

Zavér: fada pacientll s nefropatiemi je zcela zbyteéné osvobozovana od télesné vychovy a jiné télesné zatéze
(napf. stavy po akutni pyelonefritidé, akutni glomerulonefritidé, pacient v kompletni remisi nefrotického
syndromu, VUR, n¢které vrozené anomalie UPT, mirnd hypertenze, atd.) Tento pfistup se jevi Casto jako
kontraproduktivni, je to i legitimace na metabolicky syndrom. Individudlni posouzeni aktualniho stavu
nefropatie détskym nefrologem, rozsahu doporucené télesné zatéZe a snaha presvédCit rodi¢e o vhodnosti
télesn¢ aktivity jsou podstatné.

Télesna zatéz u déti po transplantaci ledviny je predmétem dalSiho sd€leni.




PHYSICAL ACTIVITY AND EXERCISE IN CHILDREN WITH NEPHROPATHY

Radvansky Jifi, Prochazka Michal, Department of Sports Medicine, University Hospital Motol and 2nd Medical Faculty of Charles
University in Prague

Advantageous influence of properly selected regular physical activity on health in general pediatric population
is well documented. Physical activity is effective and inexpensive non-pharmacological intervention in children
and adolescents with metabolic syndrome. The prevalence of metabolic syndrome in youths is unfortunately
quickly increasing. Chronic kidney diseases and metabolic syndrome are relatively similar. It is proved today,
that obesity is a risk factor for development of hypertension and even independent risk factor for many primary
nephropathies! Some important risk factors of these conditions could be reduced through reducing sedentary
behaviors and increasing of physical activity.

Physical activity recommendations for patients with nephropathy are similar to recommendations for general
population. Nevertheless, the differences are essential. The most important one is, that intensive physical
activity with duration above 45 minutes could cause renal hypoperfusion. Exaggerated reaction of blood
pressure to exercise is also questionable. Its influence on kidneys is not documented yet. Generally, aerobic
activities are preferred for their beneficial influence on complications of chronic kidney disease like
hypertension, dyslipidemia and autonomic dysfunction. Nevertheless, activities leading to increase of muscle
mass, which are often marginalized, could bring benefits for children and adolescents with chronic
nephropathy. Non-endurance activities are beneficial for bone health, reducing insulin resistance, for prevention
of functional disorders of movement system and reducing loss of muscle mass in patients on long-term
corticosteroid therapy. Life style change with more participation on physical activity significantly reduces risk
of cardiovascular disease, improves physical fitness (which is more strongly correlated to metabolic risk than
total physical activity) and — last but not least — improves psychical condition and quality of life of these
patients.

Potential complications of increasing physical activity could be hematuria and proteinuria, which are in most
cases benign and resolve spontaneously. Hyponatremia, which is most often dilutional, is the next one. The
exercise-induced acute renal failure is also documented, but it is always multifactorial. At least one of risk
factors is common with metabolic syndrome: hyperuricemia .

Conclusion: Many patients with nephropathies are unnecessarily discharged from physical education and other
physical activities (i.e. state post acute pyelonephritis, acute glomerulonephritis, patient in complete remission
of nephrotic syndrome, vesicourethral reflux, some congenital disorders of kidneys and urinary tract, mild
hypertension, etc). This approach often seems to be counter-productive and it unassailable leads to metabolic
syndrome. Individual assessment of actual stage of nephropathy, volume of recommended physical activity and
strong drive to convince parents about usefulness of physical activity by pediatric nephrologist are essential.
Physical activity in children after kidney transplantation is topic of next report.




VEZIKOURETERALNI REFLUX (VUR) U PACIENTU S FEBRILNI INFEKCI MOCOVYCH CEST-
KLESA JEHO VYSKYT?

VESICOURETERAL REFLUX - IS THIS DIAGNOSIS GETTING RARE IN PATIENTS WITH
FEBRILE UTI?

Ryba L, Ulmanova B., Détské oddéleni nemocnice v Usti nad Orlici
Department of Pediatrics, District Hospital Usti nad Orlici

V létech 2002-2006 jsme hospitalizovali 159 déti ve véku 0-19 let, u vSech se jednalo o 1.epizodu febrilni
infekce mocovych cest. Diagnostika akutni pyeloenefritidy byla stanovena dle Jodalovych kriterii. U 92
pacient byla provedena klasicka mikéni cystouretrografie. 64/92 byly déti od 0-2 let. VUR byl nalezen pouze u
10 déti, u

8 z nich §lo o vékovou skupinu do 2 let, jen 2 pacienti byli star$i, ale max. do 6 let. Pfekvapivé se jednalo pouze
o dévcata.

Incidence VUR v naSem materialu byla tedy neocekavané nizka. a data neodpovidaji obecné uvadénym
statistickym pfehledim. Diskutovany mozné pficiny.

In years 2002 — 2006 altogether 159 children aged 0-19 years were investigated for the presence of VUR after
having first episode of febrile UTIL. Diagnosis of acute pyelonephritis nephritis was confirmed according Jodal’s
criteria.

In 92 children of the whole group voiding cystouretrography was performed, including all 64 children aged 0- 2
years.

Vesicoureteral reflux was found in 10 of 92 patients, 8 of them aged 0-2 years, 2 aged 2-6 years, none was older
than six. Surprisingly, all patients with the diagnosis of VUR were girls.

The incidence of VUR in our group doesn’t exceed 10% and is considered compared to common data very low
and possible reasons of our findings are discussed




VESICOURETERAL REFLUX - IS THIS DIAGNOSIS GETTING RARE IN PATIENTS WITH
FEBRILE UTI?

Ryba L, Ulmanova B, Détské oddéleni, Nemocnice v Usti nad Orlici

In years 2002 — 2006 altogether 159 children aged 0-19 years were investigated for the presence of VUR after
having their first episode of febrile UTI in their life. Diagnosis of acute bacterial interstitial nephritis was
confirmed according to Jodal’s criteria. In 92/159 children voiding cystouretrografy has been performed. This
examination included 64 children aged between delivery and the second birthday.

VUR was found in 10 children, 8 of them aged 0-2 years, 2 aged 2-6 years, none was older than six. All
children with the diagnosis of VUR were girls.

The incidence of VUR in our group was surprisingly low and did not exceed 10% and is considered compared
to common dates very low.

We add data from 71 children in the age from 0 to 19 years, which had been on the list of the nephrologist due
to VUR in district Usti nad Orlici by the end of year 2006.




POLYCYSTICKA ONEMOCNENi LEDVIN —
AKTUALNI STAV REGISTRU DETSKYCH PACIENTU V CESKE REPUBLICE V ROCE 2007

Seeman T, Blahova K, Dusek J, Fencl, F, Flogelova Hl, Sulakova T2, Skalova S3, Simkova E, Starha J4, Vondrak K, Zaoral TZ, Janda J, IDétska

klinika FN Olomouc, 2Détsk4 klinika FN Ostrava, 3Détska klinika FN Hradec Kralové, 411.détska klinika FN Brno, Pediatricka klinika FN Motol,
V Uvalu 84, 15006 Praha 5

Polycysticka onemocnéni ledvin patii nejcéastéjsim deédicnym nefropatiim, nejcastéjsi je s incidenci 1:1000
autozomalné dominantni polycystéza ledvin (ADPKD), nejzavaznéjsi je autozomalné recesivni polycystoza
ledvin (ARPKD), ktera se vyskytuje s incidenci cca 1:40 000. V roce 1992 byl vytvoien po vzoru registru
dospélych pacienti Registr détskych pacientd s polycystickym onemocnénim ledvin v Ceské republice.
V registru jsou evidovany déti na zakladé doporuceni osetiujicich Iékaid, nejcastéji détskych nefrologi.
Evidence pacienti zahrnuje udaje o rodinné anamnéze, klinickém stavu ditéte, sonografickém nalezu, renalnich
funkcich, krevnim tlaku a mocovych nalezech. Cilem registru je zlepSeni diagnostiky a 1é¢by téchto pacientd,
zejména se zaméfenim na hlavni 1é¢itelné komplikace — hypertenzi a proteinurii. V¢éasnym odhalenim a terapii
téchto komplikaci by mohlo dojit ke zlepSeni dlouhodobé nepfiznivé prognodzy velké Casti pacientil
s polycystozami ledvin

K 31.12.2006 bylo v Registru evidovano celkem 191 déti s ADPKD a 32 déti s ARPKD. U vsech déti
s ADPKD byla glomerulérni filtrace az na 2 piipady déti s velmi ¢asnou (novorozeneckou) formou manifestace
onemocnéni v mezich normy. U vétSiny déti se vSak vyskytovaly 1éCitelné komplikace, zejména arteridlni
hypertenze (1/3 déti), proteinurie (1/2 déti). Byl zjistén vztah mezi sonomorfologickym postizenim ledvin
(poctem cyst, velikosti ledvin) a krevnim tlakem. U vétSiny déti bylo provedeno také molekularné-genetické
vySetteni gent zpisobujicich ADPKD — PKDI1 a PKD2. Probiha studie zabyvajici se vlivem typu mutované¢ho
genu na prub&h onemocnéni. Lécba hypertenze nebo proteinurie ACE-inhibitory je u téchto pacientt efektivni a
bezpec¢na v redukci TK a proteinurie.

Ze 32 déti s ARPKD, které ptezily novorozenecké obdobi, je 28 déti v soucasné dobé nazivu (pfi¢iny umrti:
respiracni insuficience 1x, srde¢ni selhani 3x). 24% je jiz dialyzovano nebo zije s transplantovanou ledvinou.
Hypertenze byla zjisténa u vice nez 90% déti. Postizeni jater mélo 92 % déti. U 14 z nich byla diagnoza
potvrzena i molekularné geneticky (bud’ nepfimou DNA diagnostikou nebo pifimou DNA diagnostikou
kauzalnich mutaci genu PKHD1 od r.2002). Byl odhalen vztah mezi typem mutace genu PKHDI1 a klinickym
prubéhem onemocnéni, genotyp ma tedy prognostickou vypovédni hodnotu. Od roku 1994 je mozna i prenatalni
diagnostika autozomalné recesivnino polycystického onemocnéni ledvin metodami DNA diagnostiky (5
piipadi v CR) a narozeni druhého postizeného ditéte v rodiné Ize pomoci molekularng-genetické prenatalni
diagnostiky na 100% zabranit. Terapie je zaméfena na 1éCbu arterialni a portalni hypertenze, chronického

selhani ledvin.

Vsem kolegum, kteri jiz do registru své pacienty evidovali, velice dekujeme. O dalsim vyvoji registru a novinkach o
polycystozach ledvin budeme pravidelné informovat na pracovnich setkanich. Prosime i dalsi zdjemce o spolupraci na rozsirovani
registru, aby se ohldsili na E-mailove adrese a piedem jim dékujeme. E-mail: <tomas.seeman@Ifmotol.cuni.cz>




POLYCYSTIC KIDNEY DISEASES — REPORT FROM THE CZECH REGISTRY OF CHILDREN
WITH POLYCYSTIC KIDNEY DISEASES 2007

Seeman T, Blahova K, Dusek J, Fencl F, Flogelova H*, Suldkova T**, Skalova S***, Simkova E, Starha J**,
Vondrak K, Zaoral T**, Janda J

Dpt.of Paediatrics Prague, Univ. Hospital Motol, *Dpt.of Paediatrics Olomouc, **Dpt.of Paediatrics Ostrava,
***Dpt.of Paediatrics Hradec Kralové, Czech Republic

e-mail: tomas.seeman@Ifmotol.cuni.cz

Czech registry of polycystic kidney diseases (PKD) in childhood has been established in 1992 to improve the
management of children with PKD.

We report on the clinical course of children with autosomal dominant and autosomal recessive polycystic
kidney disease (ADPKD and ARPKD), who have been reported to this registry during the last 15 years (1992-
2006).

Until 31% December 2006 altogether 191 children with ADPKD and 32 children with ARPKD have been
reported to the registry.

ADPKD: In all but two cases glomerular filtration rate was normal (both children had very early onset form of
ADPKD). There has been substantial proportion of children who suffered from treatable complication such as
arterial hypertension (1/3 of children) or proteinuria (1/2 of children). A correlation between structural changes
of the kidney (e.g. renal size or number of renal cysts) and blood pressure has been found. Most children had
molecular genetic testing performed (PKD1 and PKD2 genes), a study on genotype-phenotype correlation is
ongoing. Treatment of hypertension and proteinuria with ACE-inhibitors are effective and safe in reducing
blood pressure and proteinuria.

ARPKD: 32 children who survived the neonatal period have been reported to this registry from the whole
Czech Republic. Diagnosis of ARPKD was made by negative parental history of PKD and typical renal
ultrasound findings in all children and positive DNA linkage analysis or direct mutational analysis of the
PKHD1 gene in 16 children (direct DNA analysis is feasible outside CR since 2002). 28 children are still alive
(causes of death: respiratory failure n=1, cardiac failure n=3). Renal function was normal in 36% of children
(only juvenile forms), 39% of children had chronic renal insufficiency and 24% was already dialysed or
transplanted. Hypertension was found in more than 90% of children (the only normotensive children had
juvenile form). A correlation between the type of mutation and phenotype has been revealed. Prenatal diagnosis
was carried out in 5 families. Liver involvement (congenital hepatic fibrosis and/or hepatomegaly and/or
splenomegaly and/or pathological liver ultrasound and/or oesophageal varices) showed 92% of children.
Treatment is focusing on the therapy of arterial and portal hypertension and chronic renal failure.

We welcome all new children with PKD to be registered in this registry.




REGRESE HYPERTROFIE LEVE KOMORY U DETI S RENALNI A PRIMARNI HYPERTENZI
LECENYCH MONOTERAPIi RAMIPRILEM

Seeman T., Gilik J.*, Vondrak K., Simkova E., Flogelova H.**, Janda J.
Pediatricka klinika a Kardiocentrum* FN Motol, Dé&tska klinika FN Olomouc**

Uvod a cil studie: hypertrofie levé komory (LVH) patii mezi rizikové faktory kardiovaskularni morbidity a
mortality. Inhibitory angiotenzin konvertujiciho enzymu (ACEI) jsou u dospélych pacientii schopné indukovat
regresi LVH. Nebylo vSak dosud prokézéano, zda-li jsou ACEI schopné navodit regresi LVH také u détskych
pacientl. Cilem této prospektivni intervencni studie bylo zjistit, zda ramipril snizi vyskyt LVH u déti 1é¢enych
pro hypertenzi.

Metodika: 21 déti (pramérny veék 15.0 let) s renalni (76%) nebo primarni (24%) hypertenzi bylo 1é¢eno 6
meésicl monoterapii ramiprilem. Hypertrofie levé komory byla definovana jako index masy levé komory
(LVMI) >38.6 g/m2-7. Krevni tlak byl méfen pomoci 24-hod. ambulantniho monitorovani krevniho tlaku
(ABPM) a cilovym krevnim tlakem (TK) byl TK <95.percentil.

Vysledky: 19 dé&ti dokongilo 6 mési¢ni studii. Primé&my LVMI klesl po 6 mdsicich 1écby z 36.8 g/m2-7
(rozmezi 18.9-55.8) na 32.6 g/m2-7 (19.0-52.1, p<0.05). Prevalence LVH klesla ze 42% na 11% (p<0.05).
Primérny ambulantni TK klesl o 11, 7, 8 a 7 mmHg (denni systolicky a diastolicky TK a no¢ni systolicky a
diastolicky TK, p<0.01). Prevalence hypertenze klesla ze 100% na 47% (p<0.05). Byla nalezena pozitivni
korelace mezi LVMI a noénim systolickym TK na zacatku studie (r=0.46, p<0.05). Glomerularni filtrace a
kalémie se nezménily.

Zavéry: tato prvni pediatricka intervencni studie prokazala, Ze ramipril je u¢inné antihypertenzivum,
které i u détskych pacientii S renalni a primarni hypertenzi sniZuje masu levé komory a vede k ustupu
jeji hypertrofie.

Supported by VZ MSM 0021620819

REGRESSION OF LEFT VENTRICULAR HYPERTROPHY IN CHILDREN WITH RENAL AND
PRIMARY HYPERTENSION TREATED BY RAMIPRIL MONOTHERAPY

Seeman T., Gilik J.*, Vondrak K., Simkova E., Flogelova H.**, Janda J.
Dpt. of Pediatrics and Kardiocentrum* Univ. Hospital Motol, Prague, Dpt. of Peditrics, Univ. Hospital
Olomouc**

Background: Left ventricular hypertrophy (LVH) is a risk factor for cardiovascular morbidity.
Antihypertensive treatment with angiotensin-converting enzyme inhibitors (ACEI) is able to induce the
regression of LVH in adults. However, there is no study showing an ability of ACEI to induce the regression of
LVH in children.

The aim of the study was to investigate the effect of ramipril on left ventricular mass and blood pressure (BP) in
hypertensive children.

Methods: Twenty-one children (median age 15.0 years) with renal (76%) or primary (24%) hypertension were
prospectively treated with ramipril monotherapy for 6 months. BP was evaluated using ambulatory BP
monitoring and hypertension defined as mean BP >95™ centile. LVH was defined either as left ventricular mass

index LVMI >38.6 g/m2-7 (pediatric definition) or as LVMI >51.0 g/mz-7 (adult definition).

Results: Nineteen children completed the study. The median LVMI decreased from 36.8 g/m2-7 (range 18.9-

55.8) to 32.6 g/m2-7 (19.0-52.1, p<0.05) after 6 months. The prevalence of LVVH decreased from 42% to 11%
using the pediatric definition (p<0.05) and did not change using the adult definition (5% and 5%). The median
ambulatory BP decreased by 11, 7, 8 and 7 mmHg for daytime systolic, daytime diastolic, nighttime systolic
and nighttime diastolic BP (p<0.05) respectively. A positive correlation was found between LVMI and
nighttime systolic BP at the start of the study (r=0.46, p<0.05). Renal function and serum potassium level
remained stable.

Conclusions: ramipril is an effective drug in children with hypertension which is able to reduce not only BP but
also left ventricular mass and induce regression of LVH.




TRANSPLANTACE LEDVIN U DETI V CESKE REPUBLICE-
STAV V ROCE 2007

Seeman T, Dusek J, Dvorak P, Kreisinger J, Moravek J 1, Simkova E, §patenka J 2, Vondrak K, Zeman

L1, JandaJ
Pediatricka klinika UK 2.LF Praha a FN Motol, V Uvalu 84, Praha 5

IKlinika détské chirurgie FN Motol, 2 Transplanta¢ni centrum FN Motol

Transplantace ledviny je 1é¢ebnou metodou volby pro détské pacienty s chronickym selhanim ledvin (CHSL), nebot’ déti
po transplantaci maji lepsi dlouhodobé pieziti i kvalitu Zivota nez déti dialyzované. V CR byly zahajeny transplantace
ledvin u déti v roce 1977 v IKEM, prvni transplantace ledviny u ditéte ve Fakultni nemocnici Motol byla provedena v
roce 1981 a v soucasnosti provadi transplantace ledvin pro déti z celé CR a n&které déti ze Slovenska.

Vysledky: od roku 1981 do 31.8.2007 bylo ve FN Motol provedeno celkem 201 transplantaci ledvin. Do roku 2000 byly
provadény pouze transplantace ledvin od zemfelych darcti, v roce 2001 byla provedena prvni transplantace ledviny od
zijiciho ptibuzného darce. Primérny vek ptijemct byl 12.4 let (1.9 - 20.2). Primérna doba od zatazeni na ¢ekaci listinu
do doby transplantaci je 6.2 mesict. Od roku 1988 je priimérné pieziti pacientd po 5 letech 91%, primérné 5-leté preziti
transplantovanych ledvinnych $té€pi je 70%.

K 31.12.2006 bylo v détském transplantaénim centru FN Motol sledovano celkem 49 déti s funkénim $tépem.
Primérny sérovy kreatinin byl 122 pmol/l (rozmezi 71 — 220). VétSina déti byla léCena trojkombinaci
imunosupresiv: kortikosteroidy (n=47), takrolimus (n=38) nebo cyklosporin (n=6) a mykofenolat (n=36) nebo
azathioprin (n=7); 7 déti bylo 1é€eno sirolimem. Akutni rejekci prodélalo alespont 1x celkem 33% déti, pouze u
3 déti se jednalo o kortiko-rezistentni akutni rejekci. Nejcastéjsi komplikaci po transplantaci jsou infekce,
zejména mocove, a arteridlni hypertenze (92%). Primérny pocet uZivanych antihypertenziv na dit€ se zvysil na
2.9 (v€etné diuretik), ¢cimz se podafilo zlepsit kontrolu hypertenze.

V roce 2006 bylo provedeno 6 transplantaci (1x od zivého darce), v letosnim roce k 31.8.2007 dalSich 6
transplantaci, 12.5.2007 byla provedena jubilejni 200. transplantace.

Zavér: transplantace ledviny je 1écebnou metodou volby pro déti s chronickym selhanim ledvin, vysledky transplantaci
ledvin u déti v CR jsou plné srovnatelné s vyspélymi zapadoevropskymi nebo severoamerickymi staty.

RENAL TRANSPLANTATION IN CHILDREN IN THE CZECH REPUBLIC IN 2007

Seeman T, Dusek J, Kreisinger J, Moravek J*, Simkova E, Spatenka J** Vondrak K, Zeman L*, Janda J
Dpt.of Paediatrics Prague, Univ. Hospital Motol, Prague, *Dpt.of Paediatric Surgery, **Transplantation Center

Paediatric renal transplantation in the Czech Republic (CR) has been started in 1977 in Institute of Clinical
and Experimental Medicine (IKEM), the first paediatric renal transplantation in University Hospital Motol has
been performed in 1981 and since then paediatric renal transplantation are performed in Prague — Motol for all
children from CR and selected children from Slovakia.

Results: until 31% August 2007 altogether 201 renal transplantations in children have been performed in CR
(living related donors in 5 cases, since 2000). The mean age of the recipients was 12.4 years (range 1.9 - 20.2).
The mean waiting time on the waiting list is 6.2 months. Since 1988 (introduction of cyclosporine) the 5-year
patient survival is 91% and graft survival 70%.

At the end of 2006 altogether 49 children with renal graft were followed-up at University Hospital Motol. The
mean serum creatinine was 122 umol/l (range 71 — 220). Most children were on triple immunosuppressive
therapy: steroids (n=47) and tacrolimus (n=38) or cyclosporine (n=6) and mycophenolate (n=36) or
azathioprin (n=7); sirolimus was used in 7 children. 33% of children had at least one acute rejection episode
(only in 3 children steroid-resistant acute rejection). The most common complications are infection (mainly
urinary tract) and arterial hypertension (92%), the mean number of antihypertensive drugs increased to 2.9
drugs/patients and the control of post-transplant hypertension improved.

Conclusions: renal transplantation is the treatment of choice for children with end-stage renal failure and the
results of paediatric renal transplantation programme in the Czech Republic are comparable with results from
West- European and North-American countries.




INTERSTICIALNI NEFRITIDA JAKO KOMPLIKACE LECBY MESALAZINEM

S.Skdlovd', P.Dédek", O.Pozler*, M.Podhola’
Détskd klinika® , Fingerlandiv istav patologie?, FN a LF UK Hradec Krdlové

Uvod

5-aminosalicylaty jsou bézn¢€ pouzivany v 1€cbé idiopatickych stievnich zanéta.

Mesalazinem indukovanad intersticialni nefritida je vzacnou komplikaci s incidenci uddvanou méné nez 1 z 500
lécenych pacientil. Je charakterizovana predominanci muzského pohlavi, chybénim specifickych ptiznaka a
nalezi v moci, vysokym rizikem chronické rendlni insuficience a v akutni fazi dobrou dopovédi na lécbu
kortikoidy.

Kazuistika

15-lety chlapec 1é¢eny od 2003 pro idiopatickou proktokolitidu nejprve sulfasalzinem,

od r. 2004 mesalazinem v davce 3g/den, azathioprinem s max.3 mg/kg/den a prednisolonem Vv postupné se
snizujici ddvce 8mg/den. Pfi pravidelné kontrole v ¢ervnu 2007 byl subjektivné bez obtizi, pouze hmotnostni
ubytek —4,5 kg/4 mésice, laboratorné zaznamenana FW 60/88, anémie v KO a zvySend hodnota urey 10,2
mmol/l a kreatininu 126umol/l. Po vysazeni mesalazinu nedoslo k poklesu sérové hodnoty kreatininu, navic se
po 2 tydnech objevily teploty a erytema nodosum. Objektivni nélez: vyska 167 cm, hmotnost 46,5 kg, TK
128/70 mm Hg, bledy, bez otokll, erytema nodosum na dolnich koncetinach. Laboratorné¢ FW 90/130, anémie s
Hb 93g/l, urea 6,5 mmol/l, kreatinin 130 umol/l, v mo¢i chemicky bilkovina 1j, v moCovém sedimentu 1x
leukocyturie, jinak nalezy negativni, kvantitativni proteinurie max.0,19g/24h, selektivita proteinurie tubularni,
clearance kreatininu 1,036ml/s/1,73m? koncentraéni test po podani desmopresinu 838 mmol/kg, U-
NAG/kreatinin 7,1 nkat/mmol, beta-2-mikroglobulin v mo¢i 0,59mg/l. UZ vySetieni ledvin a mocovych cest
S normalnim nalezem. DMSA scan ledvin s hrubé nehomogennim parenchymem a cetnymi loziskovymi
defekty, MCUG negativni. Rendlni biopsie se zastizenim loziska chronické tubulointersticialni nefritidy se
zanikem vétSiny glomerulti ve vzorku. Na zdkladé anamnestického faktu 1é€by mesalazinem, laboratorniho
nalezu zvySené hodnoty kreatininu, bioptického nalezu a vylouceni jiného onemocnéni, stanovena diagnodza
mesalazinem indukované intersticidlni nefritidy. Po zah4jeni 1écby pulsy metylprednisolonu a nésledné 1écbé
prednisonem doslo k vyraznému zlepseni klinického stavu a k ipravé laboratornich hodnot s poklesem FW a
hodnoty sérového kreatininu. Prognoza chlapce z hlediska renalnich funkci vSak zlstava nejista.

Zavér:

Kazuistikou demonstrujeme vzacnou rendlni komplikaci 1€¢by mesalazinem. U pacientii léenych 5-
aminosalicylaty je nutné kontrolovat renalni funkce v pravidelnych intervalech, vzestup sérového kreatininu je
Casto jedinym, 1 kdyz jiZ pozdnim ptiznakem mesalazinem indukované intersticialni nefritidy.




INTERSTITIAL NEPHRITIS ASSOCIATED WITH THE USE OF MESALAZINE

S.Skalovd', P.Dédek", O.Pozler*, M.Podhola®
Department of Pediatrics® , Fingerland’s Department of Pathology®, Charles University in Prague, Faculty of
Medicine and University Hospital in Hradec Kralové

Introduction

5-aminosalicylate compounds are widely used in therapy of inflammatory bowel diseases. Mesalazine-induced
interstitial nephritis is a rare complication that occurs in less than 1 in 500 treated patients. This complication
shows a male predominance, an absence of specific symptoms or findings in urinalysis, a high frequency of
chronic renal insufficiency and a favorable response of active nephritis to steroid therapy.

Case report

A 15-year-old boy with idiopatic proctocolitis has been treated since 2003. He received sulphasalazine for one
year and since 2004 the treatment has been changed to mesalazine in dose 3g daily, azathioprine with maximal
daily dose 3mg per kg of body weight and prednisolone in tapering daily dose to 8 mg per kg of body weight.
On regular examination in June 2007, he had no complaints but there was weight loss —4.5 kg during last 4
months. Laboratory assessement revealed elevated ESR 60/88, anemia and elevated levels of blood urea
nitrogen 10,2 mmol/l and creatinine 126umol/l. There was no improvement in laboratory findings after
cessation of mesalazine therapy and fever and erytema nodosum has developed during 2-weeks period. On
examination in July 2007, his height was 167 cm, weight 46.5 kg, BP 120/70 mm Hg, he was pallore without
evidence of edema and with erytema nodosum on his legs. Laboratory findings revealed high ESR 90/130,
anemia with hemoglobin level 93g/l, blood urea nitrogen 6.5 mmol/l, creatinine 130 umol/Il. Urinalysis revealed
trace protein, microscopic urinalysis except leucocyturia in one urine specimen was overall normal. 24-hour
proteinuria was maximally 0.19g per day with tubular pattern, creatinine clearance 1.036ml/s/1.73m?,
concentration ability of kidney after desmopressin 838 mmol/kg, U-NAG/creatinine 7.1 nkat/mmol, U-beta-2-
microglobulin 0.59mg/l. Renal sonogram was normal. DMSA scan showed bilateral diffuse non-homogenic
pattern with mulitfocal defects of isotope uptake. VCUG was negative. Kidney biopsy revealed chronic
tubulointerstitial involvement with sclerosed majority of glomeruli. Considering that there was history of
mesalazine treatment, increased serum creatinine level, biopsy finding of tubulointerstitial nephritis and
exclusion of any other disease we conclude the diagnosis of mesalazine-induced nephritis. We started therapy
with metylprednisolone pulses with subsequent oral prednison treatment. Despite the fact of clinical and
laboratory mprovement, the overall prognosis of renal function in this boy remainds uncertain.

Conclusion

We report a rare complication of mesalazine treatment. As demonstrated in this case regular renal screening in
patients treated with 5-aminosalicylate compounds is important. Serum creatinine elevation is frequently the
only but late sign of mesalazine-induced interstitial neprhitis.




JEDNA NEMOC NESTACI?

Senketik, M"., Skilova S.", Senketikova, M.”
Détska klinika Fakultni nemocnice Hradec Kralové, Oddéleni 1ékarské genetiky Fakultni nemocnice Hradec
Kralové

Kasuistické sdéleni

V kratkém kasuistickém sd€leni demonstrujeme ptipad chlapce, ktery byl ptijat pro béznou respiracni infekci,
Chlapec, v dob¢ piijeti ve véku 25 mésicl, trvale umistén v ustavni péci pro svalovou hypotonii a
psychomotorickou retardaci. Pfijat na lizko pro stfedné zavaznou dyspnoi pii obstruktivni bronchitidé. Ve
vstupnim vySetfeni zjiSténa vyznamna proteinurie, na jejimz podkladé nasledné diagnostikovan nefroticky
syndrom. Lécba kortikoidy byla uspésna. V ramci hospitalizace byla zpétné prehodnocena anamnesticka data,
dopInéna DNA anylyza, ktera potvrdila Prader-Williho syndrom.

IS ONE DISEASE TOO LITTLE?

Senketik, M.", Skalova S.", Senkefikova, M.*
Department of Pediatrics and Department of Medical Genetics, University Hospital Hradec Kralové

Case report:

The authors present brief case report on a boy, who was admitted due common respiratory infection- common
cold. During his in-patients stay in hospital, the boy “acquired” two further prognostic very serious diagnoses.
The boy was follow-up for muscle hypotonia and psychomotoric retardation from the since delivery. The child
was referred to admission from an institution for abonded and retarded children. He was admited at the age 22
month with obstructive bronchitis and serious expiratory dyspnoea. Significant proteinuria was detected in the
first urinalysis and following examination confirmed diagnosis of nephrotic syndrome. Standard treatment with
steroids was successful and resulted in remission of disease. .

Detailed retrospective history and further investigation revealed surprisingly suspected Prader-Willi syndrome.
This diagnosis was later confirmed using molecular genetics evaluation (DNA- analysis).




ZHODNOCENI ULTRAZVUKOVYCH A RADIONUKLIDOVYCH PARAMETRU
PELVIURETERALNI OBSTRUKCE PO PROVEDENE PYELOPLASTICE V KOJENECKEM
VEKU.

Smakal O. ,Vrana J., Flogelova H.2, Geier P., Kutrova K, Michalkova K.
Urologicka klinika FN Olomouc’, Détské klinika FN Olomouc?, Radiologicka klinika FN Olomouc *

Cil: Zhodnotit vyvoj UZ a MAG3 scintigrafickych nélezii u déti operovanych pro pelviureteralni obstrukci
(PUJ) v kojeneckém véku.

Soubor a metody: U 23 déti - 14 chlapct a 8 divek ve véku 1-10 mésici (& 4,3) byla v obdobi 2004-2005
provedena pyeloplastika na 24 ledvinach. Operace byla indikovéna na zéklad¢ klinickych ptiznak a po
zhodnoceni  dynamiky vyvoje ultrazvukovych (UZ) a radionuklidovych ukazatel PUJ obstrukce.Tyto
parametry byly kontroln¢ vyhodnoceny za 12-16 mésicl po operaci. Byly sledovany UZ parametry: stupei
hydronefrézy dle SFU, pfi¢ny pramér panvicky v predozadni projekci (APIR), tloustka renalniho parenchymu a
pfi dynamické diuretické MAG3 scintigrafii byla hodnocena relativni funkce ledviny a charakter diuretické
ktivky.

Vysledky: U vSech operovanych ledvin dosSlo ke zlepSeni hydronefrézy dle SFU o 1-2 stupné. APIR se
primérné zmensil z 21,6 mm na 6,1 mm. Tloustka parenchymu se primérné zvétSila z 3,5 mm na 8 mm.

U vsech ledvin po provedené pyeloplastice doslo dle hodnoceni diuretické kiivky

k normalizaci drendze. Zmény relativni funkce ledvin po operaci byly zavislé na vychozich predoperac¢nich
hodnotach.. U ledvin s hypofunkci 37-40 % doSlo k navratu k norm¢, u 1 ledviny s funkci 28 %, ale po
oboustranné operaci doslo k poklesu na 13 % a u ledviny s funkci 19 % se nalez stabilizoval na 18%.

Zavér: Pyeloplastika v kojeneckém véku vedla k normalizaci sledovanych UZ a radionuklidovych parametra
obstrukce PUJ. Doslo k rychlému naristu tloustky parenchymu. Ani v¢asna operace nevedla k upravé relativni
funkce ledviny u stavii, kde byl pted operaci pokles funkce pod 30 %.

EVALUATION OF THE OBSTRUCTION OF THE PELVIURETRAL JUNCTION AFTER THE PYELOPLASTIC IN INFANTS
BY ULTRASOUND AND RADIONUCLIDE SCAN

Smakal O.%, Flogelova H.”,Geier P., Kutrova K., Michalkova K.
Dept. of Pediatrics, Palacky University, Olomouc, Czech republic

Dept. of Urology, Palacky’s Teaching Hospital, Olomouc, Czech republic
Dept. of Radiology, Palacky’s Teaching Hospital, Prague, Czech republic

Aim: To evaluate the progression of US and MAG 3 findings in infants operated for pelviuretral obstruction

Methods: 23 children (14 boys and 8 girls in the age from 1-10 months - & 4,3) were operated in years 2004-
2005. Pyeloplastic was indicated on the base of clinical signs and progression of PUJ obstruction evaluated by
US and MAG 3. 12-16 months after the operation these parameters were checked again. US parameters: grade of
hydronephrosis according SFU, transverse diameter of pelvis in the anteroposterior projection (APIR) and
finally thickness of the renal parenchyma. MAG 3 parameters: relative kidney function and shape of the diuretic
graph.

Results: In all operated kidneys degree of hydronephrosis was decreased. APIR decreased on an average from
21,6 mm to 6,1 mm. Thickness of the parenchyma increased on an average from 3,5 mm to 8 mm. Drainage was
normalized in all kidneys according to MAG 3. Relative kidney function was dependent on the initial value. In
kidneys with hypofunction from 37-40 % was the function normalized. In kidneys with lower initial function
the results were worse.

Conclusion: Pyeloplastic in infants led to normalisation of US and radionuclide parameters of the obstruction.
Increase of the renal parenchyma thickness was observed. Function of the kidney with the initial value under the
30 % was not improved, despite prompt surgical correction of the obstruction.




VYSKYT HYPERTENZE A NON-DIPPINGU MEZI DETSKYMI DIABETIKY

Sulakova T., Janda J*, Cerna J., Janstova V1., Bosakova A., Slany J.
Klinika d&ts.1ékatstvi FN Ostrava, ‘Pediatricka klinika. FN Motol

Cil studie: Zjistit vyskyt hypertenze (HT) a non-dippingu (ND) mezi déti s diabetem mellitem(DM) 1. typu. Pokusit se
zjistit zavislost na antropometrickych parametrech, dob¢€ trvani diabetu, dlouhodobé glykemické kontrole, renalnich
funkcich a rozdily mezi hypertenznimi a normotenznimi diabetiky a mezi diabetiky s ND proti diabetiklim se zachovalym
no¢nim poklesem krevniho TK (TK)
Soubor a metody: U 50 déti (23 chlapctt) s DM 1. typu bylo provedeno ABPM — 24 hodinové ambulantni monitorovani
TK. Primérny veék pacientti byl 13,92 + 2,95 rokd, trvani diabetu 7,38 + 2,7 1.
Vysledky: diagn6za hypertenze (HT) byla stanovena na zakladé ABPM u 26 (52%) probandti, pouze 1 pacient mél denni
HT, 6 (12%) denni i no¢ni HT, 19 (38%) izolovanou no¢ni HT. Mezi pacienty s HT bylo 17 (65%) osob s ND proti
normotenznim pacientim, kde ND byl pfitomen jen u 9 déti (37,5%). ND se celkové vyskytoval u 26 (52%) déti, 1
pacient byl nehodnotitelny, 23 déti mélo dostatecny pokles no¢niho TK. Pacienti s HT méli vyznamné vyssi hodnoty
systolického, diastolického a stfedniho TK za 24 hodin, béhem dne i noci (p = 0,00), systolické a diastolické tlakové
zatéze (p = 0,00) a niz§imi hodnotami no¢niho poklesu TK (STK p = 0,035, DTK p = 0,006 a tepové frekvence
(p=0,016). Jejich antropometrické parametry, trvani diabetu, dlouhodoba glykemicka kontrola, hodnoty aktualni
glykémie, kreatininu a mikroalbuminurie byly podobné jako v normotenzni skupin€. Vsichni pacienti s ND méli
vyznamne vyssi hodnoty nocniho systolického, diastolického a stredniho TK (p = 0,0156, p=0,0098, p= 0,00), systolické
a diastolicke tlakové zatéze v noci (p= 0,042, p= 0,0054) a nizsi pokles systolického, diastolického a stredniho TK (p =
0,00, p = 0,00, p = 0,00). Pacienti s ND méli také vyssi HbAIC (p = 0,025) a delsi trvani DM (p = 0,032). V ostatnich
parametrech se nelisili od pacientii s dostatecnym nocnim poklesem TK.
Zavér: Pacienti sDM 1l.typu v nasem souboru vykazovali vysoky zachyt izolované no¢ni HT, kterou nelze
postihnout prileZitostnym méfenim TK. Vyskyt ND byl spojen s horsi metabolickou kontrolou a del$im trvani
diabetu, ale vyskyt HT ani ND nebyl spojen s nadvahou pacienti. Pomérné ¢asta no¢ni hypertenze a non-dipping
opraviiuji k doporuceni vénovat méfeni tlaku u détskych diabetikii vétSi pozornost neZ dosud, vCetné zarazeni
metody ABPM v urditych intervalech, aniZ by se zanedbavalo béZné méfeni piilezitostného krevniho tlaku.
Supported by VZ MSM 0021620819

THE INCIDENCE OF HYPERTENSION (HT) AND NON-DIPPING (ND) IN CHILDREN WITH
DIABETES MELLITUS TYPE 1 (DM).

Sulakova T, Janda J*, Bosakové A, Cerna J, Janstova V1, Slany J,
Dptm. of Pediatrics, University Hosp. Ostrava and Medico-Social Faculty Ostrava, ' Dptm. of Pediatrics, University
Hospital Prage- Motol

Aim of study: To determine the incidence of HT and ND in children with DM. To find out differences in anthropometric
parameters, time of diabetes duration, long metabolic control (HBAL1C) and renal functions in patients with HT and
normotension and patients with ND and with normal decrease in night blood pressure (BP).
Patients and methods: ABPM has been examined in 50 children (23 boys) with diabetes Type 1, mean age13.92 + 2.95
yr., duration of diabetes 7.38 + 2.7 yr.
Results: 26 (52%) patients revealed HT, 1 patient (2%) showed daily HT, 6 (12%) revealed day and night HT, 19 (38%)
patients then isolated nocturnal HT. Approximately one fourth of patients -26 children (52%) revealed non-dipping using
ABPM and 23 (46%) patients demonstrated normal decline of night BP.
Seventeen patients (65%) with HT revealed ND in comparison with only 9 patients (37.5%) with normotension. The
patients with HT had significantly higher systolic (S), diastolic (D) BP and MAP for 24 hours, during the day and during
the night (p=0.00), higher systolic and diastolic BP load (p=0.00), and lower nocturnal BP fall (SBP p= 0.035, DBP
p=0.006) and heart rate (p=0.016). The children with HT and normotension did not differ in anthropometric parameters,
duration of DM, HbALC, creatinine and microalbuminuria. All patients with DN had significantly higher nocturnal SBP
(p=0.0156), DBP (p=0.0098) and MAP(p=0.00), SBP load (p= 0.042),DBP (p=0.0054) and lower night SBP, DBP and
MAP fall (all p=0.00). The children with ND had higher HbA1C (p=0.025) and longer diabetes duration (p=0.032). The
rest of the investigated parameters were similar in these two groups.
Conclusion: Diabetic children reveal high rate of isolated nocturnal hypertension, the only method to find it out is
ABPM. The occurrence of non-dipping phenomena was associated with deteriorated metabolic control and longer
duration of diabetes. Surprisingly, the occurrence of hypertension and non-dipping was not associated with overweight.
In authors” opinion, the wide use of ambulatory blood pressure monitoring may be recommended in children with
diabetes. ABPM promotes early intervention in hypertensive patients and may improve the metabolic control of diabetes.
Supported by VZ MSM 0021620819




PROC SE LEDVINA ZMENSUJE?

Nemcovi A., Suldkova T., Dolezilova V." | Slany J.
KDL, 'Radiodiagnosticky tstav FN Ostrava a KKP ZSF OU Ostrava

Michaela je pacientka s Ehlers - Danlos (ED) syndromem IV. — vaskularniho typu diagnostikovana v
kojeneckém véku genetickym vySetienim a svalovou biopsii. Vzhledem k deformitdm hrudniho skeletu (pectus
excavatum, skoliosa) bylo provedeno n¢kolik neuspéSnych pokusti o operacni korekei (4/01, 12/03, 5/04), které
byly pro masivni krvaceni pfedcasné ukonceny. Od r. 2000 je pacientka ve sledovani nefrologické ambulance
po ptekonané mocové infekci, na sonu pravé ledviny nejasny nalez, hodnoceny v.s. jako solitarni cysta. Divka
byla opakované hospitalizovana na nasi klinice pro stavy krvaceni - v 6/99 opera¢ni revize pro hemoperitoneum
spont., 4/01 - spontanni hemothorax s nutnosti hrudni drenaze. V 6/2004 - spontanni krvaceni do retroperitonea
s organizaci hematomu v oblasti pr. ledviny, oblast vlevo bez krvaceni. Soucasné na sonu zjisténa diskrepance
ve velikosti ledvin (PL 105, LL 85 mm) a susp. cysta v oblasti PL. Na konzervativni 1é¢bé postupné doslo ke
kompletni regresi hematomu. Ke konci hospitalizace zjisténo zmenSeni LL o 1,5 cm. Byla provedena
dynamicka a staticka scintigrafie ledvin, s prikazem praktické afunkce LL — 5%, drendz vpravo v norm¢,
vlevo afunkéni kiivka. Ambulantni 24hodinové monitorovani krevniho tlaku (ABPM) - bez znamek
hypertenze (HT). Etiologicky jsme zvazovali moznost krvaceni s ischémii. Doporucené spiralni CT ledvin bylo
rtg specialisty kontraindikovdno. V 4/06 dalsi krvaceni do retroperitonea vpravo, feSeno konzervativné. PL
kompenzatorn¢ zvétSena a v jejim hilu patrny v.s. konvolut cév, LL 4 cm. Na ABPM zavazna denni i no¢ni HT,
dostate¢ny pokles TK v noci. Vzhledem k zavaznimui podezieni, Ze jde o cévni anomalii indikovana spiralni
CT angiografie s prikazem objemného vakovitého serpigindzniho dissekujiciho aneurysmatu s centralnim
trombem a. renalis 1. dx a malého sakovitého aneurysmatu s infarktem dolniho p6lu PL. Vlevo tepna vlasovité
zuzend s malym aneurysmatem nad timto zizenim. Nélez konzultovan s angiology, kteti povazovali néalez za
invazivn¢ nefesitelny. Doporuéen konzervativni postup s korekci TK mezi 90 - 95 percentil. 'V 5/06 — drobné
krvaceni do retroperitonea, CT prokdzalo mensi regresi ptivodniho loziska. 10/06 — krvéaceni do m. iliacus sin.
Zavér: Rendlni aneurysma je jednou z moznych, ale méné castych komplikaci ED IV. typu, prakticky
nefeSitelné invazivné. Nalez svrastujici se LL u nasi pacientky je dan kombinaci trombotizace hematomu a
anatomickymi poméry (skoliosa), které vedly k zastaveé krvaceni a ischémii ledviny.




CENTRALNI MOZKOVA PRIHODA U 10 LETEHO CHLAPCE S MALIGNI HYPERTENZI

Polochova R. %, Suldkova T. %, Neiser J. %, Kacifova R. >, Peregrin J. * Prochazka V.”, Slany J. :

Klinika d&tského 1ékarstvi FN Ostrava®, Oddéleni pediatrické resuscitadni a intenzivni péde

FN Ostrava®, Radiodiagnostické oddéleni Karvinska hornickd nemocnice a.s.®, Zakladna radiodiagnostiky a
intervenéni radiologie IKEM*, Radiodiagnosticky Gstav FN Ostrava®

. Uvadime neobvyklou kazuistiku cévni mozkové piithody (CMP) u desetiletého chlapce. Pét let pied CMP byla
u pacienta popsana na echokardiografii hrani¢ni velikost levé komory, ptilezitostny TK v normé. Tti roky pied
CMP prodélal jednostrannou periferni 1ézi n. VIIL., etiologie nebyla zjisténa. V fijnu 2006 byl ptfivezen na nasi
ambulanci pro nahlou bolest hlavy, zvraceni a somnolenci. Pfi pfijeti na odd¢leni pediatrické resuscitacni a
intenzivni péce (OPRIP) je patrna centralni 1éze n. VIL., centrdlni kvadruparéza s levostrannou prevalenci. Na
CT mozku zjisténo lozisko hematomu v oblasti putamen a capsula interna vpravo. Angiografie mozku bez
znamek patologické vaskularizace.

Na OPRIP zachycena tézka hypertenze, kterd pak potvrzena pifi 24hod. monitorovani TK (kde az o 40
mmHg nad 95. percentilem) a jejiz kompenzace na hodnoty okolo 95. percentilu si vyzadala ¢tyifkombinaci
antihypertenziv. Na echokardiografii popsana hypertroficka kardiomyopatie, na ocnim pozadi lehka tortuozita
cév. Nalezy svédci pro dlouhodobé trvajici hypertenzi, kterd vyustila v hypertenzni krizi.
ukazuje na hemodynamicky vyznamnou stenézu pravé renalni artérie. Magnetickd rezonance nalez stenozy
potvrdila a byla indikovana balénkova angioplastika. Pii angiografii zjiSténo postizeni rendlni artérie typu
fibromuskularni dysplazie vpravo s tésnou bifurkacni sten6zou a poststenotickou dilataci odstupti interlobarnich
vétvi. Pro rizikovost vykonu bylo v prvni dobé ustoupeno od balénkové dilatace a zvazovana nefrektomie.
Proto provedena staticka scintigrafie ledvin, kde prokazana jest¢ 22% funkce pravé ledviny. S casovym
odstupem se pak podafilo provést perkutanni translumindlni angioplastiku stendz na pracovisti intervencni
radiologie IKEM. Po vykonu se TK stabilizoval na dvoukombinaci antihypertenziv a doslo k ustupu srdecni
hypertrofie. Paréza obliceje s pomoci rehabilitace vyznamné ustoupila.

Zavér: Organové komplikace hypertenze se mohou projevit jiz v détském véku, pokud neni vcas
diagnostikovana a léCena. Jednorazové prilezitostné méfeni krevniho tlaku neni dostate¢né k vylouceni
hypertenze, u rizikovych pacienti je nutno provést 24 hodinové monitorovani TK.




VYUZITI SD SKORE PRI HODNOCENI ABPM U DETSKYCH DIABETIKU

Sulakova T, Bosakovéa A, Cerna J, Janstova V1, Slany J, Janda J !
KDL FN Ostrava a ZSF OU, *Pediatricka klinika FN v Motole, 2LF UK Praha

Cil prace: vypocet SD skore (SDS) se pouziva hlavné v pediatrii pro tzv. normalizaci dat riznych parametrt, v praxi pak
pro vyjadieni odchylek od referen¢nich primérnych hodnot. Nase studie testovala u skupiny détskych diabetikl, zda
pouziti SDS muze zlepsit interpretaci vysledkli 24hodinového ambulantniho monitorovani krevniho tlaku (TK) u
détskych diabetiki.

Soubor a metody: U 50 déti (23 chlapcti) s DM 1. typu, pramérny vék pacientti byl 13,92 + 2,95 roku, trvani diabetu 7,38
+ 2,7 r. bylo provedeno ABPM — 24 hodinové ambulantni monitorovani TK a vysledky ABPM byly hodnoceny pomoci
SDS. Pouzito referenénich hodnot dle E.Wiihl- citace)._Vysledky: Primérné SDS denniho systol./diastol./stfedniho TK
byly 0,08+1,24 / 0,11+0,98 / 0,32+0,92, no¢niho systol./diastol./sttedniho TK 0,54+1,14 / 0,83+1,09 / 0,83+0,89.
Hodnoty SDS v noci byly vyssi nez ve dne. Dle SDS > 1,28 mélo hypertenzi (HT) 28 (56 %) pacientii. Izolovanou no¢ni
HT mélo 30 %, denni i no¢ni 24 % a 24 hodinovou 2 % diabetiki. SDS jednotlivych TK za 24h,den, noc byla v HT
skupiné vyznamné vyssi proti normotenzni skupiné (vSe p = 0,0000). Pacienti se vSak nelisili svymi antropometrickymi
parametry, trvanim diabetu, HbA1C, renalnimi funkcemi. Jakykoliv vzestup SDS v noci mélo 45 déti. Rozdil denniho a
no¢niho SDS se pohyboval u téchto pacientti od —0,76 do —0,83. U déti s poklesem SDS v noci od 0,05 do 0,49. Déti s
jakymkoliv vzestupem a poklesem SDS se liily jen hodnotami no¢nich SDS (STK p = 0,002,DTK p= 0,008, MAP p=
0,02) a rozdily mezi dennimi a no¢nimi SDS (STK p = 0,0000, DTK p = 0,001, MAP p=0,0000). Ale déti se vzestupem
SDS STK > 0,5 (4. rozdil > -0,5) od déti s poklesem < 0,05 se liSily také trvanim diabetu (8,28+2,25 vs 6,5+2,86,
p=0,02) a HBA1C (9,77+2,08 vs 8,28+1,65, p = 0,012).

Zavér: V souboru détskych diabetiki bylo vysoké procento pacientt s no¢ni HT. Hodnoty SDS v noci byly u naSich
pacientli vy$s$i nez pies den. Pacienti se vzestupem SDS STK o 0,5 méli hor§i kompenzaci diabetu a delsi trvani
onemocnéni. Interpretace ABPM s pouzitim SDS zlepsi hodnoceni ve smyslu posuzovani hypertenze. Metoda miize
ovlivnit nad- a pod- diagnostikovani HT, zvySuje zachyt no¢ni HT a umozZiiuje rozlisit pacienty podle zavaznosti HT.

SD SCORES (SDS ) AND 24 HOUR AMBULATORY BLOOD PRESSURE MONITORING
INTERPRETATION IN CHILDREN WITH DIABETES MELLITUS TYPE 1.

Sulédkova T, Bosakova A, Cerna J, Janstova V1, Slany J, Janda J !
Pediatric Dpt University hosp. Ostrava and Medico-Social Faculty Ostrava, ‘Pediatric Dpt., 2nd Medical School Charles
University in Prague

Aim of study: SDS calculation has been used for various data standardization in pediatric research. In practise it is
useful for expressing deviations from reference mean values. Our study investigated, whether SDS calculation*
improves the interpretation of ABPM (24-hour ambulatory blood pressure monitoring) in diabetic children. Patients and
methods: We investigated ABPM and calculated SDS in 50 children (23 boys) with diabetes Type 1, mean agel13.92 +
2.95 yr., duration of diabetes 7.38 + 2.7 yr. Results: Mean SDS for daily systolic(S)/diastolic (D) blood
pressure(BP)/MAP were 0.08+1.24/0.11+0.98/0.32+0.92, for SBP/DBP/MAP at night 0.54+1.14/0.83+1.09/ 0.83+0.89.
Night SDS values were higher than day SDS values. According to SDS > 1.28 (90" percentile) we found out 28 (56 %)
patients who had prehypertension or hypertension (HT). 30 % patients had isolated nocturnal HT, 24 % children had day
and night HT and 2 % diabetics had 24-hour HT on ABPM. SDS were significantly higher in the hypertension group than
in the normotension group (for all types of BP p = 0.0000).There were no differences in anthropometric parameters,
diabetes duration, HbA1C, renal function between the hypertensive and the normotensive group. 45 children had no
increase in night SDS. The difference between the day and night SDS were from —0.76 to —0.83 in this case. In the case
of SDS decrease at night (5 children), it was from 0.05 to 0.49. The children with SDS increase and decrease
significantly differed only in night SDS values (SBP p = 0.,002,DBP p= 0.,008, MAP p= 0.02). However, the children
with increase in SDS of SBP > 0.5 (i.e. difference > -0.5) as compared with the children with decrease in SDS < 0,5 had
longer diabetes duration (8.28+2.25 vs.6.5+2.86 yr., p= 0.02) and higher HBA1C (9.77+2.08 vs. 8.28+1.65, p =
0.012).Conclusion: In the children with diabetes Type 1. we found out high percentage of patients with night HT.
Nocturnal SDS were higher than daily SDS values in this case. The patients with increase of SDS for SBP > -0,5 had
worse metabolic control and longer diabetes duration. SDS improve interpretation of HT on ABPM. This method can
influence over- and under- diagnostics, it can revealed isolated nocturnal HT and it give a possibility of distinguishing
the severity of HT. (*J Hypertens 2002,20,1995-2007)




VYSLEDKY ESWL U DETI ZA 15 LET

Vrana J, Smakal O ,Hartmann [, Kral M
Urologicka klinika, FN Olomouc

Cil.

Autofi hodnoti u¢innost extrakorporalni litotrypse u 92 déti v obdobi od roku 1991 do roku 2006, 31 divek a
61 chlapct. Hodnoti u¢innost ESWL v souvislosti s lokalizaci a velikosti urolitiazy.

Soubor a metody .

Celkem bylo provedeno 132 sezeni, u 53 déti byla indikovana ESWL pro nefrolitidzzu / velikost
konkrementu nad 8-10 mm /u 39 déti pro ureterolitiazu / velikost konkrementu nad 6 mm /.

U 22 déti s nefrolitiazou a 16 déti s ureterolitiazou bylo sezeni ESWL provedeno 2x s odstupem 5-7 dnd, u
3 déti bylo ESWL provedeno 3x a vice.

Lécba byla provedena na piistroji Medilit 5.U déti do 15 let byla provedena litotrypse v celkové anestezii, nad
15 let v analgosedaci

Zaméteni konkrementu bylo kombinovano skiaskopicky a ultrasonograficky, u 3 déti s méalo kontrastnim
konkrementem pomoci ascendentni urofragie.

Vysledky.

Z 53 /100% déti s nefrolitidzou bylo po ESWL 39 /73,6 % / déti bez litidzy, u 9 /16,9 %/ déti byla residualni
litidza do 4 mm., u 2 /3,8 %/ d¢ti byla indikovana pro neuspéch operacni 1é€ba a u 3 /5,7 %/ déti byl indikovan
PEK.

U 39/ 100%/ déti s ureterolitidazou byla Gsp&Snost u 33 / 84,7 %/ déti, u 2 /5,7 %/ déti pro neuspéch 1écby byla
indikovana operacni 1écba , u 4 /10,3 %/ divek byl kdmen odstranén ureteroskopicky.

Zavér:

Autofi zjistili, Ze u¢innost je vys§i u ureterolitiazy nez u nefrolitiazy, idealni velikost konkrementu je
do 10 - 12 mm. P¥i nedspéchu u opakovanych ESWL je vhodné indikovat jiny zptsob 1écby.




ABSCEDUJICI PYELONEFRITIDA JAKO PRICINA AKUTNIHO SELHANI LEDVIN NA
PODKLADE DENTALNI INFEKCE

Zieg J, Pediatricka klinika v Praze- Motole

Uvadime ptipad 17 leté¢ divky pfijaté pro rozvijejici se akutni selhani ledvin. Divka je od 7 let sledovana pro
epilepsii, dale popisovana lehka mentalni retardace, osobni a rodinna anamnéza nenapadné. Pacientka si 4 dny
pied piijetim zacala sté¢Zovat na zavraté, nechutenstvi a opakovan¢ zvracela, objevily se 1 bolesti biicha a teploty
az k 39 st.C. V poslednich tfech dnech matka udédvala nizky pfijem tekutin- pouze cca 250 ml/den. Divka
vySetfena na spadovém détském oddé€leni, kde byla zjiSténa hladina urey 24 mmol/l, kreatinin 549 umol/l,
hyponatrémie 126mmol/l, hypokalémie 3.6mmol/l, vysoké CRP 597mg/l a leukocytéza 26 tisic s posunem
doleva. Pacientka pielozena jako akutni porucha funkce ledvin do Motola.

Pti pfijeti subfebrilni, sklon k hypotenzi, bradypsychie, ndpadnéd malhygiena dutiny ustni, bolestivé bticho
v pravém hypochondriu bez znamek peritonedlniho drazdéni, tapottment vpravo lehce pozitivni, laboratot
odpovidala nalezim na ptedchozim pracovisti, Astrup v normé, v moci jasna pyurie a stopy krve.

Vysetieni koagulaci prokazalo pocinajici diseminovanou intravaskularni koagulopatii, = na sonografii ledvin
patrnd oboustrannd nefromegalie s parenchymovou 1ézi, RTG plic bez patologie.

Zahdjena lécba cefotaximem v redukované dévce, podana mraZend plazma a pokraCovano v symptomatické
1é¢bé. Hemokultury opakované negativni, mikrobiologické vySetieni moc¢i — vyznamna bakteriurie E.coli 10° ze
sttedniho proudu, kmen dobfe citlivy na poddvana antibiotika.

Imunologie: jen lehce vyssi hladina IgG 15.9g/1 (norma do 13.6), cirkulujici imunokomplexy 103 (norma do
46). ORL 1 gynekologické vySetfeni v mezich normy. Tieti den hospitalizace pokles urey a kreatininu k normé,
trvalo vysoké CRP 179mg/l. Proto zména AB, pfidan ciprofloxacin. UZ nalez na ledvindch byl stacionarni,
klinicky byla pacientka nadale subfebrilni, neudavala jiz bolesti bficha. Po tydnu hospitalizace trvalo
oboustranné zvétSeni ledvin, sonografista popisuje podezieni na fokalni nefritidu a je pfitomna volna tekutina v
peritonealni dutin€é. Na CT pak popsana oboustranna abscedujici pyelonefritida. V 1é€bé pokracovano na navrh
mikrobiologt s cefotaximem, ciprofloxacinem, Unasynem a ampicilinem.

Provedené stomatologické vySetfeni prokazalo enormné kariézni chrup 28. den hospitalizace byla provedena
extrakce 5 trvalych zubil v celkové anestezii a 11 zubii bylo oSetfeno konzervativné!!!

Teprve 5 tydnl po pfijeti bylo dévce v dobrém stavu propusténo do domaciho oSetfovani. Pied propusténim
byl biochemicky profil séra a sonograficky nalez na ledvinach v mezich normy.

Zavér: uvedena kazuistika upozornuje na mozny zdroj odontogenni infekce u pacientky s abscedujici
pyelonefritidou. Tézky stav pod klinickym obrazem urosepse vedl k poruse rendlnich funkci, kde se
kombinovala vlastni nefropatie s extrarenalni sloZkou pfi vyznamné hypovolémii. .




ACUTE RENAL FAILURE IN A PATIENT WITH ABSCESSING PYELONEPHRITIS DUE
EXTENSIVE DENTAL INFECTION

Zieg J, Department of Pediatrics, University Hospital Motol

Case report: 17 year-old girl admitted for acute renal failure. Since the 7th year treated for epilepsy with
moderate mental retardation. Four days prior the admission o complaints of giddiness, anorexia, repeatedly
vomited, fever up 39°C, abdominal pain. She was reported to drink only 250ml /day ca 3 days efore admission.
Examination at a regional pediatric department revealed elevation of urea -24mmol/l, kreatinin 549umol/l),
hyponatremia 126mmol/Il, hypokalemia 3.6mmol/l, high CRP 597mg/l and leukocytosis 26.000 with shift . The
patient was referred to our center for pediatric nephrology.

At admission: febrile, tendency to hypotension, bradypsychic. Evident malhygiene of the oral cavity, painful
abdomen localized to right hypochondrium without signs of peritoneal irritation, right tapottment mildly
positive.

Our own results confirmed significantly decreased glomerular filtration rate with normal Astrup data.
Coagulation lab found out beginning disseminated intravascular coagulopathy, urinalysis revealed significantly
pyuria and microscopic hematuria. Imaging methods. ultrasound showed bilateral enlarged kidney with
parenchymal lesion, chest X-ray was normal.

ATB treatment started immedialtely with parenteral cefotaximem, followed by fresh frozen plasma and
symptomatic therapy. Urine culture revealed significant bacteriuria E.coli 10° /ml, sensitive to ATB
administered. Immunology examination showed only a slightly elevated 19G 15.9g/l and level of circulating
immunocomplexes 103 (norm to 46). Both, ORL and pediatric gynecologists specialists excluded source of
bacterial infection. On the 3™ day a rapid decrease of serum creatinine level was noted, but high level of CRP
persisted, as well as that of nephromegaly. Abdominal CT examination on the 7" day after admission revealed
bilateral abscessing pyelonephritis.

Stomatologic examination showed severe tooth decay dentition connected with previous oral cavity malhygiene. On
the 28" day extraction of five teeth and conservative management of 11 teeth (1!!) under general anesthesia
have been performed.

One week later renal sonography was normal, withdrawal of ATB drugs and demission of the hospital. She was
checked in our outpatient department 6 months later with normal clinical and imaging findings.

Conclusion: a case of an adolescent girl with abscessing pyelonephritis, resulting in severe
hyperazotemia. The source of infection was heavy malhygiene of oral cavity and extensive, multiple teeth
decays.




