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Alkaptonuria je geneticky podmienena porucha metabolizmu fenylalaninu a tyrozinu, pri ktorej sa homogentisova
kyselina na podklade chybania enzymu oxidazy nerozstepi, hromadi sa v organizme, jej polymer — pigment
impregnuje bradytrofické tkaniva a vznika ochronéza.

Klinicky sa prejavuje vylucovanim alkaptonu — kyseliny homogentisovej v moci a viditeI'nymi, funkéne
nezavaznymi priznakmi na ociach a usiach. Najzavaznejsi proces sa odohrava na pohybovych ustrojoch, ako tzv.
ochronoticka artropatia.

V praci sa zdoraziuje potreba depistaze vsetkych novozachytenych deti s alkaptonuriou, ich stistavné sledovanie,
usmernenie diéty a Zivotospravy, spravny vyber Sportov a najméd vhodného zamestnania. Liecebné zasahy pri
ochronotickej artropatii sa v podstate zhoduju s opatreniami pri degenerativnych chorobach kibov a chrbtice.
Somaticka génova terapia sa dostava z fazy modelovych pokusov do $tadia klinickej aplikacie a mozno dufat, ze
bude zavedena, do liecby alkaptontrie.

Z praktického hladiska by bolo najvhodnejsie zriadit’ centralny register vSetkych pripadov alkaptonurie a
ochronodzy na Slovensku, ktory by umoznil poskytovat’ adekvatne preventivne a liecebné opatrenia v stilade s
novymi poznatkami vedy.
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Frantisek Cisarik, Miroslav Lukacovic, Santiago Rodriguez de Cordoba, Ludovit Kadasi, Viadimir Ferdk:
Alelova heterogénnost’ mutacii spésobujicich alkaptoniriu a mozZné pri¢iny vysokého vyskytu tejto
choroby na Slovensku  /s. 347

Vychodisko: Alkaptonuria (AKU) je zriedkavé (1: 250 000) autozomalne recesivne dedi¢né ochorenie, pri
ktorom v dosledku bloku homogentizat-1,2-dioxygendzy (HGO) dochadza k hromadeniu kyseliny
homogentizovej (HGA) v tele pacientov. Ukladanie ochronotického pigmentu v spojivovych tkanivach vedie k
vaznym artritickym tazkostiam. Gén pre HGO bol lokalizovany do oblasti 3q21-23 a v sti€asnosti je uz znamych
viac ako 40 réznych mutacii zodpovednych za AKU. Pre Slovensko je prizna¢ny zvyseny vyskyt alkaptonurie
(1:19000), predovsetkym v oblasti byvalych genetickych izolatov. Cielom nasej prace bolo pomocou analyzy
mutacii v HGO géne a haplotypov DNA polymorfizmov najst’ odpoved’ na tento zvyseny vyskyt.

Subor a metody: Analyzovali sme 46 AKU chromozdémov u 25 slovenskych pacientov. Prislusné useky HGO
génu boli amplifikované pomocou PCR a nasledne podrobené SSCP analyze, respektive sekvenovaniu.
Vysledky: V analyzovanom stubore sme identifikovali 10 réznych mutacii v HGO géne, ¢o poukazuje na
neocakavani mutacnu heterogenitu AKU na Slovensku.

Zavery: Vysledky analyzy haplotypov naznacuju, ze len ¢ast HGO mutécii (16 %) bola prinesenav dosledku
migracie, zatial’ ¢o vacsina z nich ma pravdepodobne povod na nasom tGzemi, konkrétne v oblast Kystic. Pri¢inou
uchovania a rozsirenia AKU mutacii na Slovensku bol efekt zakladatel'a a nasledna geneticka izolacia.
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O kvalite kostry zasadnym spdsobom rozhoduje jej vyvoj v detstve av dospievani — teda v obdobi, ked
budovanie kostnej hmoty dosahuje svoj vrchol. Pripominame osobitni ulohu pediatra pri prevencii
nedostatocného zvysSenia maximalnej kostnej hustoty, a tym pri prevencii primarnej osteoporozy. Deficit vo
vyvoji kostnej hmoty, ktory vznikne v detstve a v dospievani, sa v neskorSom obdobi uz nahradit’ neda., iba sa
bude viac prehlbovat’.



Druhy kluc¢ovy problém ktorému v prispevku venujeme pozornost , je prevencia kortikoidmi indukovanej
osteopordzy v detskom veku. Snaha o obmedzenie kostnych strat musi byt sicastou terapeutického planu
u kazdého dietat’a lieceného kortikoidmi.

Klicové slova: Osteopordza — dieta — kortikoidy.

Frantisek Mateicka, Elena Koskova: Reaktivne artritidy v detskom a adolescentnom veku  /s. 357

Autori prezentuju sucasny pohlad na problematiku reaktivnych artritid v detskom a adolescentnom veku.
Reaktivne artritidy st aseptické, imunologicky sprostredkované zapaly kibu, ktoré vznikaja v asovej
nadviznosti (ako reakcia) na vzdialent infekciu v organizme. Ochorenie ma systémovy charakter, spravidla
vznikd po infekcidch hornych dychacich ciest a infekciach urogenitalneho a gastrointestinalneho systému, avSak
mdbze vzniknut po infekcii kdekol'vek v organizme a Casto sa nemusi zistit’ jasna suvislost’ ku klinicky a
mikrobiologicky definovanej predchadzajucej infekcii. V suvislosti s novymi poznatkami v oblasti
etiopatogenézy autori prezentuju nové klasifikacné schémy ako aj spektrum mikroorganizmov asociovanych so
vznikom reaktivnych artritid. Dalej sa rozoberaju aspekty klinického obrazu so zddraznenim $pecifik v detskom
a adolescentnom veku, diferencidlnej diagnostiky, prognozy a liecby. Uvedené su aj klinické diagnostické kritéria
ako aj diagnosticky vyznam a postavenie metdd laboratérnej diagnostiky, ktord je aj zakladom etiologicke;j
klasifikécie reaktivnych artritid.

Klucové slova: Reaktivne artritidy — detsky vek a adolescencia — HLA-B27

Ladislav Badalik: UdrZatelny rozvoj v 21. storo¢i — Svetova konferencia akadémii vied  /s. 362
V dnoch 14. 5. — 15. 5. 2000 sa uskutoc¢nila v Tokiu Svetova konferencia akadémii vied. Rokovanie bolo
rozdelené do 7 sekcii.
Na zaver konferencie sa uskuto¢nila Schodza Narodnych akadémii mediciny a Medicinskych sekcii
Narodnych akadémii vied. Pritomni pripravili navrh rezolucie o zriadeni Inter Academy Medical Panel.
Zavery rokovania v jednotlivych sekciach upozoriiovali na problémy udrzatel'ného rozvoja.
Klucové slova: Udrzatel'ny rozvoj — Glohy vedy — Svetova konferencia akadémii vied.

Dusan Zitian: Historia objavu artikularnej chondrokalcinézy  /s. 363

Nedodvera k udajom v lekarskej dokumentacii, skiagraficky nalez mnohopocetnej kalcifikacie artikularnych
chrupiek a mikroskopicky nalez romboidnych krystalikov v synoviovych vypotkoch priviedli autora v roku 1955
k poznaniu, Ze v pripade prvého vySetrovaného pacienta, jeho surodencov a spoluob¢anov z endogamickej
lokality na juznom Slovensku ide o doteraz nepoznanti chorobu.. S ciel'om vystihnat’ podstatu choroby zvolil pre
nu latinsky nazov ”chondrocalcinosis articularis”. Po zverejneni prvych poznatkov sa zjavovali a hromadili
podobné pozorovania v eurdpskych krajinach i v zamori. Na zaciatku 60. rokov bol pre americkych autorov
prioritnym vychodiskom nalez krystalikov v synoviovom vypotku u pacientov s artritickym syndrémom pre
vol'bu terminu “pseudodna”; po ich identifikacii uprednostnili pojem ”choroba z depozicie krystalov
kalciumpyrofosfat dihydratu”. Tieto prace boli podnetom pre intenzivne §tidium patofyziologie mikrokrystalov,
ktoré vyustili do novej koncepcie “krystalmi indukovanych artropatii” a medzi ktorymi je artikularna
chondrokalcinbza povodnym slovenskym prispevkom do svetovej reumatologie.

Klic¢ové slova: Kibova chrupka - anorganicky pyrofosfat — mikrokrystaly kalciumpyrofosfat dihydratu —
pyrofosfatova kalcifikacia.
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OVERVIEW

Jozef Rovensky, Tibor Urbanek: Alkaptonuria and ochronosis /p. 341

Alkaptonuria is a genetically conditioned metabolic disorder of phenylananine an tyrosine, in which
homogentisic acid due to absent oxidase enzyme did not dissociate, accumutates in the organism, its polymer —
pigment impregnates bradytrophic tissues and ochronosis starts to develop.

It is clinically manifested by eliminating alkapton — homogenistic acid in the urine and visible, functionally
irrelevant symptoms” on the eyes and ears. The most significant process affects the locomotory apparatus
manifesting as so called ochronotic arthropathy.

The paper emphasises the necessity of screening and follow-up of all newly detected children with alkaptonuria,
their consistent follow-up, change in dietary habits and way of living, proper choice of sport and occupation.
Therapy in ochronotic arthropathy essentially coincides with therapeutic measures in degenerative diseases of
joints and spinal column. Somatic gene therapy leaves the phase of model trials and enters the stage of clinical
application with perspectives to be introduced in the treatment of alkaptonuria.

From practical point of view it would be most suitable to establish the central registry of all cases of alkaptonuria
and ochronosis in Slovakia that would provide adequate preventive and therapeutic measures consistent with new
scientific knowledge.

Key words: Alkaptonuria — ochronosis — clinical manifestations — coincidence with other diseases
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Andrea Zatkova, Daniel Beltran-Valero de Bernabé, Helena Poldkova, Eva Ferdakova, Viadimir Bosdak,
Frantisek Cisarik, Miroslav Lukacovi¢, Santiago Rodriguez de Cordoba, Ludovit Kadasi, Viadimir Ferdk: Allele
heterogeneity of AKU causing mutations and possible reasons for high incidence of this disease in
Slovakia.  /p. 347

Background: Alkaptonuria (AKU) is a rare (1 : 250 000) autosomal recessive hereditary disease caused by the
defect of homogenitisic acid 1,2 dioxygenase (HGO) resulting in the accumulation of homogentisic acid patients’
bodies. Deposition of ochronotic pigment in connective tissue leads to severe arthritis. Gene for HGO has been
mapped to 3q21-23 and so far more than 40 different AKU causing mutations have been identified. Slovakia is
characteristic of increased incidence of alkaptonuria (1 : 19 000) mainly in the area of recent genetic isolates. By
means of analysis of mutations in HGO gene and haplotypes of DNA polymorphism, our paper aimed to find

a response to this increased incidence.

Patient and methods: 46 AKU chromosomes in 25 Slovakian patients were analyzed. Relevant proportions of
HGO gene were amplified by PCR with subsequent SSCP analysis.

Results: In the analyzed group 10 different mutaions were identified in HGO gene that is suggestive of
unexpected mutational heterogeneity of AKU in Slovakia.

Conclusion: The results of analysis indicate only a part of HGO mutations (16 %) has been introduced in
Slovakia through migration, whereas the majority of them probably originates from Slovakia, mainly from the
Kysuce region. The founder effect and subsequent genetic isolation caused preservation and spread of AKU
mutations in Slovakia.
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Veronika Vargovd, Richard Vesely, Ludmila Podracka, Miroslav Sasinka: Osteoporosis from viewpoint of
a pediatrician /p. 353

Development in childhood and adolescence — i. e. in the period when building up of bone mass reaches its peak —
decisively influences the quality of the skeleton. A specific role of pediatrician in the prevention of insufficient
maximum bone density increase and in the prevention of primary osteoporosis is highlighted. Deficiency in bone
mass development, starting in childhood and continuing through adolescence, cannot be replaced in later period.
Moreover, this deficiency may become more profound..

The second key problem to be given attention, is the prevention of corticosteroids induced osteoporosis
in children. The efforts to restrict bone losses must be involved in the therapeutic plan in every child treated by
corticosteroids.

Key words: Osteoporosis — child — corticosteroids.



Frantisek Mateicka, Elena Koskova: Reactive arthritides in children and adolescents

Ip. 357

The authors present a current opinion on the problems of reactive arthritides in children and adolescents.
Reactive arthritides are aseptic, immunologically mediated inflammations of the joint, developing after some
time, as a reaction to the infection in the organism. The disease has a systemic character and usually develops
after upper respiratory tract infections and urogenital and gastrointestinal system infections. It may, however,
develop wherever in the organism and an explicit association with clinically and microbiologically defined
previous infection, might not often be detected. In connection with new knowledge in the area of
etiopathogenesis, the authors present new classification schemes as well as a spectrum of microorganisms
associated with the development of reactive arthritides. Further on the paper analyzes the aspects of clinical
picture highlighting specific features in children and adolescents, differential diagnostics, prognosis and
treatment. The paper also presents clinical diagnostic criteria, diagnostic significance and position of laboratory
diagnostic methods, which are the base of etiological classification of reactive arthritides.

Key words: Reactive arthritides - adolescence and pediatric age - HLA-B27

Ladislav Badalik: Sustainable dvelopment in the 21* century — International Association Panel (IAP)
/p. 362

During 14. May — 19. May the IAP was held in Tokyo. The programme was divided in 7 sections.

At the end of the IAP the meeting of National Academies of Medicine and Medical Sections of National
Academies of Sciences was held. The participants prepared a proposal of resolution of the establishment of Inter
Academy Medical Panel.

The conclusions of discussion in all the sections pinpointed the problems of sustainable development.
Key words: Sustainable development — tasks of the science — International Association Panel (IAP).

Dusan Zitiian: History of the discovery of articular chondrocalcinosis  /p. 363

Based on mistrust in medical documentation data, skiagraphic finding of multiple calcification of articular
cartilage and microscopic finding of romboid crystals in synovial exudates in 1955, the author came to the
conclusion that he has to with an utterly unknown disease in case of the first examined patient, his siblings and
fellow conutrymen from endogamic area in the Southern Slovakia. He has chosen Latin name
”chondrocalcinosis” to define the essence of the disease. On publishing the first pices of knowledge, similar
observations appeared and cumulated both in European countries and overseas. At the beginning of 60-ies the
finding of microcrystals in synovial exudate in patients with arthritic syndrome, has led the American authors to
choose the term ”pseudogout”; on their identification they preferred the term “disease due to deposition of
calciumpyrophosphate dihydrate crsytals”. These papers launched an intensive study of pathophysiology of
microcrystals that resulted in a new conception of “crystal induced arthropathies”, among which articular
chondrocalcinosis is the first original, Slovak contribution in global rheumatology.

Key words: Articular cartilage - anorganic pyrophosphate - calciumpyrophosphate dihydrate microcrystals -
pyrophospohate calcification.



