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Jan PODOBA:

EUFUNK CNA NODOZNA STRUMA V PODMIENKACH JODOVEHO DEFICITU
AV SUCASNOSTI /s.5

SUHRN:

Eufunkcna uzlovéa struma v sicasnosti uZ nevzniké ako dosledok adaptacnych mechanizmov
&itngy Zlazy na jodovy deficit. Ide o chorobu spdsobend endogénnymi faktormi. V
patogenéze sporadickel uzlove strumy sa uplatnuji genetickeé vplyvy, ngima geneticky dana
heterogenita folikularnych buniek a vnutorné poruchy intracelularnych mechanizmov
riadiacich rast a proliferaciu, ako g lokdne rastové faktory. Slcasné uzlové strumy su
skutocné neoplézie, z ktorych je priblizne 10 % malignych. Preto je potrebné vykonat
désednu diferencidlinu diagnostiku kazdej uzlovel strumy. Rozhodujdcim vySetrenim je
tenkoihlové aspiracna diagnostika.

Klucoveé slova: eufunkcnd uzlova struma — patogenéza — diferencidlna diagnostika— liecba
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KONZERVATIVNA LIECBA MAKROPROLAKTINOMOV /s 12

SUHRN:

Prolaktindmy sl najcastejSie adendmy hypofyzy. Klinicky sa manifestuju hypogonadizmom a
infertilitou, v pripade makroprolaktinbmov & oftalmologickou a neurologickou
symptomatol6giou. Medikamentova liecba dopaminergnymi agonistami je ovela Ucinng/Sia
pri Uprave hypersekrécie prolaktinu a pri zmenSovani masy tumoru ako neurochirurgicky
vykon. Stala sa preto postupom prvej volby v liecbe prolaktindmov, dokonca g v pripadoch
gigantoprolaktindmov s vyznamnymi vypadmi v zornom poli.

Klucové slova: makroprol aktindm — dopaminergné agonisty — konzervativna liecba.
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KLINICKY OBRAZ PRIMARNEJ HYPERPARATYREOZY

A JEHO VPLYV NA DIAGNOSTIKU /s. 18

SUHRN

Vychodisko: Klasicky klinicky obraz primarne] hyperparatyredzy (HP) je casto multiorganovy
a neobycajne pestry. Osemdesiat percent pacientov v krajinach so skriningom hyperkalciémie
vSak nema v case diagnézy Ziadne klinické symptomy. Zistovali sme aktuanu klinicku
prezentéciu PH u nas a d#zku obdobia, za ktoré sa dospeje k diagnoze.

Pacienti a metody: Autori vykonali retrospektivnu analyzu zdravotngl dokumentécie 46
pacientov (40 Zien, 6 muzov) s potvrdenou primarnou hyperparatyredzou, hospitalizovanych
nal. interngj klinike FNsP akad. L. Dérerav Bratislave od roku 1994 do r. 2002.

Vysledky: VéacSina pacientov mala pri urceni diagndzy uz rozvinuty klinicky obraz s jednym
alebo viacerymi prejavmi choroby. NagjcastejSim ndlezom bola osteoporéza (52 %) a
urolitiaza (50 %). Asymptomaticki a bez objektivneho klinického nalezu boli len dvaja
pacienti (4 %). Choroba sa najcastejSie prvykrat manifestovala renanou kolikou (28 %).
NenaSiel sa Statisticky vyznamny rozdiel vo vyskyte osteopordzy v podskupine pacientov s
urolitidGzou a bez nej. Medidn intervalu od zaciatku klinickgy manifestécie po stanovenie
diagnozy bol 4 roky. Tento interval bol signifikantne dihsi u pacientov, u ktorych sa choroba
prvykrat manifestovala urolitidzou (6 r.), ako u pacientov, u ktorych sa diagnosticky proces
inicioval pre zistenu osteoporozu (1 rok).

Zaver: Na Slovensku je klasicka forma primarng hyperparatyredzy stéle nagjcastejSim typom
choroby a diagnostika sa g napriek jasnému klinickému obrazu casto zacina neskoro. Tento
nepriaznivy stav sa podari zmenit vySetrovanim kalciémie u vSetkych pacientov so
symptomami, ktoré poukazuju na moznu primérnu hyperparatyredzu, ale predovsetkym
skriningom hyperkalciémie.

Klacové slova: primérna hyperparatyredza - urolitiaza - osteoporéza- hyperkalciémia
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Hyponatriémia je ngjcastejSou elektrolytovou poruchou hospitalizovanych pacientov, ktora sa
vyskytuje asi u vrtiny chorych s organickym poskodenim mozgu. Hyponatriémia v tychto
pripadoch méze slvisiet s neprimeranou sekréciou antidiuretického horménu (Syndrome of
Inappropriate Antidiuretic Hormone Secretion — SIADH), teda je hyponatriémiou dilucnou,
alebo je zapricinena nadmernymi stratami sodika mocom pri  syndrome solnych strét
centrdneho pbvodu (Cerebral Salt Wasting Syndrom — CSWS) a je teda hyponatrémiou
deplecnou. Oba stavy maju rovnaky klinicky alaboratorny nédlez hypotonickej hyponatrémie a
hyperosmolarity mocu, avdak zasadne sa odlisuju efektivnym cirkulujicim objemom, ktory je
pri SIADH normdny aebo lahko zvySeny, zatial co pri CSWS je zniZeny. VySetrenia
funkcnych renalnych parametrov (exkrecna frakcia sodika, celkovy odpad sodika mocom,
klirens bezsolUtove] vody) umoznuju tieto stavy odliSit a zacat liecbu, ktor4 je v oboch
pripadoch zasadne odlisna. Pri SIADH je nutna restrikcia prijmu tekutin, zatial co pri CSWS
je redtrikcia tekutin kontraindikovana a je nutné efektivny cirkulujuci objem doplnit spolu so
substitdciou strét sodika.

Klacové slova: hyponatriémia — syndrom neprimerangj sekrécie antidiuretického horménu
(Syndrome of Inappropriate Antidiuretic Hormone Secretion) — syndrom solnych strat
centrdneho pdvodu (Cerebral Salt Wasting Syndrom).
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Vychodisko: Molekularno-geneticka diagnostika zaloZzend na detekcii mutécii RET-
protoonkogénu, umoznuje zistenie dedicng predispozicie na medularny karcinbm Stitne
Zlazy (MTC), vcasnu diagnostiku a zvysuje Uspednost liechy.

Metoda: Pritomnost mutécii v RET-géne sa v pripade dedicng predispozicie k vzniku



medularneho karcindbmu stitngl Zlazy da dokazat analyzou gendmovej DNA izolovang z
akegjkolvek bunky potencidneho pacienta. Spravidla sa analyzuje DNA izolovana z krvnych
lymfocytov. Vyuzivaju a kombinuju sa rézne techniky. Pomocou Specifickych primerov v
retazovej polymerizacnegj reakcii sa amplifikuje Usek RET-génu, v ktorom sa predpoklada
pritomnost mutéacii. Usek sa potom analyzuje technikou jednoretazového konformacného
polymorfizmu, Stiepenim vhodnymi restrikcnymi endonukledzami a povaha bodovej mutécie
sa spresni stanovenim poradia nukleotidov sekvenovanim.

Zaver: Detekcia mutécii RET-génu predstavuje optimdny pristup k diagnostike MTC v
sividosti s detekciou dedicngl predispozicie a umoznuje uskutocnovat profylaxiu
familiarnych foriem MTC. Prognéza MTC zavisi od vcasngj diagnostiky a u 0sob
postihnutych dedicnou mutéciou RET génu je mozné aplikovat vcasni liecbu. Analyza
mutécii DNA ako prvy skriningovy test spolahlivo identifikuje nositelov mutacie MEN2-
syndromu. Genetickému testovaniu by sa mal preto podrobit kazdy pacient s MTC, vSetci
jeho prvostupnovi pribuzni, v3etci pacienti s bilaterdnym feochromocytémom a vsetci
prvostupnovi pribuzni osoby, ktora zomrela na MTC. Genetické testovanie clenov rodin s
rizikom MEN2 u clenarodiny s negativnym nalezom odstranuje strach zo vzniku MTC ajeho
dihodobu dispenzarizaciu. Mladym manzelskym parom, u deti ktorych je riziko MEN2,
mozZno ponuknut prenatalny test.

Klucové slova: medularny karcinbm &itngl Zlazy (MTC) — mnohopocetna endokrinna

neopléziatypu 2 (MEN2) — feochromocytom — RET-protoonkogeén.
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Jan PODOBA:
NONTOXIC NODULAR GOITRE IN THE CONDITIONS OF IODINE DEFICIENCY
AND AT PRESENT TIMES /s.5

SUMMARY:

Nontoxic nodular goitre at present times does not originate as a consequence of adaptive



mechanisms to iodine deficiency any more. It is caused by endogenous factors. In the
pathogenesis of sporadic nontoxic nodular goitre take place genetic influences, congtitutive
heterogeneity of normal follicular cells, endogenous errors of intracellular mechanisms
controlling growth and proliferation and local growth factors. Current nodular goitres are real
neoplasms, approximately 10 % of them are malignant. A consistent differential diagnostics
of each nodular goitre is therefore necessary. Decisive examination is fine needle aspiration
cytodiagnostics.

Key words. nontoxic nodular goitre — pathogenesis — differential diagnostics - treatment
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CONSERVATIVE TREATMENT OF MACROPROLACTINOMAS /s. 12

SUMMARY:

Prolactinomas are the most common pituitary adenomas. Their clinical manifestation
embraces hypogonadism and infertility and, in case of macroprolactinomas, ophtalmological
and neurological symptomatology. Efficacy of dopaminergic drugs in lowering prolactin
secretion and in shrinking the tumor mass in patients with prolactinoma is far better than that
of neurosurgery and has made these agents first-choice therapy, even in the cases of giant
prolactinomas with severe visual field disturbances.

Key words. macroprolactinoma— dopaminergic drugs — treatment.
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SUMMARY
Background: The classical clinical picture of primary hyperparathyroidism involves many
organs and is extremely variable. However, 80 % of the patients have no clinical symptoms at

the time of diagnosis in the countries, where screening of hypercalcemia is made. We tried to



find out the actual clinical presentation of PH in our country and the length of the period, in
witch the diagnosis is usually established.

Patients and methods. We performed a retrospective analysis of the health documentation of
46 patients (40 women, 6 men) with proved primary hyperparathyroidism hospitalized at the
|. Dpt. of internal diseases FNsP akad. L. Dérerain Bratislava from 1992 to 2002.

Results. At the time of diagnosis determination, the majority of the patients had already a
developed clinical picture with one or more signs of the disease. The most common findings
were osteoporosis (52 %) and urolithiasis (50 %). Only 2 patients (4 %) were asymptomatic
and had no objective clinical findings. The most common first manifestation of the disease
was renal colic (28 %). No statisticaly significant difference was observed in the occurence of
urolithiasis in the subgroup of patients with and without osteoporosis. The median of the
interval from the beginning of the clinical presentation of the disease to the determination of
the diagnosis was 4 years. This interval was significantly longer in patients, whose first sign
of the disease was urolithiasis (6 years), than in patiens, where the diagnostic process was
started because of established osteoporosis (1 year).

Conclusion: In Slovakia, the classic forme of primary hyperparathyroidism is still the most
common type of the disease and the diagnostic process is often started late despite of the
clear clinical picture. This unfavourable state can be changed by examination of calcemiain
all patients with symptoms refering to possible primary hyperparathyroidism, but in particular
by screening of hypercalcaemia.

Key words. primary hyperparathyroidism - urolithiasis - osteoporosis - hypercalcemia
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DIFFERENTIAL DIAGNOSTICS OF HYPOTONIC HYPONATREMIA
IN PATIENTSWITH ORGANIC CNSDISEASES /s. 22

SUMMARY

Hyponatremia is the most frequent electrolyte disorder in hospitalized patients occuring in
about a fourth of patients with organic brain damage. In these cases hyponatremia may be
related with the syndrome of inappropriate secretion of antidiuretic hormone secretion
(SIADH) and then we speak about dilution hyponatremia. On the other hand, it may be



caused by excessive natrium losses by the urine in the cerebral salt wasting syndrome
(CSWS) and in this case depletion hyponatremia is referred to. Both cases have the same
clinical and laboratory finding of hypotonic hyponatremia and hyperosmolality of the urine,
but they are well distinguishable one from the other by the effective circulating volume that
is normal or dightly increased in SIADH, as opposed to decreased effective circulating
hormone in CSWS. The examinations of functional renal parameters (excretion natrium
fraction, total natrium elimination in the urine, clear water clearance) enable to make a
difference between them and initiate the treatment which is basically different in both cases.
In SIADH the reduction of fluid intake is necessary, while in CSWS fluid restriction is
contraindicated and the effective circulating volume has to be complemented along with the
substitution of the natrium loss.

Key words. hyponatremia — syndrome of inappropriate secretion of antidiuretic hormone
secretion, SIADH — cerebral salt wasting syndrome, CSWS
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SUMMARY:

Background: Molecular genetic diagnostic based on the RET gene mutation detection enables
to revea hereditary predisposition to the medullary thyroid carcinoma (MTC), its early
diagnosis and treatment.

Methods: RET gene mutation in the association with hereditary predisposition to medullary
thyroid carcinoma is possible to detect by analysis of DNA isolated from any cell of a
potential patient. The easiest way is to use DNA from peripheral blood monocytes. There are
many techniques available for this analysis. The first step is the amplification of a part of the
gene of interest by polymerase chain reaction. The obtained amplicon is further analyzed by
single strand conformation polymorphism, restriction enzyme analysis and finaly is
confirmed by sequercing.

Conclusion: Detection of the RET gene mutation is an optimal approach in the diagnosis of
MTC in association with the hereditary predisposition, which allows the prophylaxis of the
familiar types of MTC. The prognosis of MTC patient with RET gene mutation is dependent



on the early diagnosis. DNA analyses for RET gene mutations as the first step in the screening
protocol alow the highly precise identification of the individuals in the risk of MTC. Genetic
test should be provided to all patients with MTC, to all of hig’her first grade relatives, to all
patients with bilateral pheochromocytomas and hisher first grade relatives. The genetic
testing is also enabling to recognize no affected members of multiple endocrine neoplasia type
2 (MEN2) families who are no more in the risk of MTC. Amniocentesis can be offered to
MEN2 parents in an effort to avoid the birth of a baby carrying RET gene mutations.

Key words: medullary thyroid carcinoma (MTC) — multiple endocrine neoplasia type 2

(MENZ2) — pheochromocytoma— RET protooncogene.



